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Research ethics

The World Medical Association started revisions to the
Declaration of Helsinki in 2022 and it will have to address
numerous issues that have arisen in research ethics since the
last 2013 revision [1]. In the face of critical issues that have
surfaced during the COVID-19 pandemic, less salient but
nevertheless critically important issues may go unnoticed.
One of these concerns is the conditions under which it is
ethically permissible to modify or waive written informed
consent in research with competent participants.

The Declaration of Helsinki recognizes that there are cir-
cumstances in which it is permissible for individuals who
do not themselves provide informed consent to participate
in research. In research with persons who are incapable giv-
ing informed consent (e.g., children, dementia patients),
investigators must seek written informed consent from the
legally authorized representatives. In trials conducted with
individuals that are incompetent for a limited period of time
(e.g., hospitalized COVID-19 intubated patients) a deferred
consent must be sought: when legal representative is avail-
able, their written consent must be followed by the partici-
pant’s written consent to remain in the trial once he/she can
provide it. However, the Declaration of Helsinki, currently
recognizes no exception to the requirement that competent
individuals must provide informed consent to participate in
medical research [1]. As a result, the guidance in the Decla-
ration of Helsinki diverges from the Council for International
Organizations of Medical Sciences (CIOMS) guidelines [2]
—prepared in collaboration with the World Health Organiza-
tion and is the ethics code commonly followed in low- and
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middle-income countries—, that allow for the modification
and waiver of written informed consent if the research ful-
fills three conditions: a) it would not be feasible or practica-
ble without the modification or waiver of informed consent;
b) has important social value; and c) poses no more than
minimal risk to participants. For research involving humans,
the regulations of Australia [3], Canada [4], and the USA
[5] ask for the fulfillment of several requirements, the two
critical ones are the impracticability of the research and that
it does not involve more than minimal risk (Table 1). The
research must always be approved by the relevant research
ethics committee [2-5].

Provisions for a waiver of informed consent are common
in certain types of research. Thus, for example, depending
on the unit of randomization, randomized controlled trials
(RCTs) can randomize individuals or clusters (groups) of per-
sons. While the former is the classical RCT useful to evaluate
almost all type of interventions, the latter are increasingly
common beyond the typical RCTs assessing health promotion
and educational interventions. The possibility of conduct-
ing ethically-sound cluster RCTs with a waiver or alteration
of written consent is well established: the interventions and
data collection should pose no more than minimal risk and
the research will be unfeasible without a waiver or alteration
of informed consent [6]; conversely, a similar approach for
certain types of individual-level RCTs is less accepted [7]
—although both types of trials share the same ethical require-
ments. Thus, for example, the EU regulation on clinical tri-
als with drugs accepts a modified (‘simplified”) consent for
low-risk cluster RCTs but not for low-risk trials randomizing
individuals [8]; the same approach is proposed for legislative
changes for clinical trials with medicines and medical devices
in the UK [9].

Certain type of participant-level comparative effective-
ness RCTs in competent individuals can be facilitated by
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waiving or altering written consent: low-risk pragmatic
RCTs (or low-intervention RCTs in the EU regulation ter-
minology [8]) for the assessment of commercially available
medicines withing the approved labels (or evidence-based),
with no more risks or burdens to participants than in usual
clinical practice [7]. Since randomization in these trials
poses no or minimal additional risk to participants com-
pared to usual care, the key element to consider by investiga-
tors and research ethics committees (RECs) is whether the
‘impracticability’ requirement is met. Although the mean-
ing given to ‘impracticability’ has been diverse between
researchers and RECs [10], there are regulations that make
its meaning explicit (Table 1).

Of the three CIOMS requirements, "impracticability"
is likely to be the most difficult for RECs to assess and is
clearly a sensitive and contentious topic. History reveals
that waivers of consent were originally conceived to stud-
ies that could not be conducted if informed consent had to
be secured from each participant [11]. Yet, there are data
showing that this has changed over time — although affects
a very limited number of trials in two different ways. Thus,
it has been shown that there are a few trials that a) enrolled
most participants after their informed consent was sought but
completed the recruitment process enrolling less than 10% of
participants without consent; or b) trials that sought consent
from all subjects (or legally authorized representatives) at
some sites, but waived consent of participants enrolled at
other sites [12].

RCTs with pragmatic aims are increasingly popular to
assess any type of intervention. Among 1,988 of this type
of trials published in 2014-2019, 8% (n=165) waived
participants’ consent [13]. Waiver of consent seems to be
increasing and is associated with cluster randomization and
pragmatic aims —although none of these features justify, per
se, waivers for consent [13]. However, trials registered on
the EU-Clinical Trials Register has shown that the number
of low-intervention RCTs (or low-risk pragmatic RCTs) that
could have fulfilled the three CIOMS ethical requirements
to have the informed consent process modified or waived is
very small: 8 out of 420 (1.9%) phase 4 ongoing RCTs in
2016-2018 [14]. Including waivers of consent in the next
revision of the Declaration of Helsinki, would recognize the
permissibility of this practice in particular cases but also
provide an opportunity to reiterate that such waivers should
not be offered where they do not meet relevant conditions—
such as those articulated in CIOMS guidelines [2].

Although RECs of any country have the right to approve
modifications and waivers of consent in any trial even if the
national regulations do not contemplate it [15], the next revi-
sion of the Declaration of Helsinki, should consider including
this possibility for research in competent participants. Ideally,
the wording should be like that of the CIOMS guidelines,
as it includes the key relevant requirements to consider and

is short enough to be in line with the way the items of the
Declaration of Helsinki are worded. This will allow clinical
investigators from all over the world the explicit ethical sup-
port to propose these exemptions in certain types of research.
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