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ABSTRACT

Objective Advance consent is a recognised method of
obtaining informed consent for participation in research,
whereby a potential participant provides consent for
future involvement in a study contingent on qualifying for
the study’s inclusion criteria on a later date. The goal of
this study is to map the existing literature on the use of
advance consent for enrolment in randomised controlled
trials (RCTs) for emergency conditions.

Design Scoping review designed in accordance with the
Preferred Reporting Items for Systematic Reviews and
Meta-Analyses—Extension for Scoping Reviews guidelines.
Data sources We searched electronic databases
including MEDLINE, Embase, Web of Science and the
Cochrane Register of Clinical Trials from inception to 10
February 2020.

Eligibility criteria Eligible studies included articles that
discussed or employed the use of advance consent for
enrolment in RCTs related to emergency conditions. There
were no restrictions on the type of eligible study. Data
were extracted directly from included papers using a
standardised data charting form. We produced a narrative
review including article type and authors’ dispositions
towards advance consent.

Results Our search yielded 1039 titles with duplicates
removed. Six articles met inclusion criteria. Three articles
discussed the theoretical use of research advance
directives in emergency conditions; one article evaluated
stakeholders’ perceptions of advance consent; and one
article described a method for patients to document their
preferences for participation in future research. Only one
study employed advance consent to enrol participants into
a clinical trial for an emergency condition.

Conclusion Our review demonstrates that there has been
minimal exploration of advance consent for enrolment

in RCTs for emergency conditions. Future studies could
aim to assess the acceptability of advance consent to
participants, along with the feasibility of enrolling research
participants using this method of consent.

Protocol The protocol for this scoping review was
published a priori.

INTRODUCTION

Informed consent, in which a patientagrees to
participate in research after having received a
thorough explanation of the potential risks
and benefits, is a fundamental component of
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STRENGTHS AND LIMITATIONS OF THIS STUDY

= This scoping review outlines a novel approach to
obtaining consent for enrolment in randomised con-
trolled trials.

= We systemically summarised the literature using
broad inclusion criteria which did not restrict the
type of publications included in this scoping review.

= This review is limited by there being little literature
available on this topic.

= Given the heterogeneity of study types included in
our analysis, there is inherent risk of bias.

modern clinical research. Emergencyresearch
presents unique challenges to obtaining
informed consent because decision making
needs to happen quickly; patients may be
incapacitated; and patients and their family
members may be severely distressed.'™ These
challenges have been increasingly recognised
in the design of trials for emergency neuro-
logical conditions such as acute ischaemic
stroke and intracerebral haemorrhage, where
patients are almost universally incapable of
providing consent and enrolment decisions
need to happen on a scale of minutes."’
Several methods have been employed to try
to address the challenge of informed consent
in research with incapacitated patients under
emergency circumstances. In some instances,
patients may be enrolled into randomised
controlled trials (RCTs) with consent from
a substitute decision maker (SDM).® Other
potential methods of enrolment include
waiver of consent and deferral of consent,
where a patient is enrolled into a study imme-
diately and efforts are made to obtain consent
after the fact, either from the patient or from
an SDM.™ Availability and acceptability of
approaches to consent may vary, depending
on legal or cultural factors.”'*"!

Advance consent for enrolment in RCTs for
emergency conditions is a potential method
to overcome the challenges of obtaining
informed consent. Advance consent for
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research occurs when a potential participant provides
consent for future involvement in a study, contingent
on qualifying for the study’s inclusion criteria at a later
date, for example, when the participant no longer has
capacity."*"® Advance consent may be specific to a partic-
ular trial, may detail a patient’s wishes concerning partic-
ipation in specific types of studies or may be a reflection
of values to guide researchers about the patient’s desire
to participate in research. American and Canadian guide-
lines specifically allow for advance consent; the Cana-
dian TCPS2 statement explicitly requires researchers
and authorised parties to be guided by these direc-
tives’.'* Historically, advance consent has mainly been
used for research in predictably progressive diseases,
such as Alzheimer’s dementia.””® Though advance
consent may appear challenging to apply to emergency
conditions, given their unpredictable nature, it may
be possible to identify patients at risk of suffering from
specific emergency conditions based on the presence
of recognised risk factors (eg, patients seen in a cardi-
ology clinic with coronary artery disease who are at risk
of developing acute coronary syndrome, patients seen in
a stroke prevention clinic who are at risk of suffering an
acute ischaemic stroke or patients with epilepsy seen in
a general neurology clinic who are at risk of presenting
with status epilepticus). Inviting them to provide advance
consent for research could alleviate many limitations of
current consent practices for emergency research.

With these issues in mind, we aimed to review the
existing literature on the use of advance consent for
enrolment in RCTs for emergency conditions and to
secondarily describe the use of advance consent specifi-
cally for emergency neurological conditions.

METHODS AND ANALYSIS

We conducted a scoping review to search the literature
for experiences with advance consent for participation
in RCTs for emergency conditions.'” A detailed protocol
of the study design and methods was developed and
published a priori.'” This scoping review was designed
in accordance with the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses—Extension for
Scoping Reviews guidelines.” It was conducted using the

framework of Arksey and O’Malley and further defined
by Levac et al*' **

Information sources and search strategy

We performed a search of MEDLINE, Embase (Embase
Classic+tEmbase), Cochrane Central Register of
Controlled Trials and Web of Science from inception
to 10 February 2020. We developed a structured search
strategy in consultation with a health science librarian.
Controlled vocabulary and relevant key terms were used.
Reference lists of included studies were reviewed for
potential inclusion. The full search strategies are outlined
in online supplemental table 1.

Eligibility criteria and study selection

Research articles were selected for inclusion if they
discussed, in any manner, the use of advance consent for
participation in RCTs on emergency conditions and/or
treatments. An emergency condition was defined as one
that required the initiation of investigations or treatment
quickly, including in severely ill hospitalised patients and
in the emergency department (ED). We included articles
with adult patients 18year or older, published in English.
Articles were not restricted based on study design. Studies
focusing on advance care planning in areas other than
research, or for research into non-emergency condi-
tions, and those exclusively discussing other variations on
informed consent were excluded. Abstracts and letters to
the editor were additionally excluded (table 1).

We used Covidence (Covidence, Melbourne) to screen
citations for inclusion at the title, abstract and full-text
level.”® Citations were screened independently by at least
two trained reviewers (NN and RL). Reviewers met to
resolve discrepancies after 25% of the title and abstract
citations had been screened. Citations advanced to the
next step of review after agreement between the two inde-
pendent reviewers. Conflicts were resolved by consensus
or a third-party independent reviewer (NN and RL).
Reference lists of included full-text articles were reviewed
for further relevant publications.

Data extraction and charting
We retrieved the full texts of included studies, and
the data were extracted by two independent reviewers

Table 1 Inclusion and exclusion criteria
Criteria Inclusion Exclusion
Language English Any other language
Type of RCTs, observational studies, systematic reviews, Letters to the editor, abstracts
article narrative reviews, surveys, interviews, ethics papers
Age 18 years or older Younger than 18 years old
Population Emergency conditions and/or treatment » Non-emergency conditions, such as dementia, and non-emergent treatment.
» Pregnancy.
Topic of Advance consent for participation in RCTs P Other forms of consent such as deferred consent or waiver of consent.
interest P Advance care planning in areas other than research such as medical care, treatment and

advance consent for end-of-life care.

RCT, randomised controlled trial.
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(NN and RL) onto a standardised data charting form
(online supplemental table 2). Conflicts were resolved
by consensus. Descriptive data were extracted on the
article and author including the journal title, year of
publication, type of author (MD, PhD or other) and
publication country of origin. Data on the paper char-
acteristics, methodology, medical condition of interest
and method of employing advance consent for research
were also obtained. Specifically, we extracted the type of
research paper, the medical condition of focus, whether
the medical condition was neurological, the author’s
position on the use of advance consent for research, and
any statements explaining how advance consent was used
or discussed in the paper. If the paper was a clinical study,
we recorded whether advance consent was used to enrol
participants.

Analysis

Given the anticipated heterogeneity of study method-
ology and expected varying use of advance consent in
eligible studies, we performed a narrative review with
descriptive analysis. Data were synthesised with thematic
grouping. Quantitative analysis was not planned.

Database search (N = 1332)
- Embase (629)
- Ovid MEDLINE (454)
- Web of Science (343)
- Cochrane CENTRAL (106)

Titles and abstract screening
(n=1039)

¥

Full-text screening
{n=29)

Full-text studies included

(N=16)

Figure 1

-

Patient and public involvement
Patients and the public were not directly involved in the
design or dissemination plan of this research project.

RESULTS

Search results

Our electronic database searches yielded 1532 studies.
With duplicates removed, 1039 titles and abstracts were
screened, and 29 full-text articles were reviewed. No
additional publications were included after reviewing
the reference lists. Six articles met the inclusion criteria
(figure 1).

Article characteristics

The six articles were published from 1995 to 2019. All of
the articles were from the USA. They were heterogeneous
in their methodologies, medical conditions studied, and
methods of using, evaluating or describing advance
consent for research. Two of the articles were commen-
taries* 25; one was a consensus statement%; one consisted
of semistructured interviews”; one was a historical

. 98 29 . ..
review™; and one was a cohort study.*” Specific conditions

Excluded (n=493; 32%)
- Duplicates (493)

Excluded (n = 1010; 97%)
= Did not meet eligibility criteria (1010)

~
Excluded (n=23; 79%)

= Pediatric population (2)
\

= Dther method of consent discussed (11)

- Non-emergency condition (&)

- Advanced directives in a non-research area (2)
- Abstract (2)

Preferred Reporting Items for Systematic Reviews and Meta-Analyses flow diagram.
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Table 2 Characteristics of included articles

Author Year Country n Type of article Condition Description of use of advance consent
Backlar®* 1999 USA 369 Commentary Psychiatric: schizophrenia Author discusses the theoretical use of research advance directives.
Biros et al”® 1995 USA 303 Consensus No specific condition Authors discuss the theoretical use of research advance directives in
statement mentioned: ‘emergency the context of federal regulations in the USA.
conditions’
Coleetal®® 2019 USA 1165 Cohort Psychiatric: agitation Authors employ the use advance consent for enrolment in an
randomised controlled trial.
Observational cohort study of patients screened and who consented in
advance for potential future enrolment in a randomised trial examining
treatments for acute agitation in the emergency department.
Corneli et 2018 USA 1095 Interview Respiratory: pneumonia Authors interview stakeholders to determine the perceived acceptability
al’’ of the use advance consent for enrolment in a theoretical RCT.
Karlawish et 1997 USA 340 Historical No specific condition Authors explain research advance directives and discuss the ethics
al®® review mentioned: emergency and regulations in the USA concerning the use of advance consent for
medicine research on emergency conditions.
McGehrin 2018 USA 811 Commentary Neurological: ischaemic Authors outline the use of a standardised document which allows
et a® stroke patients to record their preferences regarding acute stroke treatment

addressed included acute psychiatric illnesses (n=2),***

pneumonia (n=1)?" and stroke (n=1).% Two articles did
not mention specific conditions®® * but rather addressed
emergency conditions in general. Three articles discussed
the theoretical use of research advance directives in
emergency conditions.”* **** One article used semistruc-
tured interviews to determine stakeholders’ perceptions
of the use of advance consent for enrolment in an RCT
for the treatment of pneumonia.?” One article described
a method for patients to document their preferences
for participation in future research as part of a broader
approach to advance directive for patients who had a
stroke but did not elaborate on advance consent specifi-
cally.”” Only one study reported using advance consent to
enrol participants into a clinical trial (table 2).*

Arguments for and against the use of advance consent for
research

Three articles expressed opinions in favour of using
advance consent for research®* % 27; two were critical of its
use?*?’; and one did not mention an opinion (table 3).%
The arguments in favour of advance consent were that
it is acceptable to patient527 and that it enhances patient
autonomy.24 % The arguments against advance consent
were that it was not feasible,26 2 that participants would
notbe adequately informed?® and that itwould not protect
patients from the risks of participation in RCTs.2°% One
article did not mention an opinion regarding the use
of advance consent for research and instead defined
research advance directives, discussed the ethical consid-

erations and outlined the current regulations in the
USA.%®

Experiences with advance consent

Corneli et al was the only study to report the results of
empirical research in that they conducted semistructured
interviews with 52 stakeholders, including patients, care-
givers, institutional review board representatives, clin-
ical investigators and study coordinators, about advance

interventions, as well as for preferences for participation in future stroke
clinical trials.

consent.”’” Stakeholders, including patients and care-
givers, reported no concerns about being approached in
advance regarding participation in a research study prior
to developing the condition required for in enrolment, in
this case, pneumonia. The authors therefore concluded
that an early enrolment strategy with advance consent
would be acceptable.

Cole et al presented the sole experience using advance
consent for study enrolment.” The authors conducted
an observational cohort study of psychiatric participants
preconsented for an RCT examining treatments for
acute agitation in the ED. Eligible participants provided
informed consent for enrolment in the RCT, which
involved having a drug administered for agitation in the
event that they would present to the ED within the next
3 years with acute agitation. Potential participants could
also be consented for the trial in real time, if they retained
capacity to provide informed consent or if a legally autho-
rised representative was present to provide consent. Over
1000 patients were screened for the study, and only 75
were found to be eligible to provide advance consent, 43
of whom did provide advance consent. No participant
was enrolled into the study via advance consent, and only
two participants were successfully enrolled into the trial
by other methods of consent. The trial was terminated
early, 1 month after enrolling its first patient, due to loss
of funding. Given that no participant was enrolled by
advance consent, the authors concluded that it was not a
feasible approach to study enrolment.

Advance consent and emergency neurological conditions

The article by McGehrin et alwas the only paper thatspecif-
ically focused on neurological conditions. McGehrin et al
proposed a four-page advance directive document they
call ‘Coordinating Options for Acute Stroke Therapy’,
which is designed to allow patients to document their
preferences regarding acute stroke treatment, including
participation in future clinical stroke trials.” The article
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The author reasons that ‘substantive and procedural research advance directives allow potential subjects to make a choices of
their own as to whether they wish to be enrolled and participate in a research protocol, to appoint a surrogate decision maker
of their own choosing, and to additionally spell out specific safeguards’ and that ‘research advance directives provide potential
subjects with the opportunity not only to make choices of their own but provide a mechanism that guarantees them a cluster

The authors contend that ‘patients may not consider consent carefully when the changes of entry into a specific study are

Regarding advance consent at hospital admission for a potential future research protocol, the authors argue that preconsent
‘cannot be used for emergency research in the prehospital setting or for studying the treatment of acute illnesses that occur in

Regarding obtaining advance consent from unaffected subjects who may require emergency care in the future, the authors
argue that ‘identifying those patients who have previously consented may not be feasible when the critical situation occurs’.

The authors screened 1461 patients for their RCT on loxapine versus IM haloperidol+lorazepam for treatment of acute
agitation in the ED secondary to bipolar disorder type 1 or schizophrenia. ‘Despite screening >1400 patients and obtaining
preconsent in 43 patients’, not a single patient was enrolled using preconsent methods. Only two patients were enrolled in the
study, and the study was terminated 1 month after enrolment of the first patient due to loss of funding. The article concludes

Structured interviews detail that ‘patients and caregivers expressed no concerns about being approached in the ICU about a
clinical trial on treatment for pneumonia before the patient was diagnosed with the condition’ and that ‘the IRB representatives

The article concludes that ‘early enroliment strategy with advance consent appears to be an acceptable approach among key

The authors outline that ‘advance informed consent means, that at a time before enrollment, an investigator seeks the consent
of a competent person who is a potential subject of a research trial.(...)Like advance directives for clinical care such as living
wills, regulations could endorse advance directives for research’. They then explain that ‘a moral conflict can occur when

an advance directive conflicts with substituted judgement or best interests principles’ and that ‘there are the practical limits,
including that an advance directive cannot address every circumstance a potential subject faces and that many people do not

The article states that ‘one solution to preserving patient autonomy in acute stroke care is the advent of a stroke advance

Table 3 Author’s disposition on the use of advance consent for research
Author Author’s disposition Description of supporting evidence
Backlar®*  In favour of use of
advance consent for
research
of important protections’.
Biros et Against use of
al®® advance consent for  remote. Thus, they may not be adequately protected from research risks’.
research
the out-of-hospital setting’.
Cole et al*® Against use of
advance consent for
research
that the use of preconsent in their study was ‘found to be infeasible’.
Corneliet In favour of use of
al’’ advance consent for
research expressed no ethical or regulatory concerns with the early enrollment strategy using advance consent’.
stakeholders’.
Karlawish  No opinion for or
etal® against the use of
advance consent for
research
execute them’.
McGehrin  In favour of use of
et a® advance consent for

research

directive. An advance directive for acute stroke therapy was created at the University of California, San Diego (UCSD) in 2015
titled COAST (Coordinating Options for Acute Stroke Therapy). This 4-page form allows patients to document their preferences

regarding acute stroke treatment interventions, as well as participation in clinical stroke trials, in a nonurgent setting and in

advance of a potential stroke’.

ED, emergency department; IM, intramuscular; RCT, randomised controlled trial.

did not describe what information would be recorded
regarding preferences for involvement in future stroke
trials, nor did it detail how this information would be
used for future enrolment in research studies.

DISCUSSION

Our scoping review maps the existing literature on the
use of advance consent for enrolling participants into
RCTs for emergency conditions. The results of our review
demonstrate that there has been minimal exploration
of the use of advance consent for enrolment in RCTs
for emergency conditions. We could only identify one
study that had attempted the use of advance consent in
an adult population” and one study in which opinions
about advance consent were elicited.”” No studies had
endeavoured to use advance consent for enrolment into
research in emergency neurological conditions.

The limited literature on the use of advance consent
may suggest that there are concerns surrounding feasi-
bility, but we believe the issues raised by Cole et al and
Biros et al are potentially remediable.”® * For example,
selecting conditions for which a clearly defined atrisk
population exists, such as acute ischaemic stroke, would
likely enhance feasibility. A recent assessment of local
data at a tertiary care centre in Ottawa (Ontario, Canada)
also supports the feasibility of advance consent in selected

at-risk populations, in this case neurological emergencies.
The data established that 5%—7% of patients seen in the
stroke prevention clinic with minor stroke or transient
ischaemic attack presented to the ED with an acute stroke
within lyear of their clinic appointment. These data
reflect a potential 100-150 candidates annually who could
be consented in clinic using advance consent methods for
RCTs pertaining to acute ischaemic strokes in the ED 0
Moreover, an electronic medical record could be used to
document decisions about advance consent in such a way
that it is obvious on presentation to the ED. Because the
study by Cole et al failed to enrol a patient using advance
consent, they conclude that the approach is not feasible;
we believe it is important to note that they struggled to
enrol patients into their study by any means and that this
is unlikely owing simply to the use of advance consent.
Biros et al raise an important concern about patients
being unable to consider consent carefully when poten-
tial enrolment is remote. However, Corneli et al directly
addressed this issue in their survey and found that nearly
all patient and caregiver respondents were not concerned
about a patient’s ability to understand consent informa-
tion for a potential future trial.

Given the little experience with advance consent we
were able to identify in this scoping review, many details
regarding the practical application of advance consent
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could not be developed in detail through our search.
First, should advance consent be tied to a particular trial
protocol only, or should be it be more general and appli-
cable to any available research trial for which a patient
may be eligible? While the concept of general or ‘broad’
consent is known in clinical research, it has tended to be
used in relation to the future study of tissue samples. It
remains to be seen whether physicians, participants, and
regulators will feel comfortable with general advance
consent (eg, a patient who consents to participate in
any acute stroke trial) as a stand-in for specific informed
consent (eg, a specific stroke trial). Second, how would
advance consent from an incapable patient be prior-
itised if that patient’s substitute decision maker objects
to trial participation? We would expect that a legal,
signed, informed consent document from an incapable
patient would be considered valid in most legal jurisdic-
tions, even if a legally authorised representative is avail-
able. Such an eventuality could in fact be written into an
advance consent document. Importantly, it must also be
noted that a patient has the right to decline participation
in advance and that such an advance decision should also
be respected in the event that they are eligible for partic-
ipation in a trial. Ultimately, practice regarding some of
these issues will be determined by individual jurisdic-
tions’ legal standards, which vary quite significantly from
country to country, and sometimes even within countries.

The strengths of our review are that we prospectively
registered our study, used a thorough protocol, and
systematically searched, screened and summarised the
literature on advance consent for research in acute care
RCTs. We also employed broad inclusion criteria, which
did not restrict the type of included publications in
our review. This ensured that we were able to survey all
of the available literature on our topic of interest. Our
study was not without limitations. Despite our compre-
hensive search strategy, there was little literature on this
topic, and due to the heterogeneity of study types ulti-
mately included in our analysis, there is inherent risk of
bias. Because we conducted a scoping review, we did not
perform a specific risk of bias assessment of each indi-
vidual manuscript identified and data synthesis was not
performed.

Ultimately, we suspect that advance consent could
offer several important advantages over existing trial
recruitment methods. Most importantly, advance consent
could create a more ethical system for trial enrolment
by ensuring that patients’ wishes to be enrolled or not
enrolled into trials are respected even if they cannot
express them at the time of a medical emergency.
Advance consent could reduce the time required to
enrol willing patients into trials of time-sensitive treat-
ments, potentially leading to better individual outcomes.
It could render research findings more generalisable by
removing biases against more severely affected patients
or non-accompanied patients. It could even allow RCTs
to be completed more quickly, as enrolment rates may
be enhanced, leading to a more rapid determination of

research results. Future studies could aim to assess the
acceptability of advance consent to potential participants,
along with the feasibility of enrolling potential research
participants using this method of consent.

In summary, our scoping review demonstrates that
there has been minimal exploration on the use of
advance consent for enrolment in RCTs for emergency
conditions, and significant gaps in the literature remain.
Furthermore, there have been no studies assessing the
use of advance consent for enrolment in RCTs involving
neurological emergencies. Patients and caregivers appear
open to participate in advance consent for emergency
conditions.
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