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ABSTRACT

Introduction Obtaining informed consent for research
from patients in medical emergencies remains a
challenge, particularly in acute stroke care as treatment
must be administered quickly and patients often arrive

in the hospital in a state of incapacitation. Adaptations

to standard consenting approaches—such as the use of
surrogate consent or deferral of consent—have significant
limitations. This feasibility study aims to test a new
consenting approach in acute stroke care that we call
advance consent. Advance consent has the potential to
render emergency trial enrolment faster, fairer and more
transparent, leading to more generalisable results.
Methods and design We will conduct a five-part study
at The Ottawa Hospital, a quaternary care stroke centre:
(1) administering questionnaires in the Ottawa Hospital
Stroke Prevention Clinic that will examine patients’
perspectives on research participation and advance
consent; (2) inviting participants to consent in advance

to any or both currently enrolling acute stroke trials; (3)
tracking patient enrolment into these trials over 1 year; (4)
administering a follow up questionnaire to participants at 1
year and (5) administering a questionnaire to participating
hospital staff in order to interrogate their experiences with
advance consent. Qutcomes include but are not limited to
eligibility rate, recruitment rate, withdrawal rate and the
proportion of patients whose advance consent results in
trial enrolment.

Conclusion This study will test the feasibility of enrolling
patients at risk of stroke into acute stroke trials using
advance consent.

INTRODUCTION AND RATIONALE

Informed consent is a standard component
of participation in modern randomised
clinical trials. Unfortunately, obtaining
informed consent is challenging in acute
stroke research for several important reasons.
First, decision-making needs to happen very
quickly: 1.9million neurons are dying per
minute, and treatment must occur as quickly
as possible to achieve the best possible
outcomes.' Second, patients suffering from
stroke (including acute ischaemic stroke and
intracerebral haemorrhage) are often unable

,"2 Michel Shamy'

WHAT IS ALREADY KNOWN ON THIS TOPIC

= Obtaining informed consent for research from pa-
tients in medical emergencies remains a challenge,
especially in acute stroke care as treatment must
be administered quickly and patients often arrive in
the hospital in a state of incapacitation. Adaptations
to standard consenting approaches have significant
limitations.

WHAT THIS STUDY ADDS

= Advance consent refers to the practice of obtaining a
patient's preference for participation in a clinical trial
before meeting inclusion criteria. This study defines
advance consent in a novel way. It will then assess
the feasibility of implementing advance consent as a
method of obtaining consent from patients who may
be eligible to participate in acute stroke trials.

HOW THIS STUDY MIGHT AFFECT RESEARCH,
PRACTICE OR POLICY

= Determining whether advance consent is feasible, or
if it is not, will be an important finding for the way re-
search is organized for acute stroke trials and poten-

tially for clinical trials in other emergency conditions.

to speak or are unconscious and so are almost
never capable of providing informed consent
even if time were not an issue.” > Empirically,
in the MR CLEAN Trial, up to 96% of patients
with large-vessel occlusions (a common stroke
presentation) were unable to provide their
own consent at the time of presentation
due to the severity of their deficits.* Similar
issues arise for patients with other neurolog-
ical emergencies such as status epilepticus
and subarachnoid haemorrhage, though
they occur less commonly than stroke. Third,
even capable patients can find consenting to
participation in research to be overwhelming,
particularly in the acute stroke setting.” Many
of these issues are applicable to other emer-
gency,’” critical® and time-sensitive situations.”

The concept of advance consent presents a
possible solution to the issues identified above
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by inviting patients at risk of stroke to consent in advance
of being eligible for trial enrolment. Advance consent
refers to the idea of identifying people at risk of an emer-
gency condition, and obtaining their consent to partic-
ipate in a research trial in advance, should they meet
eligibility criteria in the future. This approach is specif-
ically allowed under American and Canadian research
guidelines. For example, Article 3.8 of the Tri-Council
Policy Statement on research involving humans, which
speaks to consent under emergency conditions, specifi-
cally allows for ‘procedures to identify prospective partic-
ipants in advance so that consent may be sought prior to
the occurrence of the emergency situation’.'

In a newly developed model,'" patients in a stroke
prevention clinic will be invited to speak with a member
of the research team about providing advance consent.
They will review a trial’s full informed consent form, and
at their convenience decide whether they would wish to
participate or not. This decision would then be docu-
mented in the medical records and in the trial’s docu-
mentation. For patients who do consent to a study and
who do end up becoming eligible, their date of consent
would be considered the date they become eligible as
their consent is contingent on meeting eligibility criteria
for the trial. This process could potentially reduce the
door to randomisation times and increase rates of enrol-
ment, but it would also give people at risk of stroke a
better opportunity to express their wishes about research
participation, whether that is to participate or not.

METHODS

Overall study design

This study aims to examine the feasibility of implementing
a system of advance consent. We will conduct our five-part
study at The Ottawa Hospital, a quaternary care stroke
centre in Ottawa, Ontario, Canada (figure 1). Our study
includes (1) inviting patients attending an initial consul-
tation in the Ottawa Hospital Stroke Prevention Clinic

(SPC) to complete a questionnaire that will examine
patients’ perspectives on research participation and
advance consent; (2) inviting them to consent in advance
to two currently enrolling acute stroke trials; (3) tracking
patient enrolment into these trials over 1 year; (4) admin-
istering a follow-up participant questionnaire at 1 year
and (5) administering a questionnaire to participating
hospital staff in order to interrogate their experiences
with advance consent.

Part 1

All patients assessed for new consultations in the stroke
prevention clinic will be screened by the clinic nurse
for eligibility. If they meet the eligibility criteria, they
will be invited to speak to the research coordinator. The
research coordinator will invite them to complete a close-
ended questionnaire (online supplemental appendix 1)
in which they are asked about research participation and
consent, including whether they think it is appropriate to
approach people who are at risk of stroke about future
participation in acute stroke research. The questionnaire
takes approximately 5min to administer. It has been pilot
tested with clinical staff and with people with lived experi-
ence. Itis available in English and French.

Part 2

Those who respond positively to the idea of advance
consent will then be invited to review and provide consent
in the clinic (or at their convenience) to either or all of
our two partner trials—EASi-TOC' (Endovascular Acute
Stroke Intervention—Tandem OCclusion Trial) and
FASTEST (Recombinant Factor VIla (rFVIIa) for Haem-
orrhagic Stroke Trial)."? Both studies have been approved
by our research ethics board and are live at our site. The
principal investigators for both trials, locally and centrally,
have endorsed their partnership with this feasibility
study. The research coordinator will guide patients and
their families to review the full informed consent docu-
ment. Participants who opt to provide advance consent

Day 0 Day 1-364 —_—
Day 0 ACTION Day 0: Acute Monthly Day 365 (+ 5
S_’ltmy iy . I Stroke Trial Patient days): Follow
Screening | Consent/Initial 3
Survey Consent Monitoring Up
using EPIC

Patient does not
want to talk to
study coordinator,
patient is excluded
(400)

Clinic Nurse
identifies potential
patients and asks if
they want to talk to
the study
oordinator (800

Total new patients
in Stroke
Prevention Clinic
(2000)

Patient talks to
study coordinator
(400)

Figure 1

Patient consents
1o participation in
feasibility study*
(400)

Patient does
not provide
advance consent to
participate in an
acute stroke trial
(200)

Patients complete
follow-up survey
detailing their

Patients are
monitored for one
year (400) and some}-»
present as a 'stroke
code’ (20)

experience with
advance consent
(400)

Patient gives
advance consent 0
parucipate in an
acute stroke trial
(200)

A diagram of the planned workflow of participants for this study. *If patient responds neutrally or positively to

advance consent, they are asked if they want to actually provide consent.
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will receive a copy of the informed consent document to

keep, and research staff will ensure that their families are

aware of their decision to participate in one or all of the
trials. Any consent signed in the clinic will only serve as
informed consent if three conditions are met:

1. The patient presents to hospital within 1 year with an
acute stroke (as there is an increased risk of stroke
within the first year following the diagnoses described
below).

2. The patient s eligible for enrolment into the trial(s) to
which she or he has consented.

3. The patient is unable to consent for herself or himself
at that time. Participants’ wishes to participate or not
to participate will be documented in their electronic
medical records and in the documentation pertaining
to the trials they have considered.

It should be noted that, for those who have consented
to EASi-TOC and/or FASTEST, if admitted to the hospital
within the l-year time frame, eligibility criteria for both
the EASi-TOC and/or FASTEST trial are checked again
by an authorised representative before the administration
of trial medications or before undergoing trial proce-
dures. Only patients who have had an acute ischaemic
anterior circulation stroke and ipsilateral extracranial
carotid stenosis or occlusion can participate in EASi-TOC,
and only patients who have had an intracerebral haemor-
rhage will participate in FASTEST.

Part 3

Informed consent forms for participants who have given
advance consent to any or all of our two partner trials
(EASI-TOC and FASTEST) will be uploaded to the inte-
grated electronic health record EPIC. We will use EPIC
to monitor participants’ presentations to hospital with
stroke, determine whether they are enrolled on one of
our acute stroke trials and whether the advance consent
was used over 1 year. As the Ottawa Hospital is the only
acute stroke centre in our region, all acute stroke patients
who are eligible for trial enrolment will necessarily be
brought to our emergency department. We are the only
centre enrolling patients into these trials and so a review
of our electronic records will ensure that we have not
missed any enrolments that might occur.

Part 4

All participants will be contacted by telephone at 1 year
and invited to complete an exit questionnaire (online
supplemental appendix 2). They will be asked the same
set of questions about consent, research participation and
advance consent that they were asked in the clinic. Partic-
ipants will be contacted a week before the l-year mark
to remind them of their exit questionnaire and verify
their availability. The exit questionnaire will be admin-
istered by telephone 1 year (plus/minus 1week) after
completing the intake survey. Patients will be considered
lost to follow-up if the study coordinator tries and fails to
contact the patient over the phone two times in 2weeks.

Part 5

Clinic and hospital staff will receive an invitation to
complete a 10min online questionnaire (online supple-
mental appendix 3) at study conclusion. They will be
asked about their experiences administering advance
consent and enrolling patients into trials with advance
consent.

PATIENT POPULATION

Inclusion criteria

Parts 1-4: Patients who:

1. Are receiving a consultation in the Ottawa Hospital’s

Stroke Prevention Clinic during the study period.

2. Are diagnosed by the treating physician with a condi-
tion that confers a greater than background likelihood
of stroke. This is defined as either all ischaemic or hae-
morrhagic stroke, transient ischaemic attack, carotid
artery stenosis (symptomatic or asymptomatic), atrial
fibrillation or cerebral amyloid angiopathy.

. Are able to participate in English or French.

. Are able to complete the questionnaire independently.

. Have a life expectancy of at least 1 year.

. Live within the catchment area of The Ottawa Hospital.

Part 5: Doctors, nurses, residents and coordinators
working in the stroke prevention clinic, emergency
department or research team who screened participants
for enrolment into the feasibility study, administered
questionnaires, screened participants for enrolment into
participating acute stroke trials.

Sy OU b 00

Exclusion criteria

Parts 1-4: Patients assessed in the stroke prevention clinic

who:

1. Have a confirmed wish not to be approached for re-
search participation.

2. Are not diagnosed with a condition that confers an in-
creased likelihood of stroke.

3. Are unable to consent on their own behalf.

4. Have a life expectancy of less than 1 year.
Part 5: Staff members who do not interact with patients

in the setting of advance consent recruitment, enrolment

or follow-up will not be invited to participate.

Consent procedures

As part of the Ottawa Hospital’s institutional policy,
patients seen at the hospital can indicate a preference to
be contacted or spoken to about research. Clinic patients
who indicate ‘yes’ to being spoken to/contacted about
research and who agree to speak to a member of the
research team will be approached by the research coordi-
nator who will describe the study to them and seek their
consent to be enrolled. Clinic patients who give their
consent to participate will then sign the consent form for
the feasibility study (intake questionnaire, being tracked
through EPIC, follow-up questionnaire). If they are inter-
ested, they can then review the informed consent forms
for both active trials. These consent forms have been
modified to include an additional cover page explaining

Udoh U, et al. Stroke & Vascular Neurology 2024;0. doi:10.1136/svn-2023-003029

3

"yBuAdoa Aq paloalold 1sanb Aq 20z ‘G 19G0190 UO /W0’ [Wg UAS//:dny woly papeojumod "+Z0Z 1800190 Z U0 620£00-E202-UAS/9STT 0T Se paysignd 111 :joInaN 9SeA a3ons


https://dx.doi.org/10.1136/svn-2023-003029
https://dx.doi.org/10.1136/svn-2023-003029
https://dx.doi.org/10.1136/svn-2023-003029
https://dx.doi.org/10.1136/svn-2023-003029
http://svn.bmj.com/

that they are written from the point of view of the poten-
tial participant at the moment of enrolment, whereas in
this setting, participants are being asked to consent in
advance. Participants may agree to complete the initial
questionnaire and then decline ongoing participation.
They may complete the initial questionnaire and decline
the advance consent portion but may then complete the
l-year follow-up survey. If participants consent to any
particular study but wish to change their minds, they
may reach out to the study team at any point and rescind
their advance consent. The study team will also contact
participants who provide advance consent 6 months after
signing the consent form to confirm if their decision has
changed. The advance consent will only become active if
the participant becomes clinically eligible for one of the
two studies within 1 year, and if she or he is unable to
consent on her or his own behalf at that time. If a partic-
ipant has consented in advance to one of the studies but
becomes clinically eligible for that study and is capable of
providing informed consent at that time, then she or he
will be asked to sign a standard informed consent form at
that time. If a participant has provided advance consent
and is incapable of consenting the documented advance
consent will be followed.

A patient advisory group was involved in the initial design
of the Advance Consent for participation in Acute Stroke
Trials study. The members of this group contributed to the
design of the study and reviewed and provided feedback
on the questionnaires. The patient advisory group will
meet after 6 months of patient recruitment to discuss study
milestones and address potential challenges to patient
recruitment and retention. Focus groups involving people
with lived experience of stroke were also conducted and
these focus groups highlighted various themes that were
important to patients around the consenting process, which
informed the way we designed this study. All groups agreed
that advance consent was a potentially helpful approach to
consenting for acute stroke trials.

DATA

Data collection and management

Data for this study will be collected from questionnaire
responses and participants’ medical records. All participants
will receive a unique study identifier and collected data will
be deidentified and entered into a password, protected
worksheet. Data will be deidentified. Confidentiality will be
maintained except as required by law. The research assis-
tant in conjunction with the research manager will carry
out monthly checks to see if any participants present to the
emergency department as well as data quality checks.

Outcome measures

Primary outcome measures

1. Over 1 year, how many patients seen in the stroke clin-
ic will be eligible to provide advance consent? Based
on established data,'* we conservatively expect this
number to be 800 patients.

2. Over 1 year, how many eligible patients will agree to
participate in our feasibility study? Based on the fact
that 51% of patients seen in the SPC agree to be con-
tacted for research studies, we are estimating that 50%
of eligible patients (400/800) will agree to participate
in our study.

3. Among participants, how many will agree or strongly
agree with this statement: ‘I believe it is appropriate
to invite people at risk of stroke to provide or decline
consent for participation in a clinical research trial in
case they have a stroke’? We expect that 50% of partic-
ipants of the 400 participants above (200) will agree.
This expectation is based on studies of emergency de-
partment patients in which 45%-70%" ' of respon-
dents felt this is acceptable for emergency studies.

4. Among participants, how many will agree to provide
advance consent for a specific stroke trial? Our expec-
tation is that 200 (50%) will provide consent to at least
one of the current active trials (3).

5. How many participants who provided advance consent
for one or several trial(s) will be enrolled on that trial
or another trial? Based on analysis of available data,
we anticigate this number to be 5%-10% of eligible
patients.'

Secondary outcome measures

1. Proportion of participating patients that will still re-
port that advance consent is acceptable after 1 year.

2. Proportion of patients who will withdraw their advance
consent or withdraw from the feasibility study.

3. The reasons for patients’ decisions to provide or not
provide advance consent, both at the time of initial as-
sessment and at follow-up.

4. The male—female breakdown among patients agreeing
to provide advance consent.

5. Proportion of patients who provide advance consent
are enrolled on a trial using the advance consent.

6. Door-to-door randomisation times of patients enrolled
on acute stroke trials with advance consent.

7. Given the number of enrolments into trials using ad-
vance consent and the cost of an advance consent pro-
gramme, the cost per enrolment.

8. Feelings of staff in the emergency department and
acute stroke team about enrolling via advance consent.

9. Experiences of clinic staff with identifying patients for
consideration of advance consent

Sample size estimates

There is no formal power calculation for this feasibility study,
though we aim to recruit for 1 year during which time we
hope to recruit at least 400 patients. Our clinic sees about
2500 new patients annually and we conservatively estimate
that 800 will meet the inclusion criteria. We expected that
50% of eligible patients will agree to participate but will also
evaluate this assumption as a feasibility outcome.

Statistical analyses
Feasibility outcomes will be assessed both quantitatively
and qualitatively. Quantitative analyses will be descriptive
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and outcome data will be presented in descriptive tables
and charts that would report means with SD for contin-
uous outcomes or proportions with 95%CI for categorical
outcomes as appropriate.

Free-text responses from questionnaires will be analysed
qualitatively using an inductive thematic approach to iden-
tify and define themes. This approach is data driven, that
is, no initial coding template has been created and themes
identified are strongly linked to the data.'® Responses will
be coded independently by two researchers who will then
discuss between themselves to validate the identified themes
and ensure consistency,"” before presenting their analyses to
the broader team for comments and further discussion.

CONCLUSION AND DISSEMINATION STRATEGY

This study will test the feasibility of enrolling patients at risk
of stroke into acute stroke trials using advance consent. Find-
ings will be disseminated in oral or poster presentations at
conferences or rounds and publication in academic jour-
nals. We have identified key stakeholder groups, including
the Heart and Stroke Foundation of Canada, the Canadian
Stroke Consortium, Clinical Trials Ontario and the Canadian
Association of Research Ethics Boards, with whom we will
directly engage on study completion.
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Initial Questionnaire

Principal Investigator: Dr Michel Shamy
OHSN-REB Number: 20230286-01H
Dear Participant,

We are conducting a research survey to explore the willingness of patients at risk of stroke to
participate in a trial using advance consent, where we ask for patient permission to take part in a
study before they’re eligible. We would greatly appreciate if you took 5 minutes to answer the
following 8 questions.

Researchers usually try to ask for a patient’s permission or consent before including them in a
clinical trial. But, because a stroke typically stops a patient from being able to give consent
before they are included in a trial, we are looking at methods to get patient consent before their
stroke ever happens. Advance consent is one of these methods. It means that a person who could
be eligible to participate in a clinical trial in the future if they ever were to have a stroke, could
give consent before they have had their stroke, when they are feeling well and have had time to
think it over and ask questions.

For example, a physician has identified that their patient is at risk of a stroke. She tells the patient
about this risk, but she also informs the patient that there is an ongoing clinical trial testing a new
treatment that could potentially be beneficial to the patient if, for whatever reason, they do have a
stroke within the next year. The doctor discusses the details of the clinical trial with the patient;
the patient is then asked if they would be interested in enrolling for this clinical trial if they did
suffer a stroke in the future and become eligible.

Before we begin, we would like to know about your experiences with clinical trials so far. A
clinical trial is one of the ways doctors determine if a new treatment is safe and effective.

_Participant ID:
1. Have you ever been approached to participate in a clinical trial?
a. Yes
b. No
2. If so, how many times?
a.
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3. How much do you agree with this statement: ‘I believe it is appropriate to invite people at
risk of stroke to provide or decline consent for participation in a clinical research trial in
case they have a stroke.’

a. Strongly agree

b. Agree
c. Neither agree nor disagree
d. Disagree

e. Strongly disagree
4. How much do you agree with each of the following statements?

Neither
Strongly . Strongly
Agree | agreenor | Disagree .
agree disagree disagree

I would give advance consent for
participation in a specific acute
stroke trial where I knew all the
details

I would give advance consent
for participation in acute stroke
trials generally, without knowing
the specifics of any given trial

5. [if participants answers ‘strongly agree, agree, or neither agree nor disagree’ to both
questions in Q4, proceed to this question. If disagree or strongly disagree, skip to Q7]

You were invited to take this survey because you have been identified as being at risk of
a stroke.

Would you be open to the idea of providing advance consent to one of the studies
currently ongoing at this hospital?

a. Yes
b. No

Please note that this would function just like an ordinary consent to participate in
research. You give your permission to participate in both the treatment as well as any
follow-up activities, and research staff may access your health files to gain information to
complete the study. However, you would only be included in this study if you become
eligible (i.e., have a stroke). If you don’t have a stroke, then nothing would happen.
Please note that you can withdraw your consent at any time.

Version Date: 1% June 2023

Udoh U, et al. Sroke Vasc Neurol 2024;0:1-5. doi: 10.1136/svn-2023-003029



BMJ Publishing Group Limited (BMJ) disclaims al liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) Stroke Vasc Neurol

6. You answered Yes to the previous question. Can you tell me what influenced your
decision?
Or
You answered No to the previous question. Can you tell me what influenced your
decision?
7. To which gender do you most identify?
a. Male
b. Female
c. Non-Binary/Third gender
d. Prefer not to Say
8. What is your age?
a. 18-29
30-39
40-49
50-59
60-69
70-79
80+

N
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Follow-Up Questionnaire

Participant ID:

Thank you for participating in our study. It has been a year since you took the initial survey, and
we want to assess your feelings towards advance consent have changed. Do you still want to take
part in our project?

Your records show that you:

e Have/have not had a stroke event in the last year.
e Provided/did not provide advance consent in the initial survey

Have/Have not had a stroke

1. In the past year, have you been approached to participate in a clinical trial?

a. Yes
b. No
2. In the past year, have you given consent to participate in a clinical trial?
a. Yes
b. No

3. If you have been asked to give consent, how comfortable did you feel with the process?
a. Very comfortable

Somewhat comfortable

Neither comfortable or uncomfortable

Somewhat uncomfortable

Very uncomfortable

o a0

Remember that advance consent is a way for researchers to get a patient’s permission to include
them in a study before a stroke or other health issue happens that stops them from being able to
provide their own permission at the time. It lets patients decide to participate in research when
they are feeling well and have had time to think it over and ask questions.

For example, a physician has identified that their patient is at risk of a stroke. She tells the
patient about this risk, but she also informs the patient that there is an ongoing clinical trial
testing a new treatment that could potentially be beneficial to the patient if, for whatever reason,
they do have a stroke within the next year. The physician and patient discuss the details of this
clinical trial and ask the patient if they would be interested in enrolling if, as discussed, the
patient did later suffer a stoke and become eligible for the trial.
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4. How much do you agree with each of the following statements?

Neither
Strongly Agree agree Disagree SFrongly
agree nor disagree
disagree

I would give advance consent for
participation in an acute stroke trial

If the patient provided advance
consent for a trial: I am happy with
my decision to provide advance
consent

If the patient provided advance
consent for a trial: I would provide
advance consent again if I had the
opportunity to do so

5. (If provided advance consent) How difficult was the decision to provide advance

consent?
a. Very difficult
b. Somewhat difficult
c. Neither difficult nor easy
d. Somewhat easy
e. Very easy

6. Do you have any comments/thoughts about advance consent or this survey? (Free text)
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Staff Questionnaire

1. What is your role at the Ottawa Hospital?
a. Physician

b. Nurse
c. Research Coordinator
d. Other

2. Do you work in the:
a. Stroke Prevention Clinic
b. Emergency Department
¢. Neurovascular Unit (aka Acute stroke team)
d. Other
3. What was your role in relation to the patient enrolled in this feasibility study.
a. Iscreened and signposted a patient to discuss advance consent with the study
coordinator
b. Idiscussed advance consent with a patient
c. Ienrolled a patient who had provided advance consent into an acute stroke trial
4. Did any aspect of advance consent cause delays in the ordinary flow of clinical care?
a. Many delays
b. Some delays
c. No delays
5. If respondent answered a or b, ask: In what way did advance consent cause delays
a. Write In here
6. For those who work in Stroke Prevention Clinic, how strongly do you agree with the
following: I would be willing to incorporate asking for trial-specific advance consent into
my routine interactions with patients during Stroke Prevention Clinic consults.
a. Strongly agree

b. Agree
c. Neither agree nor disagree
d. Disagree

e. Strongly disagree
7. For those who work in the Emergency Department / NVU, how strongly do you agree
with the following: I would be willing to enroll patients into an acute stroke clinical trial
using advance consent.
a. Strongly agree

b. Agree
c. Neither agree nor disagree
d. Disagree

e. Strongly disagree
8. Do you have any comments or thoughts about your experiences with advance consent?
a. (free text)
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