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“Consent to Research” Process in the ICU
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Interests of vulnerable patients vs. Need for rigorous clinical research

Need to balance

*Participant safety and well-being *Generalizable results

*Ethical conduct *Timely identification of beneficial/harmful Rx
*Not deny vulnerable patients the opportunity

to benefit from research participation

* Investigators, REBs, hospitals and funding agencies have a mandate to
conduct high quality, scientifically and ethically sound research that ensures
timely and effective care is provided to critically ill patients

* Maintain the public’s confidence in our competence, our work, & ethics

* Investigator ensure that participants understand risks & benefits




How Does Consent Differ in the ICU?
Research vs. Care

Feature of Consent Clinical Care Research Participation

Consent document Signature on a form for  Process — continues
a procedure/test throughout study

Who provides consent? Patients/rarely SDMs Rarely patients/ SDMs

(90%)
Context in which Recommended Voluntary/optional
consent is sought
Benefit vs. Harm Known to favor patient  Unknown
*Equipoise
Signature Written Written/telephone
Rarely (other) Deferred
Waived

ATS Guidance Document, 2004 170:1375-84




“Research on Process of
Conducting Research”

“Consent to Research Process”

1. Surrogate decision-making (SDMs) process for critically ill
patients to participate in research

2. How to approach SDMs in the ICU

Decisions Regarding Participation
3. SDM’s rationale for providing/declining consent

4. Physician refusals of patient/SDM being approached

5. Patients/SDMs opinions on use of deferred consent

6. Patients/SDMs perspectives on use of waived consent

7. Research participation involving bereaved family members




SDM Decision-making Process

The Consent Study

Objective

* To describe SDMs experiences in being approached for consent for
critically ill patients to participate in research.

Methods

* A multicenter qualitative study, nested in a 23 center observational
study of research recruitment practices/processes

* Interviews with 26 SDMs (provided or declined consent) in 5 ICUs.

* Data were analyzed in duplicate using grounded theory + narrative
critical analysis.

Burns et al, Submitted CMAJ




SDM Decision-making Process

Results

* SDMs were guided by an overarching desire for the patient to
live.

* Surrogate research decision-making involved 3 sequential stages:
Stage 1: being approached
Stage 2: reflecting on participation
Stage 3: making a decision.




SDM Decision-making Process

Results

In stage 1, SDMs identified factors that characterized their consent
encounter

How they were approached

Attributes of the person approaching them
Study risks/benefits

Their expectations/patients wishes

YV V V V

SDMs expressed a clear preference to be approached in-person.

patients may not benefit from participation - they did not

@: If SDMs perceived the risk of participation to be too high or felt
\ contemplate participation further.




SDM Decision-making Process

In stage 2, SDMs who knew the patient’s wishes or had an
understanding of research - prioritized the patient’s wishes and the
perceived benefits of participation.

Without this knowledge, SDMs prioritized obtaining more/better
care for the patient, considered their (SDM/Pt) best interests, and
valued healthcare professional’s knowledge (health care
providers/about the patient).

Trust in healthcare professionals was essential to proceed to
stage 3.




SDM Decision-making Process

In stage 3, SDMs considered 6 factors in rendering decisions.

> Trust in the healthcare professionals

Patients interest/wishes

Characteristics of the study/perceived risks
Information (imparted/not imparted) about the study
SDM hopes/needs/expectations

YV V V VYV V

SDM past experiences/relationship with the patient

All 3 stages - surrogate’s assessed the ‘risks and benefits of
participation’




Research Decision-Making Process
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“Research on Process of
Conducting Research”

“Consent to Research Process”

1. Surrogate decision-making (SDMs) process for critically ill
patients to participate in research

2. How to approach SDMs in the ICU

Decisions Regarding Participation
3. SDM’s rationale for providing/declining consent

4. Physician refusals of patient/SDM being approached

5. Patients/SDMs opinions on use of deferred consent

6. Patients/SDMs perspectives on use of waived consent

7. Research participation involving bereaved family members




How To Approach SDMs

Intensive Care Mad
DO 10 100T/<001 34-014-3558-3 ORIGINAL

A Bus Is there a role for physician involvement
4 0. M. Smith in introducing research to surrogate decision
5 Y. Lee a - - -

6 J.Lee makers in the intensive care unit? (The

7 M. Wang

5 M. Brows Approach trial: a pilot mixed methods study)

9 M. Parker
10 A Premji

Mixed Methods Study (RCT + nested qualitative study)

Pilot RCT: compared MD introduction vs. Non-MD introduction of research
to SDMs

Nested qualitative study: What is the experience of SDMs in being
approached for consent for research participation?




How to Approach SDMs

138 S0OME randomized

The Approach Trial
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Approach Trial: RCT Results

Achieved all pre-specified feasibility metrics (missed few MD
introductions, identified low protocol violation rates, approached
most SDMs) evaluating potential threats to study validity.

High average comfort, satisfaction and acceptance scores among
participants between- MD and non-MD groups.

No difference in consent rates between approaches or based on
study risk (investigator or SDM-assigned).

SDM s introduced by an MD were significantly more likely to
provide consent when a patient status update was provided.

ICM 2015;41:58-67.




Approach Trial: Qualitative Results

In the nested qualitative study (n=14; 7 MD approach and 7 non-MD
approach), we found:

» Poor SDM recall of MD involvement

» Several participants ‘perceived’ benefits to MD involvement
* Enhanced the credibility of research
* Provided reassurance, comfort and confidence during decision-making
* Ensured broad awareness of patient participation by the clinical team

» SDMs perceived that physician time would be better spent providing
patient care

ICM 2015;41:58-67.




Approach Trial: Qualitative Results

7 themes important to SDMs in how they were approached

1. The personality & professionalism of the person approaching them

2. The importance of timing (when not in crisis) & having space to
make decisions

3. Personal sense of responsibility in their role as SDM

4. A need to appraise the risks and benefits of participation and
evaluate the potential benefit to the patient/others

5. Personal & patient values toward research
6. Trust in the healthcare team
7. Knowledge of the voluntary nature of participation

ICM 2015;41:58-67.




The Approach Trial: Risks vs. Benetfits

SDM Rationale for
Providing Consent

Will benefit from participation
(benefits > risks)

Have a strong desire to help others
(future patients, medical community)
Want to advance medical knowledge
and science

Desperate to try anything
Loved one would want to participate

| trust the medical team
| wanted to please the
medical/research teams

Other

MD
Introduction

14

13

Non-MD
Introduction

17

11

13

Total

31

24

18




“Research on Process of
Conducting Research”

“Consent to Research Process”

1. Surrogate decision-making (SDMs) process for critically ill
patients to participate in research

2. How to approach SDMs in the ICU

Decisions Regarding Participation
3. SDM'’s rationale for providing/declining consent

4. Physician refusals of patient/SDM being approached

5. Patients/SDMs opinions on use of deferred consent

6. Patients/SDMs perspectives on use of waived consent

7. Research participation involving bereaved family members




Why Do SDMs Provide Consent?

Intensive Care Mad (2012) 38:47-54
DO 10 0077001 3401 1-2411-1 ORIGINAL

Sangeeta Mehta 1 el I
Friclaike Quittnat Pellotier Why su.hstltute decision makers provide .
Maedean Brown or decline consent for ICU research studies:
Chervl Ethier . .

David Wells a questionnaire study

Lisa Burrv

Rod MacDonalkd

Objective
Explore SDMs reasons for providing/declining consent for critically ill patients to
participate in research

Methods

2 questionnaires (AGREE, n=68) and (DECLINE n=27)

- Explore attitudes toward research in general, timing of approach, the informed
consent process

- Elucidate reasons for participation/non-participation




Why Do SDMs Provide Consent?

Table 3 Major reason provided by SDM for agreeing to participate

m the research study (N = 44)

Responses N
To help my loved one recover faster 17
To improve patient care 1n the future 14
Research s important to improve medical care 9
The research study was recommended by the physician 1
Study treatment 15 better than standard care 1
The research study was not invasive 1
The research study did not interfere with patient’s primary care |




Why Do SDMs Provide Consent?

AGREE group

Fig. 1 S5DMs’ reasons for
consenting for an ICU research
study (N = 68) SDM wanted to confribute to medical research

Raszearch studies are important for medical progress

The research study may positively affect clinical care
S0M agreed to not disappoint the medical team

SO wanted to give something in returm for the patiant care

SOM liked the presentation of the ressarch study

The research study may help othars

SDM trusted the medical team

Patiant may recaive naw traatment rather than standard care
Any study treatment is batter for this medical condition

Resocarch study could benefit the patient

Patient had bean enrolled in a research study before

Thea patient would have agreed to the research study

O 10 2 I 40 S50 &0 7O 80
Percent of SDMs




Why Do SDMs Provide Consent?

Table 4 Major reason provided by SDM for declming parbcipation
in the research smdy (N = 19)

Responses N

Fear of harm or discomfort to the pabent

SDM too worned/anxious to consyder research at that time

SDM was saoshed with the standard care provided

Personal reasons

Lack of discussion with attendmmg physwan regarding research
study

Objection to study bemg sponsored by a pharmaceutical |
company

— = [ O D




Why Do SDMs Provide Consent?

DECLINE GROUP

Fig. 2 SDMs" reasons for

.. . Research has no place in ICU
declming consent (N = 27)

The research may afisct medical care
More risk than benefit in a RS
RS was presented at the wrong time
SDM did not want to burden the nuree with RS
Disagreemant in the family regarding the RS
SDOM doss not trust medicine or research in genaral
SDM did not trust the medical team
SO had prewious bad experience with RS
SDM did not want patient to receive placebo
SOM did not want experimental treatment

SDM disliked the way the AS was presented

SDM was too woried to consider 8 RS
SDOM did not want 1o make decision concerning RS
Pafient is used as a guinea pig in RS

Patient was not right for RS

Patient has been enrclled in & RS before

Patient would not hawve wanted to be enrolled

i 0 20 30 40 50 ) 0 &0
Percent of SDMs




Physicians Decline Consent

Intensive Care Med (2013) 39:2115-2125
DOI 10.1007/s00134-013-3074-x ORIGINAL ARTICLE

o ook Physicians declining patient enrollment

N. D. Ferguson in a critical care trial: a case study
D. Heels- Ansdell - -

A. Freitag in thromboprophylaxis

E. McDonald

Methods
* 67 centres (3,764 patients) enrolled in PROTECT trial

e 218 (14.9%) — no consent encounter because attending MDs requested that their

patients not be approached
\

REASONS FOR NOT APPROACHING

* High risk of bleeding (31.2%) - presence of renal failure, epidural, perioperative state
* Preferences for thromboprophylaxis (12.4%)

* Morbid obesity (9.6%)

* Uncertain prognosis (6.4%)

* Discomfort with research (3.7%)

* Unclear (17.0%)




Physicians Decline Consent

FACTORS ASSOCIATED WITH PHYSICIAN DECLINE

Table 3 Factors independently associated wiath physicians dechn-
ing: hwerarchical regression

Odds ratio (95 % CI)  p value

Years of ICU research expenence of the lead consenting research

personnel

0 years versus =10 years 1047 (2.19, 50.02) 0.010
AT years versus =10 years 1.72 (061, 4.54)

Center s1z¢ (beds screened tor possible PROTECT patients)
15-20 beds versus <15 beds 1.63 (051, 5.19) 0.162
21-25 beds versus <15 beds 2.26 (0.55, 9.27)
=25 beds versus <15 beds 396 (1.07, 14.66)

Lmi fype
Open versus closed 426 (1.27, 1434) 0.0
Formal tnals group athihabon
Yes versus no 335(098, 11.41) 0.054

Year of PROTECT
Year 1 versus mlot 0.67 (0.21, 2.10) (.05
Yoear 2 versus plot 0.67 (0.22, 2.06)

Year 3 versus pilot 0.32 (0.10, 1.02)

Year 4 versus pilot 042 (0.13, 1.29)




Other Forms of Consent -
Definitions

“Deferred/delayed consent: Consent obtained after the patient
has been included in an ongoing research protocol.

* The ‘after the fact consent’ relates specifically to the patient’s
continued participation in the study.

“A waiver of consent is present when a given research
intervention is initiated without a prospective consent from either
the patient or a proxy.”




TCPS2 - Article 3.8 — Deferred Consent

Article 3.8 The REB may allow research that involves medical emergencies
to be carried out without the consent of participants, or of their authorized
third party, if all of the following apply:

v

v

(a) a serious threat to the prospective participant requires immediate
intervention;

(b) either no standard efficacious care exists or the research offers a
realistic possibility of direct benefit to the participant vs. standard care;

(c) the risk is not greater than that involved in standard efficacious care, or
it is clearly justified by the prospect for direct benefits to the participant;

(d) the prospective participant is unconscious or lacks capacity to
understand the risks, methods and purposes of the research project;

(e) third party authorization cannot be secured in sufficient time, despite
diligent and documented efforts to do so; and

(f) no relevant prior directive by the participant is known to exist.

When a previously incapacitated participant regains capacity or when a third party
is found, consent shall be sought for continuation in the project, and for subsequent
examinations or tests related to the research project.




Opinions of Delayed Consent

J. E. Potter . ’ -
S, MecKinley Research participants’ opinions of delayed

A. Delaney consent for a randomised controlled trial
of glucose control in intensive care

* Questionnaire involving 210/298 (79%) participants
enrolled under delayed consent in the NICE SUGAR trial

* Delayed consent to participate was obtained
* From patients: 57/210 (27.1%)
* SDMs: 152/210 (72.4%)




Opinions of Delayed Consent

Results

* Most respondents 195/204 (95.6%) would have consented to
participate in the trial if asked prior to enrolment

* Most ranked the person who consented on their behalf
(163/198; 82.3%) as the preferred decision-maker when they
were not able to make decisions

* Most (177/202; 87.6%) agreed with the decision made

Conclusion: delayed consent is acceptable to trial participants




TCPS2 - Article 3.7 - Waived Consent

“Article 3.7 The REB may approve research without requiring the participant’s
consent where the REB is satisfied, and documents, that all of the following

apply:

v’ (a) the research involves no more than minimal risk to the
participants

4 (b) the lack of the participant’s consent is unlikely to adversely affect
the welfare of the participant

v’ (c) it is impossible or impracticable to carry out the research and to

answer the research question properly if prior consent is required

(d) whenever possible and appropriate, after participation, or at a
later time during the study, participants will be debriefed and
provided with additional pertinent information........ at which point
they will have the opportunity to refuse consent

(e) the research does not involve a therapeutic intervention, or other
clinical or diagnostic interventions.




Participants Perspectives: Waived Consent

Patients’ Perspectives of Enrolilment in Research
Without Consent: The Patients’ Experiences

in Emergency Research-Progesterone for the
Treatment of Traumatic Brain Injury Study*

Neal W. Dickert, MD, PhD"*?; Victoria M. Scicluna, MPH'; Jill M. Baren, MD, MBE, FACEP, FAAP?*
Michelle H. Biros, MD, MS, FACEP?; Ross J. Fleischman, MD, MCRS;

Prasanthi R. Govindarajan, MD, MS’; Elizabeth B. Jones, MD?; Arthur M. Pancioli, MD?;

David W. Wright, MD'’; Rebecca D. Pentz, PhD"

Methods

* Interactive interviews nested within the Progesterone for the
Treatment of TBI trial (phase 3 RCT)

e N=85 interviews (54 or 64% with SDMs)
e Patients and SDMs enrolled under waiver of consent at 12 sites




Participants Perspectives: Waived Consent

Results

» 71/85 (84%) had positive attitude toward trial inclusion

* 72% found use of waiver of consent ‘acceptable’ in general
* 78% found their inclusion ‘acceptable’ in the trial

* Only 2/85 (2.4%) disagreed with ‘exception from informed
consent’

* 80% were accepting of randomization
* 92% accepting of placebo

* Black respondents were less accepting than white (55 vs 83%,
p=0.049)




Participants Perspectives: Waived Consent

TABLE 4. Positive and Negative Reasons for Views of Exception From Informed Consent in
Progesterone for the Treatment of Traumatic Brain Injury

Reasons for Views of Exception From Informed Consent n %

Megative reasons given

Concerns about consent 29 26
Other pecple may not be as accepting 14 16
Concernad about potential side effects 11 13
Unsure about balance of risks/benefits in trial T 8
Believes drug is experimental (guinea pig concerns) i} 7
Concerned about placebo being given i] 7
Lack of medical benefit (or any additional benefit compared to standard) 5 6
Others disagreed with enrollment (combined: family members or patient themselves had well known 5 6
negative feelings)
Positive reasons given
Direct medical benefits 75 88
Unable to get consent 33 39
Risks of study are low/no harm done 30 35
Contribute to scientific knowledge/help future patients 27 32
Other people agreed with enrcliment (combined: family members/surrogates, medical personnel, patient 22 26
themselves, religious figure)
Trust in researchers/doctors to do what is best 20 24
In case of an emergency, do what needs to be done 18 2
Patient so badly injured that it could not hurt/last option 12 14

Research is important g 11




Research Participation for Bereaved Family
Members

Research Participation for Bereaved Family
Members: Experience and Insights From a
Qualitative Study

Nancy Kentish-Barnes, PhD?; Jennifer L. McAdam, RN, PhD? Sonia Kouki, RN?;
Zo¢ Cohen-Solal, MS!; Marine Chaize, MS'; Marion Galon, MS'; Virginie Souppart, RN';
Kathleen A. Puntillo, RN, PhD, FAAN, FCCM?; Elie Azoulay, MD, PhD'

Methods
* Qualitative study; interviews + letters
* Family members who’s loved one died in 41 ICUs in France

* Thematic analysis of 54 narratives, 52 letters, written annotations
on 150 questionnaires




Research Participation for Bereaved Family
Members

Research Participation for Bereaved Family
Members: Experience and Insights From a
Qualitative Study

Nancy Kentish-Barnes, PhD?; Jennifer L. McAdam, RN, PhD? Sonia Kouki, RN?;
Zo¢ Cohen-Solal, MS!; Marine Chaize, MS'; Marion Galon, MS'; Virginie Souppart, RN';
Kathleen A. Puntillo, RN, PhD, FAAN, FCCM?; Elie Azoulay, MD, PhD'

Results

Bereaved family members affirmed several benefits to participation
Expression of thanks

Help other bereaved family members

Express themselves at a distance

Not to feel abandoned

Share difficult emotions

Receive support and care

B 0 O =




Research Participation for Bereaved Family
Members

Conclusion

* Bereavement research may be beneficial for family members

* Exploring family experiences — help to define specific family
needs in this setting

* Bereaved families need an opportunity to voice their feelings
about their ICU experiences and give meaning to the end-of-life
process

* Families need to feel they are still cared for

* Support may be helpful: condolence letters, phone calls or post-
intensive care meetings




Conclusions

1. How we approach SDMs for research consent is very important
»  Risks/benefits of participation
»  Trust in health care team

2. In ‘consent encounter’ — SDMs value most the personality &
professionalism of the person approaching them

3. Main reasons for decline consents: fear of harm/discomfort, too
anxious to consider participation

4. Physician refusals are more likely with less experienced research
personnel and in open (vs. closed) ICUs

5. Study participants amenable to deferred/waived consent

6. Several benefits to involving bereaved family members in
research.




How Does Consent Differ in the ICU?
Research vs. Care

Feature of Consent Clinical Care Research Participation

Consent document Signature on a form for  Process — continues
a procedure/test throughout study

Who provides consent? Patients/rarely SDMs Rarely patients/ SDMs

(90%)
Context in which Recommended Voluntary/optional /
consent is sought
Benefit vs. Harm Known to favor patient  Unknown

*Equipoise v
Signature Written Written/telephone

Rarely (other) Deferred
Waived

ATS Guidance Document, 2004 170:1375-84
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