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Section I: Protocol Schema for Open Trial, Pilot RCT, and COVID-19 Open Trial Phase

Open Trial Phase
10 eligible surrogate decision makers of 10
incapacitated, ICU patients, the patients and their
respectve ICU clinicians will participate in the
EMPOWER open frial (no randomization; no contral
army.

v

Manual Refinement Phase
Up to 15 gualitied stakeholders (hereaved caregivers
of ICU patients identified by ICU physicians, and
clhinicians with expertise in ICU or mental health care)
will be interviewed after reviewing the EMPOWER
interventicn manual.

'

Feedbpackfrom open trial and stakeholder interviews will be used to refine EMPOWER.

v

Pilot Randomized Controlled Trial Phase
60 eligible surrogate decision makers of 60 patients in
the ICU and their patients will be invited to particinate.
Surrogate decision makers are randomized into one
of two graups.

Y

EMPOWER Condition
(n = 30 surrogate decision-makers: 50%)

f 1

The revised manual will be sent to stakeholders for a
second round of feedback.

!

T1 = Pre-intervention/Baseline

Y

Recieve EMPOWER in the ICU (6 modules)

v

T2 = Post-intarvention
(Within 1 week of intervention)

!

Boasler Call 1
{~2 weeks aller intervention in the [CU)

'

Booster Call 2
{~4 weeks after intervention in the ICU)

v

T3 = First follow-up assessment
i1 manth post T2)

v

T4 = Second tallow-up assessment
& Exit Interview
(3 months post T2)

Enhanced Usual Care (No EMPOWER)
(n = 20 surrogate decision-makers; 50%)

!

T1 = Pre-intervention/Baseline

.

Recieve ca reqiver resnources

'

TZ = Post-intenvention
{Within 1 week of intervention)

Y

T3 = First follow-Uup assessment
i1 month post T2)

'

T4 = Second follow-up assessment
(3 months post T2)

Open Trial COVID-18 Phase: Eligible patients in the [CU wall be invited to partcipate via telehealth {no randomization, no control
arm), receiving the same assessments an the same schedule as RCT participants,
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Section ll: Body of Protocol
1.1 Introduction

Intensive Care Units (ICU) are stressful places where life-and-death medical decisions are made and patients
and their informal caregivers or surrogate decision-makers are exposed to potentially traumatic experiences.
Even within the ICU, we have found that as the number of life-prolonging procedures administered to the
patient rises, the patient’s quality of life falls."-? Thus, interventions to improve the quality of life and care of ICU
patients are needed.

Informal caregivers of patients (referred to further as “surrogate decision-makers”) also suffer. Our pilot
“Severity of Suffering” (SoS) study of patients who die in New York Presbyterian Hospital’'s (NYPH) ICU found
that >60% of these patients had cancer. ICU nurses who reported on the patient’s quality of life and care in
their final week perceived that 53% of the cancer patients’ informal caregiver experienced acute psychological
distress, 43% had unrealistic expectations for the patient’s recovery, and 41% insisted that the patient receive
burdensome care (e.g., resuscitation). Over 85% of these patients were unable to communicate, leading to a
situation in which a caregiver must make life-and-death decisions for a critically ill, incapacitated patient amid
the challenges posed by peritraumatic stress and anticipatory grief. In turn, peritraumatic stress and grief
would be expected to exacerbate experiential avoidance, defined as “the phenomenon that occurs when a
person is unwilling to remain in contact with particular private experiences (e.g. bodily sensations, emotions,
thoughts, memories, behavioral predispositions) and takes steps to alter the form or frequency of these
events.” 3* The confluence of peritraumatic stress, anticipatory grief, and experiential avoidance may
additionally serve as a barrier to advance care planning (ACP). We have shown ACP leads to higher quality,
less aggressive and more value- consistent end-of-life (EoL) care, as well as better patient quality of life,> both
of which predict better bereavement adjustment.®” We have also shown that informal caregivers of patients
who die in the ICU are at elevated risk of posttraumatic stress disorder (PTSD) in the months that follow the
potentially traumatic ICU “exposures”.®® These findings indicate a compelling need to address the
peritraumatic stress and grief of surrogate decision-makers of patients in the ICU.

Efforts targeting the plight of critically ill patients and their informal caregivers have produced mixed results for
improving EoL care and informal caregiver mental health.'-'2 In a recent study of a palliative-care intervention
in the ICU designed to reduce caregiver anxiety and depression, PTSD symptoms actually increased for those
caregivers who received the intervention.'? A primary limitation of these interventions is that they have
targeted mental health outcomes but were not explicit mental health interventions.

We propose here a proof-of-concept study to address this limitation. In response to requests by the directors of
the NYPH Medical ICU (MICU), Dr. David Berlin and Dr. Lindsay Lief, to address the emotional distress of
surrogate decision-makers, we have developed a mental health intervention for surrogate decision-makers of
patients in the ICU. We aim to develop further and pilot test this brief mental health intervention called
“‘Enhancing & Mobilizing the POtential for Wellness & Emotional Resilience among Surrogate Decision-Makers
of ICU Patients” (EMPOWER) that can be delivered by a trained mental health provider to patient surrogate
decision-makers in the ICU. EMPOWER is a cognitive-behavioral, acceptance-based intervention designed to
reduce “experiential avoidance”?'3 of unpleasant thoughts and feelings related to thinking about the patient’s
death. EMPOWER targets symptoms of peritraumatic stress and anticipatory grief to reduce experiential
avoidance that interferes with optimal decision-making on the patient’s behalf. It consists of discrete ~15-
minute modules that can be delivered flexibly in a setting with multiple interruptions and unexpected crises.
The intervention can be delivered in-person or via telehealth. By reducing surrogate decision-makers’
experiential avoidance, EMPOWER removes a barrier to ACP, including the completion of advance directives,
such as Do Not Resuscitate (DNR) orders. It also is expected to promote the receipt of EoL care consistent
with patient values. In this way, EMPOWER should improve EoL care that enhances patient quality of life
while also empowering surrogate decision-makers to cope with a loved one’s impending death and adjust
following the patient’s ICU death or discharge. Specifically, we aim to:
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#1: Develop EMPOWER for surrogate decision-makers of critically ill patients who are at risk of
becoming incapacitated and/or who are currently unable to make medical decisions. Key informants,
including bereaved informal caregivers of ICU patients and clinicians, will be asked to evaluate the EMPOWER
intervention manual to increase its potential tolerability, acceptability, and efficacy.

#2: Determine the feasibility, tolerability, acceptability, and preliminary effects of EMPOWER on

surrogate mental health. We hypothesize that revised EMPOWER wiill be feasible, tolerable, and acceptable.
The intervention will also reduce peritraumatic distress post-intervention, and improve mental health outcomes
at one-month and three-month follow up from post-intervention assessment compared to enhanced usual care.

#3: Estimate the effects of EMPOWER on patient outcomes in the months following the baseline
assessment. Patients who receive EMPOWER are expected to have higher rates of engagement in advance
care planning (e.g., a DNR order completed), better surrogate-reported quality of life/quality of death, and more
value-concordant care (measured through comparing intensity of care at end-of-life to surrogate perception of
patient treatment preferences) compared to patients whose surrogates receive enhanced usual care.

This trial initially proposed to have 15 eligible stakeholders provide feedback about EMPOWER to inform
improvements; to enroll 10 initial open trial cases and then to randomize 60 surrogate decision-makers of
terminally, critically ill patients who are incapacitated or at risk of becoming incapacitated to EMPOWER or
enhanced usual care. Beginning in April 2020, however, to meet the needs of family members in the COVID-19
pandemic, as well as to accommodate recruitment of human subjects with necessary social distancing practices, the RCT
phase was paused to enter a new open trial phase (referred to hereafter as the COVID-19 open trial) that did not include
randomization or a control arm. Upon approval of amendment #1610017622-13, we will return to the RCT phase. To
adhere to recruitment strategies that were originally proposed, the number of participants enrolled in this study will not
exceed the 60 participants initially projected, although due to the COVID-19 open trial, over 30 participants total may
receive the EMPOWER intervention. Assessments will occur pre-intervention, immediately post-intervention, and
then 1 month and 3 months from post-intervention assessment. Results will be used to seek NIH R0O1 funding for a
larger-scale randomized controlled trial (RCT) intervention efficacy study of EMPOWER.

1.1 Overview

To obtain stakeholder input on EMPOWER and refine the intervention manual, we propose to enroll up to 10
bereaved caregivers of patients who were incapacitated and treated in the ICU and 10 clinicians with expertise in
ICU and/ or mental health care to have them review the study protocol and intervention manual and to obtain
structured feedback on EMPOWER. Interviews will be audio-recorded, transcribed verbatim by trained staff, and
kept confidential. Participants will also have the option to respond to interview questions through written response.
In addition, we will enroll family caregivers and ICU patients to pilot the EMPOWER intervention and examine its
effects on both informal caregivers and patients in the ICUs at New York Presbyterian Hospital (NYPH)- Weill
Cornell, New York Presbyterian Hospital-Queens, and Memorial Sloan Kettering Cancer Center (MSK), as well as
among surrogate decision-makers from outside hospitals recruited online. Surrogate decision-makers will be screened
for emotional dependency on the patient and feelings of emotional distress related to the patients’ ICU admission.
Eligible surrogate decision-makers will be enrolled. The first 10 surrogate decision-makers will be enrolled in an
open trial. A pilot RCT will then begin, randomizing surrogate decision-makers to receive either EMPOWER or
enhanced usual care using a block-randomization strategy to determine condition assignment., A second open
trial phase, only assigning surrogates to the EMPOWER trial in response to the COVID-19 pandemic, began on
April 2020, with a return to the RCT following approval of amendment #1610017622-13. 60 surrogate decision
makers will be enrolled in the RCT and COVID-19 open trial phases combined. Surrogate decision-makers will
be assessed at 4 time points (T1 = baseline, T2 = up to one week following intervention, T3 = one month from T2,
and T4 = three months from T2). The EMPOWER intervention will be administered by trained interventionists
either in-person or via telehealth. The intervention sessions will be audio-recorded for training purposes. If
participants agree, the sessions will be video-recorded. Patients’ medical chart information will be abstracted
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following the death of the patient. If the patient is not deceased by the end of their surrogate decision-maker’s
participation in the study, medical chart information will be abstracted at T4.

1.2 Background and Rationale

ICU stays are established indicators of low quality EoL cancer care and oncologists have long recognized ICU
stays as a marker of poor quality EoL cancer care. '* Nevertheless, from 2007 to 2010, the percentage of US
cancer patients admitted to the ICU during the last month of life increased from 24% to 29%.'S Our recent
research reveals that 60%-90% of the patients who die each week in the ICU at NYPH are cancer patients,
and 85% of these cancer patients were sedated, on ventilators and unable to communicate. This leaves record
numbers of surrogate decision-makers (family/friends) struggling to make life-and death decisions for a patient
in the ICU with whom they cannot communicate. Given the ICU default position is to provide life-prolonging
care, without advance care planning or surrogate decision-makers’ agreement, more aggressive care would
likely be given to patients to keep them alive. This exposes surrogate decision-makers to potentially traumatic
experiences that further heighten their risk of PTSD.8 One study reported 33% of family members were at
serious risk of PTSD following the patients’ ICU discharge or death, and rates rose to an alarming 82% in
those who “shared in end-of-life decisions”.'®

Results from several NIH-funded studies of interventions in the ICU have not produced positive results for
caregiver mental health'”. Recent publications demonstrate worse, not better, mental health outcomes of

caregivers.'%'2 Given that prior studies have focused on communication interventions with little attention to
symptoms of peritraumatic stress or anticipatory grief, this is not surprising to mental health professionals.

The present study draws insights from international experts on peri and posttraumatic stress and grief to target
specific symptoms of stress, trauma and grief among ICU patient surrogate decision-makers, thereby improving
patient EoL outcomes. This EMPOWER study has been tailored for the fast-paced, often chaotic, ICU

milieu with brief cognitive-behavioral therapy (CBT) interventions that have demonstrated evidence for
significantly reducing PTSD symptoms in highly anxious hospitalized patients (multiple sessions that altogether
will take around 90 minutes, can be completed within 2-3 days) while traditional CBT interventions are
administered over weeks. EMPOWER will explore an exciting, albeit challenging, application of proven
psychotherapeutic approaches to the realities of critical care medicine.

2.0 Objectives

Specific Aim #1:

Develop EMPOWER for surrogate decision-makers of critically ill ICU patients who are at risk of becoming
incapacitated and/or who are currently unable to make medical decisions.

There are no hypotheses for this objective. Stakeholders, including bereaved ICU patient caregivers and
clinicians, will be asked to evaluate the EMPOWER intervention manual to increase its potential tolerability,
acceptability, and efficacy. Data from the open trial of 10 surrogate decision-makers will also identify tactical
and measurement issues involved in the delivery and outcome measurements used in EMPOWER.

Specific Aim #2:

Determine feasibility, tolerability, acceptability, and preliminary effects of EMPOWER on surrogate decision-
maker mental health.

Hypothesis #2:

Revised EMPOWER will be feasible, tolerable, acceptable. Those who are randomized to EMPOWER will
have reduced peritraumatic distress at post-intervention assessment (T2). Those who are randomized to
EMPOWER will have reduced symptoms of PTSD, prolonged grief disorder, anxiety, and depression, and less
decisional regret and experiential avoidance at one-month and three-month follow up from baseline (T3 and
T4).

Specific Aim #3:
Examine the effects of EMPOWER on patient outcomes, including intensity of care and quality of life/quality of
4
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death, in the months following baseline assessment.

Hypothesis #3:

Patients whose surrogate decision-makers receive EMPOWER will have better quality of death (for patients
who died), better quality of life (for patients who are still alive) and more value-concordant care compared to
those whose surrogate decision-makers receive enhanced usual care at one-month (T3) and three-month (T4)
follow up from post-intervention assessment.
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3.0 Research Subject Selection

3.1 Eligibility Criteria
For stakeholders:

1. Bereaved family caregivers of patients treated in the ICU identified by referring clinicians and through
support groups, clinics, and word of mouth

2. Clinicians with expertise in mental health care and/or critical care including but not limited to nurses,
nurse practitioners, social workers, psychologists, psychiatrists, hospital chaplains, and physicians

For open trial participants:

1. Patients (>21 years) who cannot communicate and decide on treatments, who during the course of
their current hospital stay were admitted to an ICU/step-down unit, and whose ICU physicians or
fellows would not be surprised if the patient did not survive more than 3 months

2. Surrogate decision-makers whom ICU physicians or fellows indicate as the designated health care

proxy or decision-making patient surrogates, or who are listed as such in the patient’s medical charts

Surrogate decision-makers must speak English

Surrogate decision-makers must either meet the threshold for a high degree of emotional dependence

(PDS '8 score >8) on the patient or on the McGill Quality of Life Scale'® items (either anxiety item

score>5).

W

For adult pilot RCT participants:

1. Patients (>18 years) who during the course of their current hospital stay were admitted to an
ICU/step-down unit

2. Surrogate decision-makers whom ICU physicians or fellows indicate as the designated health care

proxy or decision-making patient surrogates, or who are listed as such in the patient’s medical charts

or by self-report of the surrogate

Surrogate decision-makers must speak English

Surrogate decision-makers must either meet the threshold for a high degree of emotional dependence

(PDS '8 score >8) on the patient or on the McGill Quality of Life Scale '° items (either anxiety item

score>5).

5. Surrogate decision-makers who do not meet criterion #4 but are identified by clinical staff as distressed
and whom clinical staff believe would benefit from the intervention.

W

For child pilot RCT/COVID-19 Open Trial participants:

1. Patients below the age of 18 who have spent at least 3 days in a pediatric intensive care unit
Surrogate decision-makers whom ICU physicians or fellows indicate as the designated health care
proxy or decision-making patient surrogates, or who are listed as such in the patient’s medical charts or
by self-report of the surrogate, or are parents of the patient

3. Surrogate decision-makers must speak English

For adult open trial COVID-19 participants:

1. Patients (>18 years) who during the course of their current hospital stay were admitted to an ICU/step-
down unit

2. Surrogate decision-makers whom a member of the patient’s care team indicate as the designated health
care proxy or decision-making patient surrogates, or who are listed as such in the patient’s medical
charts

3. Surrogate decision-makers must speak English

4. Surrogate decision-makers must either meet the threshold for a high degree of emotional dependence
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(PDS 18 score >8) on the patient or on the McGill Quality of Life Scale items (either anxiety item
score>5).

5. Surrogate decision-makers who do not meet criterion #4 but are identified by clinical staff as distressed
and whom clinical staff believe would benefit from the intervention.

3.1 Exclusion Criteria

Patients and surrogate decision-makers who do not meet the eligibility criteria or surrogate decision-makers
who endorse suicidal ideation in the past month based on responses to the Columbia Suicide Severity Rating
Scale %

4.0 Informed Consent Process

Informed consent is a process, not a one-time event. During the informed consent process, the study staff
obtaining consent will review the study in detail allowing for the participant (surrogate decision-maker,
stakeholder, or patient) to interject with questions at any time during the discussion. It is extremely important
that the participant has an opportunity to have his/her questions addressed as well as ample time to read the
consent document and determine whether or not they would like to participate in the study. For consents
occurring in-person, study staff and potential participants will review the consent form together. For consents
occurring digitally, study staff will contact potential participants and provide them with a digital copy of the
consent form in REDCap that they will able to simultaneously view virtually while speaking to the consenting
professional. Attending physicians and fellows who are trained, IRB-approved members of the research team,
such as but not limited to those working in the pediatric intensive care unit, may also obtain consent from
surrogates and patients, including those under their care, using the procedures outlined in this section. Any
reference to study personnel/staff in regard to recruitment/consenting procedures includes these physicians.

The main points that will be addressed by the study personnel obtaining informed consent include explaining
why the current research study is being conducted, the sources of funding for the project and what purpose the
proposed research serves. Additionally, the subject will be made aware who is responsible for conducting the
research, what other sites are involved, as well as how subjects are selected for participation in the research.

The study staff will explain in explicit detail what will be asked of participant if he/she agrees to participate in
the study and estimate the potential time commitment involved. The participant will know what his/her
responsibilities will entail, what risks or benefits may be involved, and what potential costs could be incurred
should they agree to participate. Study staff will underscore the importance placed upon maintaining participant
confidentiality, as well as participant’s rights while involved in the study, which includes the right to withdraw
participation at any time during the research due to the fact that their participation is entirely voluntary in

nature.

The informed consent form will provide contact information for both the Principal Investigators as well as the
Office for the Protection of Research Subjects. All informed consent processes will adhere to the policies set
forth by the Institutional Review Board. All paper informed consent forms will be stored in a locked file cabinet
in a locked office to maintain the privacy of all study participants. All digital consent forms will be stored in a
password protected REDCap database accessible only to authorized study staff.

For adult patients recruited for the study who are uncommunicative, a waiver of informed consent is requested.
For adult patients with capacity, the participating caregiver will be approached to ask if they believe the patient
would be interested in consenting to release the medical records for the chart review, and if so, the best way
and time to contact them. Research Assistants will then consent the patient using the previously-approved
adult patient consent form, making any necessary accommodations for patients who may still be in the hospital
or discharged (i.e., consenting in person with paper form, mailing consents, or consenting over the phone with
REDCap consent). This approach will occur at any point following T2 at the discretion of the research team in
order to minimize burden on the surrogate and patient and allow for the most logistically efficient scenario (i.e.,
waiting until the patient has been discharged). For all patients below the age of 18, regardless of communicative
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status, surrogate decision-maker consent to access previously collected medical record data will be obtained. Al
surrogate decision-makers recruited for the study will be consented by a trained research assistant or trained
member of the care team as outlined above, either in person or over a phone or video meeting when
necessary. The consent form will be signed with the participant’s full understanding of the study process.

For consented surrogates whose indexed patients are communicative and capable of consenting, but are
considered high-risk or the consenting process is unable to be reasonably facilitated by the care team, these
surrogates will be able to participate in the study without consent of the patient. In these cases, the patient's
medical information will not be recorded.

Trained research assistants will go over informed consent with providers and stakeholders either in-person or
through a phone call. If the consenting is done in-person, a research assistant will schedule a mutually
convenient time when stakeholder's location or business schedule allows for in-person consent. The consent
form will be signed with the provider's/stakeholder's full understanding of the study process. If the consenting is
done over the phone, a trained research assistant will schedule a mutually convenient time for a phone call to
conduct verbal informed consent of stakeholders. The trained research assistant will use the verbal consent
script to review the main points of the written consent form with the stakeholder. The written informed consent
form will be sent to the stakeholder by mail or email, depending on the stakeholder's preference, prior to the
phone call. The written informed consent will be signed with the stakeholder's full understanding of the study
process and sent back by mail or email, depending on the stakeholder's preference. Stakeholders who prefer
to receive and return the informed consent form by mail will be provided with a self-addressed and stamped
envelope. The interview will not take place until the signed written informed consent document is received and
documented in the study record.
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5.1 Study Design and Methods
5.2 Study Design

There are two phases in this study. The manual refinement phase involves obtaining feedback from stakeholders
(bereaved caregivers and clinicians) about the EMPOWER intervention manual using qualitative analysis followed
by a modified Delphi method. The second phase involves piloting EMPOWER to obtain information on its
feasibility, tolerability, acceptability, and preliminary effect size estimates in order to plan a larger, efficacy RCT.
We will conduct an open trial of the intervention followed by a parallel-arm RCT comparing EMPOWER to
enhanced usual care. In order to supplement RCT recruitment, adapt to restrictions in ICU visitation and meet the
needs of family caregivers impacted by the COVID-19 pandemic, a secondary open trial occurred beginning April
2020, with a return to RCT procedures following approval of amendment #1610017622-13.

Manual Refinement:

Up to 15 stakeholders who are bereaved caregivers and expert clinicians from Memorial Sloan Kettering
Cancer Center (MSK), Weill Cornell Medicine (WCM) and the community will be enrolled to review the
intervention manual to assess feasibility and to provide professional expertise. Participants will be provided a
copy of the intervention manual to review by mail, email, or in-person delivery. They may also be provided with
the questions they will be asked during the subsequent interview to help them prepare. Within 4 to 6 weeks,

the research team will conduct an in-person, telephone, or videoconference interview of approximately 60 to 90
minutes to collect feedback on the manual. Interviews will be audio recorded. As an alternative or in addition to
this interview, participants will be given the option to provide feedback in writing and through making notes and
edits on the manual. Edited copies can be returned via mail, email, fax, or hand delivery. Received materials will
be de-identified. Feedback from the stakeholders will be coded using qualitative data analytic approaches. We
will transcribe the stakeholder key informant interviews and content-analyze the transcribed interviews and any
additional written materials following Morses' guidelines?'. The coding team will independently review the
feedback materials and will synthesize and interpret participants’ input about the content of the EMPOWER
manual until consensus on a final set of thematic findings to tailor the manual is reached. The manual will then
be refined applying these findings. A modified Delphi approach will be used by providing the stakeholders with a
summary describing substantive changes to the manual by email or mail. They will be given the revised manual
and asked to provide any comments or additional feedback they may have. This feedback will be requested
through a self-report REDCap survey. Participants will be asked to respond to the survey within 4 weeks, at
which point a reminder will be sent out if all responses have not been received. Survey results will be used to
further refine the EMPOWER manual.

Ultimately, feedback will be used to inform modifications to the EMPOWER manual, as will review of results of
the open trial experience and data described below. Additionally, we may use entirely anonymous quotes from
participants’ feedback in the final versions of the manual. When working with highly distressed populations, it
can be particularly valuable and potentially powerful to include direct statements from other individuals who
have been in a similar position to help explain relevant therapeutic concepts and the experience of surrogate
decision-makers and to demonstrate that expert input was used in the intervention development process. As
such, we think that including participants’ quotes in the manual when applicable would strengthen the
EMPOWER intervention by giving the approach additional credibility and potency.

Pilot Trials:

This is a clinical intervention study that will enroll 70 surrogate decision-makers (10 in the open trial + 60 in the
RCT/COVID-19 open trial) who are the surrogates of 70 current patients from Weill Cornell Medicine/New York
Presbyterian Hospital (NYPH), NewYork Presbyterian Queens’ and MSK’s ICUs including, but not limited to the
MICU, CCU, SICU, and their step-down units. Research staff will obtain permission to approach surrogates from
any member of the patient’s care team (such as, but not limited to physicians or nurses) in order to reduce burden on
critical care staff. If during the course of recruitment, potential participants suggest that another surrogate for the patient
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not listed in the medical record would be better suited for participation in this study, research staff will confirm with the
care team that the referred individual is involved in medical decision-making for the patient, thus satisfying criteria #2 of
the inclusion criteria, and we will reach out to the referred individual as appropriate. Additional background
information on candidates (normal visiting times, family dynamics) will be ascertained from allied health
professionals such as, but not limited to, nurses or care coordinators. WCM’s Institutional Review Board (IRB)
has approved a HIPAA full waiver for the patient’s medical information.

Surrogates from outside hospitals will also be recruited via publicization of the study in outside
palliative/intensive care services and online resources, such as, but not limited to, Mettle Health. In these
cases, participants will reach out to the study team using information provided in fliers by outside clinicians.
General patient health (i.e. whether the patient has died during study course, reason for admission) and
demographic data of the patient will be reported by the surrogate.

Surrogate decision-makers will be consented and screened. Surrogate decision-makers of adult patients who
have greater than "5" on a 0-10 scale on the McGill Quality of Life Scale'® measure items on anxiety, or who
score greater than “8” on the first two items of the Bereavement Dependency Scale (PDS)'® will be enrolled.
Additionally, participants of adult patients who do not meet these criteria but are reported by an ICU clinician
(such as, but not limited to, the patient’s nurse) to be distressed and likely to benefit from the EMPOWER
intervention may be enrolled. Participants who endorse suicidal ideation in the past month on the Columbia
Suicide Severity Rating Scale? items will be excluded. Open trial participants will receive the intervention
through an open trial with no comparison arm. RCT participants will be randomized using a block-
randomization strategy?? to receive EMPOWER or enhanced usual care.

The enhanced usual care arm will involve regular ICU care and provide information about ICU surrogate
decision-maker resources specific to each site location. It is intended to serve as a control condition. Enhanced
usual care participants will receive information about resources available to all ICU surrogate decision-makers
(eg. ICU Caregiver support group information; ICU/Palliative care social worker’s information) as well as an
informative packet about caregiving. Pediatric patient surrogates and adult patient surrogates will receive
separate information packets and resource lists tailored to their respective patient populations. EUC resources
and information packets can be delivered to participants as hard or digital copies, delivered in-person, via mail,
or as a pdf document accordingly. Participants recruited from outside hospitals will receive a list of nationally-
available resources.

Surrogate decision-makers will be assessed pre-intervention/baseline (Time point 1, T1), post-intervention
(within a week of the surrogate decision-maker's completion of the baseline assessment) (Time point 2, T2), 1-
months after post-intervention assessment (Time point 3, T3), and 3-months after post-intervention assessment
with an additional exit interview with the research staff that will take about 40 minutes to complete for

those receiving EMPOWER only (Time point 4, T4). Assessments will be completed using paper-and-pencil
assessments, over the phone with research staff, or online (REDCap). The exit interview will be audio recorded
and can be in person, over the phone, or over videoconference.

The EMPOWER arm includes 6 modules that are approximately 15-20 minutes each, all delivered by the same
interventionist one-on-one in person or if needed, over the phone or video conference. The intervention can be
completed in approximately 1.5 to 2 hours in a single sitting in the ICU, or modules can be completed in
piecemeal if the surrogate decision-maker prefers or needs to stop because of, for example, the need to
attend to the patient or speak with the medical team. If the intervention is completed in piecemeal, it is
expected the intervention will occur over the course of 2-3 days, although scheduling will be flexible to not
burden participants and be sensitive to needs such as bereavement and urgent medical situations. There are
2 booster sessions (approximately 1 hour each) that are conducted via telehealth medium such as phone or
video call 2 and 4 weeks after the initial 6 modules are completed. If the patient dies before the 6 modules are
completed, the interventionist will make a condolence call during which he/she will offer to continue the
modules if the surrogate decision-maker is interested (during that call or at a separate time). If the surrogate
decision-maker declines completion of the 6 modules, the interventionist will indicate that he/she will call
again in 2 weeks to offer support and review what they have previously discussed. Due to the wide variety of
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participant experiences and circumstances in the ICU, parts of the intervention may be omitted or amended at
the discretion of the interventionist to meet the needs of the participant. The EMPOWER intervention is
designed to be administered in the ICU, but to accommodate the varying needs of participants, may be
administered in other private clinical settings on the campuses of the recruiting sites as well as via
applications used for telehealth, such as but not limited to Webex or Zoom.

All participants who receive EMPOWER (both open trial and RCT cases) will be audio- and/or video-recorded
for supervision and training purposes, with the participant’s approval. They can opt out of video-recording and
still participate, but audio-recording is mandatory.

EMPOWER is based on well-established cognitive-behavioral and acceptance-based techniques that aim to
reduce maladaptive avoidance of distressing emotions. The EMPOWER interventionist will be compassionate
and will attempt to provide validation of the surrogate decision-makers’ experience; to teach tools for remaining
present-focused; to explore the surrogate decision-maker’s and the patient’s wishes, values, and decision
challenges; to increase their sense of acceptance and permission to experience challenging emotions; and to
prepare them to cope with future distressing situations.

11
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The primary outcome will be peritraumatic distress. We hypothesize that at post-intervention assessment,
surrogate decision-makers who receive EMPOWER will have significantly lower symptoms of peritraumatic
distress when compared to surrogate decision-makers who receive ICU enhanced usual care.

Secondary surrogate decision-maker outcomes will be surrogate decision-maker Prolonged Grief Disorder
(PGD) symptom severity (either pre-loss/anticipatory or post-loss/bereavement grief) and experiential
avoidance at one-month and three-month follow up. Exploratory surrogate decision-maker outcomes will be
symptom severity of PTSD, depression, anxiety, and decision regret at one-month and three-month follow up.
For both secondary and exploratory outcomes, we hypothesize that surrogate decision-makers who receive
EMPOWER will have significantly lower symptoms compared to surrogate decision-makers who receive ICU
enhanced usual care.

Patient outcomes will include ACP, intensity of care, and quality of life/death one-month post-baseline. We
hypothesize that patients whose surrogate decision-makers receive EMPOWER will report better quality of
life/quality of death with more value-concordant care compared to those whose surrogate decision-makers
receive enhanced usual care.

In the event of patient death, the study team will mail either a handwritten or typed condolence card with a
standardized message. This condolence card may not be mailed at the discretion of the principal investigators.

5.1 Measures Used

Measures may be completed using hard copies, online (REDCap), or by RA interview, depending on the
respondent’s preference and research restrictions due to COVID-19. During the COVID-19 open trial, any hard
copies will be mailed, digital copies will be emailed and RA interviews will occur over the phone or other
telehealth medium.

Sociodemographic Characteristics:

Demographics: Surrogate decision-makers’ will be asked in a self-report assessment occurring either in clinic
or over the telephone their own and the patient’s age (years), gender, race, education, mental health history,
income, marital status, religious/spiritual beliefs, ACP knowledge/understanding, treatment preferences,
prognostic understanding, and relationship with patient. Stakeholders will report on their own demographics.

Medical f rs for Patients:

Patients’ diagnoses (e.g., Stage IV pancreatic or NSCL cancer), reason for hospital/ICU admission, DNR/DNI
order status, ACP items (including palliative care consultations), care plans obtained from the medical chart or
ICU physicians and fellows, as well as clinically relevant symptoms related to patient incapacity, such as but
not limited to, delirium. This information will be compiled as a medical chart abstraction and matched with
surrogate-assessed patient treatment preferences assessed at T1 to create a measure of rates of value-
concordant care. These medical factors, in addition to the CEQUEL 23, will serve to measure the outcomes
specified in Aim #3.

Psychosocial factors for Surrogate decision-makers:
Screener: Consists of items from 4 items from McGill Quality of Life'®, two items from the Partner Dependency

Scale '8, and two items from the Columbia Suicide Severity Rating Scale 2.

Adult Surrogate Pre-intervention/ Baseline Assessment (T1): Psychiatric History, Demographics, and
Treatment Preferences; Prolonged Grief Disorder (PG-12) Caregiver Version; 24 2526; Fear of Losing Loved
Ones Scale (FOLLOS); Peritraumatic Distress Inventory (PDI) ?; Peritraumatic Dissociative Experiences
Questionnaire (PDEQ) ICU Version?8; Impact of ICU Events Scale-Revised (IES-R) 2°; Brief Experiential
Avoidance Questionnaire (BEAQ); 3°State Trait Anxiety Inventory - State scale (STAI) 3'; Patient Health
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Questionnaire (PHQ-9); 2 Distress Tolerance Scale (DTS)* revised version; Caregiver Self-Efficacy in the ICU
Scale; Decision Regret Scale (DRS) - EMPOWER?34; Regret Assessment.

Adult Surrogate Post-intervention Assessment (T2): PG-12 (if patient is alive); FOLLOS (if patient is alive);
PG-13 (if patient is deceased); 4 2526 PDI; PDEQ; IES-R; BEAQ; STAI; DTS revised version; Caregiver Self-
Efficacy in the ICU Scale; DRS - EMPOWER; Regret Assessment; Post-Intervention Satisfaction
Questionnaire (PISQ).

Adult Surrogate 1 Month Post-T2 Assessment (T3): PG-12 (if patient is alive); FOLLOS (if patient is alive);
PG-13 (if patient is deceased); PDI; IES-R; BEAQ; STAI; PHQ-9; DTS revised version; Critical Care Family
Satisfaction Survey- EMPOWER; CEQUEL-R (if patient is alive); CEQUEL 2 (if patient is deceased); Quality of
Life (if patient is alive); Quality of Death (if patient is deceased); DRS - EMPOWER; Regret Assessment;
Medical Information Update

Adult Surrogate 3 Months Post-T2 Assessment (T4): PG-12 (if patient is alive); FOLLOS (if patient is alive);
PG-13 (if patient is deceased); PDI; IES-R; BEAQ; STAI; PHQ-9; DTS revised version; CEQUEL-R (if patient is
alive); CEQUEL (if patient is now deceased, but was alive at T3); Quality of Life (if patient is alive); Quality of
Death (if patient is deceased); DRS - EMPOWER; Regret Assessment; Medical Information Update;
Qualitative Exit Interview for (participants receiving EMPOWER intervention only).

Pediatric Surrogate Assessments: STAI, PDI, PG-12, IES-R, DRS-EMPOWER at all 4 timepoints, with brief

demographics at T1, Post-Intervention Satisfaction Questionnaire at T2, and Qualitative Exit Interview at T4
(for participants receiving EMPOWER intervention only).
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Measure Title T'mS POT ts Description of Measure
sed

McGill Quality of Life Scale Screener Items 5 through 8 are used to
measure anxiety/depression.

Partner Dependency Scale (PDS) | Screener Iltems 1 and 2 of the PDS are used to measure
dependency. The language is altered to refer to the
patient rather than a spouse.

Columbia Suicide Severity Rating | Screener Items 1 and 2 of the CSSRS are used to

Scale measure suicidal ideation.

Peritraumatic Distress Inventory T1, T2, T3, T4 | Measures peritraumatic distress.

(PDI) ICU Version

Peritraumatic Dissociative T1,T2 Measures experiences of dissociation that may occur

Experiences Questionnaire in the ICU. Instructions are changed to prompt the

(PDEQ) ICU Version participant to specifically answer the survey in
reference to their experience in the ICU.

Impact of ICU Events Scale- T1,T2, T3, T4 | Measures symptoms of PTSD.

Revised (IES-R)

Brief Experiential Avoidance T1, T2, T3, T4 | Measures experiential avoidance.

Questionnaire (BEAQ)

State Trait Anxiety Inventory T1,.T2, T3, T4 | Measures symptoms of generalized anxiety disorder.

(STAI) - State

Patient Health Questionnaire T1,T3, T4 Measures symptoms of depression.

(PHQ-9)

Distress Tolerance Scale (DTS) T1, T2, T3, T4 | Measures ability to tolerate distress. Items 1, 2, 9, and
13 are retained from the original.

Decision Regret Scale (DRS) — T1,T2, T3, T4 | Measures symptoms of decision regret. Modifies

EMPOWER instructs of original instrument to include a specific
indexed regret.

Regret Assessment T1,T2, T3, T4 | Measures distress or remorse after a health care
decision made by the participant. ltems were
developed by clinicians and an expert in
psychometrics to identify common difficulties faced by
caregivers in the ICU setting.

Caregiver Self-Efficacy inthe ICU | T1, T2 Items were developed by clinicians and an expert in

Scale psychometrics to identify common difficulties faced by
caregivers in the ICU setting.

Critical Care Family Satisfaction T3 Measures caregiver’s reported feelings towards the

Survey - EMPOWER

medical team and regarding medical decisions in the
ICU. Items were developed by clinicians and an
expert in psychometrics to tailor the instrument to the
ICU setting based on a scale created by Wasser &
Matchet®s.
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Post-Intervention Satisfaction T2 Measures satisfaction with EMPOWER intervention or
Questionnaire usual care, as well as acceptability, feasibility, and
tolerance. Items were developed by clinicians and an
expert in psychometrics. Iltems measuring
acceptability were developed based on an
empirically- validated framework of healthcare
intervention acceptability that measures constructs of
participant affect, burden, intervention coherence,
opportunity costs, perceived effectiveness, and self-
Enhanced Usual Care Tracker T2 (for Measures utilization of Enhanced Usual Care
Enhanced resources.
Usual Care
group only)
Prolonged Grief Disorder (PG-12) | T1, Status Measures anticipatory grief. Language is changed to
Caregiver Version dependent @ reflect that the patient has not died yet, and does not
T2, T3, T4 contain the duration criterion of 6 months as in PG-13.
Prolonged Grief Disorder (PG-13) | Status Measures grief.
dependent @
T2, T3, T4
E : T1, Status Measures attachment-related distress associated with
ears of Losing Loved Ones d dent ticioat iof It develoned by clinici
Scale (FOLLOS) ependent@ | anticipatory grief. Items were developed by clinicians
T2, T3, T4 and an expert in psychometrics.
Caregiver Evaluation of the Status Measures caregiver’s subjective evaluation of the
Quality of End-of-Life Scale dependent@ | patient’s quality of death. If administered at T3 due to
(CEQUEL) 13, T4 patient death, will not be administered at T4.
CEQUEL-Revised Status Administered to caregivers whose patients are still
dependent @ living. Retains items measuring caregiver satisfaction
T3, T4 with medical care for the patient, but removes
questions regarding patient’s death.
CEQUEL-Revised Status Administered to caregivers whose patients are still
dependent @ living. Retains items measuring caregiver satisfaction
T3, T4 with medical care for the patient, but removes
questions regarding patient’s death.
Quality of Life/Death Status Measures caregiver’s perception of the patient’s most
dependent @ recent week of life (either their most recent week, or
T3, T4 most recent week before death). If Quality of Death is

administered at T3, it will not be administered again at
T4. Items have been previously published upon and
validated?.

*Refers to assessments for adult surrogate participants
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litativ.

All surrogate decision-makers will provide feedback on the intervention in a post-intervention satisfaction
questionnaire at T2. Those assigned to the EMPOWER intervention will also participate in a qualitative exit
interview at T4. Stakeholders will provide feedback on the intervention manual in self-report questionnaires,
written form, and/or in-person interviews. Clinicians will provide information about the patient before
recruitment occurs via the patient information form or discussion with research assistants.

5.2 Data Collection (Please find the details on data to be collected in 5.2)

Note: All patient and surrogate decision-maker identifiable information will be kept in a password protected
electronic database, REDCap. Self-report data will be entered into and stored on the WCM REDCap server.
Audio and video recorded data collected at all study sites will be stored on WCM'’s secure server. Research
study staff at MSK will be given access to the data. Collected data will only be identified via a study ID that will
serve as a link to identifiable information. Hard copies of the collected data will be kept in a locked file cabinet
within a locked office and will only be accessible to the study Pl and relevant study staff.

Confidentiality will be ensured by removal of identifying information (name, age, gender, race/ethnicity,) of the
patients and surrogate decision-makers and substituting their names with study participant numbers. As noted,
all data will be de-identified. Nonetheless, we will maintain a file that links subject name with the study ID
thereby enabling us to locate the study participant’s research record upon request. This file will also be utilized
by study staff in order to repeatedly interact with participants actively enrolled in the study. Data will be
analyzed in aggregate only, and no identities will be revealed. For any qualitative data or vignettes presented
at conferences, in publications, or incorporated into the EMPOWER manual or materials, pseudonyms will be
created for participants.

Data collected will be obtained by trained research staff who have experience interviewing study participants.
The data will be used specifically for the purposes outlined in this proposal and not for any other purpose. All
study related documents will be stored in a secure location until the study has ended and all data analyses are
complete. At that time, all study material will be placed in a secured long-term storage facility until it is deemed
appropriate to destroy the study material.

To reduce missing data, following completion of all assessments, study staff will review the contents of the
measures and scan them for missing information. If missing information is found, the staff member will contact
the subject or review the medical chart to fill in missing data. In these circumstances, a research assistant will
reach out by phone to the participant up to two times, and subjects may decline to provide any missing data.

Staff at WCM, MSK, and NYPQ have extensive experience interviewing health professionals in a hospital
setting. All are seasoned interviewers and trainers with considerable experience interviewing diverse study
subjects. Training consists of learning the instruments, practice sessions, and instruction in administration of
the research interviews, including IRB approved procedures for approaching and consenting potential study
participants.

5.3 Description of Study Process
5.3.1 Instrument Administration / Interviewing Procedures
Manual Refinement:

For the manual refinement phase of the study, bereaved surrogate decision-maker stakeholders will be referred

by clinicians and word of mouth. Clinician stakeholders will be referred by study investigators and colleagues

based on their expertise. Interviews with stakeholders will be conducted over the phone, through

videoconferencing, or in a room at WCM/NYP or MSK that is quiet and private. Stakeholder participants who

enroll will be provided with the EMPOWER intervention manual and will be asked to review it. Feedback will be
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obtained via interview and will be audio-recorded. Stakeholders may alternately choose to provide their
feedback as written comments. After the manual is revised based on stakeholder feedback, stakeholders will be
provided with a summary of the changes made and a copy of the revised manual and will be asked if they have
any additional comments or suggestions in a survey that also asks for background information. We will
additionally make intervention refinements based on our experiences in the open trial. The only measures used
in this phase of the study will be the Stakeholder Demographics form and the qualitative interview.

Open Trial and RCT:

Research assistants will screen charts and obtain permission to approach from a member of the patient’s care team,
such as, but not limited to physicians or nurses. Additionally, in service of determining optimal screening
procedures for the purposes of planning a larger trial, clinical staff such as, but not limited to nurses, will be
surveyed to identify surrogate decision-makers of patients that they consider to be distressed and would
benefit from the EMPOWER intervention. Research staff will approach eligible surrogate decision-makers either
in-person or over the phone and explain the study purpose, process, location, time, risks/ benefits, and
compensation in detail, assuring them of their privacy and the protocol for addressing acute distress. For
potential participants that are unable to be located during normal business hours in the ICU, a note will be left in the
patient’'s room indicating that study staff will contact them via telephone. Staff will confirm comprehension and
provide opportunities for questions and concerns. Surrogate decision-makers of adult patients will be
screened for the extent to which they are dependent on the patient and anxious, in addition to screening for
suicidal ideation, after providing study consent. If they are eligible, then the T1 assessment will take place or
be scheduled. For those participants in open trials or randomized to the treatment condition, attempts to
schedule an EMPOWER session will be made, with efforts made to accommodate the surrogate decision-
makers’ schedule.

This procedure is slightly modified for surrogate decision-makers of pediatric patients, who will be screened only for
suicidal ideation as exclusion criteria. If eligible, these participants will either complete the PICU-specific brief T1
assessment administered via REDCap, paper, or RA interview, or the brief PICU-specific T1 assessment will be
administered by the interventionist at the start of their initial meeting for the EMPOWER intervention or before receipt of
EUC resources.

Research staff will assess surrogate decision-makers at T2, T3, and T4 in person, by phone or online. Phone
outreach for scheduling assessments or scheduling delivery of either the EMPOWER or EUC interventions, as well
as for coordination of other relevant study activities, may occur via texting participants after consent for texting has
been obtained. Private/sensitive information outside of coordination of study activities will not be shared via text.

Depending on the status of the patient in the dyad, different measures will be administered as detailed in
section 5.2. Expected time burden for the surrogate decision-maker to complete T1, T2, and T3 is
approximately 20 minutes. T4, as it consists of a slightly larger battery and an exit interview, takes
approximately one hour to complete for those assigned to the EMPOWER intervention. At WCM, $25 will be
deposited on ClinCards, which are debit cards approved by WCM for payment of research participants, after
each assessment. Other sites may use their preferred form of payment to compensate the research
participants recruited at their respective sites. The research team will aim to administer all assessments in
accordance with the time points outlined in this protocol, but due to the context of the ICU caregiving,
flexibility will be allowed for participants experiencing major events such as emergent medical situations or
bereavement. If patient status is unable to be obtained via the medical record (i.e. due to discharge or
transfer to an outside hospital or rehab), participants will be contacted a week prior to the scheduled
assessment time point to ensure that the correct questionnaires will be administered. Three attempts, each a
week apart, will be made to contact the participant.

Additional data gathered for this study will be obtained from patients’ medical charts.

5.3.2 Compensation
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Participating stakeholders will receive compensation of a $50 gift card after reviewing the manual and
providing feedback.

Participants in the open trial and RCT will receive compensation of $100 in ClinCards for completing the 4
assessments ($25 for each assessment). The ClinCard is a reloadable debit card approved by WCM; other
study sites may compensate study participants for the same amount of money with their institution’s preferred
payment method.

5.4 Adverse Reactions and Their Management

No major adverse reactions are expected.

5.4.1 Reporting Adverse or Unanticipated Events

Potential adverse events (AEs) for this project are expected to be all non-medical in nature.

The Principal Investigators (Pls) will report unanticipated and serious adverse events to the IRB in a timely
manner on an ongoing basis. For the purpose of this study, a Serious Adverse Event (SAE) is defined as an
event that, as a direct result of the study, causes serious harm to the subject (e.g., that involvement in the
study caused the death or serious injury to the subject). AEs are also reported as part of the progress reports
in the non-competitive and competitive renewals for the NIH.

Monitoring Safety of Participants:

There are several ongoing mechanisms for monitoring the occurrence of AEs. The study staff will monitor day-
to-day study activities. This monitoring is facilitated by: (1) the Pls’ telephone numbers provided to participants
upon entry into the study to report concerns related to study participation; (2) weekly meetings with project staff
and investigators to discuss study progress, reactions to the conduct of the study, and any AEs; and (3) direct
supervision of the study interviewers. To address participants' potential psychological distress, the Pls will
have a referral list of phone numbers for local mental health service clinicians.

Plans for Assurance Compliance Regarding AE Reporting:

The Pls are required to report AEs to the IRB on an ongoing basis. In addition, yearly IRB renewal submissions
require detailed AE reporting. AEs are also reported as part of the progress reports in the non-competitive and
competitive renewals for the NIH.

5.4.2 Anticipated Reactions

Although there are no risks of physical injury, we anticipate that there may be questions in the interview that
some study participants find upsetting. However, since study items and topics were chosen to reflect what are
likely to be existing concerns, the present study is not expected to markedly increase participants’ psychological
distress above their routine concerns. Topics covered during the intervention sessions may be emotional, but
related distress is expected to be transient and will be supported by a mental health provider. In addition,
experienced personnel trained in interviewing medically ill individuals and their families will administer all
instruments and will be supervised by the Pls.

All study staff involved in the research are educated on the protection of human research participants and the
proposed research will comply with the regulations set forth in 45 CFR Part 46, Protection of Human Subjects.
All personnel involved in the proposed protocol have been educated regarding HIPAA regulations and fully
understand their responsibility to safeguard the personal health information of every participant involved in the
research.

5.4.3 Reaction Management
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Any subject participating in the study may decline to continue participation and may withdraw from the study at
any time.

Interviewers will be instructed that, should a subject ask about the aims and procedures of the study, they are
to describe the project as a study to learn more about supporting surrogate decision-makers of patients in the
ICU.

We will collect participants’ medical and mental health history, details about outside clinicians, and emergency
contact information. Participants will be screened for suicidality based on our screening and management
guidelines with the Columbia Suicide Severity Rating Scale embedded?. If research staff identify signs
indicating a significant and acute risk of self-harm or harm to others, such information will immediately be
shared with the Pls of the study, so that timely and appropriate assessment and care can be provided by a
licensed/ board-certified mental health provider or local clinicians when geographically necessary.

Subjects will be assured that all responses will be kept confidential. All of the data collected during the interview
process will be de-identified. To ensure confidentiality, data collected will be linked to the participant’s personal
information only by means of an assigned study identification number. Authorized study staff are the only
individuals who have access to the participant’s personal information. This information is stored in a password
protected computer file for the pilot open trial and secure REDCap data base for RCT/Covid-19 open trial as
well as in a locked file cabinet in a locked office. All necessary

precautions will be taken to ensure that there is no breach of confidentiality.

There will be only one exception to the strict patient confidentiality policy, described above, which pertains to
information obtained during the research assessment or intervention sessions, which would indicate that the
participant is seriously suicidal and may pose a significant and acute risk of self-harm or harm to others.
Participants will be informed of this exception, and will also be informed that such information will be shared
with the Pls of the study so that timely and appropriate psychiatric assessment and care can be provided. If a
participant at acute risk of self-harm (endorses items 3 of the Columbia Suicide Severity Rating Scale) or
harm to others cannot be reached by the study team within 3 hours (after at least two phone call attempts and
an email requesting a call back), the participant's emergency contact(s) will be contacted. If a participant
endorses passive but not acute suicidal ideation (i.e. endorses items 1 or 2 but not item 3 of the Columbia
Suicide Severity Rating Scale) and is unable to be contacted by the research team in a timely manner,
emergency contacts will be contacted at the discretion of the study mental health professionals based on their
clinical judgment. If an acutely distressed individual who denies active suicidality or homicidality cannot be
reached within 24 hours (after at least two phone call attempts and an email requesting a call back), the
participant's emergency contact(s) will be contacted. These details are outlined in the informed consent.

6.1 Statistical Analysis

6.2 Data Management

Data will be entered into a secured REDCap database and stored on the WCM server. The Pl and staff will
review data entry regularly and within the first month, responses will be reviewed for distributions and to
address concerns identified by respondents. Any necessary changes to ensure data quality or integrity will be
submitted to the IRB as an amendment and modifications made to the REDCap database following IRB
approval.

6.1 Data Analysis Plan

Below are descriptions of the statistical procedures performed to test each of the hypotheses. Participant data
will be stored in a locked file cabinet and using a secured REDCap database. Missing data will be estimated
using a multiple imputation procedure described by Schafer and Olsen®’. There will not be a data monitoring
committee due to the trial’s relatively short duration and the minimal risks the intervention poses. Trial data will
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not be independently audited. An interim analysis of the pilot data will occur to inform the conduct of the
randomized control and edits to the EMPOWER manual. Data for participants who come bereaved before the
administration of EMPOWER or EUC interventions will be treated as exploratory and analyzed separately.

Specific Aim #1: Develop EMPOWER for surr ision-makers of critically ill patients who at risk
of becoming unable to communicate and/or are currently are unable to communicate in the ICU.

There are no hypotheses for this aim. We will use thematic content analysis, a well-established, systematic
qualitative analysis approach in health research, to identify themes from stakeholder participants’ narratives
and exit interviews. We will follow Morse’s?! guidelines for conducting rigorous qualitative research (e.g., audit
trail, saturation) using Atlas.ti software. We will independently review each interview transcript as well as
qualitative data gathered from manual edits and Delphi survey responses and will synthesize and interpret
participants’ feedback about the content of the EMPOWER manual.

Specific Aim #2: Determine the feasibili ability. a

We will compute descriptive statistics to characterize the feasibility and acceptability of EMPOWER by examining
helpfulness/satisfaction ratings, rates of recruitment, reasons for refusal, and number of modules/booster calls
completed. Targets will include completion of 4/6 modules for feasibility and tolerability. Target acceptability will be
an average score greater than 3 on the acceptability items in the post-intervention satisfaction questionnaire
among participants who received EMPOWER. Tolerability will also be measured by open ended-responses to
qualitative questions asked at T4 regarding negative experiences, emotional difficulties, and perceived costs and
benefits of participating in the intervention. Drop-out will not be considered as a metric of tolerability due to the
highly stressful and variable circumstances of ICU caregiving, unless participants drop out of the study and
specifically express that they consider it to be too distressing. Qualitative data analysis will be used to analyze
data from open-ended questions to identify the most helpful components of EMPOWER.

To evaluate the preliminary effects of EMPOWER among participants in the combined RCT and COVID-19 open
trial phases, we will use a hierarchical linear modeling (HLM) and an intent-to-treat approach. HLM is statistically
appropriate because of the clustering within interventionists and within surrogate decision-makers. HLM will
correct for this clustering by modeling interventionists and surrogate decision-makers as random effects, as has
been done in prior trials 3 39, This will also provide a treatment assignment model coefficient and effect size
estimate for our future, larger study.

HLM modeling will determine differences between surrogate decision-makers and patients assigned to
EMPOWER vs. enhanced usual care. The primary outcome is post-intervention (T2) differences in PDI scores.
Secondary outcomes are differences in scores on the PGD 12/13 and BEAQ at one-month (T3) and three-month
(T4) follow up from T2. Exploratory outcomes are differences in scores on the IES-R, STAI, PHQ-9 and Decision
Regret Scale at one-month (T3) and three-month (T4) follow up. HLM models will include covariates, either as
fixed-effect or time-varying, if those variables are found to be significantly statistically associated with both
intervention assignment and the outcome examined.

Specific Aim #3: Examine the effects of EMPOWER on patient outcomes in the month following the ICU
admission.

Logistic regression models will regress patient quality of life or quality of death (depending on whether the patient
survives or dies in the observation period) for EMPOWER versus enhanced usual care condition. Logistic
regression analyses will model the effects of EMPOWER on the odds of patients receipt of value-concordant
care (i.e., surrogate baseline assessment of patient preferences regarding quality of life versus quantity of life
matched with receipt of intensive life-prolonging procedures/palliative care).

6.1 Statistical power and sample size considerations
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The pilot RCT will enroll 60 participants (30 EMPOWER, 30 enhanced usual care). This number of participants
ensures stable estimates of treatment effects and confidence intervals, and, in case the effects of EMPOWER
happen to be large, adequate (~80%) statistical power to detect a minimum treatment effect size
(Cohen’s d) of 0.75 (at alpha=0.05).

Of note, participants from the COVID-19 open trial will be considered in this N of 60. Accounting for these
participants, the projected balance between groups will be 2:1, or 40 EMPOWER participants to 20 EUC. At 80%
statistical power and alpha=0.05, this assignment ratio is still sufficient to detect a minimum treatment effect size
(Cohen’s d) of 0.75.

7.0 External Collaboration

Data is securely saved on a RedCap database which both MSK and WCM investigators on this protocol have
access to. This study has been open and IRB approved at MSK since 2018.

1. Name: Taylor Coats

Institution: Pacific University

Role: Co-Investigator/Sub-Investigator

Responsibilities: Obtaining informed consent from subjects, interacting with subjects, analyzing PHI/PII

2. Name: Carol Fadalla

Institution: Memorial Sloan Kettering Cancer Center

Role: Co-Investigator/Sub-Investigator

Responsibilities: Obtaining informed consent from subjects, interacting with subjects, analyzing PHI/PII

3. Natalia Halpern Lagos

Institution: Memorial Sloan Kettering Cancer Center

Role: Co-Investigator/Sub-Investigator

Responsibilities: Obtaining informed consent from subjects, interacting with subjects, analyzing PHI/PII

4. Name: Lauren Leffell

Institution: Memorial Sloan Kettering Cancer Center

Role: Co-Investigator/Sub-Investigator

Responsibilities: Interacting with subjects, analyzing PHI/PII

5. Name: Wendy G. Lichtenthal

Institution: Memorial Sloan Kettering Cancer Center

Role: Co-Investigator/Sub-Investigator

Responsibilities: Interacting with subjects, analyzing PHI/PII

6. Name: Kailey Roberts

Institution: Yeshiva University

Role: Co-Investigator/Sub-Investigator

Responsibilities: Interacting with subjects, analyzing PHI/PII

7. Name: Amanda Watsula

Institution: Memorial Sloan Kettering Cancer Center

Role: Co-Investigator/Sub-Investigator

Responsibilities: Obtaining informed consent from subjects, interacting with subjects, analyzing PHI/PII

8. Name: David Russell
Institution: Appalachian State University
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Role: Co-Investigator/Sub-Investigator
Responsibilities: Analyzing PHI/PII

9. Name: Lilly Scherban

Institution: Yeshiva University
Responsibilities: analyzing PHI/PII
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