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2. Confidentiality Statement

This document is confidential and is to be distributed for review only to investigators, potential
investigators, consultants, study staff, and applicable independent ethics committees or
institutional review boards. The contents of this document shall not be disclosed to others without
written authorization from WCM.

3. List of Abbreviations

ADRD
APIM

Co-l
CR
CTSA
CTsC
DCP

Duke-UNC ARDC

FAQ
FDAAA
FDAMA
GCP
HIPAA
ICF

ICH

IEC

IP

IRB

Alzheimer’s Disease and Related Dementias

Actor Partner Interdependence Model
Co-Investigator

Care Recipient

Clinical and Translational Science Award
Clinical Translational Science Center

Dementia Care Pair

Duke University School of Medicine and University of North Carolina at
Chapel Hill Alzheimer’s Disease Research Collaborative

Frequently Asked Questions

Food and Drug Administration Amendments Act

Food and Drug Administration Modernization Act

Good Clinical Practice

Health Insurance Portability and Accountability Act of 1996
Informed Consent Form

International Council for Harmonisation

Independent Ethics Committee

Investigational Product

Institutional Review Board
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LDAP Lightweight Directory Access Protocol

LMH Living Memory Home

LMH-4-DCP Living Memory Home-4-Dementia Care Pairs
NIA National Institute on Aging

PGD Prolonged Grief Disorder

PG-12 Prolonged Grief-12

Pl Principal Investigator

PSSUQ Post-Study System Usability Questionnaire
PwD Person with Dementia

RCT Randomized Control Trial

REDCap Research Electronic Data Capture

RT Reminiscence Therapy

SPMSQ Short Portable Mental Status Questionnaire
SUS System Usability Scale

UBACC University of California, San Diego Brief Assessment of Capacity to Consent
WCM Weill Cornell Medicine

WRG-CT Weill Research Gate— Clinical Trials
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4. Protocol Summary

Please provide a brief protocol summary.

Full Title:

Short Title:
Principal Investigator:
Study Description:

Sample Size:

Enrollment:

4.1.1 Study Population:

Phase 1:

The Living Memory Home: Reducing Grief and Improving
Relationships between Home-Based Patients with ADRD and Their
Family Caregivers

Living Memory Home-4-Dementia Care Pairs (LMH-4-DCP)

Holly G. Prigerson & Francesca B. Falzarano

The goal of this two-phased study is to 1) adapt the Living Memory
Home (LMH), an online bereavement resource, to be a pre-loss,
reminiscence-based web intervention for caregivers of patients with
early to moderate stages of dementia; and 2) conduct a pilot
randomized controlled trial (RCT) to examine intervention feasibility
and acceptability. Phase 1 of this study gathered insights to inform
the development and adaptation of LMH for dementia family
caregiver-care-recipient dyads (hereby referred to as “care pairs”)
using semi-structured interviews with current and/or bereaved
family caregivers, mild-to-moderate stage Alzheimer's Disease and
Related Dementias (ADRD) patients, as well as dementia care
professionals/subject matter experts. Participant feedback on
proposed website modifications and features informed the iterative
refinement of the website and intervention for Phase 2 activities.
Phase 2 will explore the feasibility, acceptability, and preliminary
effects of LMH-4-DCP versus an attention control condition on
outcomes including pre-loss grief and care pair relationship quality.
Participants include dementia family caregivers who will engage
with their care-recipient on the LMH-4-DCP platform three times a
week over a two-week period. Assessments of outcomes will be
conducted through surveys at baseline and at the two-week follow-
up to measure the LMH-4- DCP's impact.

Phase 1. Semi-structured interviews, n=30

Phase 2. Pilot RCT, n=70 dementia family caregivers (n=35
randomized to LMH-4-DCP; n=35 randomized to attention control
condition)

Phase 1 will enroll 30 relevant experts: n=20 current/bereaved
dementia family caregivers and persons with dementia (PwD);
dementia care experts, n=10.

Phase 2 will enroll 70 dementia caregivers.

Interviews (n=30): Current and/or bereaved primary family
caregivers of community-dwelling PwD, PwD in the mild-to-
moderate stages demonstrating capacity to consent, and ADRD
subject matter experts.
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Enroliment Period:

Study Design:

Phase 2. 1) Surveys: Quantitative assessments conducted at
baseline and two-week follow-up via REDCap; 2) Interviews:
(Optional) Qualitative, observational interviews facilitated by study
personnel to gather feedback on the LMH-4-DCP web application
and intervention.

07/01/2024 —04/30/2025

Phase 1.

Relevant experts, including family caregivers, PwD with capacity to
consent, and dementia-care experts will participate in a one-time
semi-structured interview facilitated by a trained member of the
research study staff. Participants will be asked to participate in a
Design Probe, whereby they will view and provide feedback on a
PowerPoint slide deck containing feature design mock-
ups/wireframes, descriptions of proposed website modifications,
and new features applicable for dementia care dyads to be
incorporated into LMH-4-DCP. They will be queried for structured
feedback on the website’s content, aesthetics, structure, flow, and
features, they will also be asked about technology proficiency and
knowledge of/willingness to use web-based reminiscence therapy.
Participants will also be asked to provide self-reported demographic
information (e.g., age, gender, race, ethnicity, marital status) as well
as information about the PwD (e.g., dementia type/severity, hours
of care provided per week, care activities/intensity).

Phase 2.

A pilot RCT in which n=70 dementia caregivers will be randomized
to either the LMH-4-DCP intervention (n=35), with both
reminiscence and non-reminiscence features, or the attention
control condition, which consists of a version of the platform that
excludes reminiscence-based activities (n=35). This study aims to
assess the feasibility and acceptability of the LMH-4-DCP
application and explore its effects on pre-loss grief and care pair
relationship quality. The total targeted sample size is n=70
participants. The participant (the caregiver) will complete baseline
assessments comprised of surveys assessing mental health,
relationship quality, quality of life, technology proficiency, caregiver
burden, and social support. The participant in both conditions will be
provided with training and instruction on how to use the website and
will be instructed to interact with the web application 3 times per
week for two weeks.
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Facilities Enrolling
Participants:

Study Duration:

Participant Duration:

Reminiscence-based activities include journaling about memories,
uploading photos to a digital scrapbook and virtual picture frames,
and drafting an autobiographical-style "book". Non-reminiscence
activities involve journaling current experiences and emotions, and
accessing dementia-care resources including scholarly articles,
national and virtual resources, and informal resources such as
blogs, videos, and articles related to dementia caregiving. At the
conclusion of the two-week participation period, the caregiver will
complete follow-up assessments that include the survey measures
administered at baseline, in addition to assessments of feasibility
and acceptability. Participants will be given the opportunity to
participate in an optional virtual interview to evaluate LMH-4-DCP’s
feasibility and provide feedback on their experience using the
platform.

Phases 1 & 2. Participants will also be recruited via WCM’s Center
on Aging, the Duke University School of Medicine and University of
North Carolina at Chapel Hill Alzheimer’'s Disease Research
Collaborative (Duke-UNC ADRC), and the Leonard Davis School of
Gerontology at the University of Southern California. Project
collaborators will assist in outreach efforts to connect prospective
participants with the WCM team. Participants may also respond to
announcements via researchmatch.org and emails/flyers distributed
at community organizations (or through their email listservs) serving
the target population: primary ADRD caregivers of community
dwelling PwD. Further, a description of, and portal of entry to, the
study will be posted on the Cornell Center for Research on End-of-
Life Care website.

Phases 1 & 2. Approximately 18 months total.

Phase 1.

1)

2)

One online survey assessing background and demographic
characteristics lasting approximately 10-20 minutes.
One 30-45-minute semi-structured interview.

Phase 2.

1)
2)
3)

4)

One online survey assessing background and demographic
characteristics (lasting approximately 5-10 minutes).

A pre-intervention baseline assessment comprised of online
surveys (lasting approximately 15-20 minutes).

Completion of LMH-4-DCP web-based study activities for
approximately one hour, three times per week for two weeks.

One virtual post-intervention follow-up survey (lasting approximately
10-15 minutes )
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Primary Objective:

Exploratory Objectives:

Primary Endpoints:

Secondary Endpoints:

4.2 Study Objectives

5) One optional semi-structured interview on Zoom (post-intervention)

to provide feedback on the LMH-4-DCP website and application,
(lasting approximately 30 minutes).

Phase 1. Adapt the Living Memory Home (LMH) online
bereavement resource to be a pre-loss RT based activity tailored
for dementia care dyads to engage in together based on feedback
from relevant experts.

Phase 2. Examine feasibility, acceptability, and preliminary efficacy
in a pilot RCT of a reminiscence-based intervention for family
caregiver-PwD dyads to record and reflect on meaningful memories
to address family caregivers' pre-loss grief and enhance
relationship quality. Only caregivers will act as study participants.

Phase 1. Not applicable

Phase 2: Conduct exploratory analysis on caregiver psychosocial
deprivations (e.g., sense of belonging; role confusion; social
isolation) as potential mediating influences on the association
between LMH-4-DCP’s use on pre-loss grief and relationship
quality.

Phase 1. Outcomes will include structured feedback from
participants on the initial iteration of LMH-4-DCP’s usability,
including content and language; design, and aesthetics (colors,
feature creep); content of journal prompts; newly proposed
features/activities; potential problems; suggestions for website
improvement.

Phase 2. The pilot RCT aims to evaluate LMH-4-DCP’s feasibility,
acceptability, and explore preliminary effects on caregivers’ pre-
loss grief and their relationship quality with their PwD.

N/A.

The objectives of this project are to adapt, refine, and pilot test a reminiscence-based online
platform for caregiver-PwD dyads that: a) the caregiver will probe and record the PwD’s life story;
and b) provide collaborative RT activities that are expected to reduce pre-loss grief and improve
the care pair relationship. Our micro-sociological theory of adaptation to loss' posits that
addressing psychosocial deprivations associated with a significant interpersonal loss will improve
one’s adjustment. For ADRD caregivers, psychosocial voids include a restructuring of their
relationship, diminished sense of belonging and feeling appreciated, role confusion, self-esteem,
respect for and nurturance of the PwD, and social isolation.

4.2.1 Objectives

Our specific objectives will be completed in two phases.
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e Phase 1: Adapt and iteratively refine the LMH online platform to include dyadic online RT
activities for caregivers and PwD in the mild-to-moderate stages of the disease course.
We will engage expert informants to comment and provide feedback on the tool’s
proposed features. The tool will be refined based on participant feedback.

e In Phase 2: A pilot RCT will be conducted with dementia family caregivers to
determine feasibility, acceptability, and preliminary effects on caregiver pre-loss grief
and care pair relationship quality. We will also conduct exploratory analyses on
potential mediators (e.g., sense of belonging) on caregivers’ psychosocial outcomes.

4.2.2 Hypotheses / Research Questions

We hypothesize that engaging with LMH-4-DCP’s features will reduce ADRD caregiving-related
psychosocial deprivations and, thereby, reduce pre-loss grief while improving the caregiver’'s
relationship with the PwD. Through exploratory analysis, this study will provide an empirical test
of our micro-sociological theory of adaptation to loss in the context of dementia.

5. Background and Significance

With roughly 6.7 million families in the United States impacted by ADRD, 83% of individuals with
ADRD are cared for by family members, largely in their own homes.? The rising prevalence of
ADRD necessitates a growing demand for family caregivers to provide care for these individuals,
emphasizing its significance as a critical public health concern. The inexorable decline and loss of
the PwD’s memories, identity, and functioning makes ADRD among the most dreaded and feared
diseases.?® Not only is the PwD helpless to prevent memories from slipping away, but the family
members who care for them navigate a dramatic restructuring of their relationship, often fearing
that the PwD’s identity and life story may be forgotten and lost to posterity.#°> Deterioration of an
individual’s cognitive functioning, including increasing impairments in memory recall and
behavioral symptoms associated with dementia, are hallmarks of the disease’s progression.
Ultimately, the PwD transitions to a state of complete dependency, relying on mostly unpaid
family members or friends to provide for their basic needs.

Beyond the roles associated with direct care provision, family members must navigate ambiguous
losses — in which the PwD is physically present, but increasingly mentally absent. The loss of an
existing relationship, the shared identity with a close significant other, and the role changes that
accompany disease progression exacerbates feelings of pre-loss grief — a yearning for the PwD
as they were prior to the disease, longing for their prior relationship (e.g., relational deprivation),
loneliness, sorrow, and role confusion. Pre-loss grief can be detrimental for ADRD caregivers,
who are responsible for the lion’s share of care and decision making on behalf of the PwD. Even
in dementia’s early stages, 44-71% of ADRD caregivers report high levels of pre-loss grief, with
higher rates in caregivers who reside with the PwD.%

A major loss caregivers confront is the loss of their relationship with the significant other, what
some refer to as “relational deprivation”.>'" Caregivers not only miss the identity of the PwD, but
also their once existing relationship, creating psychosocial voids akin to those experienced in
bereavement. Consistent with this hypothesis, we have shown pre-loss grief in caregivers and
dying patients is linked, and that caregiver grief declines when the “care pair’ engages in shared
activities such as the patient’'s advance care planning.’? These findings suggest that addressing
caregivers’ psychosocial deprivations has potential for reducing pre-loss grief and improving the
care pair relationship (Figure 1). According to the Interdependence Model of Communal
Coping''* engaging in activities that are meaningful to the dyad may reduce the negative effects
of stress on coping, enhance quality of life, and improve the quality of the dyadic relationship.
This work suggests the promise of a dyadic approach to improving caregiver mental health as
well as the care pair’s relationship.
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Figure 1. Conceptual Model of Psychosocial Deprivations Targeted by the Living Memory Home to Reduce Grief &
Improve Relationship Quality

TIMELINE

Baseline Psychosocial Mediators + 1 month Post-loss
“ Pre-loss
/\ Psychosocial Targets Grief
ﬂ * Social isolation Bersaved Oatcomes
- = Senseal bellonging * Post-loss grief (PGD)
Living Memory = Sense 9[ being + depression
Home appreciated * regret
= ldentity
* Self-esteem Caregiver-
= Role clarification PwD

* Respect for PwD
* Nurturance of PwD

Relationship
Quality

Further, pre-loss grief has been largely absent from most conceptualizations of the dementia
caregiver stress process. Not only can pre-loss grief be more severe than post-loss grief, but pre-
loss grief has been shown to be synchronized with patients’ grief'? and is a predictor of poor
bereavement outcomes.>'51° Pre-loss grief is also linked to the caregivers’ relationship to the
dying patient.’®23 While caregiver pre-loss grief is cross-sectionally associated with depression
and anxiety,?* poor coping and quality of life,?> and worse end-of-life decision making,?6?" it also
predicts future poor bereavement outcomes, including Prolonged Grief Disorder (PGD), one of
the strongest predictors of suicidal ideation among caregivers.?¢3 This empirical literature
underscores the need to target the reduction of pre-loss grief among family caregivers of PwD
providing care in their home. Thus, we hypothesize that targeting the reduction of pre-loss grief in
dementia family caregivers is expected to reduce risk of pre- and post-loss distress, disease, and
dysfunction. Our micro sociological theory of adaptation to loss3' suggests that caregivers’ well-
being benefits from filling the psychosocial voids created by a significant interpersonal loss. In the
context of ADRD, such voids may be filled by engaging in meaningful activities enabling
caregivers to share memories with the PwD, recall happy memories, discuss proud moments, as
well as providing an opportunity to show affection and respect for the PwD.

Reminiscence therapy (RT) uses cues to trigger recall of significant life events, a technique often
used in clinical long-term care settings. Because roughly 66% of PwD reside in the community
with their primary caregiver, we hypothesize that a dyadic RT-based online program facilitated by
the family caregiver with the engagement of the PwD will help address the psychosocial
deprivations that are common in dementia family caregiving — ultimately reducing caregivers’
feelings of pre-loss grief and improving the perceived quality of the care pair’s relationship.

This project, funded by the NIA (R21AG077144), will leverage our existing online LMH
bereavement resource (IRB #: 1810019629) to adapt, develop, refine, and evaluate LMH-4-
DCP’s feasibility, acceptability, and ability to improve targeted outcomes (e.g., caregiver pre-loss
grief, relationship quality). LMH-4-DCP is expected to provide positive social interactions,
promote closeness, identity, pride, and mutual appreciation.

6. Study Design and Methods

6.1 Overall Design

Phase 1. Adaptation and refinement of LMH-4-DCP version 1.0.
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1. Develop wireframes and mock-ups with proposed features to be incorporated into LMH-4-
DCP Version 1.0; Prepare design probe to solicit feedback from participants.

2. A PowerPoint presentation of the proposed features and modifications will be presented to
participants to guide feedback discussions. The interview guide for Phase 1 semi-
structured interviews can be found in the Supplementary Materials.

6.2 Proposed Features of LMH-4-DCP 1.0

i Home Selection

The current LMH requires users to select a home and
landscape upon login. LMH-4-DCP will provide additional home
styles (e.g., beach house, urban townhouse). Each different
home style will be accompanied by three rooms (reminiscence,
writing, and reading) of the same theme. Currently, users are
directed to a “memorial space” windowsill, but this will become a
“Reminiscence Room” in LMH-4-DCP.
i. Reminiscence Room:
Writing Down Memory Lane
a. Family caregivers and their care recipients (CR) can utilize
this scrapbook-style feature to reminisce on memories. By
uploading photos to their digital scrapbook and adding
captions/descriptions, they can come together to cherish
and reflect on special moments.
Wall of Fame

a. Family caregivers can mount pictures of the care pair’s
choosing, hanging images of people and things of which
they are proud. The images uploaded to the scrapbook
in “Writing Down Memory Lane” will be automatically
uploaded to the “Wall of Fame” feature as options for
photos to mount on the wall. In addition, the pair will
have the option to upload any other photos of their
choosing from their own photo library. This will
encourage the pair to reminisce over memories, since
the pair will be able to look through their photos and
choose the photos that they would like to mount on the
wall of their “Reminiscence Room”.

iii.  Writing Room
This is Your Life

a. To record the PwD’s memories, caregivers will act as an
autobiographer documenting the PwD’s “This is Your
Life” review of people, places, and things of most special
significance. Should the PwD express frustration during
this exercise, the caregiver will be instructed to turn to
other activities as the goal is to trigger positive
remembrances and not upset the PwD.

b. Potential This is Your Life prompts may include:

i.  Where were you born?

ii.  Where did you grow up, go to school?

iii.  Where did you live as a young adult? Where did
you get married, raise your family?

iv.  Did you work outside the home? If yes, what type
of work did you do?

v.  Did you take vacations? What were your favorite
trips/vacations?
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vi.  Are there accomplishments you are most proud
of? Things you would like others to know about

you?

vii.  What are you good at? What are you not so
good at?

viii.  What were some difficult challenges you faced in

your life? How did you navigate them?
Journaling
a. As part of the features provided, structured journal
prompts will be available for individuals with ADRD
patients and their caregivers. These prompts aim to
encourage thoughtful reflection and initiate
conversations between the pair.
b. Potential journal prompts include:
1. How are you feeling today?
2. Do you have any plans for the day? If yes, what
are they?
3. What are things that you like to do?
4. If you could do anything now what would it be?
5. Who are the people closest to you? Who do you
like? Who do you dislike?
6. Th%se days, who or what brings you the most
joy
7. Do you have hobbies?
8. What sports do you like?
9. What type of music do you like?
10. Do you have a favorite food? Foods that you
dislike?
iv.  Reading Room

Provides care pairs with resources and tips on coping with
dementia and caregiving through three different features
embedded into this room:
a. Resource Dictionary
i. A comprehensive resource guide that includes
an extensive list of organizations, helplines, and
supportive services for both caregivers and PwD.
This feature serves as a valuable reference,
providing pairs with a centralized and easily
accessible repository of resources that can offer
assistance, guidance, and support across
various domains.
b. Tips and Tricks
i.  Aplace to find valuable advice and techniques to
support caregivers in navigating their
responsibilities. It will include a variety of media
such as podcasts, videos, and articles.
c. Information Station
i. A hub of condensed educational resources
sourced through the available scientific literature
for care pairs to understand and learn more
about the research in dementia, dementia care,
caregiving, and more.
. Recruit 30 relevant experts, including concurrent/bereaved family caregivers and persons
with dementia (PwD) (N=20) and dementia care experts (N=10).
a. Informed e-consent via REDCap will be obtained prior to participation.
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b.

Relevant expert feedback will be obtained via semi-structured interview “Design
Probes” after participants are presented with a PowerPoint slide deck of proposed
features. Relevant experts will be prompted to provide structured feedback on the
website’s content, language, flow (sequencing of activities, speed/timing),
aesthetics (color scheme, feature creep, sounds, clutter), usability, and new and
proposed features. See Supplementary materials.

4. The team will convene to review relevant expert feedback, generate and discuss a list of
proposed modifications, and votes will be taken to decide on modifications to iteratively
refine the user interface.

Phase 2. Iterative refinement and pilot testing of LMH-4-DCP Version 2.0

1. Report feedback from semi-structured interviews conducted in Phase 1 to refine proposed
features of LMH-4-DCP 2.0

2. Launch LMH-4-DCP Version 2.0 in two iterations for the intervention and control groups.
The intervention group will be assigned to a version of LMH-4-DCP that includes all
website features (both RT and non-RT activities). Caregivers in the control group will be
given access to a limited version of LMH-4-DCP that includes only non-reminiscence-
based elements. Additional details regarding the final website features are presented in
Table 1.

3. Recruit 70 caregivers to participate in an RCT of LMH-4-DCP.

a.

Interested participants will complete a brief screening survey via REDCap to
determine their eligibility and gather basic demographic information. Unlike Phase
1, only the family caregiver will be consented and enrolled into the study, since we
are not collecting any information of the person with dementia

Based on the screening survey, study staff will email participants to inform them of
their eligibility status and next steps.

Eligible participants will be asked to schedule times to meet with the study staff,
where the family caregiver will complete the consent process. After the participants
complete their consent meetings they will be randomly assigned via REDcap to the
intervention (n=35; RT group) or control arm (n=35; non-RT group) in a 1:1 ratio.
Research staff will send baseline surveys via email to gather quantitative data on
measures including mental health, social support, and relationship quality. Some
of the survey batteries for caregivers will ask questions about the PwD that the
caregiver can report themselves. For details on the specific measures each
caregiver will take, please refer to Table 2. Each individual survey battery will be
sent to the caregiver via email.

Participants will receive training on the use of LMH-4-DCP through virtual
instruction, including PDFs and audiovisual tutorials. They will also have access to
instructional materials available on the LMH-4-DCP website. The control group will
receive instructions specifically tailored to the limited version of the website and
activities they will be completing.

The participant and their care-recipient will interact with their web application for
two weeks, logging on three times per week for one-hour each. Weekly reminders
to log in and complete study activities will be sent via email. Data on weekly
website engagement, such as number of logins, feature usage, and time spent on
each activity, will be gathered. Additionally, participants will receive a 1-week
check-in call on Zoom with a member of the study team to ask any questions or
share any concerns.

After two weeks of using LMH-4-DCP, research staff will send caregivers a
follow-up survey via email, tailored to each study group. These surveys will
include the
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same measures as the baseline surveys, along with additional items to assess the
platform's feasibility and usability. See Table 4 for assessment schedule.

h. Participants will be invited to participate in an optional semi-structured interview
with a study team member, lasting about 30 minutes, to give feedback on the
LMH-4-DCP web application and intervention.

Table 1. Refined Features Included in LMH-4-DCP 2.0

Feature Name

Description

RT
(Intervention)

Non-RT
(Control)

Reminiscence Room

Writing Down Memory
Lane

A digital scrapbook where users
can upload photos and are asked
to reflect and reminisce on
experiences and events. Family
caregivers will facilitate
documenting the PwD’s
response.

Wall of Fame

Users upload and choose photos
and respond to generated
prompts. Caregivers will be
focused on both the PwD’s
meaningful accomplishments
(e.g., graduation) and/or
significant people in the PwD’s
life (e.qg.,

family photos).

Writing Room

This is Your Life

Caregivers will serve as
biographers, interviewing PwD
using prompts to document their
major milestones, ultimately
resulting in a chronological ‘Life
Story’ across early childhood,
adolescence, young, middle, and
older adulthood. User entries will
be compiled to produce a “Book
of Your Life,” chronologically
presenting major “chapters” of the
PwD’s life. Users have the option
to export and save as PDF.

Journaling (non-RT group)
e For caregiver
e For care-recipient

Structured prompts will be used
for
participants to reflect and
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document current feelings and
experiences, hobbies, and/or any
other relevant circumstances or
scenarios occurring in the
present.

Journaling (RT group)
e For caregiver
e For care-recipient

The journal will contain structured
prompts that will be used for
caregivers to facilitate and
document current feelings and
experiences, and hobbies, as well
as reminiscence-activities that
focus on recalling past events.

Reading Room

Resource Dictionary

A comprehensive list of formal
home and community-based
organizations (HCBOs) both
locally and nationally. Includes
organizations, helplines, and
supportive communities.

Tips & Tricks

Informal sources of support, such
as podcasts, YouTube videos,
social media accounts, and
articles from the popular press,
provide caregivers with helpful
tips, educational content, and
information to more effectively
navigate their roles.

Information Station

Access to latest scientific
research and advancements via
articles, publications, and help
guides/toolkits in ADRD, family
caregiving, etc.

6.3 Interviews, Surveys, and/or Observations
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Phase 1 of this study is an observational semi-structured interview study of 30 ADRD caregivers,

PwD exhibiting capacity to provide consent, and key organizational and content relevant experts,
with expertise in providing care and/or supporting dementia family caregivers. Participants will
complete a single semi-structured interview lasting approximately 45-60 minutes to provide
feedback on LMH-4-DCP’s newly proposed features. Participants will also be asked to provide
self-reported demographic information (e.g., age, gender, race, ethnicity, marital status,
relationship to the PwD), questions assessing technology proficiency, as well as information
about the PwD (e.g., dementia type/severity, hours of care provided per week, care activities).
Relevant experts will complete self-report demographic questionnaires (e.g., age, race, ethnicity,
job position, specialty). For additional details regarding Phase 1 assessments, refer to Table 3.

A sample of 30 relevant experts will consist of caregivers, eligible PwD, and dementia care
providers with expertise in supporting PwD and caregivers, ensuring representation from different
training and specialties (e.g., clinicians, social workers, visiting nurses) and representative
sampling by sex and race. Research/content experts will be identified based on expertise in
dementia and/or caregiving. Participation is virtual (e.g., telephone, Zoom). Participants will be
compensated $50 via Amazon gift cards or equivalent.

6.3.1 Phase 2:

In Phase 2 of this study, a pilot RCT will be conducted to determine feasibility, acceptability, and
preliminary effects of Version 2.0 of the LMH-4-DCP web-application, in which a sample of 70
dementia caregivers will be randomized to the LMH-4-DCP intervention (n=35) or to the attention
control condition (LMH-4-DCP without reminiscence activities; n=35). Each caregiver is caring for
a person with mild-to-moderate dementia. Feedback obtained during Phase 1 interviews was
used to inform the iterative refinement of the application’s interface and the development of study
activities during Phase 2.

Once a participant indicates interest in enrolling in the study, a member of the study team will
share a REDCap survey link to determine their eligibility. This screening will ask family caregivers
to provide self-reported demographic information (e.g., age, gender, race, ethnicity, marital
status, relationship to the PwD), as well as information about the PwD (e.g., dementia
type/severity hours of care provided per week, PwD’s demographics).

If a participant is deemed eligible, they will be invited to meet with a member of the study team to
review the study’s procedures and subject guidelines and provide informed consent. Participants
will then complete baseline assessments after informed consent is provided. For additional details
regarding Phase 2 assessments, refer to Table 4.

Following baseline assessments, enrolled caregivers in the intervention condition will receive
specialized tutorials and instructional materials from a member of the research staff on the use of
LMH-4-DCP online tool and the intervention instructions. Control arm participants will receive
training on and access to a limited version of LMH-4-DCP, without reminiscence-focused
activities. Control group participants will be assessed on the same schedule as those in the
intervention arm (baseline and 2-weeks). All participants will receive user tutorials and have
access to a FAQ webpage. Additionally, they will be provided with email and telephone contacts
to address any technical difficulties they might encounter during the study.

After the two-week study period is complete, intervention group caregivers will be invited to

participate in an optional 30-minute semi-structured interview to provide feedback on their
experience using the LMH-4-DCP web-application.
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B. Study Instruments

Phase 1
Sociodemographic Characteristics
e Background and Demographics: Caregivers will be asked to provide self-reported

demographic information (e.g., age, gender, race, ethnicity, marital status) as well as
information about the PwD (e.g., dementia type, hours of care provided per week).
Relevant experts will complete self-report demographic questionnaires (e.g., age, race,
ethnicity, job position, specialty). With participant consent, all interviews will be audio-
recorded and transcribed. Participants will still be allowed to take part in the study if they
do not give their consent to be recorded.

6.3.2 Screening Assessments

e University of California, San Diego Brief Assessment of Capacity to Consent
(UBACC): The UBACC is validated in ADRD samples to assist investigators in identifying
research participants who may require a more comprehensive evaluation of their decision-
making abilities and/or additional support before they can be enrolled in the study.34:3°
PwD participants must exhibit capacity to consent by scoring = 9 on the UBACC to ensure
adequate understanding of the nature of their participation.

e The Short Portable Mental Status Questionnaire (SPMSQ): The SPMSQ is a
questionnaire consisting of 10 items that has been specifically created to serve as a tool
for identifying and assessing the severity of cognitive impairment.3? To be eligible to
participate, family caregivers must have normal cognitive functioning (as indicated by a
score of less than 3 on the SPMSAQ. If the family caregiver deems the person with ADRD
for whom they care as capable of participating, the PwD scores below 8 on the SPMSQ
(indicating mild to moderate cognitive impairment).

6.3.3 Semi-structured Interview
o Feedback for Proposed Features. Feedback on proposed features will be gather during
a 45-minute semi-structured interview led by a trained interviewer from the study team.
The interviewer will present a design probe of the proposed features and user interfaces
to the participant, where they will be asked to provide feedback on various aspects of the
LMH-4-DCP web application.

6.3.4 Phase 2
Sociodemographic Characteristics
e Background and Demographics: Caregivers will be asked to provide self-reported

demographic information (e.g., age, gender, race, ethnicity, marital status) as well as
basic information about their experiences as a caregiver (e.g., dementia type, hours of
care provided per week). Caregivers will also be asked to provide basic demographic
information about the PwD. With participant consent, all interviews will be audio-recorded
and transcribed. Participants will still be allowed to take part in the study if they do not give
their consent to be recorded.

6.3.5 Survey Measures
e Alist of survey measures to be administered to participants is presented in Table 2.

Table 2. LMH-4-DCP RCT Intervention “Measurement Map”

Domain Instrument Name Description

Page # 18



Sociodemographic

N/A

Age, sex, race/ethnicity, education,

Characteristics geographic location, income, CR
functional status and dementia-related
problem behaviors.

Technology Computer Proficiency 16-item scale assessing older adults’

Proficiency Questionnaire (CPQ) proficiency with computer use.

(modified)®

Identity Confusion

Erikson’s Psychosocial Stage

Inventory (EPSI)%”

12-item questionnaire assessing
identity confusion based on Erikson’s
stages of psychosocial development.

Belonging/Appreciati
on

Interpersonal Needs
Questionnaire (INQ)38

15-items assessing the extent to which
individuals feel connected to and
valued by others.

Interpersonal Support
Evaluation List (ISEL)®*

40-item questionnaire measuring the
availability and quality of social support
that individuals perceive they have.

Role Confusion

Role Captivity*°

3-item inventory measuring the extent
of role confusion and the psychological
impact of feeling confined to a specific
role.

Rewards

Positive Aspects of Caregiving

(PAC)*!

11-item questionnaire evaluating the
positive experiences and rewards
associated with caregiving.

Social Support

Lubben Social Network Scale-6

(LSNS-6)¢2

6-item inventory assessing the
availability and quality of social
relationships and support systems.

Depression Patient Health Questionnaire 9-item scale assessing the severity of
(PHQ-9)* depressive symptoms.
Burden Zarit Burden Inventory-12 (ZBI- | 12-item scale measuring caregiver
12)% burden, including emotional, physical,
and financial stress.
Anxiety General Anxiety Disorder-7 7-item scale assessing the severity of

(GAD-7)¢5

anxiety symptoms.

Quality of Life

The World Health Organization
Quality of Life (WHO-QoL Bref)

(modified)*6

A modified 5-item scale assessing
quality of life across different domains.

Primary Outcomes

Feasibility Number of log-ins per # of website logins, time spent in each
participant out of total required activity, feature usage; Proportioned of
(minimum= 6); participant caregivers who 1) consents; 2) declined
retention participation; 3) did not meet eligibility
criteria
Usability System Usability Scale 10-items assessment of the usability of

(SUS)#7.48

a system, helping identify areas for

improvement.
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Acceptability Satisfaction, acceptability Survey and open-ended items
assessing usability, engagement,
acceptability, suggestions for
improvement

Secondary Outcomes

Pre-Loss Grief Pre-loss Grief-12 (PG-12)49:50 12-item measure assessing severity of
pre-loss grief symptoms experienced
by individuals who are caring for or
have a loved one with a terminal illness

Relationship Quality | Relational Deprivation® 6-item inventory measuring the
perceived relationship loss that
caregivers experience as a result of
their relative's illness.

Mutuality52 15-item questionnaire assessing the
positive aspects of caregiving
relationships, emphasizing reciprocal
positive feelings and interactions.

Relationship Rewards Scale 8-item questionnaire evaluating the
(RSS)%3 perceived rewards and benefits derived
from personal relationships.

6.3.6 Semi-Structured Feasibility Interview
e LMH-4-DCP Post-Intervention Feedback Interview. This optional qualitative interview
(lasting approximately 30-minutes) will gather feedback and participant reactions to the
LMH-4-DCP web application and intervention. Participants will be administered series of
open-ended questions posed by a trained interviewer from the study team. See enclosed
Phase 2 interview guide for interview prompts.

6.3.7 C. Location

The entire study will be conducted online, with no in-person components. Throughout the study
duration, all collected data will be carefully de-identified and securely stored on the secure server
of the Cornell Center for Research on End-of-Life Care. Only the authorized investigators
involved in the study will be granted access to the data.

6.3.8 D. Personal Identifiers

Each participant will receive a unique participant ID, ensuring that their survey responses remain
confidential and de-identified. These records will be securely stored in protected locations for at
least three years, in compliance with the timeframes specified by WCM and HIPAA policies.

7. Study Design

7.1 Study Population

Phase 1: Current or bereaved dementia family caregivers and PwD (n= 20); relevant
experts (n=10).

Phase 2: Caregivers (N=70)
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7.2 Inclusion Criteria:

Caregivers are eligible to participate if they are: a) a primary source of care for a family member
or friend in the early to moderate stages of dementia and who speaks English fluently, b) 18
years of age or older, ¢) English- speaking, d) able to use the internet and has internet access,
and d) residing in the United States (Phases 1 and 2).

PwD are eligible to participate if: a) the caregiver deems the PwD able, b) the PwD scores < 8 on
the SPMSQ, c) they demonstrate capacity to consent to a low-risk study as indicated by a score
of 29 on the UBACC, and d) they reside in the United States (Phases 1 only).

Dementia experts are eligible to participate if they: a) are over the age of 18-years-old, b) have
experience with development and implementation of resources in dementia care organizations
and/or have experience serving families impacted by dementia, c) are English speaking, d) reside
in the United States (Phase 1 only).

7.3 Exclusion Criteria:

Caregiver exclusion criteria: a) is not the primary family caregiver of the PwD; b) under the age
of 18-years-old, c) exhibits cognitive impairment d) does not speak English as a primary
language and e) (Phase 2 only) the caregiver deems the PwD’s dementia too severe to
participate in the application activities. (i.e. cannot have a coherent conversation)

Relevant expert exclusion criteria: a) are under the age of 18-years-old; b) does not actively
provide care/support to PwD or family caregivers; c) does not possess expertise in dementia
and/or caregiving; d) does not speak English as a primary language (Phase 1 only)

7.4 Strategies for Recruitment and Retention Recruitment (Phase 1)

We plan to recruit 30 participants, including concurrent/bereaved family caregivers and persons
with dementia (PwD) (N=20) and dementia care experts (N=10). Study participants will be
recruited from WCM'’s Center for Research on End-of-Life Care and Center on Aging.
Recruitment efforts will include posting flyers on social media platforms such as Instagram,
Twitter, LinkedIn, and Facebook. We will also contact previous study participants who agreed to
be contacted for future research opportunities and use researchmatch.org, a national database of
individuals interested in research participation, to disseminate Institutional Review Board (IRB)-
approved study information to potential participants. Interested individuals from any of these
sources will contact the WCM study team via email for further information and next steps.

We selected ADRD caregivers to be part of this group of participants because this is the sample
that will be targeted to participate in the LMH-4-Dementia Care Pairs’ (LMH-4-DCP) intervention
in Phase 2 of the current study. Additionally, while current caregivers provide a “real-time”
perspective on caregiving, bereaved caregivers can provide a retrospective look back on their
experiences as caregivers, with the advantage of having had time to reflect on the experience
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after the PwD’s death. We consider both perspectives invaluable for informing the design and
adaptation of the LMH-4-DCP intervention.

Dementia care experts (n=10) with experience in the development and implementation of
resources in dementia organizations and experience with supporting ADRD patients and
caregivers will be nominated via targeted sampling, ensuring adequate representation by age,
sex, and race, and from different training and specialties including social workers, palliative care
physicians, nurses, and caregiving advocates.

7.4.1 Recruitment (Phase 2)

We plan to recruit 70 caregivers from WCM’s Center on Aging, (NYC, NY) with outreach support
from Duke-UNC ADRC and USC. Potential caregiver participants will be identified by our
recruitment partner Dr. Heather Whitson (site-Pl and Co-I, Duke-UNC ADRC) and/or members of
their staff at their respective sites.

Duke-UNC ADRC and USC'’s Los Angeles Family Caregiver Center will assist in facilitating
distribution and outreach of our study materials through existing site resources including the
North Carolina Registry for Brain Health and the Duke Dementia Family Support Program. The
project’s research assistant will work directly with our site collaborators weekly to identify potential
participants who may be eligible and interested in participation. Additionally, outreach staff will
identify eligible participants through their pool of caregivers, as well as through the distribution of
study materials via their newsletters, outreach teams, and other programs. We will ask current
caregivers if the ADRD patient for whom they care would be capable of responding meaningfully
to questions about the LMH-4-DCP intervention; we will only approach those patients whom the
family caregiver considers willing and able to determine the PwD’s eligibility. We will also assess
the PwD’s capacity to consent prior to enroliment in this study.

Recruitment of Dementia Caregivers: Outreach support at Duke-UNC ADRC and USC will
distribute study information. Potential participants will be identified through the WCM Center for
Research on End-of-Life Care web portal, as well as through referrals and outreach efforts from
Duke UNC-ADRC and USC. Additionally, researchmatch.org will be utilized to recruit
prospective participants. Flyers will be distributed at community organizations, senior centers,
social media, and community events. Convenience and snowball sampling methods will be
employed to identify suitable organizations for this minimal risk study. We will not recruit
participants without speaking to and obtaining permission from the director, assistant director,
and/or program director at community organizations. Participants will be made aware that the
study is entirely voluntary, and that participation will not impact their relationship with, or the
services received, at their respective centers. Community organizations may distribute study
flyers so that interested persons can reach out directly to research staff at WCM. Research staff
may also call or email previous participants who have expressed interest in participating in
future study opportunities and through community outreach (e.g., public health fairs). These
potential participants opted-in for future contact and were/are also given the opportunity to opt-
out of any future contact.

We will collect basic identifying information for all participants who indicate an interest in
participating in the study, including name, address, phone number, and email so that we may
contact them to explain the nature of the study, determine eligibility, and schedule a time to obtain
informed consent. Prospective participants will be contacted by WCM study team members to
verify interest, review eligibility criteria, obtain informed consent, and schedule an interview at a
time, manner, and location most convenient for the participant (e.g., videoconference, and/or
telephone). If the participant agrees to participate, according to their preference, they will provide
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their consent via REDCap’s e-consent framework, or they will have the option of being mailed
2copies of the consent form with a pre-addressed, stamped return envelope or emailed 1 copy of
the consent form. The study team will follow up with potential participants to confirm they received
the consent form, review the informed consent, and answer any questions the participants may
have. The participant will be guided to send one consent form back and keep a copy for their
records. Participants may return the signed consent form via mail, fax, or email back (through
secure WCMC file transfer).

For those who want more time to think about their decision to sign the ICF, we will thank them for
considering participation, and inform them that we will follow up with a call the following week to
discuss their decision. If the signed ICF is sent to study staff by mail, staff will sign upon receipt of
this document and enter the date the consent form was received.

Following study completion, participants will be asked if they are willing to permit the research
team to retain their contact information to stay informed about future study participation
opportunities.

7.4.2 Retention

Phase 1. Given that ADRD caregivers, PwD, and relevant experts will take part in a single
interview for study activities, there is no major concern regarding participant retention. However,
we will ensure that participants understand the overall objectives of the study and recognize the
value of their contributions, promoting their active engagement. To minimize any potential burden
on patrticipants, we will work with them to schedule interviews at convenient times, considering
their preferences for interview modality (such as in-person, telephone, or Zoom teleconferencing)
and location. We will provide them with relevant content and a manageable list of questions to
guide their feedback. The interviews are expected to last between 45 to 60 minutes.

Phase 2. Caregivers will participate in the LMH-4-DCP intervention for 2 weeks (approximately
one month between completion of their eligibility screening to completion of the optional
feedback interview). Participants will undergo a baseline assessment, expected to take about
10-15 minutes. Following this, they will be randomized into either group and engage in

assigned activities three times per week for two weeks. After completing the activities,
participants will complete a follow-up survey within a week of the program's conclusion to
evaluate the study's end-point outcomes. Participants will also have the option to take part in

an optional Zoom interview with a member of the study team to gather final feedback and

assess feasibility.

Interviews will be scheduled to be convenient for participation in terms of date/time. Further, the
research staff is trained to be attentive and sensitive to participants’ status (e.g., fatigue, distress)
and concerns, and will communicate with them throughout the duration of their participation to
see how they are doing. Therefore, we will have a “check-in” email and/or Zoom or telephone call
1 week after first the participant first logs into the web application to evaluate how the subject’s
participation is going, answer questions, and strategize about addressing any challenges
(technical or psychological) they may have encountered. These practices have been shown in our
prior studies (MH 121886) to strengthen participants’ commitment to remain in the study and
reduce study attrition.

7.4.3 Compensation:

Participants in Phase 1 will receive $50 compensation upon interview completion. Phase 2
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participants will receive $50 compensation for completing the baseline and $50 for the 2-week
follow-up assessment (for a total of $100). Participants who opt to take part in the feedback

interview will be compensated with an additional $20. Compensation will be provided via Amazon
gift cards or equivalent.

8. Registration Procedures

8.1 Subject Registration (WCM only)
Subjects will be registered within the WRG-CT as per the standard operating procedure
for Subject Registration.

9. Study Procedures

9.1 Schedule of Assessments

Table 3. Phase 1 LMH-4-DCP Assessment Schedule

Measure Pre-Study Phase 1 Study

Visit

Background and Demographics [Relevant Experts,

CG, PwD] .

Capacity to consent [PwD] .

Cognitive screening [PwD] .

Feedback for Proposed Features [Relevant Experts, .

CG, PwD]

Table 4. Phase 2 LMH-4-DCP Assessment Schedule
Measure Pre-Screen Baseline 2-Week

Background and Demographics .

Computer Proficiency Questionnaire . .

(modified)

Erikson’s Psychosocial Stage Inventory . .

Interpersonal Needs Questionnaire . .

Interpersonal Support Evaluation List . .

Role Captivity . .

Positive Aspects of Caregiving . .

Lubben Social Network Index . .

PHQ-9 . .

ZBI-12 . .

GAD-7 . .

WHO-QoL Scale . .
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PG-12 . .

Relationship Rewards . .
Relational Deprivation . .
Mutuality . .
Satisfaction & Acceptability

System Usability Scale .
LMH-4-DCP Feedback Interview .

[intervention groups only]

10. Data Reporting / Regulatory Considerations
10.1 Data Collection

The data collection plan for this study is to utilize REDCap to capture all data for all enrolled
subjects. All data obtained will be de-identified.

Phase 1: Initially, we will gather personal information from individuals who express interest in
participating in the study. This includes their name, address, phone number, and email. The
purpose of collecting this information is to contact them, provide an explanation of the study,
assess their eligibility, and schedule a time to obtain informed consent. Once enrolled, each
participant will be assigned a unique identifier number, which will be used to link their data.

Phase 2: In this phase, we will collect basic identifying information from caregivers who express
interest in participating in the study. This will include their name, address, phone number, and
email, which will be used to contact them, explain the purpose of the study, assess eligibility, and
obtain informed consent. Upon enrollment, each caregiver will be assigned a unique identifier
number to ensure accurate linkage of their data.

All individuals who enroll in the study will be assigned a unique identifier number to which their
data will be linked. A document linking study identifier numbers to identifying information will be
stored in a single master document on a secure WCM server that can only be accessed via
password-protected computers that are stored in locked offices by credentialed study personnel.
All coded data will be stored on a secure WCM server in a folder that can only be accessed by
credentialed study personnel on password protected computers in locked offices or on a duo-
security, password protected REDCap database.

10.1.1 REDCap

REDCap (Research Electronic Data Capture) is a comprehensive data management software
system that is fully supported by the Weill-Cornell Medical Center CTSC. It offers a range of
features including the creation of customized, secure data management systems with web-based
data-entry forms, reporting tools, and robust security measures such as user and group-based
privileges. It utilizes institution LDAP authentication for user access and maintains a complete
audit trail of data manipulation and export activities. REDCap is hosted on CTSC-owned servers,
which are backed up regularly and support encrypted (SSL-based) connections. It is part of a
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larger consortium led by Vanderbilt University CTSA, ensuring ongoing development,
enhancements, and support on a national level.

10.2 Regulatory Considerations
10.2.1 Institutional Review Board/Ethics Committee Approval

Before initiating the study, the Investigator will ensure compliance with local regulations by
covering all legal aspects and obtaining approval from the appropriate regulatory bodies. At each
study center, the protocol, ICF, patient materials, and other relevant study documents will be
submitted to the Ethics Committee for review and written approval. The study center can only
commence or release the Investigational Product (IP) to the Investigator upon obtaining the
necessary approvals and study information. Any modifications or extensions to the study, such as
protocol amendments or changes to the ICF, require obtaining the renewed approval from the
Ethics Committee, and the approved documents must be kept in the study files.

The Investigator will promptly report any new information that could impact subject safety or the
study's conduct to the Ethics Committee. Additionally, written summaries of the study's progress
will be submitted as required. Upon study completion, the Ethics Committee will be notified
accordingly.

All protocol amendments will be accurately documented on a protocol amendment form, signed,
and dated by the original approving signatories. These amendments will be submitted to the
institutional Ethics Committee for approval before implementation, unless there is an immediate
hazard to the trial participants, in which case the necessary action will be taken first, followed by
the relevant protocol amendment. When protocol amendments or consent form modifications are
implemented at the lead site, WCM, updated documents will be shared with participating sites,
ensuring that all changes are approved by WCM before local IRB submission.

As per local and national requirements, relevant study documentation will be submitted to the
regulatory authorities of the participating countries for review and approval before the study
commences. At the conclusion of the study, the regulatory authorities will be notified of its
completion.

10.2.2 Ethical Conduct of the Study

The study will be conducted by the Investigators and all involved parties in accordance with
ethical principles outlined in the Declaration of Helsinki, Good Clinical Practice (GCP),
International Council for Harmonisation (ICH) guidelines, as well as relevant national and local
laws and regulatory requirements.

The study will be carried out based on a protocol that has been thoroughly reviewed and
approved by the appropriate ethics committees. Investigations will be conducted by qualified
individuals with scientific and medical expertise, ensuring that the benefits of the study are
balanced with the associated risks.

10.2.3 Informed Consent
The investigator or a qualified representative must obtain documented consent from each
potential subject or their legally authorized representative prior to their participation in the

research study, following the guidelines of ICH-GCP and applicable local regulations. Subjects
who agree to participate will sign the approved ICF and receive a copy of the signed document.
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The initial ICF, as well as any subsequent revisions and written information provided to the
subjects, must receive approval from the IRB before use. The ICF will comply with
IRB/IECrequirements, relevant laws, and regulations.

The informed consent process is ongoing and involves a detailed discussion between study staff
and participants via Zoom. Participants will have the opportunity to ask questions and will be
given sufficient time to read the consent document and make an informed decision about their
participation. Electronic copies of study information and consent forms will be provided to
participants for reference, stored on the WCM server.

During the informed consent process, the study personnel will address key points, such as the
purpose of the research study, its funding source, and who is responsible for conducting the
research. Participants will be informed about the selection process for participation and the
potential use of emergency contact information. Detailed explanations will be provided regarding
the expectations, time commitment, potential risks and benefits, and any associated costs of
participation. Participants will also be made aware that they may experience grief, sadness, or
anxiety during their use of the web app. Emphasis will be placed on maintaining participant
confidentiality, their rights, and the voluntary nature of their participation, including the right to
withdraw at any time.

Caregivers will be asked if the ADRD patient for whom they care would be capable of responding
meaningfully to questions about the LMH-4-DCP intervention; we will only approach those patients
whom the family caregiver considers willing and able to answer basic demgraphic question on
behalf of the PwD.

With participant consent, all interviews will be audio-recorded and transcribed. Participants will
still be allowed to take part in the study if they do not give their consent to be recorded. All audio
files will be destroyed once transcription is completed. Participants will be interviewed in private
settings (whether in-person, via phone, or Zoom) to retrieve information relevant to the aims of
the study. Interviews will be scheduled at times convenient for study participants. Each interview
will be conducted by a trained interviewer. Content for reaction and a manageabile list of
questions will be carefully constructed to ease participant burden. Interviews will be asked only
essential information needed to meet the study’s objectives.

The ICF will include a section explaining protected health information and how it remains
confidential according to Health Insurance Portability and Accountability Act (HIPAA) guidelines.
Contact information for the Principal Investigators and the Office for the Protection of Research
Subjects will be provided in the ICF. All informed consent processes will adhere to the policies
established by the Institutional Review Board.

10.24 Compliance with Trial Registration and Results Posting Requirements

In accordance with the Food and Drug Administration Modernization Act (FDAMA) and the Food
and Drug Administration Amendments Act (FDAAA), the Sponsor-Investigator of the trial holds the
responsibility for determining whether the trial and its results need to be submitted to
http://www.clinicaltrials.gov. By providing this information, individuals can identify relevant trials for
their specific medical conditions and obtain further details on trial locations and contact information
by reaching out to a central contact number. This allows them to explore the possibility of
participating in suitable trials.

10.2.5 Record Retention
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Essential documents are a collection of records that enable the evaluation of the study and the
quality of the generated data. Upon completion of the study, the Investigator will maintain all
documents and data related to the study in a secure study file, ensuring an organized arrangement.
Essential documents should be preserved for a minimum of 2 years after the final marketing
approval in an ICH region or for at least 2 years following the cessation of clinical development of
the Investigational Product (IP). Furthermore, subject medical records and other source
documentation will be retained for the maximum duration allowed by the hospital, institution, or
medical practice.

11. Statistical Considerations

Phase 1. Analysis of relevant expert feedback: Relevant expert feedback will be obtained via
survey and interviews after the experts have visited the LMH-4-DCP Version 1.0. They will be
prompted for feedback on usability, including content and language; design, and aesthetics
(colors, feature creep); satisfaction with features/activities; encountered problems; suggestions
for website improvement. Interviews will be audio recorded, transcribed and content-analyzed, a
well-established, systematic qualitative analysis approach to identify themes in text. We will follow
Morse’s guidelines for conducting qualitative research (e.g., audit trail, saturation). Transcripts will
be reviewed, and key points summarized by study team members with experience conducting
qualitative analysis (e.g., Drs. Falzarano, Prigerson). Should we not reach saturation, we will
recruit an additional five relevant experts until saturation is achieved. The team will then convene
to review relevant expert feedback, generate and discuss a list of proposed modifications, and
votes taken to decide on modifications to incorporate into LMH-4-DCP Version 2.0.

Phase 2: Anticipated outcomes of this study include the collection of self-report survey data,
behavioral data pertaining to participants' interactions with the LMH-4-DCP web app (such as the
duration and activities performed), as well as textual data encompassing participants' interactions
with one another within the web app.

Descriptive statistics will characterize recruitment, subjects, reasons for refusal, attrition, and
feasibility and acceptability by examining rates of usefulness and satisfaction, login frequency,
activities completed and time in each LMH activity. The Actor Partner Interdependence Model
(APIM)%* using structural equation modeling will be used to perform data analysis for caregivers
to compare changes in our primary outcomes (pre- loss grief and relationship quality) from
baseline to 2-week follow-up in the intervention and control groups. We will compute a ratio of
partner and actor effects, which will then be regressed on our two primary outcomes of interest
(pre-loss grief and relationship quality). Separate models will be tested for control group and
intervention participants for each outcome. Although underpowered, we will explore associations
of psychosocial targets significantly related to the predictor and outcome variables, those of
which demonstrate significant associations will be examined as potential mediating influences
(psychosocial deprivations) in the relationship between LMH-4- DCP use and caregiver pre-loss
grief and relationship quality outcomes.
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