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Title

Prevention of suicide in Veterans through brief intervention and contact (VA-BIC)
Investigators

Natalie Riblet, MD, MPH is the principal investigator.

Specific Aims/Purpose

Suicide is of grave concern in U.S. Veterans as over 6,000 Veterans die from suicide each year,'* and risk
is particularly high following a psychiatric hospitalization.*” Several factors may contribute, including
problems with engagement in care and poor social connectedness.®'® To address post-discharge suicide
risk, the VA has implemented a comprehensive package of interventions to promote engagement in care
and provide timely care. Yet, despite these efforts, suicide after psychiatric discharge remains an ongoing
problem in the VA.2 These findings highlight the need to identify new interventions and approaches to
further reduce the number of Veteran suicides after psychiatric hospitalization. Notably, VA standard care
does not include a targeted strategy to improve social connectedness, a key risk factor for suicide. There is
a growing interest to determine whether easily scalable, mobile health (mHealth) interventions that address
social connectedness can prevent suicide.

In response, we developed an intervention called Prevention of suicide: Education, Awareness,
Connection, and Engagement (PEACE). PEACE is comprised of two synergistic, promising components to
prevent suicide: 1) an mHealth app which aims to improve social connectedness after discharge, but has
not been studied in Veterans; and 2) a manual-based intervention (Veterans Affairs Brief Intervention and
Contact Program, VA BIC) that promotes engagement in care. The VA BIC is derived from the World
Health Organization Brief Intervention and Contact Program (WHO BIC), an intervention with efficacy in
preventing suicide after hospital discharge.® Our pilot work suggests that VA BIC holds promise for
improving engagement in care and decreasing suicidal ideation but may not fully address social
connectedness. The effect of VA BIC may be further enhanced by pairing it with an mHealth app, which
focuses on social connectedness. However, neither VA BIC nor an enhanced version of VA BIC have ever
been tested in the Veteran population. Thus, there is a critical need to test an enhanced version of VA BIC
in Veterans before deploying this approach as a suicide prevention strategy in the VA.

My long-term goal is to develop a career as an independent clinical researcher with a focus on developing,
testing, and improving interventions to prevent suicide in Veterans. To achieve this goal, my overall objective
for this application is two-fold: First, | aim to obtain the skills needed to build my professional career and
conduct clinical research in suicide prevention by learning how to: (1) design and adapt clinical interventions;
(2) design, conduct, and manage clinical trials; and (3) perform research in patients at high risk for suicide.
Second, | aim to study the efficacy of a novel, two-component intervention called PEACE. My central
hypothesis is that PEACE will lead to greater reductions in suicidal ideation after psychiatric hospitalization,
compared to standard care alone. | hypothesize that PEACE exerts its effect by improving social
connectedness and engagement in care. The rationale for this proposal is that the results from this single-site
trial will advance my knowledge in designing effective strategies to prevent suicide, which | will use to develop
a future merit award proposal. To attain the overall objectives, the following specific aims will be pursued:

1. To identify the effect of PEACE on suicidal ideation after psychiatric hospitalization, compared to

standard care alone. My hypothesis is that PEACE will lead to greater reductions in suicidal ideation at one,
three, and six months after hospitalization, compared to standard care.

2. To identify the effect of PEACE on social connectedness and engagement in care after psychiatric
hospitalization, compared to standard care alone. My hypothesis is that PEACE will lead to greater
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improvements in social connectedness and engagement in care at one, three, and six months after
hospitalization, compared to standard care.

3. To compare the effect of PEACE on suicide attempts and suicide deaths after psychiatric
hospitalization compared to standard care alone. This is an exploratory analysis.

At the completion of the award period, the expected outcome is to determine the efficacy of PEACE in
reducing suicidal ideation after psychiatric hospitalization and to gain insight into the effect of the
intervention on social connectedness and patient engagement in care. The proposal has the potential to
have a large impact on Veteran health by elucidating an effective strategy to decrease suicidal risk in a
program that can eventually be disseminated throughout the VA healthcare system.

Scientific Rationale and Significance

Suicide is a major public health concern in the U.S. Suicide mortality rates in the U.S. have risen by more
than 30% over the past decade (10.5 versus 14.0 per 100,000 standard population in 1999 and 2017,
respectively).! Veterans account for a sizable proportion of all suicide deaths in the U.S., with
approximately 14% of suicide deaths in the U.S. each year being attributed to a Veteran.? In addition, the
rate of suicide in the Veteran population is more than two times that of non-Veteran U.S. adults.? Finally,
over the past decade, the average number of suicides in Veterans who use VA services (VA users) has
risen from four suicides per day in 2005 to six suicides per day in 2016.2 Accordingly, the Department of
Veterans Affairs (VA) considers suicide prevention a top clinical priority.?

The period following a psychiatric hospitalization is one of the highest risk periods for suicide.*® In
fact, studies have found that the risk for suicide is the highest in the first three months after psychiatric
hospitalization, and then the risk gradually decreases over time.>¢ For example, in a large meta-analysis
of 100 studies, the suicide rate in the first three months after psychiatric hospitalization was almost 100
times that of the global suicide rate (1,132 per person-years vs. 11.4 per 100,000 person-years,
respectively).® Similarly, in a large retrospective cohort study of over 850,000 Veterans diagnosed with
depression, suicide rates were the highest in the first 12 weeks after discharge from an inpatient mental
health unit at 568 per 100,000 person-years.® This compares to a rate of 37.5 per 100,000 person-years
in VA users.” Together, these findings indicate that targeted interventions to prevent suicide in the period
following hospitalization could have a meaningful impact on overall suicide rates in VA users.

Based on current evidence, some of the most important contributing factors to post-hospitalization
suicide risk include problems with engagement in care, fragmented care in the post-discharge period, and
lack of social connectedness.®'® Riblet et al. conducted a retrospective review of root-cause analysis
(RCA) reports of suicide occurring within seven days of discharge from a VA inpatient mental health unit in
order to identify health system vulnerabilities contributing to death by suicide in the post-discharge period.®
Among 141 RCA reports of suicide occurring within seven days of discharge, Riblet et al. found that RCA
reports commonly cited concerns about poor engagement in post-discharge care.® In addition, RCA
reports mentioned that many Veterans experienced lapses in their follow-up care, despite the availability of
adequate mental health treatment resources within the VA.2 Other studies in civilian populations have
raised similar concerns that poor engagement in care and fragmented care contribute to suicide risk.'%-"
Furthermore, studies have suggested that lack of social connectedness with friends, family and other
social supports may adversely impact the health of patients.'®'® The finding that social connectedness
plays an important role in mental health outcomes is neither new nor surprising. In fact, there is robust
evidence demonstrating that lack of social connectedness (or social isolation) is a strong and reliable
predictor of suicidal behavior (as well as many other adverse health outcomes).?°?2 Durkheim first
introduced the concept that social forces play a role in suicidal behavior in the late 1800s.2®> Subsequently,
other theories have been proposed. Notably, Joiner and Van Orden’s Interpersonal Theory of Suicide
(ITS) is commonly used to characterize the relationship between social connectedness and suicide risk.?*
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According to the ITS, social connectedness includes two constructs: thwarted belongingness, TB (i.e.,
feeling lonely, lacking reciprocally-caring relationships) and perceived burdensomeness, PB (i.e., feeling
self-hatred, perceiving oneself to be a liability to others). Veterans with greater TB and PB have been
shown to have more suicidal ideation.?>2¢ Similarly, in a meta-analysis of 122 cross-sectional samples,
Chu et al. found that TB and PB were significantly associated with suicidal ideation and prior suicidal
behavior.?” These findings highlight that it may be important to address social connectedness as part of
the design of effective interventions to prevent death by suicide.

To address suicide risk in the period following psychiatric hospitalization, the VA has implemented a
number of suicide-prevention strategies.?®34 These interventions are intended to raise awareness about
suicide prevention and promote engagement in care after hospital discharge. VA inpatient mental health
teams must: 1) ensure that Veterans receive timely follow-up care after discharge; 2) encourage Veterans
to complete a safety plan (a concrete list of strategies to decrease suicide risk) prior to discharge;* 3)
encourage Veterans to include family in discharge care planning; and 4) consider placing the Veteran on
the High Risk for Suicide List per VA policy. In 2016, the VA also implemented the Recovery Engagement
and Coordination for Health-Veterans Enhanced Treatment (REACH VET).*® The goal of REACH VET is
to use data from health records to identify Veterans who are at higher risk for suicide. This information is
then shared with their providers so that they can reach out to these Veterans and use their clinical
judgement to determine whether additional interventions might be necessary. While the VA'’s high quality
and comprehensive approach to suicide prevention has certainly been effective to some degree, poor

engagement in care and fragmented care remain an important

concern.®® In addition, VA discharge practices are not standardized Figure 1. Three-Step Theory
and, therefore, may vary across facilities.*” Moreover, currently of Suicide Risk (3ST)3® *
recommended discharge practices do little to promote social :

Step 1: Pain and
connectedness in the period following psychiatric hospitalization. hopelessness
Finally, death by suicide remains a chief concern in Veterans after __ 1

. . T . Mild-Moderate Sl
psychiatric hospitalization.* 1
A proposed conceptual model to inform the design of effective suicide Step 2: Disrupted
prevention strategies Co””i‘:ted”ess
The ‘ideation-to-action’ framework is a theoretical model that is
commonly used to understand suicide risk and to develop targeted 1 _
strategies to prevent suicide.*® As shown in Figure 1, based on the (ac?&?rgci:dci::ppoasﬁggnal
‘ideation-to-action’ framework, the Three-Step Theory of Suicide = pradif” for suicide
(3ST) considers that there are three specific steps that put an _
individual at risk for suicide.®® First, the individual must experience
pain and hopelessness in order to develop mild to moderate SSlcSucidalideation .
symptoms of suicidal ideation. Pain is defined broadly and usually "Based on Klonsky & May 2016%

]
refers to psychological or emotional pain. Second, the individual

must experience disrupted social connectedness in order for their suicidal ideation to become severe.
Aligned with Joiner and Van Orden’s ITS,* the 3ST considers that disrupted connectedness includes
aspects of belongingness (TB) and burdensomeness (PB). Finally, the individual must have the capacity
to make a suicide attempt. Capacity may include acquired (an increased tolerance over time to pain,
injury, or death), dispositional (inborn traits), or practical (e.g., access to lethal means) capacity. According
to the 3ST, suicide-prevention interventions are more likely to be effective if they treat psychological pain,
increase hope, improve connectedness, and/or address capacity.®
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A review of current evidence on suicide prevention strategies

In a review of strategies to prevent suicide following psychiatric hospitalization, we identified more than 30
published randomized control (RCT) and quasi-experimental trials of interventions in patients treated for
suicide risk in a hospital or emergency room setting.3® Approaches included: 1) brief intervention plus follow-
up, 2) case management, 3) post-card interventions, 4) peer support interventions, 5) psychotherapy for
suicide prevention with (or without) follow-up, 6) safety planning, 7) specialized inpatient treatment, and 8)
other outreach strategies such as chain of care. Consistent with prior reviews,**4° we found that there is
inconclusive evidence regarding the impact of most of these strategies on suicide risk following hospital or
emergency room discharge. Importantly, meta-analyses highlight that there is a relative dearth of robust
evidence to support that most interventions can prevent suicide, the clinical outcome of greatest interest.*'2
For example, Milner et al. found in a meta-analysis of five trials of brief contact interventions that there was no
significant reduction in suicide (OR 0.58, 95%Cl: 0.24-1.38).#' Conversely, Riblet et al. identified among 72
trials of various suicide prevention strategies that there was only one strategy that prevented death by suicide
in patients discharged after a suicide attempt: the World Health Organization Brief Intervention and Contact
Program (WHO BIC) (three RCTs, N = 2,028, OR: 0.20, 95% CI: 0.09-0.42). 42 The WHO BIC is a brief suicide
prevention intervention that targets individuals who are being discharged from an acute care setting after a
suicide attempt.** The WHO BIC includes a brief, personalized, suicide-prevention educational intervention
before discharge, followed by regular contact after discharge. The WHO BIC incorporates aspects of
motivational interviewing (Ml). It is designed to: (1) educate patients about suicide risk in order to facilitate
engagement in care; and (2) to provide patients with necessary support after discharge.

Opportunities for future study of WHO BIC in the Veteran population

Despite the apparent strengths of the WHO BIC as a suicide prevention strategy, the results of the WHO BIC
trials have uncovered a number of key questions that require additional study. First, the WHO BIC has only
been studied in low- and middle-income countries and the applicability of the findings from these trials to other
populations, including U.S. Veterans, remains unclear. VA/DoD Practice Guidelines recommend that the WHO
BIC should be studied in U.S. Veterans.®® Second, while the WHO BIC trials demonstrated a significant effect
on death by suicide—the clinical outcome of prime importance—these results did not extend to suicide
attempts. However, the interpretation of these latter findings is limited by the fact that the WHO BIC trials did
not use a more robust measure of assessment such as validated rating scales to detect suicide attempts.
Therefore, it is unclear whether similar results would have been found using a validated scale, such as the
Columbia Suicide Severity Rating Scale (C-SSRS). Furthermore, although the WHO BIC significantly
improved suicidal ideation, the outcome was reported in a single trial (N = 139). Finally, while the WHO BIC
targets engagement in care, a key contributor to post-discharge suicide risk, the WHO BIC peripherally
touches upon social connectedness. Yet, there is strong evidence that lack of social connectedness with
friends, family, and other social supports plays an important role in suicide risk.2%-232527 This suggests a need
to enhance the capacity of WHO BIC to address suicide risk by coupling it with an intervention that targets
social connectedness in the period following hospitalization.

Unfortunately, there is a general lack of evidence to support that most interventions that focus on social
factors (e.g., groups, psychotherapy interventions) significantly improve social connectedness or reduce
suicide risk.***¢ There is a growing interest in clarifying whether mobile health applications (mHealth) may
foster social connectedness and reduce suicide risk.*’#® mHealth is appealing because it aligns with cultural
trends and is easily scalable. Furthermore, mHealth could enhance brief suicide prevention strategies, such as
WHOQO BIC. Yet, mHealth remains in its infancy in mental health research and there is a need for clinical trials
to demonstrate that mHealth can be used to mitigate suicide risk.** One mHealth strategy of particular interest
in the area of suicide prevention research includes My3, an app that is designed to support social

CSR&D CDA Study Plan Page 4
Version date: 9/24/2021



connectedness in patients to prevent suicide (see Intervention Description section). To date, the promising
My3 app has not been tested in a trial in Veterans.

Significance of the Proposed Research: Suicide is a chief public health problem and a central concern in the

Veteran population. Despite the VA’s extensive package of strategies to prevent suicide in Veterans, death by

suicide remains an ongoing problem among Veterans, including VA users, and those recently discharged from

VA mental health units.2* In fact, suicide rates in VA users increased between 2005 and 2016 (29.7 versus

39.3 per 100,000 population, respectively).? Among male VA users, the suicide rate (measured in deaths per

100,000 person-years) after psychiatric hospitalization significantly rose from 234 in 2005 to 340 in 2008, and

the rate has since plateaued.* Data on Veteran suicide occurring after 2016 has not yet been made available

from the VA Office Mental Health Suicide Prevention. The lack of improvement in Veteran suicide rates

highlights the critical need to identify and to test newly developed strategies to prevent suicide in Veterans.

Accordingly, the VA stresses that it is imperative that clinicians and researchers tackle the problem of suicide.®
Therefore, my long-term career goal is to become an independent clinical researcher who focuses on

developing, testing, and improving interventions to prevent suicide in Veterans. My short-term goal in this

CSR&D CDA proposal is two-fold. First, | will receive the necessary mentorship and training in conducting

clinical research in the area of suicide prevention. Second, | will gain practical skills in designing and

adapting clinical interventions to address suicide risk. To support these goals, | have developed a novel

intervention to prevent suicide in the period following psychiatric hospitalization. The intervention is called

PEACE and is comprised of synergistic suicide prevention strategies including: 1) an mHealth app to

improve social connectedness; and 2) a manual-based program, VA BIC, to promote engagement in care.

In support of the proposal, | identified a promising mHealth app called My3, which aims to increase social

connectedness in patients to prevent suicide but has not been tested in Veterans. | also developed and

pilot-tested a manual-based program (VA BIC) to promote engagement in care in patients. The VA BIC is

based on the WHO BIC, an intervention with efficacy in preventing suicide after hospital discharge in low-

and middle-income countries. In this proposal, | intend to carry my work forward by testing PEACE under

randomized conditions in psychiatrically hospitalized patients at the White River Junction VA Medical

Center (WRJ VAMC). | hypothesize that PEACE reduces suicide risk by decreasing suicidal ideation after

psychiatric hospitalization. | hypothesize that the mechanism by which PEACE reduces suicide risk

includes improving social connectedness and promoting engagement in care. My primary outcome is

suicidal ideation after discharge. My secondary outcomes are social connectedness and engagement in

care after discharge. | will conduct an exploratory aim to evaluate suicide attempts after discharge. My trial

will provide critical insight into the effect of PEACE on suicide risk and its potential mechanisms of action. |

will use these data to submit a merit award proposal during the last two years of the award period.

Ultimately, through completing this proposal, | hope to build skills in designing suicide-prevention strategies

that can have a substantial, positive impact on Veteran health.

Preliminary Studies

As summarized below, | have conducted preliminary work in direct support of this CSR&D CDA application.
My preliminary studies serve as an integral foundation to this proposal for the following five key reasons: First,
| collected information on the applicability of the WHO BIC program to the Veteran population by seeking input
from psychiatrically hospitalized Veterans who will be end-users of the program. Second, | developed a
manual-based intervention (VA BIC), which is adapted from the successful WHO BIC and tailored to meet the
unique needs of Veterans. Third, | conducted a pilot study of VA BIC and these pilot data will be used to
support the clinical trial of VA BIC described in this CSR&D CDA proposal. Finally, | identified that the VA BIC
could be enhanced by combining it with a mental health app to improve social connectedness and prevent
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suicide. . | have collected pilot data on the applicability of a mental health app to Veterans, including those
discharged from an inpatient mental health unit.

Study 1: Veterans’ perspectives on the applicability of the WHO BIC to Veterans at risk for suicide.
In order to understand the applicability of the WHO BIC to Veterans, | conducted and published a qualitative
study of Veterans hospitalized on the inpatient mental health unit at the WRJ VAMC.® The goal of the study
was to elicit Veterans’ perspectives, both positive and negative, on facilitators and barriers to treatment
engagement after discharge. They were also asked specifically about their perception of the role of treatment
engagement in reducing post-discharge suicide risks. The interview guide included open-ended questions that
asked patients to comment on whether or not the components of the WHO BIC (i.e., suicide prevention
education prior to discharge and regular contacts after discharge) were relevant to psychiatrically hospitalized
Veterans. In addition, the interview guide included a set of open-ended questions that elicited information from
patients about their attitude, subjective norm, and perceived behavioral control regarding follow-up care and
suicide risk. Veterans also had opportunity to comment on positive and negative aspects of other treatment
interventions such as medications, therapies, and novel approaches including technology.

| used convenience sampling to recruit patients who were hospitalized on the inpatient mental health unit at
the WRJ VAMC and were deemed clinically fit to be discharged back to the outpatient setting. | conducted
individual, semi-structured interviews with patients prior to discharge. The interview guide included open-
ended questions that asked patients to comment on whether or not the WHO BIC was relevant to
psychiatrically hospitalized Veterans. In addition, the interview guide included a set of open-ended questions
that elicited information from patients about their attitude, subjective norm, and perceived behavioral control
regarding follow-up care and suicide risk. | followed patients for a period of three months after discharge and
evaluated continuity of care after discharge. Among 22 eligible patients, 16 patients (all men) consented to
enrollment. Despite uniform high risk for suicide in psychiatrically hospitalized patients, more than half of
enrolled patients (N = 10) perceived that they were at no or low future suicide risk after discharge because the
current hospitalization had resolved their symptoms and future risk. Several of the patients who perceived that
their future suicide risk was low experienced poorer continuity of care during the three-month follow-up.
Qurashi et al. also found that psychiatric inpatients with lower insight scores at the time of discharge were
more prone to be non-compliant with medications.*® Therefore, targeted educational interventions at the time
of discharge may be important in suicide prevention in Veterans, emphasizing a role for the WHO BIC'’s brief
educational intervention at the time of discharge. Thirty-one percent of enrolled patients (N = 5) experienced
poor continuity of care within the first three months after discharge, despite having an established follow-up
care plan at the time of discharge. In fact, three of these five patients were readmitted within three months of
discharge. This finding is consistent with the results of my retrospective review of RCA reports of suicides
occurring within seven days of discharge from an inpatient mental health unit.® Here, | found that while
Veterans have access to many mental health resources following hospitalization, they encounter many
challenges in accessing these services, and that these factors may contribute to suicide risk after discharge.
Together, my results suggest that the WHO BIC’s regular contacts after discharge may be relevant and of
importance in the care of Veterans who are being discharged from an inpatient mental health unit. Finally,
patients responded favorably to both components of the WHO BIC. However, the patients mentioned that it
was important to include Veteran-specific resources, while most (N = 15) preferred in-person visits. This
suggests that while the WHO BIC may be acceptable to Veterans, it requires some adaptation prior to use in
the VA system.

Study 2: Develop the VA BIC Manual-Based Intervention. As part of a two-year New England VA CDA
(V1CDA) and with the support of my mentors, | developed a manual-based intervention called the VA BIC (see
attached PEACE Manual). The VA BIC intervention is adapted from the successful WHO BIC program and is
tailored to meet the unique needs of Veterans (based on Veteran and provider feedback). The educational
materials address suicide risk in Veterans. The manual includes references to treatment resources that are
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relevant to Veterans who receive their care through the WRJ VAMC. The manual includes a discussion of the
safety plan. The VA BIC manual is highly structured and is comprised of standardized, scripted material to
facilitate the delivery of all aspects of the intervention. The structured format of the VA BIC will facilitate
eventual scaling-up of VA BIC across the VA. The manual was created with input from Veterans treated at the
WRJ VAMC, the WRJ VAMC Suicide Prevention Coordinator (SPC), VA inpatient psychiatrists, and WHO-BIC
methodologist, Dr. Wasserman.

Study 3: Pilot study of VA BIC. As part of a V1CDA, | piloted the VA BIC program at the WRJ VAMC
inpatient mental health unit using a pre-post design. | enrolled 9 patients (8 men, 1 woman) who were
hospitalized on the inpatient mental health unit, were deemed clinically stable by the inpatient team, and were
awaiting discharge. The mean age of enrolled patients was 43.4 years [standard deviation (SD): 14.31)].
Patients were eligible for inclusion if they were admitted because of acute risk of self-harm. My primary aim
was to assess feasibility and acceptability. My secondary aim was to gather pilot data on the impact of VA BIC
on related measures of suicide risk including suicidal ideation and attempts, hopelessness, patient
engagement and perceived

connectedness. | created a Table 1. Impact of VA BIC on symptoms at baseline, 1 and 3 months after discharge
standardized, protocol- Measure TO0 Mean (SD) T1 Mean (SD) T2 Mean (SD) ANOVA p
specific electronic data C-SSRS 3.78 (2.0) 0.89 (1.2) 0.89 (1.3) 0.01
capture (EDC) system to BSS 16.11 (7.9) 9.33(7.2) 8.00 (5.2) <0.01
facilitate data collection of BHS 11.89 (6.4) 6.00 (3.7) 7.00 (6.1) 0.04
outcome measures and INQ-15 (PB) 2340(74)  15.00(6.0)  12.22(5.1) 0.01

) INQ-15 (TB) 4267 (11.4)  33.33 (14.9) 32.56 (8.8) 0.02
ﬁ:;i'::g ttor]z;riicriz’?;rieveral MOS-SSS (El) 26.6 (10.2) 30.9 (7.5) 29.7 (7.3) NS

10 adl _ MOS-SSS (TS) 12.8 (5.8) 15.9 (4.4) 12.4 (5.3) NS

standardized instruments in ;55 555 (AS)  10.4 (4.7) 114 (4.2) 9.1 (4.6) NS
this pilot study. The same MOS-SSS (PS) 8.8 (3.5) 10.4 (4.4) 8.4 (3.6) NS
data repository and similar MOS-SSS (Al) 2.9(1.3) 3.2(1.4) 2.4 (1.0) NS
licenses will be used in the Al = Additional item; ANOVA = analysis of variance; AS = Affectionate support; El =emotional and

trial that | propose to conduct informational support; NS = not significant; PB = perceived burdensomeness; PS = Positive social

rt of thi L] interaction; SD = Standard deviation; TB = thwarted belongingness; TS = Tangible support; TO = baseline;
as part ot this proposal. T1= 1 month; T2 = 3 months

developed a f|del|ty Scale and _____________________________________________________________________________________________________________________________|]
evaluation method to ensure that the VA BIC is properly administered (see assessments). The pilot work
yielded important insights.®® First, | was able to show the feasibility and acceptability of the VA BIC
intervention. The study recruitment was acceptable, at 70% (9/13). Furthermore, | was able to retain 100% of
patients in the study and obtain complete data on each enrolled patient. The patients also reported high
satisfaction with the intervention as measured by the Client Satisfaction Questionnaire-8 (CSQ-8). For
example, one patient reported, “/ think the study was helpful in keeping me connected as well as providing
another support avenue to my repertoire...It reinforced the value of structure and purpose in my life...lt was
personal, but not too personal.” Second, | was able to collect pilot data on the effect of VA BIC on related
measures of suicide risk. As shown in Table 1, patients experienced a significant reduction in suicidal

ideation, as measured on the C-SSRS and Beck Scale for Suicidal ideation (BSS). In fact, BSS scores
improved by a mean of 8 points; prior studies suggest that decreases of 5 points or more on the BSS is
clinically relevant.>* Hopelessness, as measured by the Beck Hopelessness Scale (BHS), also significantly
improved in the first three months after discharge. While | observed that patients experienced improvements in
PB and TB, as measured by the Interpersonal Needs Questionnaire-15 (INQ-15), over the three-month follow-
up period, | did not find similar improvements in social support, as measured on the Medical Outcomes Social
Support Survey (MOS-SSS). This discrepancy may not be surprising because the VA BIC does not address
social connectedness with family, friends, or other supports. In fact, several patients aptly noted during
assessments that the MOS-SSS subscales were asking about their interactions with family, friends, or other
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supports, rather than healthcare professionals. These results suggest a need to enhance the VA BIC with a
novel strategy, for example by including an mHealth app, that focuses on improving social connectedness.

Veterans’ perspectives on the applicability of an mHealth app to Veterans at risk for suicide. | have
identified a novel, mHealth strategy (My3) that aims to prevent suicide by improving social connectedness and
has not been tested in Veterans. As part of my qualitative study of Veterans hospitalized on the inpatient
mental health unit at the WRJ VAMC (see Study 1), | observed that Veterans reported an interest in the
potential role of mHealth in supporting their engagement in treatment and perceived social connectedness
after discharge. Most patients believed that mHealth could be helpful, and they reported they would consider
using an app if it was made available to them. One patient said, “it could [also] help my wife, who is my
advocate, to feel empowered to reach out to my providers if necessary.” Another patient shared, “/ am not
technology minded, but | would be willing to learn.” Yet, patients emphasized the need for autonomy in
selecting their support network on the app. One patient stated, “/ only want to add my fiancée and my family,
not my friends.” Thus, it will be critical that the mHealth app can be personalized. Of note, the majority of
Veterans on the WRJ VAMC inpatient mental health unit have access to mobile technology.

Research Design and Methods

Death by suicide after psychiatric hospitalization is a notable concern in the Veteran population.*®
Although the VA has implemented many strategies to prevent suicide in the post-discharge period, suicide
remains an ongoing concern in this population.?®** Based on my preliminary work and available evidence,
an intervention that | developed, called PEACE, may be an effective strategy to mitigate suicide risk in
Veterans after psychiatric hospitalization because it addresses two key risk factors for suicide after
psychiatric hospitalization: lack of social connectedness and poor engagement in care. My central
hypothesis is that PEACE reduces suicide risk in Veterans in the period following psychiatric
hospitalization by decreasing suicidal ideation. | also hypothesize that PEACE exerts its anti-suicidal
effect by improving social connectedness and engagement in care after psychiatric hospitalization. | will
conduct an exploratory aim evaluating the number of suicide attempts occurring after discharge. In this
CSR&D CDA proposal, | intend to address these hypotheses by testing PEACE under randomized
conditions in psychiatrically hospitalized patients. | expect that my work will result in the publication of
important papers and will provide me with necessary data to support my goal of becoming an independent
clinical researcher who develops, tests, and improves interventions to prevent suicide in Veterans.

Overview of Intervention and RCT Design:

As shown below in Figure 2, to test the aforementioned hypotheses, we propose to conduct a single-site,
assessor-blinded RCT at the WRJ VAMC comparing PEACE plus standard psychiatric hospital discharge
care to standard psychiatric hospital discharge care alone. The trial will enroll patients 18 years and older
who are being discharged from the WRJ VAMC inpatient mental health unit (called Ground East, GE).
The primary aim is to determine whether PEACE reduces suicidal ideation at one, three, and six months
after psychiatric hospitalization. The secondary aim is to determine the mechanism by which PEACE
exerts its anti-suicidal effect after hospitalization. An exploratory aim includes describing the number of
suicide attempts after discharge.

Baseline Assessment and Randomization: Prior to the start of study enroliment, allocation cards will be
prepared using a fixed-block randomization scheme. These cards will be put into sealed, opaque, numbered
envelopes. The box of envelopes will be stored in a locked cabinet in the study coordinator’s locked office.
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The study team member will meet with each eligible patient in a private room on GE at the WRJ VAMC
around the time of discharge. The study team member will obtain informed consent from the patient and then
administer the baseline assessments, which are described under the outcome measures (see below). The
baseline visit will take approximately 90 minutes to complete. Study staff will also contact the support person
the patient selected to obtain consent from this person.

After obtaining consent and completing the baseline assessments, the study coordinator will take the next
numbered envelope from the box (described above) and open the envelope to determine the patient’s
assignment. In the event that the patient has been assigned to the intervention, the study coordinator will notify
the intervention staff in order that the intervention staff can initiate the intervention. Otherwise, the patient will
be informed that they have been assigned to usual care.

PEACE Intervention Description: Patients assigned to the intervention arm will receive PEACE (please see
PEACE manual). The intervention can be delivered by a trained mental health staff member, such as a

psychologist, mental health nurse,
social worker, or psychiatrist_ For Figure 2. Flow chart of StUdy procedures
simplicity sake, we will use the term

Assessment for eligibility prior to
hospital discharge

“ H t E
study therapist” to refer to the E
intervention staff member 2 [ Randomization | Decline-enrollment
_ w
throughout the rest of this proposal 3 : 3
and the accompanying documents. S intervention control
o
PEACE targets the needs of £ l
. . . PEACE int ti (brief .
patients who are being discharged education, regular contact after | | Standard MH discharge care —

. . discharge, a mHealth app) plus L jects will receive stand_ard
from a VA inpatient mental health Standard MH discharge care CisCHErgS Care, per vAIpolcy
unit after having been admitted o ' |
because of acute suicide risk. £

E Outcome assessment at

Because PEACE is designed to baseline, 1m, 3m and 6m
!

Intent to treat
analysis

enhance the standard hospital
discharge care that patients receive

as part of psychiatric hospitalization,
d=days; IC = inclusion criteria; m= months; MH = inpatient mental health; w = weeks

patients aSSigned tO PEACE WI” . _________________________________________________________________________________________________|
continue to have access to standard discharge care (described below). There are no restrictions on the types

of treatments that patients may pursue after discharge; however, we will track the treatments that patients
decide to utilize after discharge. By comparing PEACE with standard discharge care (including care provided
through the Suicide Prevention Coordinator program), we hope to determine whether PEACE enhances
standard discharge care. As described below, we conceptualize that the PEACE intervention consists of three
synergist components that work to support the patient after discharge:

o Brief Educational Component: Patients receive a one-hour, one-on-one, personalized, brief educational
intervention on suicide prevention. The session is performed by the study therapist and takes place on the
inpatient mental health unit around the time of discharge. We anticipate that, in most cases, the patients will
receive the intervention the day prior to discharge. The education is designed to meet the information needs of
Veterans receiving mental health care in the VA and to address barriers to follow-up. The education includes a
discussion of the patient’s safety plan, draws upon Ml techniques, and emphasizes self-efficacy. The sessions
are highly interactive, allowing time for questions and providing patients with written materials that they can
keep for future reference.

o Seven Reqular Contacts after Discharge Component: The patients will maintain regular contact with the
same study therapist for seven follow-up contacts (totaling 8 contacts including the initial Brief Educational

Analysis
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visit) over the course of the three months after psychiatric hospitalization. At each of these contacts, the study
therapist will monitor the patient’s symptoms, assess treatment adherence, review the safety plan with the
patient, and, if necessary, assist the patient with engaging in care. The contacts will include the use of Ml
techniques. The contact sessions are systematic and structured. The contacts are designed to be highly
interactive, allowing times for questions and providing patients with written materials that they can keep for
future reference. Depending on the patient’s preference, the contacts will be delivered via phone, VA Video
Connect, or in-person in a private office on the grounds of the WRJ VAMC.

o mHealth Component:
° As described in the VA BIC manual, the intervention staff member directs patients to a wide variety of

resources available within and outside the VA that may assist them in their recovery after discharge. One of
these resources includes the My3App to help with suicide prevention in veterans. The app is a free app
available for Android or Figure 3. How the my3 app works to support connectedness.

iPhone and is owned and
maintained by Vibrant
Emotional Health, the
administrator of the National
Suicide Prevention Lifeline.
While the My3App has been
endorsed by the VA, the
app has not been formally
tested in Veterans and is
not currently incorporated in
a standard fashion in
discharge care practices.
The intervention staff
member will introduce the
app as part of the brief
educational intervention and s .
will provide formal education Patient staff
around the role of the app in
follow-up care. The
interventionist will continue to encourage use of the app at each follow-up visit.

1) Behavioral health coach: The study therapist will educate patients on My3 during the brief
educational visit and set up the app on the patient’s phone. In this study, the study therapist will act in the role
of behavioral health coach and therefore, in this role, their VA-issued iPhone number will be added to the
patient’s app. In their role as “Coach,” the study therapist will be available to the patient between follow-up
visits to answer any question and facilitate mental health treatment engagement. If My3 app were to be
implemented into routine practice, the “Coach” would be a mental health provider (e.g., suicide prevention
coordinator (SPC)).

2) Support network: As shown in Figure 3, the app includes a support network that consists of a
“behavioral coach’ as well as up to two additional support persons. The patient will add the VA-issued cell
phone number of the interventionist as their "behavioral coach.”

The patient will also select up to two support persons to add to the app. The interventionist and the patient
together will decide who these individuals should be. By adding these individuals to the app, the patient will
have easy access to their phone numbers, which will continue to be stored in the patient’s contact list. The app
will also directly input the support person’s phone number into the patient’s keypad, facilitating a quick and
easy way to call the support person. Importantly, this information is not stored within the app itself. The patient
will be encouraged to reach out to their support persons throughout the study period for positive emotional
support as they continue to recover after discharge. The patient can also reach out to the “behavioral coach”
for support.

On demand access to
educational resources “lam so glad

you are my

“Just checking
to see how your
are doing.”

“Hope your doing well.
Looking forward to
seeing you at our

contact visit on
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3) Safety plan: the patient will enter an abbreviated safety plan into the app, which will include strategies that
they will use to support their well-being after discharge. The interventionist and patient will discuss this plan at
follow-up contact visits and consider whether there is any need to further refine this plan. The patient may wish
to share their safety plan with the two support persons they have chosen to be included on the app. This can
be shared via email if the patient has the support person’s email address in their contact list. Similarly to the
call feature of the app, email addresses are not stored within the app itself. The app simply directs the patient
to their main email app on their phone.

4) Educational materials: As shown in Figure 3, the patient can access educational materials related to
suicide prevention on the app. These materials are standard on the app, and therefore, all patients will have
access to the same material. Patients can use these interactive educational materials at any time to gain skills
in supporting their mental health.

Standard Psychiatric Hospital Discharge Care: Patients assigned to the PEACE intervention as well as the
control condition will receive the standard VA hospital discharge care that occurs as part of psychiatric
hospitalization. VA current standard psychiatric hospital discharge care includes five core elements. First,
patients and their outpatient providers are required to be involved in discharge planning. Second, patients
should be offered evidence-based treatments to address their mental health symptoms. Third, the inpatient
team should work with the patient to complete a safety plan prior to discharge. Fourth, the inpatient team
should arrange two follow-up care visits within 30 days of discharge. Fifth, the inpatient team in conjunction
with the SPC assess whether patients are appropriate to be placed on the High Risk for Suicide List. Patients
who are placed on the High Risk for Suicide List receive enhanced oversight as outlined in VA policy. More
recently, this enhanced care was renamed the Suicide Prevention Pathway. The SPC oversees the following
elements of the Suicide Prevention Pathway: 1) The SPC reminds the mental health provider that the patient
should be scheduled to be seen four times within the first 30 days following hospitalization; 2) The primary care
or mental health provider is expected to tailor the patient’s treatment to address his/her unique risk factors for
suicide; 3) The SPC places a pop-up flag in the medical record to alert providers of the patient’s high-risk
status; and 4) The continued need for the patient to remain on the High Risk for Suicide List is reassessed by
the SPC every three months. Of note, at the clinical discretion of the inpatient treatment team and the SPC,
some patients may be assigned to the Suicide Prevention Pathway but may not meet criteria for the High Risk
for Suicide List. Per VA policy, SPCs are not required to provide clinical care.

Organizing framework for PEACE’s Anti-Suicidal Effect: As shown in Figure 4 below, based on the 3ST
and our pilot data,**° we hypothesize that PEACE will reduce the risk for suicide after psychiatric
hospitalization through the following
mechanisms: First, suicide-prevention

Figure 4. Organizing Framework for PEACE Intervention*®

. . . Related Three-Step Theory PEACE
education and ongoing contact with a Measures of Suicide Goals
person at risk for suicide may help to BHS; Sézp {: Peln and (o
facility continuity of care and reinforce the SRES °pe:5”ess engagement
importance of engaging in treatment after B8
discharge. MI may also promote self- 4

. o INQ-15; Step 2: Disrupted Improve social
efficacy and the ability to overcome MISPSS o b e (}:
barriers to treatment engagement. 3
Because a person is receiving continuous BSS
mental health treatment after discharge, Step 3: Educate about
he/she may experience a lessening of Capastyfor suicde | [ {peans resticton
symptoms of mental illness and, thus, a CSSRS "—
decrease in the psychic pain associated

with mental illness. The 3ST suggests *measures described in outcomes section; pt =patient

that a decrease in psychic pain and
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hopelessness may decrease suicide risk.*® Second, PEACE may help patients to feel more socially
connected. Because patients are more supported after discharge and experience increased social
connectedness, this will also help to prevent their suicidal ideation from worsening. 20212244 Finally, because
patients are better educated about means restriction as part of the brief educational intervention, patients may
take steps to mitigate their practical capacity for suicide. Together, these factors may reduce the risk for
suicide after psychiatric discharge.

Outcome Measures: As outlined in Table 2, we will use several standardized instruments to collect
information on primary and secondary outcomes throughout the study. Copies of assessment tools are

available in the Assessment Manual.
|

Table 2: Overview of Standardized Assessment Measures and Timing of Assessment

Measurement Methods Timing of
Assessment

Outcome Instrument Cronbach’s a Length Time* |OM | 1M | 3M | 6M
Diagnosis MINI N/A N/A 15 X |- - -
Suicidal Ideation BSS 0.87 - 0.97 21 items 10 X | X |X |X
Hopelessness BHS 0.87-0.93 20 Items 10 X | X |X [|X
Connectedness INQ-15 0.89 -0.91 15 items 5 X |X | X |X
Connectedness MSPSS 0.85-0.91 12 items 5 X |X | X |X
Engagement SRCS 0.89 17 items 5 X |X |[X |X
Suicide Attempts C-SSRS N/A 7 items 5-10 X |X |X |X
App Engagement AES 0.839 7 items 5 - X |X |X
Estimated time (in minutes) to complete assessments 60 |50 |50 |50

AES = App Engagement Scale; BHS = Beck Hopelessness Scale; BSS = Beck Scale for Suicidal Ideation; CSSR-S = Columbia Suicide
Severity Rating Scale; INQ-15 = Interpersonal Needs Questionnaire-15; M = months; MINI = MINI International Neuropsychiatric Interview;
MSPSS: Multidimensional Scale of Perceived Social Support; N/A = Not applicable; SRCS: The Suicide-Related Coping Scale; *Time is

described in minutes
|

Baseline Characteristics: We will collect socio-demographic data from patient report and the electronic
medical record such as age, sex, marital status and service history (e.g., branch, era, combat exposure).
We will also collect diagnostic information using the MINI International Neuropsychiatric Interview (MINI),
which has been validated against the Structured Clinical Interview for Diagnostic and Statistical Manual of
Mental Disorders (DSM).%" The MINI is a short, structured diagnostic interview that, on average, takes
about 15 minutes to administer. We will inquire about any history of suicide attempts using the validated
Columbia Suicide Severity Rating-Scale (C-SSRS).>?> The C-SSRS includes a 7-item subscale that
assesses for actual and interrupted suicide attempts.

Primary Outcome (Suicidal Ideation): The primary outcome will be assessed using the Beck Scale for
Suicidal Ideation (BSS).5*%* Patients will be asked about their current suicidal ideation (i.e., past week) at
assessments 1 as well as at assessments 2, 3, and 4. The BSS is a self-reported questionnaire that assesses
severity of suicidal ideation. The BSS measures attitudes, behaviors, and plans to die by suicide. Each item on
the BSS is scored on a scale from 0 to 2 and the first 19 of the 21 items are used to calculate a total score
ranging from 0 — 38. The BSS has high reliability and is a valid measure of suicidal ideation. There is also
evidence that the BSS is measurement invariant across time.®® The BSS is widely used in clinical trials, is
sensitive to clinical change, and unlike most other measures of suicidal ideation, higher scores on the BSS are
associated with death by suicide. While there is no established BSS cutoff score to classify suicide risk as
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high, low, or none, there is evidence that higher scores on the BSS correspond to more severe suicidal
ideation.5*%* There is evidence that an improvement of five points or more on the total BSS scores may be
clinically relevant. 2

Secondary Outcome (Patient Engagement): We will measure patient engagement in treatment at
assessment 1 as well as at assessments 2, 3 and 4. Patient engagement is a complex phenomenon to
measure.?® The term ‘patient engagement’ encompasses various aspects of care related to a patient’s
motivation and intent to be an active participant in addressing their healthcare needs.%® To date, there is no
agreed-upon measure in the literature that incorporates all aspects of the experience of ‘patient
engagement.>® In the field of mental health, there is some notion that ‘patient engagement’ should mean
that a patient experiences collaborative care, feels supported during their treatment, and adopts ‘good
practices’ or behaviors that support their overall well-being.5¢-%” Therefore, only assessing whether a patient
attended a mental health appointment may not adequately reflect treatment engagement. There is also
evidence that symptom severity can preclude patients from engaging in care.®® Pfeiffer et al. found that,
despite improvements in timely outpatient follow-up after VA psychiatric hospitalization, there were no
significant changes in readmission or antidepressant treatment.*® In fact, Bernet et al. found that
appointment intensity was higher in Veterans who reattempted suicide after discharge versus those who
did not reattempt.®® Furthermore, in reviewing our data thus far from our trial on Ground East, we have
identified that our current measures of engagement may not be adequately covering a key component of
patient engagement as it relates to suicide including self-efficacy around managing suicide risk. This is a
key concept that is part of the VA BIC intervention. Thus, we conceptualize that engagement includes
patient activation, continuity of care, and self-efficacy.

o Patient activation: Patient activation is defined as “an individual's knowledge, skill and confidence for
managing their health and health care.”®'¢? Individuals who demonstrate higher degrees of patient
activation have been found to be more likely to engage in health-promoting behaviors and to
experience better outcomes.®® Because our trial focuses specifically on activation and related self-
efficacy in avoiding suicidal behavior after discharge, we will administer the validated Suicide-Related
Coping Scale (SRCS).%* This scale includes 17 questions related to a patient’s perception of their
ability to cope with suicidal thoughts. Each item is assessed using a 5-point Likert scale and the
measure has been developed based on two studies of suicide prevention strategies conducted within
Veteran populations. The scale includes two subscales including an External Coping subscale and
an Internal Coping Subscale. Both subscales have shown good acceptable internal consistency. The
two factors are also sensitive to change over time. Higher scores on the scale suggest better coping.

o Continuity of care: There is some evidence that improved continuity of care may lead to better
mental health outcomes.®>%¢ However, a single, valid, standardized measure of continuity of care for
mental health has not been described in the literature. Work by Greenberg et al. in Veterans who
were discharged from a VA inpatient mental health unit provides sufficient evidence that three
aspects of continuity of care after psychiatric hospitalization (regularity of care, continuity of treatment
across organizational boundaries, and intensity of treatment) are associated with improvements in
overall mental health.5” We will use the three measures of continuity of care as validated by
Greenberg et al. This includes:

a) Continuity of care: Measure of whether a patient discharged from the inpatient MH unit
received any MH outpatient treatment in the first month and between 1 — 3 m after
discharge.

b) Regularity of care: The number of months in the 3 m after the baseline assessment in which
the patient attended at least 1 MH visit (Range 0 — 3 m), and

c) Intensity of care: Measure of the total number of MH visits between initial entry into the
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study and the last study assessment.
In addition, we will also evaluate evidence of disruptions of care including no-show and cancelled
appointments. We will abstract these measures from the electronic medical record. Since it is possible

that some patients may receive portions of their care outside of the VA system, we will also ask patients

to self-report on non-VA care.

o Hopelessness: To gather clinical evidence of treatment engagement, we will assess hopelessness
at baseline and at follow-up assessments using the Beck Hopelessness Scale (BHS). The BHS is a
20-item self-report scale that assesses hopelessness over the past seven days.®® Patients comment
on feelings about the future, loss of motivation, and future expectations. Total scores range from 0 to
20, with higher scores suggesting more hopelessness. Higher scores on the BHS are associated
with increased suicide risk.®* The BHS has good reliability and validity and is sensitive to change.®®
The psychometrics of the BHS in the Veteran population have not been studied, but the BHS has
been used in other studies of the Veteran population.”

o Secondary Outcome (Connectedness): \We defined social connectedness (or connection) as ‘the
extent to which an individual is socially connected [that] takes a multifactorial approach including 1)
connections to others via the existence of relationships and their roles; 2) a sense of connection that
results from actual or perceived support or inclusion; and 3) the sense of connection to others that is
based on positive and negative qualities’ (Holt-Lunstad et al 2017, page 521).”" Social
connectedness is a complex construct and the literature highlights that there is no single, ideal
measure that adequately captures all aspects of this construct or can be tied directly to suicide risk.”"
7% In this setting, we chose Holt-Lunstad et al's (2017) definition of social connectedness because
their work is widely recognized, their framework is comprehensive, and draws upon factors that may
be tied to poor outcomes including suicide.”! Holt-Lunstad et al 2017 (page 521) define the three
domains of social connectedness as follows: 1) Structural (‘the existence and interconnections
among differing social ties and roles’); 2) Functional (‘functions provided or perceived to be available
by social relationships’ including ‘feelings of isolation, disconnectedness, and not belonging’); and 3)
Quality (‘perceptions of positive and negative aspects of social relationship’). Within each of the
aforementioned domains, there are many measures to select from and some of these measures
have been studied in the context of suicide risk. We were judicious in selecting two measures that we
believe will enable us to tap into the domain of interest that our intervention is designed to target (i.e.
functional), while not overburdening the enrolled patients with excessive measurements. We
acknowledge that there is no single comprehensive and universally accepted measure of social
connectedness. We will use two scales that we believe provide synergistic information about this
construct. These scales both address social connectedness and have shown association with
suicidal behavior. The Interpersonal Needs Questionnaire-15 (INQ-15) taps into a major component
of the functional domain of social connectedness, namely perceived inclusion.”” The INQ-15is a 15-
item self-report scale that measures thwarted belongingness and perceived burdensomeness.
Thwarted belongingness measures an individual’'s perception that their ‘fundamental need for
connectedness’ is left unmet (Van Orden 2012, page 198).”” Each item is measured on a 7-point
Likert scale, with higher scores suggesting lower perceived connectedness.”” The INQ-15 has good
reliability and validity in the Veteran population. Higher scores on the INQ-15 have been associated
with suicide risk.”’-”® The Multidimensional Scale of Perceived Social Support (MSPSS)”® The
MSPSS also taps into a major component of the functional domain of social connectedness, namely
perceived social support. he MSPSS is a 12-item self-reported scale that is designed to ask about
support from several sources including friends, family and significant other. The scale has been
shown to have good internal and test-retest reliability as well as good validity. There is some
evidence that perceived social support as measured by the MSPSS may also be associated with
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suicide risk-2°

Secondary Outcome (Suicide Attempts): We will assess for non-fatal and fatal suicide attempts at one
and three months after discharge using the C-SSRS.*? The C-SSRS is a valid and reliable scale that includes
a seven-item subscale that asks patients to self-report on actual attempts, interrupted attempts, aborted
attempts, and preparatory acts or behaviors. The scale asks the assessor to document the actual and
potential lethality of these behaviors. The C-SSRS is widely used in the VA. The psychometrics of the C-
SSRS in Veterans is unknown. We will also review suicide behavior reports (SBR) in the electronic medical
record. SBRs are required in the VA and include information on suicide attempts, suicide deaths, and other
types of suicidal behaviors including interrupted attempts.®"

Secondary Outcome (App engagement): Several measures have been selected to aid in a planned
secondary analysis of the data to characterize the relationship between app engagement and outcomes in
patients assigned to the intervention arm. Although mHealth is being used with increasing frequency to
address various health behaviors, there is a dearth of evidence on effective methods to assess app
engagement, though many approaches exist.82%% Therefore, we will administer the App Engagement Scale
(AES) at one-, three-, and six- months. Notably, the one- and three-month AES assessment will include the
period during which the patient is receiving the PEACE intervention; however, the six-month assessment will
measure whether the Veteran decided to continue to use the app on their own even after the intervention
period ended and the intervention staff member was removed from the social network. The AES is adapted
from the end-user version of the Mobile Application Rating Scale (UMARS).3* The AES has been studied in
patients with mental health conditions, has been shown to have good internal reliability, and is strongly related
to app engagement.®®

Study Design: AS —
shown in Figure 5, Figure 5. Timeline of Assessments and Interventions

patients allocated to the

. . . Study Hospital
PEACE intervention will Timeline DIC2dy 2wk 1m 6wk 2m__1owk 3m 6m
meet with the study
therapist prior to As(ﬁssg‘ze;‘ts | | I I
discharge. During this - T0 T T2 T3
visit, they will receive the Randomized i | ! | } ! i fo
first intervention visit. The PEACE + SDP ! Contact Contact Contact Contact Contact Contact
' = Brief yisit  visit Visit Visit  Visit "3 yisit
intervention will be (N = 46) Educational Visit
. . . Int ti

delivered in a private N
office on GE. After Randomized I< 33
discharge patients will SDP Discharge Outpatient MH treatment as deemed

.. . (N - 46) planning clinically appropriate by the patient’s
Parthlpate In seven per VA outpatient MH providers. The frequency of
regular fO||OW-Up policy visits is determined based on VA Policy.

contacts with the study
therapist over a period of  dy = days; m = months; MH = Mental health; SDP = Standard psychiatric
three months in addition discharge practices; TO, T1, T2, T3 = assessment time points; wk = weeks
tO use Of the My3 app _________________________________________________________________________________________________________________________|]
Depending on patient preference, the regular contacts will occur in a private office on the WRJ VAMC
campus or the contacts will occur over the phone or VA Video Connect.
o All patients (including patients randomized to PEACE) will have access to standard discharge care.
Furthermore, regardless of study assignment, all patients will undergo four outcome assessments
including assessment 1 (baseline or study entry, occurs just prior to hospital discharge)(0M), assessment
2 (occurs one month after baseline assessment) (1M), assessment 3 (occurs three months after baseline
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assessment) (3M) and assessment 4 (occurs six months after baseline assessment) (6M). These
assessments will be conducted by the independent outcome assessor. The independent outcome
assessor will conduct the baseline assessment in a private office on GE. We anticipate that, in most
cases, assessment 1 will occur on the day before discharge. Depending on patient preference, the
independent outcome assessor will conduct assessments 2, 3, and 4 in a private office on the WRJ
VAMC campus, over the phone, or using VA Video Connect. The assessors will be blinded to study
assignment and the patients will be instructed to not reveal their status to the assessor. All outcome
variables will conform to the PhenX Common Data Elements (CDE) in order to improve our ability to
compare our findings across other studies and maximize the impact of our results. The independent
assessor will be blinded to study assignment. At each study visit, we will ask the assessor to guess the
study assignment of the participant. We will consider that the blinding of the assessor was successful if
the assessor is able to guess the assignment less than half of the time.

o Because app engagement will only be tracked in patients exposed to PEACE, we will ask that the
study coordinator or study therapist (rather than the outcome assessor) administer the self-reported
scale (AES) in order to avoid compromising the blinding of the outcome assessor. Quantitative measures
of app engagement can be directly downloaded onto a secure server.

o As the WRJ VAMC is a rural medical center that serves a large geographic area (New Hampshire and
Vermont), we anticipate that several enrolled patients will prefer phone (or VA Video Connect) over in-
person follow-up. Fortunately, the assessment instruments that we selected for this study can be
administered over the phone or in person. Furthermore, our decision to allow patients to participate in
study follow-up by phone (or VA Video Connect) or in person is consistent with the study methods of the
original WHO BIC trials.

Intervention Training, Supervision, and Fidelity: Given the systematic and structured nature of PEACE,
it will be essential to maintain fidelity to the intervention and the manualized guide during the course of the
trial. N.R. will train the study staff in the delivery of PEACE, then the staff will complete several practice
cases. N.R. will review the staff's performance, provide feedback, and give additional training if necessary.
As described above, PEACE incorporates Ml techniques and N.R. has experience in delivering MI. A
fidelity-rating scale for PEACE was developed for this proposed trial (see Assessment Manual). The scale
is adapted from the validated Yale Adherence and Competence Scale (YACS).%¢ The scale evaluates both
adherence to the study protocol and the competence of the staff performing the intervention. The fidelity
scale includes 15 items, of which 10 items pertain to the brief educational intervention and 5 items pertain
to the regular contacts occurring after psychiatric hospitalization. The elements of the fidelity scale are
based on the criteria outlined in the original WHO BIC protocol. Adherence to each of the 15 items on the
scale will be rated on a 5-point scale ranging from “not at all” to “extensively.”®” A random sample of 10%
of cases will be selected for fidelity rating and the investigator (N.R.) will sit in on these sessions as an
observer in order to complete the rating scale. N.R. will inform the intervention staff member if further
adjustments are necessary to improve and maintain fidelity.

Statistical Considerations

Statistical Analyses: To maintain blinding, the statistician who is otherwise not directly involved in the
study will conduct the analysis based on the intention-to-treat principle. Below, we have outlined the specific
analysis plan for assessing each of the three aims of interest of this study. As part of the analyses of the three
aims, we plan to account for potential confounding. We will assess for statistically significant differences in
baseline study characteristics, including age, sex, race, history of suicide attempts, mental health diagnosis,
marital status, employment, recent life stressors, service history, High Risk for Suicide List status, and Suicide
Prevention Pathway status between study arms using t-tests for continuous measures and chi-squared tests
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for dichotomous variables. We will report these results using 95% confidence intervals (Cl) and P-values. We
will define statistical significance as a P-value < 0.05. If we identify any variables for which there are significant
differences across study arms, we will control for these confounders in the analysis of the aims.

Specific Aim 1: The primary aim of the study is to determine whether PEACE plus standard
psychiatric hospital discharge care reduces suicidal ideation after psychiatric hospitalization compared to
standard psychiatric hospital discharge care, alone. Based on available evidence, we hypothesize that the
intervention plus standard psychiatric hospital discharge care will lead to a significant reduction in suicidal
ideation after psychiatric hospitalization. We believe that the effect of the intervention on suicidal ideation
will be the greatest at the three-month assessment because the greatest intensity of follow-up care
provided through the intervention occurs within the first three months after discharge. In order to assess
whether the effect of the intervention is maintained after the intervention is discontinued, we will reassess
patients at six months (i.e., three months after the intervention has been discontinued). This length of
follow-up is feasible within the scope of this mentored award period and more than 50% of suicide attempts
occur within six months after discharge. We will generate descriptive summary statistics (e.g., means and
standard errors, medians) and graphical displays for the BSS total scores at baseline (assessment 1) and
at assessments 2, 3, and 4. Aligned with evidence from the literature, we will use a hurdle model to
analyze our primary outcome.8%° First, we will use logistic regression whereby we will treat the measure as
a dichotomous outcome with zero versus nonzero values (i.e. presence or absence of any suicidal
ideation). Second, we will look at the degree of suicidal ideation by using a zero-truncated over-dispersed
negative binomial regression for the distribution of nonzero values. The BSS scale is a 21-item scale.®® The
first five items are intended to evaluate for the presence of any suicidal ideation. These items together get
at the complex construct of suicidal ideation including passive and active suicidal ideation. As described in
the literature,®® all 5 initial items on the BSS are used to define the presence or absence of suicidal ideation
(i.e. “zero” on all of the first five questions defines “no suicidal ideation present”). If suicidal ideation is
present, then additional items (i.e. items 6-19) are used to evaluate the severity of suicidal ideation.

We will calculate 95% CIl and P-values and will define a P-value of < 0.05 to be statistically significant.
We will use the maximum likelihood ratio to account for any missing data.

Specific Aim 2: The secondary aim of our study is to determine the mechanism by which PEACE
exerts its anti-suicidal effect on patients after psychiatric hospital discharge. Based on available evidence,
we hypothesize that the intervention plus standard psychiatric hospital discharge care exerts an anti-
suicidal effect on patients after psychiatric hospitalization by improving social connectedness and
engagement in care after discharge. We will assess this aim by performing the following analyses: First,
we will perform an analysis to demonstrate whether there are greater improvements in social
connectedness and engagement in care over time in patients assigned to the intervention versus control
condition at one, three, and six months after discharge. For continuous variables measuring patient
engagement, we will generate descriptive summary statistics (e.g., means and standard errors, medians)
and graphical displays for each measure at baseline (assessment 1) and atassessments 2, 3, and 4.
Second, using structural equation modeling,we will calculate mean differences in scores for each of our
continuous measures at the one-, three-, and six-month assessment periods, as well as the associated
95% confidence intervals and P-values. For the categorical measure of patient engagement, we will use
chi-squared tests to compare the proportion of patients adhering to their discharge plan between the two
study arms at one- month after discharge. Third, we will assess whether social connectedness and patient
engagement mediate the effect of the intervention on suicidal ideation, as measured by total BSS scores.
In order to conduct this analysis, we will use structural equation modeling. We will use the maximum
likelihood to account for any missing data. We will calculate the associated 95% Cls and P-values and will
define a P-value of 0.05 to be statistically significant.
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Specific Aim 3: We plan to conduct an exploratory analysis on the number of suicide attempts (fatal
and non-fatal) that occur after discharge in the intervention plus standard psychiatric hospitalization
discharge care arm compared to standard psychiatric hospital discharge care, alone. While suicide deaths
and suicide attempts are important clinical endpoints, this single-site trial will not be powered to detect a
statistically significant effect between study arms. Furthermore, because we assume that few events will be
observed in either arm, we plan to summarize our findings by providing basic descriptive statistics
regarding the number of events in each arm at one-, three-, and six-month follow-ups. In the event that
there are a sufficient number of suicide attempt events to perform statistical analysis, we will use a log-rank
statistic to test for statistically significant differences in the proportion of suicide attempts between arms.
We will use the Kaplan-Meier method to plot and compare survival curves for each arm. Specifically, we
will calculate the time from the baseline assessment (assessment 1) to first suicide attempt after discharge
for each study arm. Patients who are lost to follow-up or do not attempt suicide will be censored during the
analysis. We will calculate hazard ratios using the Cox proportional hazards model. This approach will
also enable us to adjust for baseline differences between study arms, if necessary. We plan on using these
data to inform a future trial that is powered to detect an effect.

Proposed Secondary Analysis: Within the intervention group, we will conduct a secondary analysis of
engagement with the mHealth app to assist further in the interpretation of our findings. Specifically, we are
interested in learning about the degree to which patients assigned to PEACE interacted with app and
whether differences in the degree of engagement with the app are associated with changes in social
connectedness and suicidal ideation. First, we will generate descriptive summary statistics (e.g., means
and standard errors, medians) and graphical displays for app engagement at one and three-month follow-
up. Second, we will use generalized linear modeling to evaluate the relationship between app engagement
and the primary outcome, suicidal ideation, and the secondary outcome, social connectedness.

Sample Size:

Based on a pilot RCT of the VA BIC Program in 19 patients discharged from the WRJ VAMC inpatient mental
health unit (manuscript currently under review), we found that the intervention had an estimated effect size of
0.5 (Cohen’s ds) on the BSS. We see the 0.5 as a medium sized effect and consistent with effects of other
psychosocial interventions. We have reason to believe that this effect size may be even higher in our trial

Where we W||| be —
enhancing the Table 3. Sample size estimates

intervention with Effect Size of ) ]

the addition of the Power | Alpha | p \n | o Effect | IMtervention | Control | Intervention | Control
mHealth app. We [ 0.8 005 (05 [4 |03 Small 109 109 120 120

used these pilot 0.8 0.05 (05 [4 |05 Medium | 40 40 46 46
fha;ié‘;l:ﬁ'e‘;a'cu'ate 08 |005 |05 |4 |06 |Medium |27 27 30 30

sample size for this | 0-8 005 (05 [4 |08 Large 16 16 18 18

proposed study. In p = correlation of repeated measures; n = 4 timepoints; N=number

doing so, we used *Size of effect are based on criteria described in Laken D 2013.97
a formula for

estimating sample sizes for longitudinal designs with repeated measures as proposed by Hedeker et al
(1999).%° We assumed that the correlation of repeated measures (p) was 0.5 based on findings from our pilot
data. Furthermore, we assumed that there were four assessment points and that the data followed a normal
distribution. We made this latter assumption because our pilot data followed a normal distribution according to
the Shapiro-Wilk test for normalcy. We also are assuming that the data that we collect in this proposed trial will
follow a normal distribution because the data will be drawn from the same population (and the same setting) as
our pilot work. As shown in Table 3, based on the aforementioned calculations, a sample size of 80 (40 per
arm) will achieve an 80% power to detect an effect size of 0.5 (Cohen’s d) or greater between arms across the
study timepoints with a significance level of 5%. In our pilot study, there were no patients who dropped out, but
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two patients had missing data at one or three-month follow-up. Conservatively, we assumed that in the
proposed trial that there could be a drop out as high as 10%. This means that we will need to recruit for this
proposed trial a sample size of 92 (46 per arm).

Study Population and Recruitment

The study will be conducted at the WRJ VAMC and will recruit patients hospitalized on Ground East (GE), the
facility’s 12-bed inpatient mental health unit. GE staff includes psychiatrists, a therapist, nursing staff, a social
worker, and trainees from these disciplines. Study staff will attend daily inpatient treatment team meetings in
order to identify potentially eligible patients who can be approached about study participation. The inpatient
team and attending psychiatrist will make the determination as to when and whether it is clinically appropriate
for study staff to approach potentially eligible patients. After approaching eligible patients, study staff will make
them aware of the study and determine if they are interested in participating in the study. If patients are
interested in the study, study staff will obtain informed consent using a written informed consent document
prior to enrolling the patient into the study. During the course of the study, it will be impossible to blind the
study therapist or patients to treatment allocation; however, the outcome assessor will remain blind to study
assignment throughout the trial. Patients will be instructed during the course of the trial not to reveal their
study assignment to the outcome assessor. In order to assist with study retention,

reminder letters will be sent in the form of U.S. mail or a phone call, depending on patient preference.

Inclusion Criteria:

o Per the unit psychiatrist, hospitalization was due to concerns about acute risk for self-harm
including suicidal ideation, suicide attempt, and/or admitting provider deemed the patient was at
imminent risk for self-harm;

Be a Veteran eligible to receive VA services;

Be 18 years or older;

Be able to speak English;

Have access to a smart phone and express willingness to download the My3 app.

0O O O O

Exclusion Criteria:
o Unable to provide informed consent;
o We do not plan to enroll any potentially vulnerable populations including prisoners or involuntarily
committed patients.

Informed Consent

Eligible participants who are interested in participating in this study will complete the informed consent process.
Study staff will inform the patient about the study and provide them with the informed consent document.
Patients will have the option to review the document with their doctor, family, and/or friends prior to signing if
they choose. Upon signing, they will be provided with a photocopy of the document. We do not anticipate a
waiting period between informing the patient of the study and obtaining informed consent, but participants may
choose to wait. To ensure understanding of the study purpose and procedures, the patient will be encouraged
to ask questions if there is anything they do not understand. Additionally, the informed consent document is
written in easy-to-understand language to facilitate comprehension. As a result of the certificate of
confidentiality, the consent form will not be uploaded to the patient’s medical chart.

Risks and Side Effects:
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Potential Risks

As described above, it is expected that patients may report worsening suicidal ideation or suicidal behaviors at
the study assessments (i.e., assessments 1, 2, 3, and 4) regardless of whether they are assigned to the
intervention or control condition. It is also possible that patients assigned to the intervention arm may report
worsening suicidal ideation or suicidal behavior during an intervention visit. It is also possible that patients
could be seen in the emergency room or be hospitalized because of any of these events. Thus, it is expected
for the patients to continue with the study unless the patient requests to be removed from the study.

Furthermore, as outlined in our Safety Alert Protocol, study personnel will immediately follow the safety alert
protocol in response to any reports of worsening suicidal ideation or behaviors. If necessary, patients will be
connected immediately with required clinical treatment. All patients will continue to have access to standard-
of-care treatment during the course of the trial regardless of study assignment. Furthermore, all patients may
continue any treatments that they were receiving as part of their routine care prior to enrolling in the study.

Therapeutic Risks

During the trial, the research staff will ask patients questions about how they are feeling and their interactions
with other people. Patients will be exposed to these therapeutic risks during assessments 1, 2, 3, and 4. In
addition, patients assigned to the intervention condition will also be exposed to these therapeutic risks at the
intervention visits (brief education visit plus seven contact visits after discharge as well as during the use of the
My3app). Sometimes, patients can feel embarrassed, nervous, bored, or generally uncomfortable when they
are asked to answer these types of questions. However, because there are sufficient safeguards in place to
mitigate these potential risks, the overall therapeutic risk from this study to enrolled patients is very low.

Research Risk

During the course of the trial, protected health information including name, social security numbers (in order to
process participant payments), phone numbers (for contact purposes), sociodemographic information (e.g.
age, race), psychiatric diagnoses (e.g., Alcohol Use Disorder, Substance Use Disorder, Depression), mental
health treatments received, and psychiatric symptoms (e.g., responses to standardized questionnaires) will be
collected from all enrolled patients. Furthermore, the My3 app will use the patient’s contact list in order to
facilitate easy communication between the patient and their support network. The app does not store this
information within the app, and thus, the risk of confidentiality being compromised is extremely low. As there
are sufficient safeguards in place to mitigate these risks (see Protection Against Risk below), the overall
research risk in this study is very low. This study will also be protected by a Certificate of Confidentiality. As a
result, the consent form will not be uploaded to the patient’s medical chart. Study staff will write visit notes in
the patient’s chart including information about the intervention as well as any relevant research or clinical
information necessary for continuity of the patient’s medical care.

Protection Against Risk

Study Population Safety Risk

Our target population is a high-risk population. All patients in our study will need to have been admitted
psychiatrically due to suicide risk to meet enroliment criteria. We fully expect that all patients at baseline will
report high suicidal ideation (and possibly a suicide attempt) that led to current admission. We expect that
many patients will remain at high risk for suicide throughout the study. To maximize the safety of patients
during the study, we have taken the following steps. First, we will only accept referrals for the study from the
inpatient mental health team. The inpatient mental health team led by the psychiatric medical director will
determine if patients are appropriate for the study. Second, we are only using trained mental health providers
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as study staff assessors (and interventionist). Third, at each study assessment time point (i.e., assessments 1,
2, 3, and 4), patients will be assessed for symptoms of suicidal ideation and suicidal behavior because these
are a priori study endpoints. Our follow-up schedule matches that recommended in the literature (Schatten
2020). In addition, for patients assigned to the intervention, patients may report worsening suicidal ideation or
suicidal behavior in the context of the intervention visits or by contacting the intervention staff member by
phone via the My3 app. Regardless of whether the patient is assigned to the intervention or control condition,
the study staff will be ethically bound to take appropriate action if the patient is at imminent risk for self-harm.
We have an established algorithm that will be used by the trained assessor to determine whether there is a
safety alert based on scale scores. The Safety Alert Protocol outlines the process that study staff members
will follow in order to ensure the safety and well-being of all enrolled patients regardless of whether they are
assigned to the intervention or control condition. In the event that a safety alert is met, the research staff
member will contact Dr. Natalie Riblet (or the mental health physician covering for her) or, if necessary, the
patient’s mental health provider. As part of this risk assessment, the assessing clinician will immediately
complete a comprehensive evaluation of risk and determine the most appropriate next level of care for the
patient. The next level of care may include psychiatric admission, emergency room referral, or an outpatient
follow-up appointment with the patient’s healthcare provider. Please see the Safety Alert Protocol for a full
description of all safety alerts and required actions by study staff members. The safety protocol aligns with
standard care approaches that are followed by all VA mental health providers at the WRJ VAMC facility.

Of note, it is possible that the patient could contact the study therapist by phone call through the My3 app
relaying that he/she is doing worse or that they are experiencing worsening suicidal ideation or behaviors. We
have instituted several safe-guards to ensure the safety of the patient: First, the My3 app would direct the
patient’s call to the study therapist’s VA issued cell phone. Second, in the event that the study therapist is not
available, the voicemail greeting message includes the standard required language required by all WRJ mental
health providers). The standard language includes information on what the recipient should do in the event of
acute safety concerns such as calling the Veterans Crisis Line. This is also the same standard language that
the inpatient treatment team on Ground East shares with families/friends if they request for advice on how to
manage safety risk in their loved one. In the event that the study therapist is made aware of safety concerns
about the patient, the study therapist will follow standard procedures as are followed by any mental health
provider who works at the WRJ VA Medical Center. This procedure includes attempting to contact the patient.
If the patient cannot be located, the study therapist will reach out to the support person (and if necessary, any
other contacts provided to the study staff by the patient) in order to locate the patient. Once the patient is
reached, the study therapist will follow the Safety Alert Protocol. If the patient can’t be located, the study
therapist will reach out to the Suicide Prevention Coordinator to determine the next best plan of action.

Please note that the My3 app does not have any capability to send or receive text messages. The My3 App
can only enable the patient to communicate with the intervention staff member through a cellular phone call.

Therapeutic Risk

Patients will be given ample time to answer questions and complete visits in order to reduce any discomfort
they may experience. Patients will also be made aware that if any of the questions make them feel
uncomfortable, they should feel free to mention this to the study staff member and have this concern
addressed immediately. At any point during a visit, a patient can take a break or refuse to answer a question.

Research Risk
Every effort will be made to ensure that the privacy and confidentiality of the patient is maintained. All study
visits will occur in a private office on the WRJ VAMC campus to ensure privacy. If a visit or assessment is
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done via a phone call, the research staff will conduct the phone call in a private office. All assessments that
can be collected electronically will be stored on a secure, password-protected file on a secure, local researcher
server. All staff associated with the study will complete required security training prior to the start of the study
in order to be permitted access to this server. Furthermore, all study staff will adhere to the required annual
training (by the WRJ VAMC) necessary to maintain their access to the server. All paper copies of study-
related data, including consent and HIPAA forms, will be kept in a locked file cabinet, in a locked office,
dedicated to this study. Only research staff will have access to this locked cabinet

Finally, the phone numbers of the patient, the support person and the study therapist must be entered into the
patient’s contact list, which the My3 app will then use to facilitate a phone call. A phone number is the only
reliable mechanism by which the My3 app can enable the patient to make a cellular phone call to the support
network member or the intervention staff member. The intervention staff member on this study has access to a
personal, VA-issued cell phone, which is in full compliance with VA security requirements and receives
scheduled security updates. No phone numbers will be stored directly in the app. As stated above, the My3
App is not capable of sending or receiving text messages.

Benefits:

All patients participating in this trial will receive standard of care and will be able to continue all treatments
and mental health care that they would otherwise have access to outside of the study. In addition,
depending on study assignment, some patients may receive the PEACE intervention. The PEACE
intervention is designed to enhance care that patients receive by helping to connect them with available
mental health resources and educating them about suicide prevention after psychiatric hospitalization.
Although the PEACE intervention is adapted from a successful suicide prevention strategy (WHO BIC),323*
it is unknown whether the PEACE intervention significantly reduces suicide risk after psychiatric
hospitalization relative to standard discharge practices. The work from this proposed study will be able to
more definitively address whether the PEACE intervention is an effective suicide-prevention strategy in
patients following a hospitalization. This is important, given that death by suicide after hospitalization
remains an important problem in the Veteran population despite the VA’'s multiple suicide-prevention
strategies. Since the overall risks associated with this trial are minimal and the anticipated benefits and
knowledge to be gained are clinically important, there is sufficient reason to conduct this study.

Protected Health Information:

We will administer several validated instruments to all enrolled patients at baseline and follow-up (one-,
three- and six-month follow-ups). These instruments ask various questions related to self-harming
thoughts or behavior and social connectedness. We will also ask patients to report on any non-VA
healthcare utilization at one-, three- and six- month follow-ups. Demographic data and other baseline
characteristics will be collected from the patient’s electronic medical record at baseline. Information on VA
healthcare utilization will be collected from the patient’s electronic medical record at one- and three-month
follow-ups. For patients assigned to the intervention arm, data on app utilization will also be downloaded
from their app. All data will be collected solely for the purposes of this study. All study data will be collected
using an electronic data-capture system. These data are stored on a local, secure research server that
only study staff will have access to. All paper copies of study-related data, including consent and HIPAA
forms, will be kept in a locked file cabinet, in a locked office, dedicated to this study. Only research staff
will have access to this locked cabinet.

The My3 app will not store any PHI within the app. The app will only require access to the patient’s contact list
in order to facilitate a phone call between the patient and their support person.
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Multi-Site Study Concerns
Not applicable

Resources Available
This project will be conducted at the WRJ VAMC. We anticipate that we will enroll up to 160 subjects over a period
of four years to reach the target sample size of 92 subjects. Dr. Riblet will oversee and lead this project with the
help of research staff, which includes:

¢ Intervention staff

e Study coordinator(s)

e A statistician

¢ Independent assessor(s) blinded to study arm
Of note, because this trial is occurring as part of a career development award, Dr. Riblet will receive ongoing
mentorship and support from her mentorship team in conducting this trial. Her primary mentor is Dr. Bradley V.
Watts who is responsible for overseeing the mentorship team..

Subject Compensation:

We will compensate each patient for each study assessment completed. Patients will receive $25 for the
assessment 1; $50 for assessment 2 (one-month follow-up); $75 for assessment 3 (three-month follow-up);
and $100 for assessment 4 (six-month follow-up). The maximum total compensation is $250. We chose this
staggered payment schedule for two reasons: First, we are asking patients to remain in the study over the
course of six months and we believe that this payment schedule will account for the additional inconvenience
and burden on the patient. Second, prior studies have shown that the use of staggered payments and higher
compensation improves study retention while not being coercive.?>% Every effort will be made to compensate
participants, however, if a participant does not provide necessary information for payment purposes, study staff
will initiate the following: In the event that the patient has completed all assessments and/or interventions, and
has not provided the necessary information to pay them, study staff will call the patient up to five times to
obtain the required information. In addition to these phone attempts, after completion of the study, study staff
will mail a blank VA 10091 (Direct Deposit/Vendorization) form with instructions, envelope, and stamp for the
patient to easily mail back. After five attempts to contact the patient via phone and one attempt at mailing the
patient, if the patient does not provide the necessary information to be paid, we will classify this patient as
“unable to be paid”.

Privacy and Confidentiality:
Please see Protection Against Risk above.

Data and Safety Monitoring Plan

Monitoring and Interim Analysis Plan:

As described in the charter (signed by our study team), “Data and safety monitoring for this study will be
provided by the Clinical Science Research and Development (CSRD) centralized Data Monitoring Committee
(DMC) as described in this charter. The DMC is provided by CSRD to ensure independent oversight of the
safety and integrity of the project. The DMC is an independent multidisciplinary group, whose members have
collectively — through research, education, training, experience, and expertise — the requisite knowledge
pertinent to the subject areas to be reviewed. Membership details are available on the CSRD website. The
DMC will provide an ongoing independent evaluation of this study focused on safety and feasibility, including
participant accrual and retention, adverse events monitoring, and data analyses. Meetings will be held two
times per year at which time recommendations will be made to the Director of CSRD for endorsement. These
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recommendations will range from approval to continue (unconditionally or with conditions to be addressed) to
probation or possibly termination, if there are problems with enrollment or safety concerns.”

Study Safety & Monitoring:

Enrolled patients will be monitored for any unanticipated problems or adverse events during the course of the
study. Unanticipated death possibly related to research will be orally reported to VINNE immediately with a
written report submitted via IRBNet within 5 business days. Possibly study-related unanticipated problems
involving risk to subjects or others and deviations/non-compliance will be reported within 5 business days to
VINNE. Information security or privacy incidents will be reported to the ISO or PO within one hour of discovery.
We have reviewed the literature and made two important observations. First, there is little consensus on what
defines adverse events including SAE and AEs in suicide research.®° Suicidal behavior and worsening of
mental health symptoms is nearly universal in this population®® and rehospitalization is common.®” As such
there is a strong argument in the literature that suicidal behavior (and any related events including worsening
mental health symptoms) are expected in this population in the context of research. Second, it is entirely
possible that the intervention could both reduce the risk of death by suicide and increase use of inpatient and
emergency services. This use of emergency and inpatient services may be protective. While our study uses
standardized measures of suicidal ideation and behavior, our study does not include any standardized
measures to evaluate worsening mental health conditions (e.g. depression). Because suicidal ideation is
common in this population, it is fully expected that patients will report these symptoms after hospitalization and
may trigger our safety alert (described above). As such, we can only reliably evaluate for patient safety events
by looking at well-established clinical endpoints that may indicate worsening health state. This includes the
need for higher level care (i.e. hospital admission or emergency room visit) as well as actual suicide attempts.
We have also reviewed the advice from leading experts in the field of suicide research®-°® who emphasize key
challenges in classifying adverse events in a clinical trial of a population at high risk for suicide. Consistent with
our thinking, these experts recommend that suicide researchers use the following definitions to identify
meaningful events related to patient safety during the study follow-up period:

Study Definition of Adverse Event:
e Any inpatient hospitalization
e Any emergency room admission
o Actual suicide attempt (per reporting guidelines of the WRJ IRB (VINNE)**

Reporting of adverse events: AEs will be reported to the CSR&D DMC and the WRJ IRB (VINNE) at regularly
scheduled reviews as designated by each of these entities.

Study Definition of Serious Adverse Event:
¢ Actual suicide attempt (per reporting guidelines by the CSR&D DMC)**
o Death, any cause

Reporting of serious adverse events: SAEs will be reported to the CSR&D DMC within 72 hours of the

study team becoming aware of the incident. Furthermore, as required by the WRJ IRB (VINNE), serious
adverse events will be reported to the WRJ IRB (VINNE) within § days of discovery if the event is determined
to be both unanticipated AND may be related to the research.

**In accordance with VHA Handbook 1058.01 and the Common Rule (45 CFR 46. 103(a) and 46. 103(b), the
WRJ IRB (VINNE) has determined that suicide attempts in this study are expected and should be reported as
adverse events. However, per the CSR&D DMC'’s request, we will report suicide attempts as SAE to the DMC.
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Reasons for stopping assigned treatment and follow-up:

The following events will be considered reasons to stop assigned treatment and or follow-up of an enrolled
patient: (1) death because the patient would no longer be accessible to study staff; (2) patient requests to
withdraw from the study; or (3) the study investigator or the patient’'s mental health provider request to
withdraw the patient from the study because they believe it is in the best clinical interest of the patient. In
the event that the patient is assigned to the intervention, we will ask the patient if they are willing to

continue with the outcome assessments but respect his/her wishes if he/she chooses to withdraw from the
study.

Trial Registration Requirements

We are required by CSR&D to register this trial with the United States National Library of Medicine registry
of clinical trials.

Milestones and Timelines

Gantt chart of milestones and timelines

Pre-
Year of Award Award FY2021 FY2022 FY2023 FY2024 FY2025
Quarter JT 11 2| 3| 4| 1| 2| 3| 4| 1| 2| 3| 4| 1 2| 3| 4 1| 2| 34 4
Pre-enrollment phase

Finalizing the study procedures

Finalizing the intervention manual

Finalizing assessment protocols

Finalizing fidelity measures and procedures

IRB submission and approval

DMC submission and approval

Study team preparation and training

Enrollment phase
Enroll 20 patients (Year 1)
Enroll 24 patients (Year 2)
Enroll 24 patients (Year 3)
Enroll 24 patients (Year 4)
Recruitment target reached

25% of sample enrolled (N=23)

50% of sample enrolled (N=46)

75% of sample enrolled (N=69)

100% of sample enrolled (N=92)

Data collection phase

Complete follow-up on 32 patients (Year 2)
Complete follow-up on 24 patients (Year 3)
Complete follow-up on 24 patients (Year 4)
Complete follow-up on 12 patients (Year 5)

Analysis phase and next steps

Data cleaning, analysis and interpretation of results
Preparation of de-identified data

Preparation of relevant documentation for data sharing
Merit award proposal for future study based on trial results
Drafting and publication of manuscript of findings

Legend: FY= Fiscal Year; IRB = Institutional Review Board; JIT = Just-in-time period; N = Number
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