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Specific Aims

Psychiatrically hospitalized Veterans are estimated to be at 40-50 times the risk for
suicide than the general population in the year following discharge. ' 2 Despite their elevated
risk, there are no clinical studies testing suicide interventions that are tailored to the population.
To initiate a program of research that will address this need, we will conduct a randomized
controlled trial (RCT) to examine the efficacy of Motivational Interviewing to Address Suicidal
Ideation (MI-SI) plus TAU on suicidal ideation (SI) when compared to TAU alone. The study will
include 140 high-risk Veterans who are hospitalized on a VA psychiatric inpatient unit. “High-
risk” will be defined as scores over 2 on the Beck Scale for Suicidal Ideation (SSI), which
prospectively predicts suicide. 3

All participants will receive a baseline assessment of Sl, suicidal behavior, and risk
factors for suicide. Half will be randomized to MI-SI plus TAU and half to TAU alone.
Participants in the MI-SI group will receive two sessions of MI-SI during their hospitalization plus
one MI-SI telephone booster session in the month following discharge, in addition to TAU. All
participants will be asked to complete telephone follow-up assessments at 1, 3 and 6 months
after discharge. The primary outcome is change in the severity of Sl. In exploratory analyses we
will also examine the impact of MI-SI on treatment engagement, and treatment engagement as
a mediator of the impact of MI-SI on change in the severity of Sl.

The impact of the intervention on suicide risk during hospitalization is also of critical
importance. In exploratory analyses, we will examine the effect of MI-SI on the severity of SI
during the inpatient stay. Additionally, Ml has been found to impact clients’ in-session talk about
making changes, which is associated with treatment outcome. In participants who receive MI-SI,
we will examine the impact of in-session living talk (or talk associated with interest in living) and
suicide talk (or talk associated with interest in suicide) on the severity of S| during
hospitalization.

Aim 1: To conduct a randomized controlled trial (RCT) of 140 participants who are at high-risk
for suicide. Participants will be randomized to receive MI-SI plus TAU, or TAU alone.

Aim 2: To evaluate whether MI-SI plus TAU results in significant reductions in suicidal ideation
(SI) and increases in treatment engagement when compared to TAU alone.

Primary Hypothesis: Participants who receive MI-SI plus TAU will report greater
reductions in Sl over follow-up, than participants who receive TAU alone.

Exploratory Hypothesis 1: Participants who receive MI-SI plus TAU will engage in more
treatment over follow-up than participants who receive TAU alone.

Exploratory Hypothesis 2: Treatment engagement over follow-up will partially mediate
the impact of MI-SlI on SI.

Aim 3: To evaluate improvements during hospitalization.

Exploratory Hypothesis 3: Participants who receive MI-SI plus TAU will report greater
reductions in S| during hospitalization, than participants who receive TAU alone.

Exploratory Hypothesis 4: In participants who receive MI-SI plus TAU, in-session living
talk will be positively associated with reductions in SI during hospitalization.
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Exploratory Hypothesis 5: In participants who receive MI-SI plus TAU, in-session suicide
talk will be negatively associated with reductions in S| during hospitalization.

Findings from this RCT will set the stage for an RCT to test the efficacy of MI-SI on risk
for suicidal behavior in high-risk Veterans, and future studies exploring the mechanisms by
which MI-SI may work. Findings will also contribute to the development and implementation of

other suicide interventions that target the needs of high-risk Veterans and the implementation of
efficacious suicide interventions across VA.
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Background and Significance

Psychiatrically Hospitalized Veterans are at High-risk for Suicide. Psychiatric disorders are
known to increase risk for suicide in the general population, 7 as well as in Veterans. In a study
integrating VA medical records with National Death Index (NDI) data, depression, substance
use disorders, post-traumatic stress disorder, other anxiety disorders, bi-polar disorder and
schizophrenia were shown to increase risk for suicide in Veterans. 8 General population studies
indicate that the months following discharge from psychiatric hospitalization are particularly
high-risk periods for individuals with psychiatric disorders, ®'2 and these findings have been
replicated with Veterans. In a prospective study of psychiatric inpatients from 128 VAMCs, the
suicide rate in the year following discharge was 445/100,000, ' over 40 times the rate in the
general population (11/100,000). ' Nearly half (46%) died within 3 months of discharge
underscoring that the initial months are a period of great risk for Veterans. Factors associated
with suicide included major depression, substance abuse, and post-discharge treatment
engagement. ' In a study of depressed Veterans who received treatment from VA, 2 the suicide
rate in the 12 weeks following hospitalization was 568/100,000, almost five times the rate of
Veterans who received outpatient treatment for depression (114/100,000), 2 and 50 times the
rate in the general population (11/100,000), confirming the need for preventive interventions for
this population.

Existing Interventions Are Inadequate for this Purpose. Existing interventions may not meet
the immediate needs of psychiatrically hospitalized Veterans. Most Cognitive Behavioral
Therapy (CBT) interventions that have been tested fall into the categories of Cognitive Therapy
(CT), Dialectical Behavioral Therapy (DBT), and Problem-Solving Therapy (PST). ™ In general,
suicidal behavior is conceptualized as a maladaptive coping strategy and patients are taught
problem-solving and coping skills. CT for suicide prevention plus intensive case management
plus treatment as usual (TAU) has been shown to reduce suicide attempts when compared to
intensive case management plus TAU. ' DBT has also been found to reduce suicide attempts
in comparison to TAU and therapy by experts. '6'® Although PST has been shown to reduce
depressive symptoms, " it was not found to reduce suicidal behavior in a meta-analysis. % In
their current form, CT for suicide prevention and DBT are too intensive to deliver during acute
inpatient hospitalization. The average stay on the acute inpatient unit at the Syracuse VAMC is
approximately 9 days; CT for suicide prevention lasts ten sessions, and DBT consists of two
sessions a week for a year. Thus, research examining the efficacy and effectiveness of brief
interventions for psychiatrically hospitalized Veterans at high-risk for suicide is needed.

Motivational Interviewing to Address Suicidal Ideation (MI-Sl) is Promising. Motivational
Interviewing (M) is a clinical approach that was originally developed to help motivate patients to
change hazardous drinking behavior. It is defined as a “a client-centered, directive method for
enhancing intrinsic motivation to change by exploring and resolving ambivalence,” '
Hypothesized to work through interpersonal and behavioral pathways, 22 Ml provides patients
with an empathic relationship that helps them feel understood and supported. However, it is also
directive in that clinicians actively elicit and reinforce change talk, or talk indicating that the
patient is thinking about making changes, and commitment talk, or talk indicating that the patient
is committed to making changes, which are predictive of reduced post-treatment substance use.
2,24 Ml can also be used to target ambivalence about living and dying that is often observed in
individuals who are thinking about suicide ?°. It provides an empathic relationship that increases
patients’ willingness to openly discuss their thoughts about living and dying, and also provides
techniques that can be used to elicit and reinforce living talk (talk indicating that the client is
thinking about living), and commitment talk (talk indicating that the client is committed to living or
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trying to make life worth living), thereby reinforcing patients’ wish to live and engage in life
sustaining and enhancing behavior.

Resolving ambivalence about living and dying may be critical to reducing risk for suicidal
behavior. In their conceptualization of SI, Kovacs and Beck wrote that the “overt suicidal act is
viewed as the outcome of the internal subjective struggle between the wish to live and the wish
to die, rather than the consequence of a single unidirectional motivation. 26 Research testing this
hypothesis has used an index of the ratio of the wish to die to the wish to live that was created
with items from Beck’s Scale for Suicidal Ideation (SSI). ? Outpatients whose wish to die
outweighed their wish to live made more severe attempts 2 and were more likely to die by
suicide. 28 Conversely, individuals whose wish to live outweighs their wish to die may be less
likely to think about suicide, and subsequently engage in suicidal behavior. 2> They may also be
more likely to engage in life sustaining and enhancing behavior such as mental health and
substance abuse treatment. 2°

MI-SI’'s focus on resolving current SI makes it a promising addition to the VA suicide
prevention strategy. In general, the VA strategy is based on using a suicide risk assessment to
identify high-risk Veterans, mandating the use of a Safety Plan to identify warning signs and
coping skills that can be used to reduce risk, and using Suicide Prevention Coordinators to
oversee the care of high-risk Veterans. However, the VA does not have a treatment component
that directly targets the resolution of current Sl, which may impact the effectiveness of the
services being offered. Veterans whose wish to die is stronger than their wish to live may not be
willing to engage in treatments or services that can reduce their risk for suicidal behavior. For
example, the Safety Plan is used to help individuals identify warning signs that indicate
increased risk (e.g. physical pain or loneliness) and coping skills (e.g., taking a walk or calling
someone) that can be used to reduce their risk. Veterans who want to die more than they want
to live may not be willing to develop a Safety Plan or use it to address their warning signs.
However, Veterans who want to live more than they want to die may be willing to engage in
such activities. MI-SI can be used to explore Veterans’ ambivalence about living and dying, and
enhance their wish to live and engage in life sustaining and enhancing behavior. Theoretically,
MI-SI should therefore complement the Safety Plan and the other components of the VA suicide
prevention strategy.

Over 200 RCTs have been conducted using Ml, 22 and findings from these studies
support its potential as a brief intervention for Veterans at high-risk for suicide. In the most
recent comprehensive meta-analysis, an average of two Ml sessions was found to have a
medium-to-large effect size in the first 3 months after treatment (Cohen’s d = 0.77), * a period
of great risk in psychiatrically hospitalized Veterans. A brief course of Ml can be as efficacious
as more intensive treatments. In Project MATCH, four sessions of Ml yielded outcomes that did
not differ from those following twelve sessions of CBT and Twelve Step Facilitation (TSF). 3 32
MI has been shown to reduce self-injury. In individuals hospitalized for alcohol-related injuries,
one session of MI reduced alcohol-related re-injury by almost 50% over 3 years. 3 When added
to another treatment, Ml has been shown to promote treatment engagement and improve
treatment outcome. 3% ** MI may also be uniquely suited for use with Veterans as it has been
found to reduce hazardous drinking in Veterans. * It has also been shown to be more
efficacious with angry patients than alternative treatments, 3! 32 and anger may interfere with the
efficacy of clinical interventions with Veterans. 3 Ml-based interventions may also translate to
practice within VA as non-research clinicians can be trained to use it effectively.
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Study of Speech

MI theory posits that speech is one pathway through which MI increases clients’
motivation to change hazardous behavior. 2> Accordingly, much MI process outcome research
examines the impact of clinician and client verbalizations on the outcome of treatment. In
studies across problems (e.g., alcohol use, gambling), populations (e.g., adolescents, adults),
and treatments (e.g., MI, CBT) change talk (that concerns changing) predicted commitment
strength 3" and positive treatment outcomes, 2> 3, commitment strength also predicted
treatment outcome. 37 3% 40 However, counter-change talk (that concerns not changing)
predicted negative treatment outcome. *® Client speech during MI-SI sessions may therefore
represent a wealth of information regarding patient risk and degree of improvement. Living talk
(that concerns living) and suicide talk (that concerns suicide) that occurs during MI-SI sessions,
for example, may be important predictors of treatment outcome. Additionally, the researchers at
the CoE are keenly interested in conducting future methodological research on speech and
suicide risk and may ultimately examine other aspects of speech (i.e., acoustical).

Summary. Veterans who are hospitalized on Acute Psychiatric Inpatient units are at high-risk
for suicide, particularly in the months following hospitalization. MI-Sl is a promising intervention
to accomplish this because it can be used to resolve ambivalence about living and dying by
reinforcing the wish to live, thereby reducing S| and increasing treatment engagement.
Moreover, the existing VA suicide prevention strategy does not directly target the resolution of
current Sl. The proposed study will examine the efficacy of MI-SI on change in Sl. It will also
explore the impact of MI-SI on treatment engagement and the impact of treatment engagement
on change in Sl. The study will also provide data for future studies to explore the mediating
effects of in-session suicide and living talk, the mechanisms by which MI-SI is hypothesized to
work.

. Figure 2: Study Flow Diagram
Work Accomplished

Pilot Study #1 (MIRB# 00475). We
conducted a pilot study to: 1) establish 36
the feasibility of conducting a RCT on Approached
the 16-bed acute inpatient unit at the 6 (17%) Refused
Syracuse VAMC; 2) test the t (17%) Refuse
acceptability of MI-SI; and 3) explore A
the impact of MI-SI on Sl and C%?\ége?\t/;é/
tr(?gtment engagement.. The study Screened 14 (47%) Excluded
utilized a pre-post design and was . .
12 Did not meet criteria
approved by the S_yracuse VA IRB. ;— 1 Discharged
Researchers recruited two days a
: A 1 Refused
week. Patients who met eligibility 16 (53%)
criteria (e.g., were permitted to Eligible
participate by clinicians, from the o ;
catchment area, and not psychotic, $— 3 (19%) Discharged
manic, or demented) were
approached. Those who consented 13 (81%)
completed a screening assessment Received
(e.g., psychosis and mania modules of MI-SI 2 (15%) Lost to Follow-up
the Mini International Neuropsychiatric l— 1 Inpatient
. PUI
Interview [MINI], ** Mini Mental Status 1 Refused
Exam [MMSE], 4> 43 SSI) # to ensure 0
e o 11(85%)
that they were at high-risk for suicide
q Id ith th ste | Completed
and could engage wi erapists in Follow-up
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MI-SI. High-risk was defined as scores over 2 on the Beck Scale for Suicidal Ideation (SSI),
which prospectively predicts suicide. ® Eligible participants received a baseline assessment,
were schedule to complete two MI-SI sessions over three days, a post-treatment assessment,
and a 60-day follow-up assessment.

Findings indicated that an RCT is feasible. Recruitment spanned 24 weeks (2/16/2010 to
8/11/2010 with 2 weeks of no-recruiting). Two hundred and eighteen patients were admitted to
the unit, 130 (60%) did not meet eligibility criteria, and 52 (24%) were unavailable to
researchers as they were scheduled for discharge within 48 hours of identification by study staff.
Of the 36 who were approached, 30 (83%) consented, 16 of 30 (36%) had SSI scores over 2,
and 3 of 16 (19%) were discharged before receiving the first MI-SI session. Thirteen received
MI-SI, for a recruitment mean of 0.54 participants per week. Nine of 13 (70%) completed two
MI-SI sessions. Follow-up data was collected for 11 of 13 (85%). One was admitted to an
inpatient PTSD unit and was unable to return to Syracuse to complete follow-up. The second
withdrew from participating.

All 13 participants were male, average age was 46.77 (10.49), 9 (69.2%) were non-
Hispanic white, 7 (53.8%) had seen combat, 8 (61.5%) had a previous suicide attempt, and 5
(38.5%) had more than one. Chart reviews indicated that 11 of 13 (85%) had mood disorders,
10 (77%) anxiety disorders, 7 (54%) substance use disorders, and 2 (15%) attention deficit
disorders. All 13 had been engaged in mental health or substance use treatment in the year
prior to admission. Findings showed that MI-SI was acceptable to participants. The mean (SD)
CSQ-8 score was 3.58 (.40), indicating that they were “3 = mostly” to “4 = very satisfied”.

Findings suggested that MI-SI has promise and is worthy of continued study. Pre-post
effect sizes were computed using the formula: ES = (Mgre — Mpost)/SDpre (Tables 1 and 2). 45 A
standard version (last week) of the SSI was used at baseline and follow-up, and a modified
version (past 48 hours) was used at post-treatment. Participants who received MI-SI
experienced reductions in the severity of Sl, with an effect size of 3.39 from baseline to post-
treatment indicating an immediate reduction in SI. The effect size from baseline to follow-up was
1.95, indicating continued reduction. These effect sizes are recognized as clinically significant,
46 and compare favorably to TAU data collected by consultant Dr. Comtois. In a study of 15
participants recruited primarily from inpatient units, with additional patients from the Emergency
Department, Consult-Liaison, and Crisis Intervention services from an urban medical center,
SSI scores fell 9 points from baseline to 60-day assessment. The reduction was almost half the
17.9-point reduction observed in this study. The percentage of participants whose SSI scores
fell below the high risk threshold (< 3) was used to confirm clinical significance. Thirty-three
percent of scores from baseline to post-treatment fell below the threshold (< 3), as did 64% of
scores from baseline to follow-up. All participants attended one mental health or substance
abuse treatment session after discharge. Of the 11 participants with follow-up data, 7 (64%)
completed 4 or more sessions, which compares favorably to previously reported rates. '
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Table 1. Post-treatment Outcomes for MI-SI Pilot Study (N = 9)

Measure Baseline Post-Treatment Effect % Below
Mean (SD) Mean (SD) Size Cutoff
SSli 27.56 (4.88) 11 (10.44) 3.39 33.33<3
Table 2. Follow-up Outcomes for MI-SI Pilot Study (N = 11)
Measure Baseline Follow-up Effect % Below
Mean (SD) Mean (SD) Size Cutoff
SSi 23.45 (9.19) 5.55 (9.32) 1.95 63.64 <3

Pilot Study #2 (MIRB# 00512). Experience conducting the pilot study led to protocol changes
that were piloted in a second study. The design of study #2 was identical to study #1 with the
following exceptions: the unit was staffed five days a week to reduce the number of patients
who were unavailable or scheduled for discharge within 48 hours of identification by study staff,
the two MI-SI sessions were completed over two rather than three days to increase the
percentage of participants that completed both sessions, and 60-day follow-up assessments
were not conducted. Participants were recruited for four weeks from 1/3/2011 to 1/28/2011.
Thirty-six patients were admitted to the unit, 22 (61%) were ineligible, and 6 (17%) were
unavailable or discharged within 48 hours of identification. These six patients were discharged
because they requested release, were transferred for detoxification, or were released because
they disrupted the milieu. Of the patients who were admitted to the unit, 8 (22%) were
approached and consented, and 2 (6%) met eligibility criteria and completed both MI-SI
sessions. Recruiting 5 days a week reduced the number of patients who were unavailable or
discharged within 48 hours of identification, and conducted MI-SI sessions on consecutive days
increased the percentage of participants who completed both sessions.

Restatement of Aims

Aim 1:

To conduct a randomized controlled trial (RCT) of 140 participants who are at high-risk

for suicide. Participants will be randomized to receive MI-SI plus TAU, or TAU alone.

Aim 2:

To evaluate whether MI-SI plus TAU results in significant reductions in suicidal ideation

(Sl) and increases in treatment engagement when compared to TAU alone.

Aim 3:

Primary Hypothesis: Participants who receive MI-SI plus TAU will report greater
reductions in Sl over follow-up, than participants who receive TAU alone.

Exploratory Hypothesis 1: Participants who receive MI-SI plus TAU will engage in more
treatment over follow-up than participants who receive TAU alone.

Exploratory Hypothesis 2: Treatment engagement over follow-up will partially mediate
the impact of MI-SI on SI.

To evaluate improvements during hospitalization.

Exploratory Hypothesis 3: Participants who receive MI-SI plus TAU will report greater
reductions in S| during hospitalization, than participants who receive TAU alone.

Exploratory Hypothesis 4: In participants who receive MI-SI plus TAU, in-session living
talk will be positively associated with reductions in SI during hospitalization.
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Exploratory Hypothesis 5: In participants who receive MI-SI plus TAU, in-session suicide
talk will be negatively associated with reductions in S| during hospitalization.

Methods
Figure 3: Study Design
Treatment Setting Consent and Screening
The study will take place on the 18-bed Phase 3
Acute Psychiatric Inpatient unit at the Syracuse 1
VAMC. In 2009, the previous 16-bed unit treated Baseline Assessment
498 Veterans, approximately 41 a month, and the v

average length of stay was 9 days.
verag 9 yw y Randomization

Participants v v
Participants will include 140 Veterans
recruited from the Acute Psychiatric Inpatient Unit. Phase 2 MI-Sl TAU
Pilot data suggests that we will screen 320 2 Sessions
patients to identify 140 participants. A sample size v v
of 140 would provide up to 28 participants for
training and piloting, and 112 participants for the 1 MI-S TAU
RCT. The sample will be predominantly male and Booster
white non-Hispanic, though females and minorities Session
. _ 47
will be eligible. e? 3
] L. ) Phase
Inclusion criteria. 1) Veteran status, 2) admitted 3 1 Month Follow-up
to the unit, 3) age 18 and over, 4) English 3 ¥
speaking, 5) able to understand the study and
provide informed consent, 6) clinically cleared to 3 Month Follow-up
participate (e.g., not violent), 7) receiving (or will ¥ v
receive) health care from a VA facility in upstate
NY and 8) at increased risk for suicide (SSI > 2) 6 Month Follow-up

Exclusion criteria. 1) current psychosis, 2)
current mania, 3) dementia, 4) prisoner status, and 5) being inaccessible and discharged from
the unit less than 48 hours after being identified by study staff.

Estimated Flow. Pilot data suggests that we can recruit approximately 0.54 participants per
week. At this rate, we will recruit an estimated 112 participants in 4 years (208 weeks).
Retention at 2 months using face-to-face assessments was 85%. The face-to-face assessment
was changed to a telephone assessment to expand the catchment area to improve recruitment
and increase retention. Assuming 80% retention at 6-month follow-up, we will have data from 90
Veterans.

General Procedures

Recruitment. Potentially eligible patients will be identified during daily staff meetings. Clinic
staff will determine if patients are stable enough to participate and will ask if they are interested
in learning about the study. Staff will introduce interested patients to a trained researcher
(bachelor’s, master’s, or doctorate level) who will review the consent form, describe the study in
detail, and answer any questions the patient may have in a private setting.
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Maintaining Recruitment Log. Researchers will attend morning staff meetings and maintain a
log of all participants who are admitted to the unit during recruitment for three reasons: a) to
identify potential participants, b) to keep track of who is potentially eligible and has been
approached so as not to approach someone who has already refused, and c) to describe
participants who are potentially eligible but were discharged before researchers could approach
them for consent. The log will be completed during staffing each morning and stored on the
unit. A digital log will also be maintained on the T-drive to describe potentially eligible
participants who were discharged before they could be approached. The trial will span over 4
years, a paper log will be overly bulky and a digital log will enable us to search for duplicates.
The log will be completed during staffing each morning and researchers will not access medical
records until informed consent is provided. Only data that is absolutely necessary will be
collected in the log, which will never leave the unit. Categories were taken from the 2010
CONSORT Statement ¢, and Explanation and Elaboration #°. The log will include last name
and first initial (to ensure that patients are not approached more than once), date of admission,
voluntary status, reported Sl, whether the individual was approached, why patients were
ineligible (e.g., psychotic, manic, cognitive deficits, active duty, outside catchment area,
discharged within 48 hours, other), other reasons they were excluded, and whether they were
enrolled.

CPRS Notes. After the informed consent process is completed, researchers will enter a Study
Initiation Note into the participants’ digital medical record. To ensure that mental health staff is
aware of patients’ participation, the attending psychiatrist and nurse manager of the unit will be
added as a signees. They will also be added to MI-SI session noted which will document
whether the individual exhibited suicidal ideation, plan, or intent during the session.

Participant Procedures. The study will consist of three phases. Phase 1, the assessment
phase (15 min.), will be conducted on day 2 or 3 of hospitalization to confirm eligibility. Eligible
participants will immediately complete the baseline assessment of risk factors and outcome
variables (50 min.). Phase 2, the treatment phase, will occur between day 2 or 3 and discharge.
Participants will be randomized to MI-SI plus TAU or to TAU alone. The MI-SI plus TAU
condition will include one or two sessions of MI-SI (50 mins. each) in addition to TAU. Sessions
will be held on consecutive days and recorded using a digital audio recorder, which will be
coded for clinician fidelity. Phase 3, the follow-up phase, will take place after discharge.
Participants in the MI-SI plus TAU condition will complete 1 booster MI-SI telephone session
within 1 month of discharge (30-50 min.). All participants will be contacted by telephone to
complete follow-up assessments (50 min.) at 1, 3, and 6 months to measure outcome variables
and risk factors. Research assistants who are blind to condition will complete follow-up
assessments.
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Table 3: Complete List of Measures

Time of Assessment

Domain Measure Purpose **Follow-
Screen Baseline | *Follow-ups | ups after
in hospital | discharge
Demographics UAB Screen \
Veteran Status UAB Screen \
Psychotic Disorders MINI Screen \
Manic Episode MINI Screen \
Cognitive Deficits MMSE Screen \
TBI TBI-ID Screen N
Suicidal Ideation (SI) ssl Outcome \ \ \
Depression PHQ-9 Risk Factor \ \
PTSD PCL-C Risk Factor v v
Anxiety BAI Risk Factor \ \
Alcohol Use AUDIT Risk Factor v v
Drug Use DAST-10 Risk Factor \ \
Substance Use SUF Risk Factor N N
Frequency
Substance Problems InDUC Risk Factor \ \
Insomnia ISI Risk Factor \ \
Anger LHA Risk Factor \

Suicidal Behavior C-CSSRS | Risk Factor \ v
Contemplation Ladders CL Risk Factor \ \ \
Treatment Engagement TSR Outcome \ v

Health Care Climate HCCQ Outcome \ \
Self-Regulation SRQ Outcome \ \
Competence PCQ Outcome \ \
Participatory Decision PDM Outcome N N N
Making

*In hospital follow-ups occur 2-3 days and 3-5 days after baseline assessment.
**Post-discharge, follow-ups occur at approximately 1, 3, and 6 months.

Screening Assessment. The screening assessment will be used to confirm eligibility. Current
psychosis and mania were identified as exclusionary criteria because they may interfere with

the ability of patients to engage in MI-SI. Dementia and TBI-related dementia were included

because they also may interfere with the ability to engage in MI-SI. Measures are highly
structured and can be administered by a trained research assistant. A study therapist will review
all screening assessments and follow up with individuals who do not have a clear presentation

to ensure that they are eligible. Measures will include (Table 3):

1. Standard Demographics (9 items): A standard socio-demographic form will be used.

2. Veterans Status (8 items): Items that are used by Center for Integrated Healthcare at

the Syracuse VAMC will be used to assess Veteran experiences.

3. Current Psychosis (14 items): Patients identified as currently having psychotic
experiences by clinical staff will be excluded from participating. Patients who consent will be
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screened for current psychosis using a two-step process. At step 1, the psychotic disorders
section of the Mini International Neuropsychiatric Interview (MINI) ' will be used to assess for
current psychosis. At step 2, research assistants will consult with clinical staff to confirm current
psychosis, because the MINI current psychosis scale has been shown to be overly sensitive.

4. Current Mania (7 items): Patients identified as currently manic by clinical staff will also
be excluded from participating. The manic episode section of the MINI will be used to assess for
current mania. The current mania scale has also been found to be overly sensitive, so the same
two-step process proposed used to confirm current psychosis will be used to confirm current
mania.

5. Dementia (22 items): The Mini Mental Status Examination (MMSE) 4? 4® is a reliable,
valid, and widely used screen for dementia. Dementia will be identified by a score of 23 or
lower.

6. TBI (7 items): The Ohio State TBI-ID short form is a valid and reliable screen for TBI.
%0 TBI-related dementia will be identified by positive screen for moderate to severe TBI and a
score of 26 or lower on the MMSE, the conservative cutoff point for the MMSE. %'

7. Suicidal Ideation (SI): Sl will be measured with the Scale for Suicidal Ideation (SSI) %’.
The SSl is an interview that measures the “intensity of the patient’s specific attitudes, behaviors,
and plans to commit suicide” (p. 4). ¢ Participants will be asked about “current” suicidal ideation
defined as occurring during the past week (SSI-C),suicidal ideation at its “worst point” in the
patient’s life (SSI-W) at baseline, and “acute” suicidal ideation in the last 48 hours. The SSI is
considered the gold standard measure for Sl, has been found to have good internal consistency
(a = 0.84), construct validity, %2 and predictive validity as scores over 2 are predictive of suicide,
3 and has been used with Veterans. % The SSI-C will be used to measure Sl the week prior to
admission to obtain an accurate measure of Sl during the period of acute risk that preceded
hospitalization, and to avoid underestimating the severity of Sl due to the benefits of
hospitalization. The SSI-C is sensitive to change over time in adult clinical samples and will also
be used to assess the severity of Sl at follow-up assessments. 3

Baseline Assessment. To describe the sample, all participants will complete the baseline
assessment that will include measures of depression, substance use disorders, PTSD, and trait
anxiety as they have been found to increase risk for suicide in Veterans, 8 treatment
engagement which is associated with suicide after discharge from psychiatric hospitalization,
insomnia which may be associated with suicide risk in Veterans, >4 anger is associated with
increased suicide risk and may impact the effectiveness of Ml based interventions for Veterans,
31,32, 36,55 gnd previous suicidal behavior which is a robust predictor of suicide. > Although there
are no measures of motivation to live, we are also interested in piloting a motivation to live
measure as a potential risk factor. We are also adding three measures that assess mechanisms
through which MI-SI may work and therefore serve as short-term outcomes. They will be used
to describe the sample and may be controlled for in the analyses if there are differences
between conditions.

1. Depression (9 items): The Physicians Health Questionnaire (PHQ-9) *° is a reliable
and valid self-report assessment of depressive symptoms that is used by VA. °7

2. PTSD (17 items): The PTSD Checklist Civilian Version (PCL-C) * is a reliable and
valid self-report assessment of PTSD symptoms ° that is used with Veterans. °
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3. Anxiety (21 items): The Beck Anxiety Inventory (BAI) ®! is a reliable and valid self-
report measure of anxiety.

4. Alcohol Use Disorders (10 items): Alcohol Use Disorders Identification Test (AUDIT) 62
is a self-report measure designed to assess hazardous alcohol use that is reliable and valid in
Veterans. &

5. Drug Abuse (10 items): A reliable and valid 10-item short-form of the Drug Abuse
Screening Test (DAST) % will be used to assess non-prescription drug abuse, not including
alcohol abuse. The DAST has been used with Veterans. °°

6. Substance Use Frequency past 90 days / Drug of Choice (12 items): The Substance
Use Frequency Form (SUFF) is a measure that was developed by Dr. Conner to assess
substance use frequency and drug of choice. It is based on questions commonly used in the
substance abuse literature. ¢

7. Drug Use Consequences (15 items): The Inventory of Drug Use Consequences
(INDUC) " is the gold-standard self-report assessment of substance-related consequences in
the past 90 days. It has been used with Veterans. ©

8. Insomnia (7 items): The Insomnia Severity Index (ISI) is a widely used, reliable and
valid self-report instrument of sleep difficulty. °

9. Anger (5 items): The Lifetime History of Aggression Questionnaire (LHAQ) is a brief,
valid, and reliable measure of aggression °.

10. Treatment Engagement (26 items): Treatment engagement will be measured using
the Alcohol and Drug Services, Medication, Medical Services, and Psychological Services
sections of the Treatment Services Review (TSR-6) which have been shown to be both reliable
and valid. 7" The TSR-6 will be used at baseline and the 1, 3 and 6 month follow-ups to inquire
about use of these services. The baseline assessment will be used to compare engagement in
psychological and alcohol and drug service use between groups to assess whether it needs to
be accounted for in the analyses. Engagement in psychological and alcohol and drug services
will also be assessed at each follow-up assessment and used as an exploratory outcome.
Treatment engagement will be treated as a dichotomous outcome, and will be defined according
to the Substance Abuse and Mental Health Services Administration (SAHMSA) Washington’s
Circle standards, "> which have been adopted by VA. ™ For residential patients and inpatients,
treatment engagement is defined as attending two outpatient visits in the 30-days after
discharge. In Veterans with substance use disorders, this measure of treatment engagement
has been found to be associated with treatment outcome * and hospitalization in those with a
suicide attempt history. ® In Veterans discharged from psychiatric hospitalization, completing
two outpatient sessions in at least two of the six months after discharge has also been found to
be associated with suicide.

11. Suicidal Behavior (18 items): The Colombia Suicide Severity Rating Scale (C-SSRS)
8 will be used to assess history of suicidal behavior at baseline and at follow-up assessment. It
has been mandated for use in medication trials by the FDA. 7*

12. Contemplation Ladders (2 items): There are no motivation to live measures in the

suicide literature. However, the substance abuse literature has found that contemplation ladders
provide valid and reliable measure of motivation to change substance use behaviors 7 7° We
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have created a contemplation ladder that measures the transition from thinking about suicide to
thinking about living, and a second that measures the transition from thinking about suicide to
engaging in behavior that makes life worth living.

13. Health Care Climate (6 items): The Health Care Climate Questionnaire (HCCQ) is
the short form of a measure that assesses patients’ perceptions of their healthcare providers,
which is based on a longer measure that has been validated in healthcare environments. '

14. Treatment Self-Regulation (17 items): The Treatment Self-Regulation Questionnaire
(TSRQ) is a measure that assesses patients’ sense of autonomy or self-regulation in deciding if
they want to live. It is based on a measure that is validated for other weight loss. 1%

15. Perceived Competence (4 items): The Perceived Competence Questionnaire (PCQ)
assesses patients’ confidence that they can make healthy changes. It is based on a measure
that has been used with a number of populations including diabetics. 1%

16. Participatory Decision Making (PDM) (3 items): The Participatory Decision Making
(PDM) is a measure of participant decision making. 7117

Maintaining Blind Outcome Assessments. In-hospital and post-discharge follow-up
assessments will be conducted by research assistants who are blind to condition. The blind will
be maintained by having research assistants who are not involved in the baseline and treatment
phases of the study conduct the assessment by telephone from the CoE. After each outcome
assessment, research assistants will be asked if they thought the participant was assigned to
the experimental condition (MI-SI plus TAU), control condition (TAU alone), or don’t know which
condition the participant was assigned to. They will also be asked how they decided the
condition to ensure that the blind was indeed broken and the determination was not due to
extraneous information such as positive outcome, which would presumably lead a research
assistant to guess the MI-SI plus TAU over TAU alone. If blinding was successful, research
assistants will not be able to determine assignment at a better than chance rate. &

Randomization. Prior to randomization, participants will be stratified by SSI scores to increase
the probability of balanced assignment, which may decrease the probability of a Type 1 error
and increase power. ' Stratification will be based on a median split using data from pilot study
#1. Participants who score below 24 will be in the lower SSI group, and those who score 24 and
above will be in the higher SSI group. A blocked randomization procedure using block sizes of 4
and 6 participants will also be used to assure no significant imbalance between the numbers of
participants in each condition at any time, and to protect against guessing condition assignment.
82 Randomization will occur prior to the start of the trial and the results will be recorded in sealed
envelopes. After the baseline assessment, the researcher will choose the next envelope (within
the strata and block) to determine the participant’s assignment. The researcher will then inform
the study therapist that a participant has been randomized to receive MI-SI.

Treatment Conditions. Participants will be randomized to MI-SI plus TAU or TAU alone.

MI-SI. Participants who are randomized to the experimental treatment will receive one or
two sessions of MI-SI on the unit (see manual in Appendix). The overarching goal of MI-Sl is to
shift motivation away from suicide and towards living and recovery. MI-SI consists of three
phases: 1) exploring the presenting problem, 2) building the motivation to live, and 3)
strengthening the commitment to living. In phase 1, clinicians and patients explore patients’
presenting problem and their thoughts about suicide, which amplifies their reasons for living. In
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phase 2, clinicians help patients explore their reasons for living including a detailed exploration
of their beliefs and values to enhance their motivation to live. In phase 3, clinicians instill hope
and strengthen patients’ confidence that they can establish a life that is worth living by helping
them develop a concrete plan. The plan is written out on a worksheet that is provided to the
patient at the end of the session. Transitioning between phases is dependent on the willingness
of participants to follow the clinicians’ direction, as requiring participants to transition through the
phases before they are ready to do so may reduce the impact of MI-SI. For example, requiring
patients who are not ready to develop concrete plans to do so has been found to undermine
their commitment to follow-through with their plans. 22

In session 1, clinicians will attempt to proceed through all three phases. In session 2,
clinicians will summarize session one and use patients’ response to the summary to decide
which phase to return to. If patients are in phase 3, clinicians’ will help them refine and reinforce
their plan. If they are undecided about mental health or substance abuse treatment, clinicians
will return to phases 1 or 2 and explore reasons against engaging in treatment, build the
motivation to engage in it, and strengthen their commitment to do so. Veterans in the MI-SI
condition will also complete one telephone booster MI-SI session (30-50 mins.) within one-
month (weeks 3-6) after discharge. Telephone contact within one month after discharge is a
component of treatments that have been found to reduce risk for suicidal behavior and will be
used to increase the dosage of MI-SI. & 8 Participants will be provided a handout with the
scheduled telephone follow-up and therapist contact information. Telephone sessions will
consist of an abbreviated MI-SI interview following the strategy of session 2. For telephone
sessions, phase 3 will include a review of their mental health and substance abuse treatment
and explore alternative or additional treatments if they are called for. All MI-SI sessions will also
be recorded for coding.

TAU. All patients that are admitted to the acute psychiatric unit receive standard
inpatient treatment that includes medication management, case management, meals and a bed,
and milieu therapy consisting of creative and social activities (e.g., crafts, video games,
karaoke). Families of Veterans may also receive education concerning the Veteran’s problems
to create a supportive home environment. Suicidal patients receive additional services. VA
mental health clinicians are required to complete a Safety Plan with all suicidal Veterans, and
each VAMC has hired a Suicide Prevention Coordinator (SPC) to oversee the care of high-risk
patients. The Syracuse VAMC also hired Case Managers to help meet essential living needs of
suicidal Veterans. SPCs and Case Managers work collaboratively to help suicidal patients
transition from inpatient to outpatient treatment. Chart reviews will provide a detailed description
of the components of TAU that each participant receives so that suicide-specific TAU can be
described in detail. Suicide-related TAU will be controlled for in analyses if differences are
observed between conditions.

In-Hospital Follow-ups. These assessments will be conducted 2-3 days and 3-5 days after the
baseline assessment, during the course of hospitalization. If patients are discharged during this
time, only the first follow-up will be obtained. Participants will be asked to complete a “modified”
Sl that assesses suicidal ideation over the past 48 hours to assess recent change 8% 86,
Contemplation Ladders and the PDM. When it is time to conduct the in-hospital follow-up
assessment, a researcher on the unit will call a researcher at the CoE who will conduct the
assessment by telephone. This will ensure that outcome assessments are conducted by
researchers who are blind to condition.

Post-Discharge Follow-ups. Follow-up assessments will be conducted at 1, 3, and 6 months
via telephone. A telephone follow-up will enable us to expand the catchment area and assess
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participants who are hospitalized or in residential treatment and unable to return to the medical
center. Procedures will include mailing participants the assessment measures to ease
administration. There is precedence for this strategy, as the telephone administered SSI was
the primary outcome for the PROSPECT trial, supporting use of the method. 8" 8 |n addition to
the SSI, we will also use all risk-factors measures that are used at baseline including the PHQ-
9, PCL-C, BAI, AUDIT, DAST-10, SUF, InDUC, ISI, C-SSRS, Contemplation Ladders, HCCQ,
TSRQ, PCQ, PDM as well as the exploratory outcome measure the TSR-6 (Table 3). The
window for each assessment will open at the midpoint between the previous assessment and
the current assessment, and close at the midpoint between the current assessment and the
following assessment (e.g., open two weeks before month 1 and close at the end of month 2,
the midpoint between 1 and 3 month assessments), and close 3 months after the 6-month
follow-up.

Comprehensive tracking procedures will be implemented to follow-up with participants.
Because we found no methodological papers on following-up with Veterans our follow-up
procedures were informed by the substance abuse research methodology literature as
individuals with substance use disorders are notoriously difficult to follow. 8-°' Procedures were
revised after the pilot study. Tracking procedures will include: 1) careful hiring, training, and
supervision of study personnel; 2) establishing rapport and clarifying procedures with
participants; 3) obtaining detailed identifying information and locator data; 4) obtaining contact
information for friends and family members who may assist in locating the participant; 5)
remunerating participants for their time and effort; 6) making it easy for participants to contact
staff personnel and leave messages; 7) providing assistance to participants when they request
it; 8) maintaining flexibility and ease in scheduling and keeping appointments; 9) designing a
follow-up assessment battery that is not burdensome; 10) providing a handout with scheduled
follow-up assessments and researchers contact information; 11) contacting participants in
advance of appointments; 12) making repeated and varied contact attempts; 13) updating
contact information regularly using contacts and medical records; 14) and asking for consent to
contact VA and non-VA treatment facilities that they may receive care from. The follow-up
assessment will be used to measure outcomes and risk factors for suicidal behavior.

At each follow-up we will also inquire about use of the Safety Plan that was completed
on the inpatient unit. We will ask 1) if participants remembered doing the Safety Plan, 2) where
they keep their Safety Plan, 3) if they used it while having suicidal thoughts, and 4) how they
used it.

Chart Reviews. Research assistants will review participants’ charts at two points during the
study. The baseline chart review will take place after the baseline interview. Research
assistants will cull treatment data from VA medical records using a protocol that we have used
in a previous study. Center staff has received 8 hours of training in the protocol and achieved
inter-rater reliability as part of the previous study. The protocol emphasizes suicidality, service
engagement in the past year, services received during the visit prior to hospitalization, and risk
factors for suicide such as depression and substance use disorders. Follow-up chart reviews will
occur in concordance with the 6-month follow-up assessment. The protocol will be an
abbreviated version of baseline protocol, with the time period limited to the 6 months following
discharge. The chart review will also be used to assess use of VA suicide prevention services
including the Safety Plan, SPCs, High-risk List, and case managers so that we can describe
TAU components that participants receive. Center research assistants already trained in the
chart review protocol that will be used. If additional assistants need training, we will use the
existing training protocol, which consists of 8 hours of training in the protocol and reviewing
practice charts.
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Research Assistant Training and Supervision. Research assistants will conduct all
assessments and receive detailed training and supervision to ensure standardization.

Initial Training. The Pl will provide initial training in the detailed interview-based
measures. In this initial training, all staff will also receive training in the safety procedures
(described in the patient safety section). The interviews contain three measures that require
extensive training and supervision to achieve consistency of administration and scoring: SSI,
TSR, and C-SSRS. Training for these measures will make use of lectures to learn about the
measures and role-plays to reach proficiency. The Pl will observe research assistants’ first two
research interviews to ensure that they are using the instruments appropriately and provide
corrective feedback. If indicated, interviews will be observed until proficiency is reached.
Training and supervision for each measure are included below. All administrations will be
recorded and random samples will be independently coded for reliability. Researchers will use
digital recorders on the unit, and earbuds that plug into the recorders for telephone
assessments.

SSI training: Dr. Conner has received training from the developers of the SSI, used it
extensively, and trained the PI in its administration and scoring. The PI will provide two
hours of training for the research assistants.

TSR training: The Pl has used the TSR in both pilot studies that were conducted with
high-risk Veterans. Research assistants will receive two hours of training for the
measure.

C-SSRS training: The PI has received training in the administration and scoring of the C-
SSRS from Dr. Posner, the developer of the measure. He will provide two hours of
training in the C-SSRS for the research assistants.

Weekly Supervision. The PI will provide weekly supervision for the research assistants
and lead a monthly half-day meeting in Canandaigua. The agenda will include a review of
participant flow including recruitment, scheduling, and retention of subjects; issues pertaining to
administration, scoring, entering, and storing interview protocols; subject safety issues;
consensus meetings for SSI ratings; consensus meetings for chart reviews; discussion of
adverse events; and on a quarterly basis, reviewing the quality of data gathered. Research
assistants will also review one another’s interview packets for completeness and errors at these
meetings.

MI-SI Training and Supervision. MI-SI will be delivered by masters and doctorate-level
research clinicians who will have received specialized training and supervision.

MI-SI Training. Training will consist of sixteen hours. It will consist of 8 hours of training
in general Ml followed by eight hours of MI-SI training. Training modalities include listening to
power-point presentations, selected readings from the Ml text 2! and the MI-SI manual (included
in Appendix), Ml exercises, and listening to and discussing recorded examples of MI-SI. The PI
will observe the first two interviews to ensure that therapists meet MITI fidelity criteria and
provide corrective feedback. Additional training activities will be scheduled as necessary.

MI-SI Supervision. An RCT evaluating methods for training MI clinicians found that

ongoing coaching and/or feedback is needed to maintain proficiency in MI. ®2 The PI will provide
weekly supervision for MI-SI clinicians, focusing on promoting the fidelity of MI-SI by discussing
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difficult cases, listening to and discussing recorded MI-SI interviews, and reviewing M|l materials
and publications.

Interview Coding and Training. MI-SI sessions will be recorded and coded for fidelity using
the MITI, ® which requires specialized training.

MITI Coding and Training. The MITI is a behavioral coding system that is used to code
20-minute samples of tape for adherence to Ml principles (e.g. empathy, autonomy support) and
use of specific Ml techniques (e.g. reflections, open questions). Summary values from coded
interviews will be used to assess fidelity, ®* and provide material for supervisory sessions. A
random selection of interviews will be double-coded and inter-rater reliability will be computed
using inter-class correlation coefficients. %

The PI will provide MITI training to the research assistants who are coding the MI-SI
therapy sessions. The protocol that will be used is identical the one use by Kurt Derman, Ph.D.,
an MI Training expert who trained coders for Project MATCH, 3" 32 and trained the PI. Training
will consist of eight hours and include reviewing the MITI coding scale, coding Ml interviews and
comparing the codes to “gold standard” codes available on the Ml website, ® and coding
recordings of MI-SI interviews. Coders will be considered reliable when they achieve reliabilities
of good or better (ICC > .60) on 80% of MITI codes. %

MI-SCOPE Coding and Training. The Sequential Code for Observing Process
Exchanges (SCOPE), % will be adapted for use with suicidal clients. SCOPE is a coding
scheme developed to examine sequential therapeutic interactions between clinicians and clients
to study the psychotherapy process and its relation to treatment outcome. ?* It includes the
codes used for the MITI, and additional codes for clinicians (e.g., confrontation, emphasize
control, feedback), and clients (e.g., follow, ask, commitment). We will adapt the MI-SCOPE by
adding codes for living and suicide talk, and other suicide-related statements. Interviews are
transcribed, and both transcripts and audio recordings are used for coding. A random selection
of interviews will be double-coded and inter-rater reliability will be computed using inter-class
correlation coefficients. %

The PI will also provide MI-SCOPE training to the research assistants who are coding
the therapy sessions. The MI-SCOPE protocol is identical to that used by the developers of Mi-
SCOPE. ?* Because the MI-SCOPE is more intensive, training will consist of sixteen hours and
include reviewing the MI-SCOPE coding scale, coding MI-SI interviews and comparing the
codes to “gold standard” codes that the Pl derives. Coders will be considered reliable when they
achieve reliabilities of good or better (ICC > .60) on 80% of MITI codes. ¥

Analytical Plan

Data Preparation. All data will be screened for missing data, outliers, non-normality, non-
linearity, and non-homoscedasticity. A combination of statistics and graphic representations will
be used to complete these screens. Specifically, missing values analyses, descriptive analyses,
frequencies, scatter plots and histograms will be used. The assumptions underlying the
proposed statistical analyses will also be tested, which may lead to data transformations or the
use of more appropriate statistics. Additionally, imbalances in important covariates between
randomized groups will be tested at baseline, which may lead to the identification of covariates
to be included in the analyses. Findings will be used to fine-tune the analytical plan if statistical
assumptions are unmet or model fit is poor. All analyses will be based on an intent-to-treat
approach, analyzed as randomized, include all available data, use multiple imputation for
missing data if appropriate, and use one-tailed tests with p < .05 as the cutoff for statistical
significance. The study is not powered to test exploratory hypotheses, and we therefore do not
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expect to detect significant differences between groups. If the analyses are reported as part of
the primary RCT, we will use a p-value of .01 to define statistical significance.

Aim 2: To evaluate whether MI-SI plus TAU results in significant reductions in suicidal ideation
(SI) and increases in treatment engagement when compared to TAU alone.

Primary Hypothesis: Participants who receive MI-SI plus TAU will report greater
reductions in Sl over follow-up than participants who receive TAU alone.

Primary Analysis 1: An over-dispersion Poisson generalized linear mixed model (GLMM)
with maximum likelihood estimation will be used to examine the effect of MI-SI on the severity of
Sl at 1, 3, and 6 months follow-up. GLMM was chosen because random effects are added to the
model to account for repeated measures within subjects. An over-dispersion Poisson GLMM will
be used because the SSI is bounded at zero and had a standard deviation larger than the mean
at follow-up in our pilot data, indicating over-dispersion. If data do not meet the assumptions of a
Poisson distribution, we will use a negative binomial or zero-inflated negative binomial. The
benefit of using maximum likelihood estimation is that it yields unbiased estimates in the
presence of missing data, if data are missing at random. Because participants may receive one
or two sessions of MI-SI, and the change pattern may not be linear over time, we will test
sessions of MI-SI, time of assessment, and their interaction in follow-up analyses. As an added
measure of clinical significance, we will report the number of participants in each group who fall
below the two-point cut-off.

Because the presence of any suicidal behavior (i.e., attempted suicide, interrupted
attempts, preparatory behavior) is an important outcome, we will use a mixed effects general
logistic model to examine the effect size of MI-SI on the incidence of suicidal behavior as
measured by the C-SSRS over follow-up assessments.

Exploratory Hypothesis 1: Participants who receive MI-SI plus TAU will engage in more
treatment over follow-up than participants who receive TAU alone.

Exploratory Analysis 1: Multivariable logistic regression will be used to examine the
effect of MI-SI on treatment engagement. The Hosmer-Lemeshow statistic will be used to
evaluate model fit, and odds ratios with 95% confidence intervals will be derived using the
method of maximum likelihood. % Because participants may receive one or two sessions of MI-
S, we will conduct a sensitivity analysis examining the number of MI-SI sessions as a predictor
of treatment engagement. Because this is an underpowered exploratory analysis, we will also
conduct secondary analyses using other definitions of treatment engagement such as number
of sessions attended.

We will also examine the impact of the intervention on use of the Safety Plan coping
strategies. To test treatment differences, we will use a multivariable logistic regression.

Exploratory Hypothesis 2: Treatment engagement over follow-up will partially mediate
the impact of MI-Sl on SI.

Exploratory Analysis 2: Analyses will examine treatment engagement as a mediator of
the impact of MI-SI plus TAU on Sl. Treatment engagement is expected to partially mediate the
relationship between randomization to the MI-SI group and S| over follow-up, such that the
relationship is smaller but the effect size is still significant. Structural equation modeling (SEM)
will be used to examine this potential mediation relationship. SEM is a method for creating latent
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variables and identifying and describing causal relationships between the latent variables. We
decided to use SEM because it simultaneously tests independent and conjoint relationships and
uses latent variables, which minimizes measurement error. The model will consist of both latent
and observed variables. Latent variables will be used for variables such as Sl (via the SSI) to fit
the data for this population. Observed variables will be used for variables such as randomization
to MI-SI and treatment engagement (via the TSR). Because these analyses will be
underpowered, this exploration will be based on effect sizes rather than statistical significance.
Furthermore, we will also conduct more basic mediation regression models as secondary
analyses.

Aim 3: To evaluate improvements during hospitalization.

Exploratory Hypothesis 3: Participants who receive MI-SI plus TAU will report greater
reductions in Sl during hospitalization, than participants who receive TAU alone.

Exploratory Hypothesis 4: In participants who receive MI-SI plus TAU, in-session living
talk will be positively associated with reductions in S| during hospitalization.

Exploratory Hypothesis 5: In participants who receive MI-SI plus TAU, in-session suicide
talk will be negatively associated with reductions in S| during hospitalization.

Exploratory Analyses 3-5: Data will be analyzed using GLMM to account for repeated
measures within subjects % with a focus on within subject decreases in S| (assessed with SSI
scores). A minimum of two GLMMs will be used to examine the effect of MI-SI on the severity of
S| at 2-3 and 3-5 days after the baseline assessment, the strength of in-session living and
suicide talk and the severity of S| at 2-3 and 3-5 days after the baseline assessment. We will
also examine the associations between in-session living and suicide talk on the severity of Si
over 1, 3, and 6 months follow-up.

Power Analysis: Recruitment will provide data on 112 participants. Assuming a retention rate
of 80%, data on 90 participants will be available at the 6 month follow-up. To estimate the
statistical power afforded by 90 participants for the severity of SSI, power analyses were
conducted using STATA 11 %" “sampsi2” package, which uses calculations based on Frison
and Pocock model. %2 Specifying method of analysis (change), number of baseline
assessments (1), number of post assessments (3), correlation between baseline and follow-up
scores (r = .50), correlation between follow-up scores (r = .70), and standard deviation (sd =
8.4) for the outcome variable using Frison and Pocock’s recommendations and our pilot data,
we would have .94 power to identify a 5-point difference in mean SSI scores between treatment
arms, .81 power to identify a 4-point difference, and .60 power to identify a 3-point difference.
The study would therefore be adequately powered to find an effect size of .5 for the primary
outcome. If there is concern that the experimental intervention caused harm and the trial is not
stopped, we will conduct two-sided analyses instead of the one-sided analyses we proposed.
Power analyses suggest we will have .88 power to identify a 5-point difference, .71 power for a
4-point difference, and .47 power for a 3-point difference with the proposed 90 participants (45
in each group), indicating that the trial will still be fairly well powered.

Data Management, Entry, and Storage
Overview. All data will be collected during in-person interviews in private offices at the

Acute Psychiatric Inpatient Unit at the Syracuse VAMC, by phone in a private office at
Canandaigua VAMC, or chart reviews that take place in either the Syracuse or Canandaigua
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VAMC. The Research Compliance Officer for Canandaigua VAMC will be called when patients
are consented and given participants’ last name and last four digits of their social security
number. Other copies of the consent will be delivered in person or through secure VA mail to
the Syracuse Institutional Review Board and Syracuse VAMC Medical Records. Only research
staff associated with the study will handle or have access to any of the research data collected
for this study. Individuals with access to the data will be persons listed on the IRB-approved
study protocol. Once paper consent, interview forms, and electronic digital recordings (digital
recording machine) are completed, they will be stored in locked file cabinets in a study-
dedicated office maintained by the Center for Integrated Healthcare (CIH) located in the D-wing
of the Syracuse VAMC, or by the CoE located at the Canandaigua VAMC. All consent forms will
be signed by the PI, or co-investigators Dr. Conner or Dr. Pigeon.

Data from interviews, audio recordings, and chart reviews will be entered into electronic
databases from designated offices located at the CIH at the Syracuse VAMC, and the CoE at
the Canandaigua VAMC. The study-related research staff or assistants will enter data into a
database located in a secure folder on the VISN 2 remote/disconnected “T” drive maintained by
the Canandaigua VAMC for use by CoE staff to store all research data. Access to the folder in
which the database is located will be restricted to those individuals listed on the IRB-approved
study protocol as being associated with this project. Data will be analyzed on the “T” drive as
well as the Veteran’'s Informatics and Computing Infrastructure (VINCI, see
http://www.hsrd.research.va.gov/for_researchers/vinci/), a secure workspace for accessing,
storing, and analyzing VA data located on VA secure servers behind VA firewalls will be used to
analyze the data. VINCI is funded by HSR&D and is a collaboration between the VA Office of
Information Technology (OI&T) and the Veterans Health Administration’s Office of Research
and Development (VHA ORD). VINCI workspaces are supported by server level redundant
backup systems and secured behind extensive VA cyber security systems including VPN
secured access, VA authentication systems, encryption and firewall. During the analysis phase
data will temporarily be copied to secure storage on the VINCI workspace through a secure file
copy. VINCI offers a suite of analytical tools including that will be used to produce the analysis.
When the analysis is complete, data stored on the VINCI secure workspace will be returned to
the “T” drive. When all data are entered, processed, and analyzed, the paper forms and digital
recordings will be maintained and/or destroyed in whatever manner is recommended by the
Information Security Officer. De-identified data will be stored indefinitely so it can be used in
future publications.

Data Collected During the Screening, Baseline, and Follow-up Assessments. To explain
in detail, for each participant, there will be three paper packets, a consent file that contains the
patient’'s name, unique participant ID#, other identifying information, and a copy of the consent
form, a data file that contains the measures with the unique participant ID# written at the top of
each page but no other identifying information that is stored at the Syracuse VAMC, and a
second data file from telephone assessments that is stored at the CoE. In this way, sensitive
information from the interviews contained in the measures cannot be linked with identifying
information unless one has the consent and a data packet.

Data Collected from Audio Recordings. At the beginning of all audio recordings, the
investigator will speak the participant’s unique ID#, type of session (e.g., MI-SI session #1, one-
month follow-up assessment), and the date of the interview. The recording device will be locked
in the file cabinet with the paper packets. The recorded information will be copied to a secure
server on a password and firewall protected computer and then the data on the recorder will be
erased. The recorded data will remain on the server until it is coded and will be erased
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according to VA guidelines. Data from coded MI-SI sessions will also be recorded on paper
score sheets that will be stored in the participant’s packet with the other measures.

Access to Data. Only the research staff collecting data at Syracuse (not staff or patients
at the Syracuse VAMC), research staff responsible for coding, entering and analyzing data,
along with Dr. Britton will have access to the keys to the cabinets and the password protected
computer where data are stored. We will not transmit or share data outside of the VA.

Data Management. Interviewers will visually review all forms for completeness while the
participant is in the interview. He or she will discuss any incomplete sections with the participant
and encourage completion of the form. Specific forms corresponding to each of the assessment
areas (aggression, etc.) will be developed and each page will contain the participant’s unique
ID# in case pages become detached. A check sheet detailing what needs to be collected during
each interview will be kept to ensure data quality. Also, a master check sheet will be developed
with a form for each participant to ensure that all procedural requirements (e.g., Consent signed
by PI, IRB and Research Compliance Officer notified of new participant, CPRS note entered)
are accomplished for each participant.

Data Entry. Once all forms are complete, the interviewer will have his/her packet edited
by another member of the study team, and will then enter the data. The system will have
appropriate logical and data entry checks built into it to reduce the most common types of data
entry errors. The study database will be held on a password protected hard drive that will be
backed up weekly. Dr. Britton will define the requirements of the system and maintain or refine
the system as needed. Once all information is entered and verified, then the original paper
records will be returned to their locked cabinets. Dr. Britton will review the data each month in
order to identify any logical inconsistencies or omissions that may have occurred. Any problems
will be brought to the attention of the programmer for remediation. All identifying information will
be destroyed in consultation with the Information Security Officer (ISO) in agreement with VA

policy.

Compensation

Research staff will collect participant’'s names, social security numbers, and the
addresses they wish their reimbursement check be sent to. The information will be shared with
CoE support staff, who will instruct accounting to issue a check in the patient's name to be sent
to the desired address. Checks will be issued after the patients are discharged from the unit,
and after follow-up assessment. Participants who complete the screen will be compensated with
a $10 personal check that will be sent to the address of their choice. Patients who meet
eligibility criteria and continue through phase 2 and 3 will receive an $80 check for completing
each follow-up assessment. Participants who are discharged prior to completing both MI-SI
sessions will still be eligible for the follow-up appointment. An $80 remuneration for the follow-up
is required to compensate subjects for any expense they have to make the interview, time for
the assessment, and as encouragement to maintain contact with the researchers. This level of
remuneration is consistent with the minimum recommended amount for retaining subjects in
substance abuse treatment research, does not promote substance abuse and is not perceived
as coercive by participants 9% 1% By completing the screen ($10), and the 3 follow-up
assessments ($240), participants can earn $250.
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Human Subjects
Risk to Subjects

Human Participants Involvement and Characteristics. All participants will be at high risk for
emerging suicidality, suicidal behavior, and other negative outcomes. Suicidal behavior is also
an outcome and is therefore expected to occur. Safeguards will be built into the study to prevent
suicidal behavior before it occurs, and to ensure an appropriate response.

Potential Risks. There are no physical risks in this study. Psychological risks are 1)
emerging suicidality, 2) distress caused by the personal nature of the interview, recalling
distressing events and life problems, and discussing suicide-related issues, and 3) potential
need to break confidentiality in the event of suicide risk or violence risk or child abuse.
Protection from Risk

Suicidality. Participation in the study will provide patients who are at elevated risk for emerging
suicidality, suicidal behavior, and other negative outcomes with a formal assessment of suicide
risk on the unit and a re-assessment of risk one, three and six months after discharge.
Participating in the study will provide more information on patients’ suicide risk than would
otherwise be available. If the interviewer becomes aware that a participant might be thinking
about or planning to make an attempt, the interviewer will ask the following questions: 1) Do you
have a desire to kill yourself that you think you might act on? 2) Do you have a plan for Killing
yourself?, and 3) Do you intend to carry the plan out? After the interviewer has noted any
suicide desire, plans, or intent, the interviewer will review available assessment measures that
may help evaluate the severity of the participant’s risk. If the interviewer determines the
participant is at imminent risk, the appropriate safety plan will be initiated.

Inpatient Safety Plan. Baseline and MI-SI interviews will take place while participants are
on the unit, ensuring 24-hour availability of hospital staff and emergency services. If patients are
determined to be at imminent risk for suicide, the interviewer will inform clinical staff of the
participant’s risk so that staff can attend to their needs. All participants will be informed that
interviewers will need to disclose participants’ risk level to clinical staff during the informed
consent process. To aid in the protection and treatment of participants, interviewers will always
inform participants of their desire to inform clinical staff. If a decision is made to notify staff, the
interviewer will speak with a member of the treatment staff responsible for clinical care by phone
or in person. The persons to contact will be clarified with program administrators prior to
implementing the study, and information that bears directly on risk (e.g., level of depression,
suicide plan, access to a weapon, prior attempts, etc.) will be disclosed. If clinical staff desires,
interviewers will serve as a resource to treatment staff, providing guidance and consultation in
developing a safety plan. All clinical decisions will be made by the Syracuse VA clinical staff,
and interviewers will in no way usurp their authority.

To protect participants who are involuntarily hospitalized to ensure that they realize that
their participation in the study is voluntary, researchers will have a staff member witness the
informed consent process (please note that there is a witness signature line on the consent
form).

Telephone Safety Plan. Participants who are randomized to the Motivational Interviewing
to Address Suicidal Ideation (MI-SI) condition will receive one telephone MI-SI session after
discharge and all follow-up assessments will be conducted by telephone. Emergency
procedures will be initiated if patients are determined to be at imminent risk for suicide using the
risk assessment described above. Participants determined to be at risk will be asked if they are
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willing to be transferred to the Veteran Crisis Line. Veteran Crisis Line responders are well
trained in emergency procedures and have working protocols for locating callers and initiating
rescues. All telephone sessions will be conducted at the Center of Excellence (CoE) to ensure
that the clinicians’ telephone is set up for transfers to the Crisis Line. Calls can be transferred
with a four step process.

Warm Transfer Process
1. Press the conference button.
2. Dial 1-800-273-8255 press option 1 and a Crisis Line responder will answer.
3. Describe the participants risk and provide name and telephone number.
4. Pressing the conference button and participants will be linked with Crisis Line counselors.

It is possible that participants may refuse to be transferred to the Crisis Line or hang up.
As a result, research clinicians will ask participants to use a landline for MI-SI telephone
sessions so that the number can be tracked to an address if emergency services are needed.
For participants who only have a cell phone, interviewers will begin each session by asking the
participant for the address from which they are calling so that the clinician can send help if it is
needed. Because participants may give a false address, clinicians will consult with Crisis Line
responders who have a protocol for emergency responses for cell phone callers.

Adverse Events (AE). All suicide attempts and episodes of imminent risk that require
intervention will be considered adverse events and will be addressed according to IRB
regulations. The determination of an AE will be made by an investigator other than the Pl (i.e.,
Dr. Conner or Dr. Pigeon), to reduce the possibility of bias. Syracuse VA IRB also requires that
serious adverse events, any event leading to a deviation from the protocol such as emergency
hospitalization (e.g., to address acute suicidality) or death, be reported to the principal
investigator within 24 hours, who is required to report them to the IRB within 48 hours. Adverse
events that are minor such as temporary distress will be recorded by interviewers and reported
to the IRB annually. All adverse events will be reported to the principal investigator within 24
hours to establish the level of significance and determine the appropriate procedure.

Distress. If, during any interview, participants appear to be disturbed by the content of the
interview, the interviewer will stop asking questions and provide support, and if distress persists,
suspend the interview. If distress is experienced by participants on the unit, interviewers will
disclose the participants’ distress to treatment providers so that staff may follow up with the
participant therapeutically and monitor their condition, with the participants’ permission. In the
rare event that distress is severe such that there is immediate danger to the participant or to
others, staff will be informed immediately. Participants, however, will be informed of the
interviewer’s decision. Discomfort may also arise later that day. Participants will be informed this
may occur and will be encouraged to speak with a staff member, the interviewer, or another
investigator involved in the study. If participants become distressed during the follow-up
interview, interviewers will discuss scheduling an appointment at a local facility during the
follow-up assessment session to increase the chance that the participant will engage in
treatment, and provide the phone number of the National Veterans Crisis Line (1-800-273-
TALK).

Confidentiality. During the informed consent process, participants will be informed of the limits
of confidentiality which include the need to break confidentiality if the participant is determined
to be a threat to self or others and if a child is exposed to abuse or neglect. The assessment
battery does not contain questions about planned acts of violence or questions about abuse or
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neglect of children, other than the suicide risk assessments. If participants spontaneously
report plans or intent to carry out an act of violence, or spontaneously disclose child
maltreatment, the interviewer will contact the primary investigator to make a plan that may
include, depending on the nature of the information, a disclosure to treatment staff and making a
child abuse report.

To add a further layer of protection for our participants we will apply for a Certificate of
Confidentiality from the National Institute of Mental Health (NIMH). Confidentiality Certificates
are issued by the National Institutes of Health (NIH) pursuant to Section 301 (d) of the Public
Health Services Act (42 U.S.C. Section 241(d)) to afford special privacy protection to research
participants. A Certificate helps the researcher avoid compelled “involuntary disclosure” (e.g.
subpoenas) of identifying information about a research participant. It does not prevent voluntary
disclosures such as disclosure to protect the subject or others from serious harm, as in cases of
child abuse. Also, a researcher may not rely on a Certificate to withhold data if the participant
consents to the disclosure. NIMH requires a letter of approval from the IRB prior to awarding a
Certificate of Confidentiality to an investigator. Certificates of Confidentiality were successfully
obtained for the two pilot studies we conducted on the Acute Inpatient Unit at the Syracuse
VAMC.

Data Monitoring Committee

The Centralized CSR&D Data Monitoring Committee (DMC) will be providing additional
oversight for the project and function as a Data Safety Monitoring Board (DSMB). The DMC is
charged with guiding the safe scientific and ethical conduct of projects. At least once a year, the
P1 will send information to the DMC on recruitment progress, participant retention, and progress
of data management and analyses. Serious adverse events and unanticipated problems are
reported to the DMC as they occur. DMC recommendations on study performance, continuation
or alteration of a protocol, and participant safety strategies or concerns are formulated after
each data reassessment and forwarded to the Pl and ACOS/R of each site. The DMC may
consider study performance to be sufficiently poor that the project should be placed on
probation, and specific conditions associated with continuation. The DMC may recommend
study termination in some circumstances. Local institutional rules for conducting research and
reporting issues to the facility R&D Committee and/or IRB are not changed by being monitored
simultaneously by a centralized DMC. Upon receipt of the report, the Pl will be responsible for
transmitting a copy of the report to the IRB.

Potential Benefit of the Proposed Research to the Subject and Others

There may or may not be direct benefits to participants. However, participants at
elevated risk for suicide will be identified so that the issue can be addressed during treatment
and at follow-up. Knowledge resulting from the research may also contribute to the prevention of
Veteran suicides.
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