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Summary

Study title:

Protocol version:

Objectives

Study design

Planned sample size

Selection criteria

Study procedure

Improving Mental Health and Social Participation
Outcomes in Older Adults with Depression and Anxiety

Version 1.3, 31.07.19

Primary objective: To evaluate the efficacy of an
enhanced Cognitive Behavioral Therapy (CBT) program
for treating anxiety and/or depression in older adultsin
comparison with standard CBT.

Secondary objective: To evaluate the cost-effectiveness
of the enhanced CBT program for treating older adults
with anxiety and/or depression in comparison with
standard CBT.

Parallel group superiority randomised controlled trial
(RCT) with two conditions: Enhanced CBT and Standard
CBT.

N =172 (n = 86 for each condition)

Inclusion criteria:

Older adults, aged 65 years and older, with a DSM-5
Anxiety and/or unipolar mood disorder as their primary
(most interfering) presenting problem.

Exclusion criteria:

Insufficient English literary, psychosis or bipolar
disorder; active suicidality, significant uncorrected
hearing loss; likely moderate to severe dementia based
on a standardized cognitive screener test.

Participants will be referred by their GP, or other health
professionals, or can self-refer. Following referral,
participants will be screened over the telephone by
means of the study inclusion and exclusion criteria those
deemed potentially suitable will be invited to complete
the baseline measure including a structured diagnostic
interview. Suitable participants will provide written
informed consent to participate in the trial.
Subsequently, participants will be randomly allocated to
a condition (1) Enhanced CBT or 2) Standard CBT) and
will make an appointment for their first session.
Measures will be repeated at 14 weeks post baseline and
at 12-month follow-up. Primary outcome is change on
the Clinician’s Severity Rating (CSR) of anxiety and




Statistical considerations

Duration of the Study

depressive disorders. Secondary outcomes are changes
in self-report measures. Cost effectiveness evaluation of
the two conditions will be compared at 12-month follow-
up. In addition, at the end of the study, participants will
complete feedback questionnaires.

Sample size calculation: Given that we are comparing
two active treatments the study has been conservatively
powered to detect a difference between treatments at a
medium effect (d=0.6). To provide power of .90, alpha =
.05, two-tailed, we will need 172 participants (86 equally
randomised to the two conditions). We estimate that we
will need to assess 200 at baseline to obtain the final
sample of 172 meeting all inclusion criteria.

Analysis plan: To assess change on diagnostic severity
(primary hypothesis) we will compare interventions at
post-treatment (14 weeks post-baseline) and 12 month
follow up (secondary hypothesis). Analysis will be a
mixed model with random subject effect, fixed effects
relating to group allocation (between-group), time
(within-subject) and covariates. Interaction contrasts
will be used if the time x group interaction reaches
statistical significance but the main effect contrast will
be used if not. Statistical interference will be based on
the nonparametric bootstrap if the assumption of
Normality is violated. Analyses will be “intent-to-treat”,
and multiple imputation will be used to estimate
missing data. The same process will be used for the
secondary hypotheses to compare the groups on all
outcome measures.

An economic evaluation will be undertaken to measure
the relative benefit in health outcomes and resource use
for the enhanced intervention compared to standard
CBT. The economic evaluation will be undertaken from
a health care perspective. A separate economic
evaluation developed from a societal perspective will
include those resources from a health care system
perspective and indirect resource use from broader
changes in economic outcomes. The lifetime cost
effectiveness of the intervention will be estimated using
economic modelling techniques.

Three years (January 2019 — December 2021).




1. BACKGROUND AND INTRODUCTION

1.1. Disease/Proposed Intervention Background

Depression and anxiety in older populations are associated with poor physical
health, disability, morbidity, increased costs of service use and medications as well as
increased risk of cognitive decline (deBeurs et al., 2009; Draper, 2014; Norton et al., 2015;
Wetherell et al., 2004). These disorders are furthermore associated with reduced social
participation, poor social support, and increased feelings of loneliness and isolation
(Douglas, Georgiou, & Westbrook, 2016; Hodgetts et al., 2017; Golden et al., 2009), which in
turn increase risk for suicidal ideation, self-harm, suicide, and death (Almeida, Draper et al.,
2012b; Oude Voshaar et al., 2016; Perissinotto et al., 2012). Consequently, the economic
costs of these disorders for healthcare systems and society are high.

Recent systematic reviews and meta-analyses show that anxiety and
depression can be successfully treated in older adults using psychological therapies. The
strongest evidence base is for cognitive behavioural therapy (CBT) (Cuijpers et al., 2014;
Gould et al., 2012a; 2012b). Moreover, since depression and anxiety commonly co-occur in
older adults with almost 60% of older adults with depression also suffering an anxiety
disorder and 30% of those with an anxiety disorder also suffering from depression (Almeida
et al., 2012a), psychological programs that can effectively and efficiently treat both
depression and anxiety are critically important for the mental health of older adults.

Our team developed the first transdiagnostic CBT program in the treatment of both
depression and anxiety in older adults. In two randomised controlled trials (RCT) we
demonstrated the efficacy of our program (Ageing Wisely) in reducing anxiety and
depressive disorders in older adults (aged 60-88). The CBT program showed large reductions
in diagnostic severity for anxiety disorders (Cohen’s d=1.2) and unipolar depression (Cohen’s
d= 2.13) when compared to waitlist (Wuthrich & Rapee, 2013) and an active control
(discussion group) (Cohen’s d = 1.68 and 1.82, respectively) (Wuthrich et al., 2016).
Improvements were maintained at least 6 months’ following treatment (Cohen’s d = 1.35-
1.52). Just over 50% of participants were remitted from their main, presenting diagnosis and
almost 40% were remitted from all mood and anxiety disorders at the end of treatment and
up to 6 months after. Although these exciting results are among the strongest in the world,
they underscore the significant proportion of older adults who maintain clinical levels of
depression and anxiety following gold standard treatment. We are left looking for additional
components that may boost the effects of current, best-practice CBT programs.

Social participation broadly refers to the degree to which a person participates in
society, including through friendships, social groups, and volunteering. Older adults with
symptoms of anxiety and depression have reduced social participation, poorer levels of
perceived social support, and increased feelings of loneliness and isolation (Douglas et al.,
2016; Golden et al., 1999; Hodgetts et al., 2017). The direction of causality between social
interactions and depression is unclear, but is likely bi-directional (Hodgetts et al., 2017).
That is, emotional distress most likely impedes social participation through its characteristics
such as irritability, social withdrawal, anhedonia, and negative cognitive biases. At the same
time a lack of quality social interactions is likely to directly increase feelings of worthlessness
and rejection and thereby produce or maintain symptoms of anxiety, depression, and suicidal
ideation. Douglas, Georgiou and Westbrook (2016) proposed that the impact of social




participation on health outcomes is likely to occur through increased social support and
social cohesion; the more people participate the more likely they feel that they have people in
the community to turn to and that people will help them. Hence, interventions that increase
social participation through increased meaningful social contact, social group membership
and volunteering should lead to increased quality of life, improved physical and mental
health, as well as reduced mortality in older adults. By building stronger social supports and
increased social contact, the maintenance of therapy outcomes is also likely to be enhanced.

Despite the strength of the evidence and theory, surprisingly few studies to date have
examined the impact of targeting social factors on mental health outcomes in older adults.
Some research has indicated the efficacy of CBT programs that specifically target loneliness
(mean Cohen’s d = .6; Cacioppo et al., 2015). But no studies have evaluated the effect of
targeting a broader concept of social participation or integrating this focus into standard CBT
programs in the management of emotional disorders. Given the strong bi-directional
relationships between social participation and emotional distress, it is likely that standard
treatments for anxiety and depression in older adults will benefit from a direct focus on
social participation. As anxiety, depression and lack of social stimulation are large risk
factors for the development of cognitive decline in older adults, we will also examine changes
in cognitive abilities over time.

1.2. Rationale For Performing The Study

The main aim of this project is to evaluate the efficacy of delivering a psychosocial
intervention to treat emotional symptoms whereby increasing social participation (enhanced
CBT) in older adults with anxiety and/or depression. We will examine the effectiveness and
cost-effectiveness of this enhanced CBT program compared to the current best practice
transdiagnostic CBT program for depressed and anxious older adults (Wuthrich et al., 2016;
Wauthrich & Rapee, 2013). The enhanced CBT program has the potential to increase recovery
rates for older adults suffering from mood an anxiety disorders, enhance wellbeing and social
participation in this age group and will directly contribute to beneficial economic outcomes.
The results of this study will contribute to the improvement of the efficacy of current existing
programs to manage anxiety and depression and will enhance the development of new (cost)-
effective treatment options for these disorders in older adults. In addition, we will examine
moderators of treatment response, and changes in cognitive ability over time.

2. HYPOTHESIS

1. We predict that the enhanced program will lead to significantly greater reductions on our
primary outcome, diagnostic severity of all anxiety and unipolar mood disorders, compared
to standard CBT program. immediately post-treatment (Primary Hypothesis)

2. We predict that the enhanced program will lead to greater reductions in diagnostic severity
of all anxiety and unipolar disorders compared to standard CBT at 12-month follow-up
(Secondary Hypothesis).

3. We similarly predict that the enhanced program will show significantly better outcomes
than standard CBT on a range of related measures including self-reported depression,




anxiety, suicidal ideation, loneliness, and quality of life immediately post-treatment and at 12
month follow up (Secondary Hypotheses), and cognitive outcomes at 12 month follow up.

4. We predict that the enhanced CBT intervention will show greater cost-efficacy at 12-month
follow-up compared with standard CBT (Secondary Hypothesis).

5. We predict treatment outcomes will be moderated by the presence of personality
disorders, demographics, symptom severity and baseline cognitive ability.

3. STUDY OBJECTIVES

3.1. Primary Objectives

To evaluate the efficacy of the enhanced CBT program for treating older adults with
depression and/or anxiety in comparison to current “best practice” transdiagnostic CBT
(standard CBT).

3.2. Secondary Objectives

To evaluate the cost-effectiveness of the enhanced CBT program for treating older adults
with depression and/or anxiety in comparison to standard CBT. In addition, to understand
the moderators of treatment outcomes, and impact on cognitive outcomes. Additionally,
patient and therapist satisfaction with the enhanced CBT program will also be explored.

4. STUDY DESIGN

4.1. Design

The main study design uses a parallel group superiority randomised controlled trial design to
evaluate the clinical and cost-effectiveness of an enhanced CBT program for depressive
and/or anxiety disorders in older adults, compared to standard CBT. ). After baseline
examination suitable participants will be randomised to either the 1) Standard CBT or 2).
Enhanced CBT treatment condition.

Standard CBT.

The standard program will comprise our empirically validated CBT program for older age
anxiety and depression, Ageing Wisely. Ageing Wisely consists of 11, weekly sessions to teach
practical skills to help manage anxiety and depression including: goal setting, activity
scheduling, problem solving, graded exposure, cognitive restructuring, assertiveness skills,
and sleep hygiene. For the current trial we will add one treatment session to equate contact
hours between treatment conditions. Homework exercises are a critical component that
assists skills to be generalised and maintained.




Enhanced CBT.

The enhanced CBT program comprises 12 weekly sessions, teaching the same CBT skills as
the standard Ageing Wisely program, but with a stronger focus on bolstering social
participation and connections within those skills.

In both treatment conditions, all sessions will be run by clinical psychologists and intern
psychologists trained in the delivering of the treatment protocols. To control for therapist
differences, all therapists will be trained in and will conduct both treatments (allocated
randomly). Supervision will be provided by CIs Johnco and postdoctoral fellows managing
the trial with treatment adherence and differentiation between conditions as a core focus. All
therapy sessions will be recorded, and a random 25% will be rated by an independent expert
unaware of the study hypotheses for fidelity to the therapeutic model using a codebook and
form based on Waltz et al. (1993).

The effectiveness of the programs will be established using mixed model analysis to compare
the differences in clinical diagnostic severity (established by clinicians blind to treatment
allocation) and scores on self-report measures at pre-treatment, post-treatment, and at a 12-
month follow up period. Treatment integrity and adherence checks will be conducted to
ensure treatment conditions were accurately delivered. In addition, an economic evaluation
will be undertaken to measure the relative benefit in health outcomes and resource use for
the enhanced intervention compared to standard CBT. Moderation analyses will examine the
impact of moderators on treatment outcomes.

4.2. Expected Participant Numbers

We expect to recruit N = 172 at the Macquarie University Centre for Emotional Health Clinic,
with participants equally randomised to either the enhanced CBT program or the standard
CBT program.

4.3. Duration Of The Study

Data collection will commence when ethics is granted (ideally late 2018). It is expected that
the study participants will be recruited until mid 2020. The study is anticipated to be
completed by the end of 2021.

4.4. Endpoints

Primary Endpoint: The primary endpoint is immediately post-treatment.

Secondary Endpoints: The secondary endpoint is 12 months post baseline.




4.5. Centres

The trial will run through the Centre for Emotional Health Clinic at Macquarie University.
The Macquarie University Centre for Emotional Health Clinic has developed a growing
reputation for the treatment of older age anxiety and depression over the past six years, and
has a regular referral flow of patients. We expect to recruit 172 participants at this site.

5. STUDY PARTICIPANTS

5.1. Inclusion Criteria

Participants will be referred to the Macquarie University Centre for Emotional Health Clinic t
by their GP, primary health network, other health professional or health organization (e.g.
aged care, hospital, residential aged care), or can self- refer. In addition, the study will be
advertised broadly to the community and the GPs in the local areas of the sites, using
brochures, media and newspaper stories and advertisements, and advertised through Beyond
Blue’s network of GPs in the local area (see Section Participant Recruitment and Screening).

Inclusion criteria: Aged > 65 years; anxiety and/or unipolar depression is the main
interfering problem according to the DMS 5 criteria assessed by a semi-structured diagnostic
interview.

5.2. Exclusion Criteria

Exclusion criteria will be English language illiteracy, psychosis or bipolar disorder, active
suicidality, significant uncorrected hearing loss and likely moderate to severe dementia based
on a standardized cognitive screener test (i.e. the scores on the six-item Cognitive
impairment Screener). Participants currently using (psychotropic) medications will not be
excluded, but participants will need to be stabilised on medications for 1 month before
baseline assessments. All medication changes will be noted at each assessment and
controlled for in analyses.
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Basic DemographicsP

vy

Detailed Demographics v v
Cognitive Impairment 4

Screener — 6 item

Cognitive Assessment Battery 44 W
Anxiety Disorder Interview a4

Schedule) — version 5 (ADIS-

5)

Clinician’s Severity Rating 44 v v
(CSR) on ADIS

Geriatric Anxiety Inventory 44 v v
(GAI) — 20 item

Geriatric Anxiety Scale (GAS) v 4 vy
— 30 item

Geriatric Depression Scale v v v
(GDS) - 30 item

Depressive Symptoms v v v
Inventory — Suicide Subscale

De Jong Gierveld Loneliness 44 v VY
Scales — 11 item

Lubben Social Network Scale 44 44 v
(LSN)

Big Five Inventory (BFI) 4 % v
Davos Assessment of the 4 7 v
Cognitive Biases Scale

(DACOBS)

The Personality Inventory for 4 44 24
DSM- 5 (PID-5-BF)

The Cognitive Distortions 44 44 VY
Scale (CDS)

The Working Alliance 44 vy VY
Inventory (WAI)

Bille- Brahe Social Support 4 44 v
scale

Societal Participation 4 W v
Questionnaire (SPQ)

Australian Community 4 W v
Participation Questionnaire

short form (ACPQ)
Australian Quality of Life 4 44 v
(AQoL-8D)

Use of Service Questionnaire v %% %




Consumer Questionnaire 44

iMTA Productivity Cost 44
Questionnaire
Health use Data Extraction 4 124 v
CHeReL

#Measures will be administered over the phone or online or paper based (participant’s choice)

P Basic demographics will be sourced to compare group differences in participants who agree to
participate versus those that do not agree to participate, and will be extracted from client records. Basic
demographics will be age, gender, and mean CSR at baseline.

6.3. Study Procedure Risks

This study does not pose any risk for social, financial, or physical harm.

1.

Emotional distress — There is a small risk that participants may find some personal
assessment questions emotionally distressing. However, the questions asked are not
beyond the scope of those asked in a regular intake procedures, assessment and therapy
sessions. In addition, it is likely the benefit of the research justifies the risks of harm or
discomfort to participants. The measures will be administered by trained research
assistants and intake officers, registered and intern psychologists supervised by a Clinical
Psychologist.

Risk of self~harm — As this study is actively recruiting participants who are distressed
there is a risk that an individual may engage in self-harm including making a suicide
attempt. The team are experienced in working with older distress individuals and will
follow clinic protocols for managing risk. This includes regular and active screening of
self-harm risk including intent, access to means, and previous attempts. In the case that
risk is identified study protocols will be followed which include escorting the individual to
a safe place for further psychiatric assessment (such as the University Medical Centre or
calling the local crisis team), informing relevant family members and GP of the risk, and
further of monitoring the risk).

Burden of completing measures - As part of the study, participants will be asked to
complete a semi-structured interview, complete cognitive assessments and answer
questionnaires. Our team have run two similar clinical trials in older adults with anxiety
AND depression using a very similar assessment protocol. The face to face assessments
are usually conducted in two segments — 1.5 hours for the cognitive assessment, followed
by a lunch break, and then 1.5 hours for the clinical interview. The baseline measurement
is the longest assessment, with the post- and follow- up assessments of the clinical
interview usually taking only 30 minutes. In addition, participants will complete self-
report questionnaires on mood, wellbeing and medical service use which will take
approximately 30 minutes that they will do at home in their own time.

Privacy - participants will be asked to release some private information to researchers.
This information will be stored under alpha numeric codes on a secure university server
in password protected files and so the risk of being identifiable is very remote. The
research team have significant experience running clinical trials and managing private
information.




5. Coercion- participants might feel pressured to participate in the research. Coercion will
be minimized by training all staff involved in recruitment or the study in anyway in the
appropriate ways of providing information about the study, gaining informed consent,
notifying participants about the voluntary nature of the research and right to withdraw
consent at any time without consequence. Participants will be given time to make
decisions about agreeing to participate in the study.

6.4. Participant Recruitment And Screening

Participants will be recruited from GPs, primary health network, other health professional or
health organisations (e.g. aged care, hospital, residential ages care) or can self-refer. In
addition, the study will be advertised broadly to the community and the GPs in the local
areas of the sites, using brochures, media and newspaper stories and advertisements, and
through Beyond Blue’s professional networks. The GPs in the local area of the sites will be
informed of the study and given information about how to improve detection and screening
of anxiety and depression in their elderly patients.

The Macquarie University Centre for Emotional Health Clinic has built a strong reputation
for psychological treatments and a wide referral base over the past 15 years. The Macquarie
University Centre for Emotional Health Clinic has developed a growing reputation for the
treatment of older age anxiety and depression over the past six years, and has a regular
referral flow of patients. We expect to recruit 172 participants at this site.

Following referral, participants will be screened over the telephone. Intake officers will assess
likely suitability for the trial based on inclusion and exclusion criteria (as outlined in this
application). Older adults who are likely to meet the criteria will be sent participant
information and consent forms. Intake officers will follow-up with patients the next day or at
a time convenient to the participant, to review understanding of the information and consent
form and to answer any questions. Patients who are interested in participating will be asked
to provide written informed consent. They will then make an appointment to complete full
baseline measures according to the study design, including a semi-structured diagnostic
interview (administered by a clinical registrar at Macquarie University), to finalise suitability.
After completion of this baseline assessment, participants’ randomization by the research
team takes place (see Section Randomisation Procedure) and an appointment will be
scheduled for their first treatment session.

If the older adult is judged to be ineligible for enrolment in the current study, the primary
reason of ineligibility will be documented and the older adult will be considered as unsuitable
to participate in the trial. Participants who do not consent or do not meet eligibility criteria
will be offered alternative services at the Centre for Emotional Health clinic as appropriate
and/or referred to alternative services in the local area and/or to their GP.

See Appendices for copies of advertising flyer, information brochure, participation
information sheet, and consent form.




6.5. Participant Enrolment

After obtaining the participants’ informed consent and verifying that the participant fulfils all
the inclusion and none of the exclusion criteria, they will be allocated a de-identified alpha-
numeric code allocated by the Centre for Emotional Health clinic and randomised to the
treatment condition.

6.6. Information and Consent

Informed consent will be obtained from all participants. Intake officers will notify the older
adult about the study and send participants (via email or mail) an information and consent
form outlining what exactly is involved (see Appendix A). Written informed consent will be
obtained from all participants. Consent will be collected prior to the baseline assessment. See
Appendix A for written consent procedure.

6.7. Randomisation Procedure

Suitable participants will provide informed consent and will be subsequently randomised to
receive enhanced CBT or standard CBT.

The randomisation schedule will be generated using a computerised randomiser
(www.randomizer.org) and placed into consecutively numbered sealed envelopes by Faculty
statistician independent of the research team).

6.8. End of Study Treatment/Withdrawal Procedure

End of Treatment

The primary endpoint for this study is the 14 weeks post treatment assessment. The
secondary endpoint for this study takes place 12 months after baseline (12 month Follow Up
assessment). At the secondary endpoint, all participants will be encouraged to continue to
use the skills they have learned from the treatment.

Continuation of therapy

Participants who are still reporting clinically significant impairment at the secondary
endpoint will be provided with additional services as per usual practice at these sites, or if
appropriate, can be referred to services elsewhere.




6.9. Patient Withdrawal

Reasons for withdrawal

Participants can withdraw from the study at any time and still receive the treatment without
consequence. Participants are unlikely to withdraw from the study, but might choose to
withdraw from treatment (stop attending appointments). The most likely reason for
participant withdrawing from treatment it that they are feeling better and no longer require
treatment. If participants withdraw from treatment, we will still ask them for follow up data
at the assessment points. They will be free to withdraw from the study and not provide this
data. Wherever possible, information about their decision to withdraw from the study will be
collected in a non-threatening way, to comply with CONSORT recommendations and to
facilitate the correct reporting of the impact of adverse events on treatment completion.

In the rare event that a participant ends up in crisis due to external circumstances that
prevents them from continuing in treatment, or if an alternative treatment becomes
indicated (e.g. pharmacology, hospital admission), participants will continue to be monitored
throughout the study and complete follow up assessments (as practical) and the failure to
complete treatment taken into consideration in the analysis and reporting of the results of
the trial.

Handling withdrawal and losses to follow- up

If a participant wishes to withdraw from the research once it has started, they can do so at
any time without impacting their future treatment at any of the participating sites. Wherever
possible, information about their decision to withdraw from the study will be collected in a
non-threatening way, to comply with CONSORT recommendations and to facilitate the
correct reporting of the impact of adverse events on treatment completion. Verbal or written
withdrawal of participation will be accepted. See the statistical handling of missing data
below.

7. OUTCOMES

7.1.  Definition of Outcomes

The aim of this study is to evaluate the efficacy and cost-effectiveness of an enhanced CBT
program in the treatment of anxious and/or depressed older adults, relative to current ‘best
practice’ transdiagnostic CBT (standard CBT).

Assessments

The study has a longitudinal design conducted over 12 months with three assessment points
in both the enhanced CBT and standard CBT condition. Outcomes will be collected at
baseline, 14 weeks, and 12 month follow-up.

1. Baseline assessment — (Prior to program entry and completed during intake)
2, Post-treatment 14 weeks assessment — (14 weeks from baseline assessment)

3. Follow-up 12 months assessment — (12 months from start of therapy)




Outcomes

1. Primary outcome

The primary outcome is the Clinician’s Severity Rating (CSR) of anxiety and depressive
disorders based on the Anxiety Disorders Interview Schedule 5t edition (ADIS -5) post-
treatment. The ADIS -5 is a semi-structured interview for diagnosing psychiatric conditions
according to DSM -5 criteria. This interview will be administered by clinical psychologist and
registrars who will be trained to criterion in its administration, and receive weekly
supervision to assist with diagnostic decisions.

2. Secondary Outcomes

a. Clinician’s Severity Rating (CSR) of anxiety and depressive disorders based on the Anxiety
Disorders Interview Schedule 5t edition (ADIS -5) at 12 month follow-up.

b. Changes in Symptomatology on the following measures:

Geriatric Anxiety Inventory (GAI), is a 20 item self-report measure of anxiety, with good
internal consistency, test-retest reliability and concurrent validity (Pachana et al., 2007).

Geriatric Anxiety Scale (GAS) is a 30-item self-report measure used to assess anxiety
symptoms among older adults (Segal et al., 2010).

The Geriatric Depression Scale (GDS), is a 30 item self-report measure of depression for
use in older adult populations (Yesavage, et al., 1983).

The Depressive Symptoms Inventory — Suicide Subscale (Joiner Jnr, 2002), is a 4 item
measure of suicidal ideation.

c. Changes in Social Participation
De Jong Gierveld Loneliness Scales (De Jong Gierveld & Tilburg, 2006) measures
feelings of loneliness and perceived social isolation with 11 items.

The Lubben Social Network Scale (LSNS) is a commonly used tool to assess social
connections in older adult populations. The 18 item scale assesses the frequency and
quality of family, friendship and neighbour support.

The Bille- Brahe Social Support scale (8 —item), a short scale to measure social support
and social integration (Bille-Brahe, 1985).
d. Measures of Cost Effectiveness

The Australian Quality of Life (AQoL-8D), measures quality of life and health outcomes
across eight domains (independent living, relationships, mental health, coping, pain,
senses, self-worth and happiness) and can be used to calculate QALYs (see below).

Health Resource Use, data will be sourced using a purpose built medical cost
questionnaire, supplemented with linked data from the NSW Centre for Health Record
Linkage (CHeReL) on Admitted Patient data, Emergency Department data, and Mental
Health Ambulatory data, along with Medicare Benefit Schedule (MBS) and
Pharmaceutical Benefit Schedule (PBS) data.




The iMTA Productivity Cost Questionnaire (Bouwmans et al., 2015), is a standardised
instrument to measure and value health-related productivity losses including
presenteeism and absenteeism in paid and unpaid work.

Use of Service questionnaire, constructed by the CIs to assess use of health and
community care services in the last 6 months. This includes hospital services, medical
services, allied health services, community based services, and diagnostic services.

A Societal Participation Questionnaire (SPQ), will be constructed by the CIs to assess
frequency and types of social activity (including volunteering, childcare assistance, social
events).

The Australian Community Participation Questionnaire short form (ACPQ), is a 15 item
measure of frequency of participation in 7 different social activities (i.e. contact with
extended family, friends and neighbours, contact with friends and family, attending
organised community events, volunteering and political protest).

e. Moderators of Treatment

The Big Five Inventory (BFI; John & Srivastava, 1999) is a 44 item self-report inventory
designed to measure the Big Five dimensions. Each of the factors is then further divided
into personality facets.

The Davos Assessment of the Cognitive Biases Scale (DACOBS; van der Gaag et al. 2013),
a 42 —item self-report tool for a broad assessment of different kinds a cognitive
distortions.

The Personality Inventory for DSM-5—Brief Form (PID-5-BF)—Adult is a 25-item self-
rated personality trait assessment scale for adults age 18 and older. It assesses 5
personality trait domains including negative affect, detachment, antagonism,
disinhibition, and psychoticism, with each trait domain consisting of 5 items (Krueger et
al. 2013).

The cognitive Distortions Scale (CDS; Covin et al., 2011) is a 20 item scale that measures
the tendency to make ten cognitive distortions including mindreading, catastrophising, all
or nothing thinking. It has sound psychometric properties with clinically relevant
measures and appears relevant for clinical and research populations.

The Working Alliance Inventory (WAI-Short-Form: Paap & Dijkstra, 2007) is a 36 item
scale to measure the therapeutic alliance between a therapist and a client. There is a
therapist and a client form. It is based on Bordin’s theory of working alliance and
measures the agreement between the therapist and the client on goals of therapy and well
as tasks to achieve these goals. This scale has sound psychometric properties with other
measures in this field.

f. Cognitive Assessment Battery.

Neuropsychological Assessment will assess attention/orientation, verbal fluency, memory,
language and spatial abilities, using a neuropsychological battery consisting of the: Mini-
Mental State Examination, Logical Memory I & II, Benton Visual Retention Test, Verbal
Fluency (FAS and animals), Digit Symbol, Boston Naming Test, Rey Auditory Visual
Learning Test, Block Design, National Adult Reading Test, Trail Making Test, and
Grooved Pegboard. This will take less than 9o minutes.




g. Consumer Questionnaire

A purpose built questionnaire with open and closed questions will be used to gather
information on consumers’ experiences, benefits, barriers and dislikes about the
psychosocial interventions.

8. STATISTICAL CONSIDERATIONS

8.1. Sample Size or Power Calculation

Based on review of the available literature and our pilot study results comparing this
enhanced CBT program to an active control group, we expect the enhanced CBT program to
produce larger effects on the treatment outcomes t in the range of Cohen’sd ~ 0.6 — 1.0.
However, given that we are comparing two active treatments, we will conservatively power
this study to detect a difference between treatments at a medium effect (d=o0.5).

Therefore based on a moderate effect of d=0.5, with power at 90% and, alpha ato.o5 (2
sided) we will need at least 172 subjects (86 equally randomised to each condition) in total.
With the expectation of 15% of participants to be found to be unsuitable, at least 200
participants will be needed.

8.2. Detailed Analysis Plan

Efficacy Evaluation:

Analyses will be conducted using intention-to-treat and as such all participants will be
analysed in the group to which they were randomised. Multiple imputation will be used to
manage missing data. The effectiveness of the programs will be established using mixed
model analysis to compare the differences in clinical diagnostic severity (established by
clinicians blind to treatment allocation) and scores on self-report measures at pre-treatment,
post-treatment, and at a 12-month follow up period. Analysis will be a mixed model with
random subject effect, fixed effects relating to group allocation (between-group), time
(within-subject) and covariates. Interaction contrasts will be used if the time x group
interaction reaches statistical significance but the main effect contrast will be used if not.
Statistical inference will be based on the nonparametric bootstrap if the assumption of
Normality is violated.. The same process will be used for the secondary hypotheses to
compare the groups on all outcome measures.

Economic Evaluation

An economic evaluation will be undertaken from both the healthcare and societal perspective
to measure the relative benefit in health outcomes and resource use for the enhanced
intervention compared to standard CBT.

Health outcomes will be evaluated using Quality Adjusted Life Years (QALYs) derived from
scores on the AQoL-8D. Resource use per patient in the enhanced CBT intervention versus
the cost per patient in the standard CBT group will be compared and will include acute care,




primary care, mental health care, community care and medication use. Productivity
(employment, absenteeism and presenteeism) will be captured using the validated iMTA
Productivity Cost Questionnaire (iPCQ), while other valuable activities such as volunteering
and caring will be captured using the purpose built societal participation questionnaire. Cost
utility analysis would be undertaken, comparing differences in QALYs with differences in
resource use, and presented using an incremental cost effectiveness ratio (ICER). This will
provide a basis to make judgements on whether the enhanced CBT intervention is cost
effective, by comparing the ICER to the federal government’s willingness to pay threshold for
QALYs (e.g., $50,000 per QALY).

The lifetime cost effectiveness of the intervention will be estimated using economic
modelling techniques, such as Markov modelling. Uncertainty around the ICER and lifetime
cost effectiveness results will be explored using deterministic sensitivity analysis (varying
model parameter values manually) and probabilistic sensitivity analysis (drawing model
parameter values simultaneously from a priori—defined probability distributions using
Monte Carlo simulation methods). Threshold analysis will be used to estimate levels of
uncertain parameters where the enhanced intervention becomes cost effective. This will
reduce uncertainty for decision makers when deciding on whether to fund the enhanced
intervention as an ongoing program, and roll it out into other health services.

Mediation Analyses:

Mediation will be evaluated using path models. Of key interest are the total effect (sum
of all paths between clinical severity rating at baseline and 12 month follow-up), the direct
path between clinical severity rating at baseline and 12 month follow-up, and the indirect
path (total-direct) via key demographic variables, personality and social participation factors.
Statistical inference will be based on the nonparametric bootstrap if the assumption of
Normality is violated.

9. DATA COLLECTION

Outcomes will be collected by self-report measures (collected online, via pen-and-paper or
over the telephone at the participant’s choice) and a semi- structured diagnostic interview
(ADIS-5) at baseline, 14 weeks, and at 12 month follow-up by assessors blinded to treatment
allocation. See Section 14.CONFIDENTIALITY AND STORAGE AND ARCHIVING OF
STUDY for detailed information about Data Storage.

All collected participant data will be allocated a de-identifiable alpha numeric code so that
confidentiality is maintained during the study, and when the data is stored. See Section 6.
STUDY PROCEDURES and Section 7. Outcomes for detailed information about the data
collection and outcomes.

10. QUALITY CONTROL AND ASSURANCE

Reliability checks will be conducted by a qualified independent rater (research psychologist
or research assistant). In order to satisfy treatment integrity checks, for all participants who
consented to recording of therapy sessions, all therapy sessions will be recorded and 20%




randomly selected for reliability coding by an independent scorer for treatment integrity and
adherence coding. In addition, clinicians conducting assessment and therapy will undergo
weekly supervision with a clinical psychologist managing the study.

11. ETHICS

11.1. Investigator Authorisation Procedure

Ethics approval will be sought from the Macquarie University Human Research Ethics
Committee (HREC)- Medical Science. Furthermore, after ethics approval, the trial will be
registered on the Australian New Zealand Clinical Trials Registry (ANZCTR) prior to
enrolment of the first participant.

11.2. Patient Protection

The study will be completed in accordance with the guidelines set out in the National
Statement on Ethical Conduct in Human Research (2007) (the National Statement) and the
CPMP/ICH Note for Guidance on Good Clinical Practice and any other relevant
legislation/guidelines.

The results of the study will be presented at national and international conferences, and
submitted for publication in peer-reviewed journals. In these instances, only de-identified
data will be used, and only averages will be reported. No individually identifying information
will be reported.

12, SAFETY

12.1. Adverse Event Reporting

This trial does NOT involve a therapeutic product and so no adverse events are anticipated.
Given the participants are emotionally distressed, it is unlikely but possible that a participant
may commit suicide, engage in self-harm, or require immediate psychiatric assessment or
institutionalization for safety purposes.

To minimise any risk of harm, suicide intent is screened at intake and baseline, and as
needed throughout the trial. Any unforeseen events or clinical complications that arise will
be reported by clinicians and the research team during regular project supervision and to the
chief investigator. As noted in 6.3 above, the team are experienced in working with older
distress individuals and will follow clinic protocols for managing risk. This includes regular
and active screening of self-harm risk including intent, access to means, and previous
attempts. In the case that risk is identified study protocols will be followed which include
escorting the individual to a safe place for further psychiatric assessment (such as the
University Medical Centre or calling the local crisis team), informing relevant family
members and GP of the risk, and further of monitoring the risk). The chief investigators
A/Professor Viviana Wuthrich and Professor Ron Rapee will make decisions in discussion
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with other CIs about any needed course of action. All adverse events will be documented and
the Independent Data Safety Board (DSMB) will be informed. All serious adverse events will
be reported to the HRECs within 72 hours. The reports will be followed by a detailed written
report. Follow-up reports will identify a participant by their unique code rather than by their
name.

12.3. Data Safety and Monitoring Board (Dsmb)

A data safety and monitoring board (DSMB) services in an independent capacity and
provides their expertise and recommendations to the research group. The data safety and
monitoring board consists of an independent group of experts. The primary responsibilities
of the DSMB are to 1) periodically review and evaluate the accumulated study data for
participant safety, study conduct and progress, and, when appropriate, efficacy, and 2) make
recommendations to the research group concerning the continuation, modification, or
termination of the trial.

An advisory committee including a geriatric psychiatrist, clinical psychologist and two
consumer advocates is being finalised and will meet prior to, and 6 monthly, for the trial
duration. The CIs will report to the independent DSMB on all adverse events, as well as to the
relevant Ethics committee.

12.4. Early Termination

There are no foreseeable reasons for early termination of the study. In the unlikely case of
early termination, it is the responsibility of A/Professor Wuthrich to inform all the involved
staff about the management of study termination in collaboration with the involved Ethics
Committee.

An earlier end of the clinical trial, which is not based on grounds of safety, but on other
grounds, such as faster recruitment, than anticipated, is not considered as ‘early
termination’.

13. BLINDING AND UNBLINDING

A Faculty Statistician (independent of the research team) will create the randomisation
schedule to allocate individuals to condition. Suitable participants will be randomly allocated
by the Research Assistant off site. Due to the nature of randomisation by site, clinicians and
participants will not be blinded to condition.

Clinical diagnostic severity will be assessed by clinicians blind to treatment allocation. This is
critical to examine the effectiveness of the programs.




14. CONFIDENTIALITY AND STORAGE AND ARCHIVING OF STUDY

Data confidentiality

All participant data will be allocated a de-identifiable alpha- numeric code so that
confidentiality is maintained during the study, and when the data is stored.

Data Storage

All data will be stored via a de-identifiable alpha- numeric code. Paper copies of
questionnaires will be entered into the electronic database (and then archived). An electronic
record linking the alpha- numeric IDs with patient identifying information (such as Medicare
number) will be kept in a separate password protected electronic file stored by the chief
investigator and project manager. The electronic database will be stored in online data
storage repositories indefinitely at Macquarie University in a password protected folder. Only
CIs and project manager (postdoctoral research fellow) and research assistant will have
access to this de-identified data.

After data collection is complete, de-identified data may be shared with other researchers,
used in subsequent studies, or stored in online data repositories. Sharing of the de-identified
data will help to maximise the benefits that may result from this study.

Study Record Retention

Study records will be retained for a minimum of 15 years after the last publication arising
from the study.

15. TRIAL SPONSORSHIP AND FINANCING

This study is co-funded by NHMRC and Beyond Blue. The investigators declare no conflict of
interest. The fund awarded can be used to cover the direct costs of the research proposal
(recruitment, treatment, dissemination of results).

16. INDEMNITY

16.1. Compensation

Reasonable precautions against harms are being taken, including details of any hazards
noted in the risk assessment, and action taken to reduce or eliminate risk. The administering
institution agrees to follow the Medicines Australia Guidelines for Compensation for Injury
Resulting from Participation a Company-Sponsored Clinical Trial.

The Macquarie University Code for the Responsible Conduct of Research (Macquarie Code)
outlines standards of responsible and ethical conduct expected of all persons engaged in
research under the auspices of Macquarie University. The University has developed this Code
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to meet the standards set out in the Australian Code for the Responsible Conduct of Research
(2007). The administering institution agrees to follow the Medicines Australia Guidelines for
Compensation for Injury Resulting from Participation a Company-Sponsored Clinical Trial.
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