Treatments for Improving Mood in Women Survivors of Interpersonal Violence: A
Community-Engaged Study-1.2

NCT06657950

Study Protocol and Statistical Analysis Plan

Date Last Updated: April 21, 2025

Version 2.5, 4/21/2025



Clinical Intervention Study
Protocol

Version 2.5, 4/21/2025



TREATMENTS FOR IMPROVING MOOD IN WOMEN: OPEN
PILOT TRIAL, PHASE 1.2

Principal Investigator:

Tosca Braun, Ph.D.
Research Psychologist, Butler Hospital

Co-Primary Mentors:

Lisa Uebelacker, Ph.D.

Professor, Brown University
Director of Research, Butler Hospital

Co-Director of Behavioral Medicine and Addictions Research, Butler Hospital

Jennifer Johnson, Ph.D.
Professor, Michigan State University

Supported by:

The National Center for Complementary and Integrative Health, K23 AT011917

Institutional Review Board (IRB):

Butler Hospital IRB

Version 2.5, 4/21/2025



STUDY OBJECTIVES

Study Title

Open Pilot Trial of the Integrative Yoga and Mindful Self-Compassion Program for Women
Survivors of Violence

Specific Aim

The specific aim of this open pilot trial is to refine a complementary medicine intervention
(Integrative Yoga and Mindful Self-Compassion program) and assess its feasibility,
acceptability, and safety in women with a history of interpersonal violence victimization.

BACKGROUND AND STUDY RATIONALE

A staggering 30-50% of U.S. women have experienced interpersonal violence (physical
or sexual violence) within their lifetime, including Non-Hispanic Black/African American (AA;
44%), Hispanic (34%), and Non-Hispanic White women (37%)." Violence drives “downstream”
poor behavioral>® and physical health’~"", with lifetime medical costs for IV-related care
reaching $2.1 trillion in 2014 — $103,167 per female victim'2. Psychological distress is elevated
among survivors due to prevalent stigma'*='5, chronic stress'®"'®, and psychiatric disorders®®'°
— driving poor health long after abuse has ended. Further, stigma and associated sequelae
(e.g., shame, internalized stigma, emotion regulation)?*>-?? can magnify distress?>-?® and adverse
health effects®’°. These sequelae of interpersonal violence may be alleviated through targeted
intervention®=*. Yet transdiagnostic approaches to reduce survivor distress and stigma
sequelae can be rare, including those designed as responsive across racial and ethnic groups
that together account for a significant portion of violence victimization prevalence in the U.S.
Recent calls have thus been issued to develop responsive, trauma-informed approaches to help
address the public health burden of violence and its sequelae across women, including those
with intersecting characteristics of vulnerability>=>°.

The present study is an open pilot trial of a complementary medicine intervention
integrating Trauma-Informed Yoga (T1Y) with adapted Mindful Self-Compassion (MSC) training,
developed using community-engaged research. The goal of the Integrated TIY and MSC (I-
YMSC) intervention is to improve stigma sequelae and reduce distress in victims of violence.
Self-compassion is recommended for trauma survivors by mindfulness and trauma experts**-®
as it targets stigma-related problems (affect dysregulation, shame)**=*° and may improve
distress in the long-term*®=2. Yet, MSC can also temporarily increase short-term distress
(“backdraft’)***° TIY reduces short-term distress51-53 and promotes physiological-autonomic
regulation54+-¢0. We hypothesize TIY will offset and integrate temporary distress in MSC, allowing
persistence for optimal therapeutic effects. The PI's program evaluation data suggests adapting
MSC to address stigma sequelae and integrating this approach with TIY is warranted and has
potential to ameliorate distress experienced by victims of interpersonal violence. Following on
formative intervention development work with survivors, the specific aim of this open pilot trial is
to refine the adapted I-YMSC intervention and assess its feasibility, acceptability, and safety.
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METHOD

Brief Description of Participants

Women with a history of interpersonal violence (N=15, >18 and <65 years old) in Rhode
Island and Massachusetts will be enrolled. Efforts will be made to recruit and counterbalance
participants across three racial and ethnic groups (Black/African American, Hispanic, and Non-
Hispanic White) as these groups together account for a significant portion of experienced
interpersonal violence in the U.S. population.

Study Design

This is an open, single-armed pilot trial to study the feasibility, acceptability, and safety
of a 12-week Integrated Yoga and Mindful Self-Compassion (I-YMSC) intervention in women
survivors of interpersonal violence. We will also gather additional feedback from women to
guide further refinement of the manual. Participants will attend I-YMSC study sessions twice per
week for the 3-month intervention duration. Participants will also be invited to engage in
personal practice of yoga or I-YMSC exercises up to four days per week.

Specific Procedures or Treatments

The planned I-YMSC intervention will change based on engagement with community
survivor stakeholder partners as well as focus groups and qualitative interviews. The
multicomponent /-YMSC intervention is proposed to run 12 weeks, twice per week. Across the
12 weeks, Component 1 (main I-YMSC sessions) will run once-weekly for 2-2.5 hours,
integrating MSC training (experiential and relational exercises; meditations) with TIY (breathing
exercises, meditation, mindful movement, and relaxation). Component 2 (weekly trauma-
informed yoga [T1Y] classes) will run once-weekly for 1-1.25 hours to regulate affect and reduce
distress between study sessions. Component 3 (personal practice) will be offered up to four
days per week for formal practices (approximately 10-25 minutes; TIY, meditation), and as-
needed for informal in-the-moment practices (e.g., deep breathing, “self-compassion break” to
cope with acute distress). Classes will take place in-person in the Providence, RI region at
Butler Hospital or at our approved community partner sites. Potential risks include loss of
privacy or breach of confidentiality, increased distress due to procedures, ineffective
intervention (i.e., lack of improvement in distress), and mild physical injury.

Facilitator for Main Study I-YMSC Sessions. The Pl or a qualified therapist with at
minimum an MA degree or credential in teaching Mindful Self-Compassion and experience
delivering related trauma-informed interventions will deliver I-YMSC main study sessions.

Yoga Instructors for TIY Classes. The Yoga Alliance is a professional organization which
sets standards for yoga teacher training. One can be a Qualified Yoga Teacher at the 200- or
500-hour level. We will require that all study yoga teachers be trained at the 200-hour level and
will have previous experience working with women. Teachers will also have study-specific
training on research methods, working with interpersonal violence survivors, and the yoga
manual. They will meet approximately monthly for supervision. There will be at least two trained
yoga teachers.
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Inclusion/Exclusion Criteria

o o

b)

d)

f)

g)

Inclusion Criteria:

Female

Ages 18-65

Report having experienced interpersonal violence (defined to include all forms
throughout the lifespan, confirmed with the Trauma History Questionnaire (THQ])
Report being distressed, defined by a score of >5 on the Kessler-6 screener

Speak and understand English well enough to understand questionnaires when they are
read aloud

Have access to a telephone through owning one, a relative/friend, or an agency

Have access to a device that will support use of the video platform we are using to
conduct assessments and for home practice yoga video sessions

Exclusion Criteria:

Inability to be physically active, determined by a score >1 on the Physical Activity
Readiness Questionnaire (PAR-Q) and physician non-consent of participation

Planned surgery in next 6 months, as this would interfere with study participation
Pregnancy, as yoga should be modified for pregnancy

Current mania or lifetime history of psychotic disorder as determined by the Diagnostic
Interview for Anxiety, Mood, and OCD and Related Neuropsychiatric Disorders
(DIAMOND)

Current probable severe substance use disorder, as determined by the DIAMOND
Current diagnosis of anorexia nervosa or history in past year, assessed via the
DIAMOND

Participants will be excluded if they are determined to be at moderate or high risk for
suicide on the adapted Columbia Suicide Severity Rating Scale screen version-recent
(C-SSRS) and/or they endorse suicidal plan/intent in the past 3 months. This means
they will be excluded if: a) they say yes to item 3, 4, 5 (suicidal plan/intent, adapted to
assess past 3 months instead of 1 month); b) they say yes to item 6 (suicidal attempt;
past 3 months). Any participants who respond yes to items 2, 3, 4, 5 (past 3 months) or
item 6 (past 3 months), or who report thoughts about suicide to a research staff member
during or outside of the context of the baseline assessment - will have an immediate
clinical risk assessment with a licensed mental health professional.

Non-stable course of psychiatric treatments (medication, psychotherapy) for the last 8
weeks

Plan to move from the area in the next 6 months, as this may preclude study
participation given enrollment timeframes

Self-report of experiencing intimate partner violence currently or within past six months
(assessed by the adapted Revised Conflict Tactics Scale 2 [R-CTS2]), as this would
require a different type of intervention

Current weekly yoga practice or current participation in mindfulness-based
programming, as these are the study interventions
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Study Enrollment Procedures

Recruitment and Screening. Participants will be recruited through a broad outreach
strategy. This includes flyers and referrals from (1) medical settings including Butler and
community health centers, emergency departments, OBGYN offices, and federally qualified
health centers; (2) flyers and referrals from relevant hotlines, support groups, family nurse
partnerships; (3) flyers in churches, daycare centers, other places where women congregate
(WIC offices, Medicaid offices, etc.), and (5) Craigslist/Facebook and other online/community
venues/listservs, etc., including a Butler Hospital study website. In addition, staff will offer free
workshops in settings with community partners that serve women, where information about the
study will also be shared. Participants may also be recruited from Butler Hospital’s inpatient,
partial hospital, or outpatient services, including through medical record review.

Informed Consent Procedures. Potential participants will undergo phone screening to
detail the study and assess preliminary eligibility for those interested. Following an eligible
phone screen, written informed consent will obtained from each participant with trained research
staff. There will be two informed consent forms (ICF): one screening ICF administered prior to
the baseline eligibility interview/questionnaires, and one primary ICF for those who screen
eligible. During the informed consent process, research staff will carefully explain all aspects of
the screening procedure and study, the potential risks and benefits, and the expected duration
and time commitment of their participation. The participant will be given the opportunity to read
through the consent form and ask questions. After screening informed consent is obtained,
participants will be evaluated using the baseline assessment and diagnostic measures to
confirm eligibility. Once eligibility is confirmed, the consent process will be repeated for the
primary ICF.

At the end of all consent forms, research staff will sign and date to indicate that they
conducted each consent process. Consent forms will be stored on secure servers or in a secure
location at Butler Hospital in a locked filing cabinet (for hard copy consent forms). With their
permission, participants will be sent (via mail or email) or given a copy of the consent form for
their records, and this fact will be documented in their record.

Enrollment. Women who complete the main study ICF and proceed to score <1 on the
Physical Activity Readiness Questionnaire are considered enrolled. Women who score >1 on
the PAR-Q will be provided a form for their physician to document medical clearance for mild-
moderate physical activity. They are not considered “enrolled,” and cannot begin classes, until
physician medical clearance is secured and they re-verify their interest at that time. Enrollment
may occur at the Baseline 1 visit or at a separate Baseline 2 phone call (if there is a need to
request and wait for medical clearance). Participants are invited to initiate the intervention within
40 days of enrollment. Additionally, if the participant has a mental health provider, we will ask for
a release of information at the Baseline 1 visit to contact their provider in the event of significant
clinical deterioration or the development of active suicidal ideation or behavior.

Documentation of Reasons for Ineligibility. All participants who express interest in
the study (i.e., make contact with us regarding the study) will be tracked in a separate database
along with the status of their participation. Any participant who is screened for any aspect of the
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study (even if only one inclusion criterion is assessed before the participant is determined not
eligible) will have a study record documenting which inclusion criteria were assessed and the
outcome of that assessment (i.e., as part of a study log).

Study Evaluations

To maximize flexibility for the participant, informed consent and confirmation of
remaining inclusion/exclusion may occur at the end of the initial screening or at the Baseline 1
visit. Following completion of the main study ICF, participants will complete remaining Baseline
1 assessments and a self-report survey. Assessments and a self-report survey will also be
administered at 1.5- (mid-intervention) and 3-month (post-intervention) visits. A qualitative
interview to aid intervention refinement will also be administered at the 3-month visit. See Table
1 for the Schedule of Evaluations.

Payment. Payment to participants for completion of the 6- and 12-week assessments is
$25 via a gift certificate to a local mall or supermarket. There is no compensation for the
baseline assessment.

Table 1, Schedule of Evaluations and Participant Payments.

Assessment Screeni_ng Ba§e_line, I‘\,IIV‘:a el\I7II2y M.1'.5 M3
Evaluation Visit1 I\,II3 > Visit Visit
Inclusion/Exclusion X X
Kessler-6 (K6) screener®" X X
Informed Consent Forms X X
Enrollment X X

Columbia-Suicide Severity Rating

Scale (C-SSRS) Screener version X X X X
62,63

Revised Conflict Tactics Scale 2 * *
(R-CTS2), rev. short form8* X X X X
Trauma History Questionnaire " .
(THQ)® X X X X
Diagnostic Interview for Anxiety,

Mood, and OCD and Related X X

Neuropsychiatric Disorders

(DIAMOND)®®

Pregnancy X X X X
Physical Activity Readiness X

Questionnaire (PAR-Q)®”
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Weekly
M1, M2, M.
M3

5 M3
Visit  Visit

Screening Baseline,

Assessment Evaluation  Visit 1

Quick Inventory of Depression X X X
Symptoms (QIDS)e8
Other Adverse Events X X X X
Demographics X
PTSD Checklist (PCL)7%:80 X
Depression, Anxiety, and Stress X X X
Scale-21 (DASS-21)88
Interpersonal Violence Stigma X X X
Scales (IVSS)se-71
Self-Compassion Scale—Brief
(sCs-B)273 1 X X X
Difficulties in Affect Regulation

74,75 T X X X
Scale (DERS)-Short Form™
Internalized Shame Scale (1SS)7® X X X
Injuries due to yoga X X X
Validated acceptability,
appropriateness, and feasibility X X
intervention measure (AIM, IAM,
F|M) 76,77
Client Satisfaction Questionnaire X X
(CSQ-8)™8
COMBINE Systematic Assessment
of Treatment-Emergent Events X X
(SAFTEE)79:80
Qualitative interview X
Payment (gift card) $25 $25

Abbreviations: time points: M1, M2, M3 = months 1, 2, and 3, respectively.

"For adverse event assessment, only THQ items assessing interpersonal violence-related incidents are
administered at 1.5M and 3M.

T These exploratory, secondary measures are administered in the open pilot trial to assess feasibility of
the assessment battery.

SAFETY ASSESSMENTS

Potential Risks and Measures to Reduce Risks
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Potential risks of study participation include:
1. Breach of confidentiality and loss of privacy

2. Increased distress due to intervention or assessment procedures, as well as ineffective
intervention

w

Perception of coercion to participate in the study

4. Risk of further abuse, including if the partners of women who have experienced IPV find
out about their participation in the research

5. Physical injury (mild) related to yoga. This includes mild aches or pain during or shortly

after yoga classes

There are no alternative treatments and procedures provided in this study (e.g., to reduce
distress in this population), though participants will be informed that alternative treatments to
reduce distress are available by talking with their doctor.

Risks and measures to reduce those risks are detailed below.

Confidentiality and loss of privacy. Study personnel will be collecting considerable
information about the study participants. This may create some distress and could cause social
and psychological risk if released inappropriately. This risk is a serious one but we believe that it
is highly unlikely. All information will be collected and handled by research staff trained to deal
appropriately with sensitive clinical issues. All information will be treated as confidential material
and will be available only to research and clinical staff. All data collected will be entered into an
electronic database which is stored on a secure server (REDCap) that is backed up on a daily
basis. Patient identifying information may be stored in a separate database and will be
password protected and stored on a secure server.

REDCap is a secure, web-based application developed by Vanderbilt University for
building and managing surveys and databases. It is primarily designed to support online or
offline data capture for research studies, quality improvement, and operations. Care New
England’s instance of REDCap is hosted within the Care New England data center in Warwick,
RI. This REDCap instance is role-based and is fully integrated with CNE’s Active Directory
structure. It enjoys 24/7/365 enterprise-level support and security inherit to CNE’s HIPAA-
compliant data center. Network transmissions (data entry, survey submission, and web
browsing) to and from REDCap are protected via TLS 1.2 encryption. REDCap’s data is stored
on encrypted servers within CNE’s data center.

All paper files will be kept in a locked filing cabinet in a secured location at Butler
Hospital. Audio recordings will be stored on a secure server or kept in a locked filing cabinet. No
participant will be identified in any report of the project.

Due to the nature of text messaging technology, there is a small, but potential, privacy
risk when communicating through text messages. Text message communications are not
encrypted and therefore this information can be read if intercepted while in transit. Although we
have a strict patient confidentiality policy there is a possibility for the text messaging
communications to be intercepted or accessed without the participant's authorization. This will
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be made clear in the informed consent process, and we will remind participants not to send
sensitive information by text. We will only be conveying general information by text messaging.
No confidential or sensitive information will be sent by text message at any time. Text
messages will contain information about scheduling only. Text messages will be sent from a
dedicated password-protected study cell phone. The loss of privacy is a serious risk but we
believe that it is highly unlikely as we have extensive experience taking measures appropriate to
safeguarding confidential information. Participants may be included in the study even if they
decline to have text messages sent to them.

We will ask participants to sign a release of information so that we may communicate
with their primary care provider and their specialty mental health providers (if any) about a)
medical clearance for mild/ moderate physical activity; b) any serious mental health concerns
that may arise. Although this could present a risk to confidentiality, we believe this is outweighed
by concerns about the patient’s safety.

Finally, being part of a group intervention carries with it a risk of loss of privacy. We will
remind participants of this risk in the informed consent process, and also ask them to keep
information learned about other group members, including the fact they were in the group,
private.

Increased distress due to assessment or intervention procedures, as well as
ineffective intervention. It is possible that some participants will experience increased distress
as a result of participating in assessments or intervention. In the vast majority of cases, we
believe that any increased distress experienced will be mild and transitory in nature. The risks of
possible distress due to the assessment and treatment procedures will be minimized by: a)
using assessments and procedures which have been widely used in previous research studies;
b) allowing participants to refuse to answer any question or withdraw from the study at any time;
c) training yoga instructors in how to minimize and manage distress that may occur in class; and
d) having the Pl and mentors (all licensed clinical psychologists with expertise in distress,
suicidality, and/or interpersonal violence) or their designee (a licensed health professional) in
their absence, on call to counsel participants should they report experiencing distress.

Risk of suicidal ideation or behavior. Given that all participants will have risk factors for
suicidality (i.e., a history of interpersonal violence and elevated distress), some participants may
experience suicide ideation or behavior in the course of study participation. Participants will be
formally asked about suicide ideation or behavior at every assessment (i.e., baseline, 6, and 12
weeks); they may also report it during any contact with staff at any time.

Exclusion criteria. Participants will be excluded at the baseline assessment if they are
determined to be at moderate or high risk for suicide on the adapted Columbia Suicide Severity
Rating Scale screen version-recent (C-SSRS) and/or they endorse suicidal plan/intent in the
past 3 months. (See exclusion criteria section for more detail). Any participants that appear at
risk for suicide based on the detailed C-SSRS criteria, or who report thoughts about suicide to a
research staff member during or outside of the context of the baseline assessment, will have an
immediate clinical risk assessment with a licensed mental health professional. The elements of
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the clinical risk assessment for suicidality include: Risk factors, protective factors, suicide
inquiry, risk determination, clinical disposition, study disposition, documentation.

Monitoring for suicidality. The team will monitor for suicide risk at 6- and 12-weeks with
the C-SSRS screener version (see exclusion criteria section), adapted to assess the 6-week
timeframe since last assessment. Where warranted, this will be followed by a risk assessment
with a licensed mental health clinician, an independent evaluator who is not part of the research
study staff. When a clinician is asked to conduct an immediate evaluation, they will conduct a
suicide risk assessment, involving a clinical interview that follows up on endorsed items of the
C-SSRS and assesses risk and protective factors to guide next steps. The clinician will
determine whether it is necessary to take immediate action to prevent the participant from
causing harm to him/herself. If needed, the study clinician may ask to speak to a secondary
contact or have someone or ambulance bring the person to Butler Hospital or another hospital.

If the participant is not in immediate danger of hurting themselves, we will take the
following actions. First, we will work to develop a safety plan with the patient and encourage
them to discuss this with a secondary contact and/or treatment providers. We will contact their
primary care physician or other clinician to inform them of the suicidality. We will urge the
patient to make an appointment with that provider to discuss treatment options. Regardless of
outcome, suicide assessments are always documented in writing.

Clinical deterioration. Participants may also report significant clinical deterioration, as
defined by an increase in QIDS score of 6 or greater from the previous QIDS assessment and a
score of 16 or greater. The team will monitor for clinical deterioration at 6- and 12-weeks with
the QIDS. This will also trigger a clinical evaluation with a licensed mental health clinician, an
independent evaluator who is not part of the research study staff, within 24-48 hours. The
clinical evaluation will involve gathering additional information about the participant’s symptoms,
contributing factors, and disposition, resulting in a determination of the best course of action for
the participant based on clinical judgment. Typically, this will include notification of an outpatient
mental health provider (if the participant has one) or offer of referrals to an outpatient provider.
Actions could also include facilitation of higher levels of care (e.g., inpatient hospitalization).

The clinical evaluator will remind the participant that the study intervention is
experimental, and therefore we do not know whether it will help the participant manage the
symptoms. Therefore, they will strongly urge the participant to make an appointment with their
community mental health clinician (if they have one), or to follow up with referrals for community
treatment. Further, they will provide information about the Butler Hospital Outpatient Evaluation
Center. This center that was designed to bridge people while they are waiting to be enrolled in
mental health services in the community. If the participant does not have other treatment, they
will be strongly urged to follow up with this center.

Determination of study continuation in the event of clinical deterioration or suicidality: A
patient who has undergone a suicide risk assessment or who has had clinical deterioration may
continue to participate in the study unless the study PI, patient, or the patient’'s community
healthcare providers deem study participation to increase risk for this particular patient.
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Per NCCIH guidance, participants will be removed from the study if any of the following
conditions are met:

a. Participants who are hospitalized due to concerns about clinical deterioration or
suicidality

b. If clinical deterioration is present and the participant meets the criteria for acute
suicidal risk (exclusion criteria)

c. Ifindependent evaluator and/or the patient’'s community healthcare providers
determine withdrawal to be the best option for the participant alongside their follow
up care

Potential coercion. It is possible that individuals may feel coerced into participating.
This risk is a serious one but we believe that it is highly unlikely given informed consent
processes and the ease with which one may withdraw from the study. We will follow standard
procedures for obtaining informed consent. Study staff will fully explain the study procedures,
risks, benefits, and alternatives to all potential participants. Participants will be aware that they
may refuse to participate or drop out of the study at any time without any negative
repercussions from study staff, health care providers, or affiliated institutions.

Physical injury. Because yoga is a physical activity, there is a small risk of physical
injury for those participants who are in study yoga classes. The risk of physical injury will be
minimized by: a) requiring participants that endorse >1 items on the PAR-Q to have medical
clearance for moderate physical activity; and b) requiring all instructors to be qualified,
experienced yoga teachers with experience in directing people in how to achieve yoga postures
without physical injury. Class content will be designed to accommodate the needs of yoga-naive
students who are not currently physically active. By presenting modifications of all postures, and
by using props (e.g., folding chairs, blocks, straps, and blankets), the risk for injury will be
minimized. Injuries due to yoga will be monitored at frequent intervals during this part of the
study.

Risk of further abuse. The risk of further interpersonal violence is low to moderate.
Women with a history of interpersonal violence are more likely to be currently experiencing
abuse than are women without a history of interpersonal violence. We will minimize the risk of
study-related partner violence by enrolling women who have not experienced intimate partner
violence in the past six months. All research personnel (i.e., research assistant) will be able to
call the study team for advice on cases where there is a concern for the safety of the
respondent. If child abuse is reported, then the interventionist, supervisor, or research staff
person involved will provide notification of mandatory reporting guidelines and act accordingly.
As an additional participant safety measure and for referral to appropriate care, the Trauma
History Questionnaire (interpersonal violence items) and Revised Conflict Tactics Scale-2 will
be assessed at 1.5 and 3-month follow-ups. Women who report experiences of interpersonal
violence (since last study contact) will be referred for appropriate additional care but will remain
in the research protocol.

Potential Benefits

Version 2.5, 4/21/2025



The potential benefits of study participation are great, and include increased social
support, reduction in distress, and enjoyment of yoga classes or better physical health (for those
taking I-YMSC), although these benefits are not guaranteed. Moreover, participants are helping
other women with interpersonal violence history through providing information that will improve
distress reduction interventions for this population of women.

Risk-Benefit Ratio

We believe that most serious risks (e.g., loss of confidentiality, major psychological
distress due to study participation, or serious physical injury due to yoga participation) to
subjects are very unlikely. The potential risks associated with participation in this study appear
to be mild to moderate. We have attempted to minimize these risks (described above). While
some risks may be more likely to occur (e.g., minor, transient psychological distress), these
risks are much less serious. The risk of ineffective treatment is a serious risk, but one which: 1)
is minimized through safeguards described above; 2) is common to any treatment for distress in
this patient population.

Indeed, the procedures proposed for monitoring distress should ensure that participants
who require a higher level of care receive it. Our assessment contacts present potential
opportunities to identify and respond to at-risk thinking or behavior patterns which might remain
undetected if women were not in this study. The potential benefits of study participation are
great, and include increased social support, reduction in distress, and enjoyment of yoga
classes or better physical health, although these benefits are not guaranteed. Moreover,
participants are helping other women with interpersonal violence history through providing
information that will improve distress reduction interventions for this population of women. Thus,
the potential benefits seem to outweigh the potential risks of the study and the risk/benefits ratio
seems favorable.

Specification of Safety Parameters

Please see Table 2 for a summary of safety issues, how they are assessed, when they
are assessed, and relevant staff actions.

Table 2. Assessment and Management of Safety Issues, including methods and timing for
assessing, recording, and analyzing safety parameters

When Assessed in Relevant Research Staff
Phase 1.2 Actions

Safety Issue How assessed

QIDS and C-SSRS B1, M1.5 (mid-point) Immediate clinical assessment
Suicide risk _ screener ,M3 (endpoint) ’ as described in Potential R/gks
Participant report to and Measures to Reduce Risks
research staff
Clinical N QIDS B1, M1.5 (mid-.point), Immedia_te clipical assessment
Deterioration Participant report to M3 (endpoint) as described in Potential Risks
research staff and Measures to Reduce Risks
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Follow until resolution; may
result in changes to yoga
instructor manual

Injuries due to Structured self- Weekly during 3-month
yoga report intervention

BL1 (exclusion)

M1.5 (mid-point), M3 Discontinuation from yoga

Pregnancy Single interview

question (endpoint) participation
If related to study participation,
Particis':f\:[rrEeE ort to M1.5 (mid-point), M3 follow resolution; potential
Other AEs P P (endpoint) changes to procedures
research staff ; . ! .
Any point particularly if AE is also

unexpected

Adverse Events and Serious Adverse Events

Adverse Event (AE) definition: An adverse event (AE) is any unfavorable and
unintended diagnosis, symptom, sign (including an abnormal laboratory finding), syndrome or
disease which either occurs during the study, having been absent at baseline, or if present at
baseline, appears to worsen. Adverse events are to be recording regardless of their relationship
to the study intervention.

Serious Adverse Event (SAE) definition: A serious adverse event (SAE) is one that
meets one or more of the following criteria:

e Results in death

¢ s life-threatening (places the subject at immediate risk of death from the event as it
occurred; includes a suicide attempt or drug overdose)

e Results in inpatient hospitalization or prolongation of existing hospitalization
e Results in a persistent or significant disability or incapacity
e Results in a congenital anomaly or birth defect

An important medical event that may not result in death, be life threatening, or require
hospitalization may be considered an SAE when, based upon appropriate medical judgment,
the event may jeopardize the subject and may require medical or surgical intervention to
prevent one of the outcomes listed in this definition.

Study staff will record all reportable events with start dates occurring any time after
informed consent is obtained at least until the final day of study participation. Each time
participants attend yoga classes, we will inquire about injuries due to yoga. At Months 1.5 (mid-
treatment) and 3 (end of intervention), study staff will administer the SAFTEE in order to inquire
about the occurrence of AE/SAEs during the previous 3 months. This allows us to systematically
assess number of adverse events, severity, and resulting impairment. Finally, any time a
participant reports an adverse event to any staff member, a research assistant will contact the
participant to ascertain information for recording of the adverse event. For adverse events
ascertained by any of these three possible methods, the research assistant gets information on
what happened, start and stop dates, severity, functional impact, interactions with healthcare
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professionals, perceived cause, and possible relation to study participation.

With this information, the Pl and Co-Mentor Dr. Lisa Uebelacker will code severity,
causal relationship, and whether the event was expected. If necessary, they will seek further
information from the participant or other source before coding. AEs will be coded on a weekly
basis. Any potential SAE will be immediately reviewed by the Pl and primary mentors (or a
qualified designee in their absence) and coded.

Adverse Event Reporting Procedures

SAEs that are unanticipated, serious, and possibly related to the study intervention will
be reported to the DSMB, IRB, and NCCIH in accordance with requirements. We will use the
Butler Hospital IRB-approved AE report form.

e Unexpected fatal or life-threatening SAEs related to the intervention will be reported to
the IRB and NCCIH Program Officer within 3 days of the investigator becoming aware of
the event. Other serious and unexpected SAEs related to the intervention will be
reported within 7 days. These timeframes follow guidance from NCCIH and are
consistent to local IRB policies.

Anticipated or unrelated SAEs will be handled in a less urgent manner but will be
reported to the IRB and other oversight organizations in accordance with their requirements,
and will be reported to NCCIH on an annual basis.

e Unrelated SAEs that are fatal or life threatening must be reported to the Butler Hospital
IRB within 7 days of the investigator becoming aware of the event.

e Unrelated SAEs that are not fatal or life-threatening must be reported to the Butler
Hospital IRB annually.

All other AEs documented during the course of the trial will be reported to NCCIH on an
annual basis by way of inclusion in the annual report and in the annual AE summary which will
be provided to NCCIH.

Follow-up for Adverse Events

Any SAEs related to study participation will be followed for outcome information until
resolution or stabilization. Follow-up reports will be submitted to the IRB, DSMB, or NCCIH as
required in each specific instance.

Safety Monitoring

The NCCIH requires that all Human Subjects research studies undergo independent
monitoring, and NCCIH Program Officials will provide specific guidelines to the PI for the study.

INTERVENTION DISCONTINUATION

In addition to the discontinuation reasons detailed above in the event of clinical
deterioration or suicidality (see Section 7), participants will be discontinued from an intervention
in the following circumstances:
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o If the participant, their primary care provider, or their mental health provider does
not believe it is in the best interest of the participant to continue. As soon as the
Pl is informed of this, she will speak with the participant about discontinuation.
There may be circumstances (e.g., worsening distress, an injury in yoga class)
when the Pl reaches out to a primary care provider or MH provider to actively
inquire if they have concerns about the participant continuing to participate.

e If a participant chooses to discontinue attendance.

e If the PI, in consultation with the relevant instructor, finds the participant to be so
disruptive to the rest of the class that they have a repeated and substantive
negative impact on the other participants.

Participants will continue with subsequent assessments with their permission.
Assessment schedule and assessments used will not change.

STATISTICAL CONSIDERATIONS

Our primary overall objective for this open pilot trial, as part of a K23 Career
Development Award, is to develop procedures and manuals and acquire data on feasibility and
acceptability that will prepare for a pilot randomized controlled trial in the study population.
Because this is the initial phase of a treatment development study, we have chosen our sample
size (N=15) as being sufficient to assess feasibility and acceptability.

Table 3. Summary of objectives, endpoints, and data analytic strateqy

Objective Endpoint Analyses
Open Pilot Trial
Pilot the yoga intervention 15 participants enrolled & follow up N/A

assessments completed

Descriptive statistics for all
endpoints. See Table 4.

Assess feasibility, acceptability, and

safety of the I-YMSC intervention See Table 4 for a complete list.

Revise manual and develop training | Revise instructor manual, instructor
materials and fidelity assessment training materials, and fidelity N/A
scale assessment scale created

Data Analyses

Data analysis will occur at the end of the intervention. There is no single primary
outcome, as this is a treatment development study. Primary data analyses will be focused on
feasibility and acceptability (see Table 4) using an intent-to-treat population. Study measures
and endpoints will continue to be collected for all enrolled participants, even in the event of
premature discontinuation of the study intervention. To mitigate the problem of missing data, our
research assistants will try to reach participants to encourage them to schedule/complete the
assessment via multiple methods that a participant have said are acceptable. Descriptive
statistics (mean, standard deviation) will be used to summarize quantitative variables.
Qualitative data will be analyzed using a thematic analysis framework.®'
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Table 4. Primary Outcomes

Description

(Assessment method) Target

Feasibility, Acceptability, and Safety of Study Intervention and Procedure

Participant Retention Rate

o y . .
(Feasibility of Procedure) At least 80% complete post-intervention endpoint (M3) assessment

Feasibility of Intervention Measure,
Intervention Appropriateness With a mean score range of 1-5, higher scores indicate greater feasibility,
Measure, and Acceptability of intervention appropriateness, and intervention acceptability

Intervention Measure (M3)

Customer Satisfaction Questionnaire

(Intervention Acceptability: M3) Average > 24 (or a mean score of 3 on each of the 4 items)

Most feedback positive; few substantive negative comments. Negative

Acceptability (qualitative interview) comments used to enhance procedures

No serious adverse events or injuries that are possibly, probably, or
Adverse events (SAFTEE; injuries definitely related to study participation. Any AEs related to study

due to yoga) participation might lead to changes in yoga manual or other relevant
study procedures, particularly if AE is unexpected

DATA COLLECTION AND QUALITY ASSURANCE

Data Collection Forms

Most data will be collected and entered directly into REDCap. Data collected on paper
CREF will be double-entered into REDCap. There will also be a database that we will use for
tracking participants.

Any data, forms, reports, audiorecordings, and other records that leave the site will be
identified only by a participant identification number (Study ID) to maintain confidentiality. All
paper records will be kept in a locked file cabinet in a secured location at Butler Hospital. All
data collected will be entered into an electronic database which is stored on a secure server
(REDCap) that is backed up on a daily basis. Participant identifying information may be stored
in a separate database and will be password protected and stored on a secure server. Care
New England’s instance of REDCap has been deemed HIPAA compliant by CNE Information
Technology.

Data Management

All self-report data will be collected via REDCap, by telephone, via Zoom video, hard
copy, and/or via REDCap survey (For self-report questionnaires).

Interviews (e.g., C-SSRS) have standardized forms that may be directly entered by the
interviewer into REDCap or be double-entered into REDCap if collected via hard copy. Any
discrepancies will be resolved by the Project Manager in consultation with the Pl as needed.

Quality Assurance
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All research personnel, including yoga instructors will have formal training in research
with human subjects (e.g., CITI training, NIH Human Subjects training). The PI will provide
training to and supervise research assistants. Research assistants will also have training in
Good Clinical Practice.
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