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Abstract

Background

The integration of trauma-informed interventions for justice-involved women into SUD treatment is a key
strategy for mitigating overdose risk. Coupling the unique overdose risk factors for women with their histories
of violent victimization and related trauma, overdose intervention approaches for women must be engaging,
targeted, and trauma-informed.

Methods

This study utilizes a type 1 hybrid effectiveness and implementation trial to examine an innovative trauma-
inforned intervention for justice-involved women (N = 264) in corrections-based substance use treatment
during the transition from jail to the community. By equipping women with relational, coping, and emotional
regulation skills to manage trauma-related reactions, they are expected to gain the tools and strategies
needed to reduce their risk of returning to substance use after release.

Discussion

The importance of knowledge gained through this study is grounded in the national public health crisis
associated with overdose deaths, largely associated with the opioid epidemic, but also related to unique
issues faced by women and the limited, targeted, trauma-informed overdose prevention interventions for this
population. This study that has the potential to significantly reduce overdose risk among justice-involved
women with a history of violent victimization and related trauma.

Trial registration:

This study is registered in ClinicalTrials.gov under protocol identifier - NCT06651528 with an original
submission date of October 16, 2024 and updated December 12, 2025
(clinicaltrials.gov/study/NCT06651528).

Structured summary {1b}

Page 3/24



Item

Primary
Registry and
Trial
Identifying
Number {4}

Secondary
Identifying
Numbers

Source(s) of
Monetary or
Material
Support

Primary
Sponsor and
contact
information
{3b}

Role of
sponsor and
funder {3c}

Contact for
Public Queries

Contact for
Scientific
Queries

Public Title
Scientific title
Countries of
Recruitment
Health
Condition(s

or Problem(s)
Studied
Intervention(s)
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Study Type

Description
Clinicaltrials.gov; NCT06651528
https://register.clinicaltrials.gov/prs/beta/studies/SO00EZNY00000170/recordSummary

Unique protocol ID: 94956

n/a

National Institutes of Health/National Institute on Drug Abuse; R33DA061365

NIH ensures expertise of the investigator team to lead the proposed trial, as well as
compliance and adherence to data safety and monitoring for the protection of human
subjects.

Michele Staton, Ph.D., M.S.W. (Contact PI)

mstaton@uky.edu

Michele Staton, Ph.D., M.S.W. (Contact PI)

mstaton@uky.edu

Trauma-informed Intervention to Reduce Substance Use and to Support Community
Transition

Trauma-informed Intervention to Reduce Substance Use and to Support Community
Transition

USA

Substance Use Disorder; Trauma

TRUST

Inclusion criteria will include incarcerated women who: (1) are participating in
corrections-based SUD treatment; (2) have an anticipated release date within 4 months;
(3) self-identified history of experiencing or witnessing violent victimization; (4) willing
to engage with at least one “Safe Support Person” (SSP) in the community, someone
who is trusted to support recovery and willing to be contacted about participation; and
(5) expressed willingness to participate.

The study utilizes a type 1 hybrid effectiveness-implementation design (Curran et al.,
2012) with single group in randomized waves to assess effectiveness of the TRUST
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intervention in reducing post-release overdose risk, while also examining key factors
hypothesized to affect intervention implementation success (Aarons et al., 2011).

Date of First 12/8/25
Enrollment

Sample Size 264

Primary Overdose risk defined by any illicit substance use during the 6 months post-release from
outcome(s) custody

Key Trauma-related symptoms and connection through recovery supports, emotional
Secondary regulation, and healthy coping

outcome(s)

Ethics Review  University of Kentucky Institutional Review Board; FWA00005295

Individual Trial  De-identified data will be preserved and disseminated for scientific advancement. Data

Participant from this project will be archived at the Inter-university Consortium of Political and
Data sharing Social Research (ICPSR) under the National Addiction & HIV Data Archive Program
statement (NAHDAP), contingent on NAHDAP approval.

Protocol version {2}

December, 12 2025; NCT06651528

Introduction

Background and rationale {9a}: Overdose mortality among women has increased dramatically over the past

two decades, with the death rate increasing 492% from 1999 (2.6/100,000) to 2017 (15.5/100,000), primarily
driven by the proliferation of synthetic opioids’. Women have been disproportionately impacted by the opioid
crisis because of biological differences in pain sensitivity, historical overprescribing, and self-medication?2.
Compared to men, women also progress more rapidly from opioids and other substance use exposure to the
development of a substance use disorder*® (SUD) and other health consequences®.

While recent national data indicate that men have consistently higher overdose death rates than women’, the

disparity is shrinking among individuals re-entering the community after incarceration®. Overdose risks are
significantly increased because of reduced tolerance following periods of abstinence during incarceration,
limited access to medications to treat opioid use disorder, and disruptions in support networks®1°.
Additionally, justice-involved women overdose more frequently than men,'’ as well as among women in the
general community'2. Thus, women'’s threat for overdose following abstinence during incarceration is
significantly heightened, and there is a need for research on strategies to address overdose risks that are

specifically tailored for justice-involved women.

Factors that have increased overdose risk among women include history of interpersonal violence, untreated
childhood trauma, low self-worth in relationships, and connections with others who use drugs.'® More
specifically, exposure to violent victimization and associated trauma can lead to a myriad of problems for
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women, including physical injury, the onset or worsening of chronic pain, and mental health issues such as
PTSD.'4151617 prior research has demonstrated that women who experience intimate partner violence have
higher rates of chronic pain'® and opioid use than the general population.’®?%2" Because PTSD and
substance use are strongly associated, women who have experienced violence or other traumatic events may
use substances to manage trauma-related psychological distress.?? One mixed-methods study found that a
primary motivation for substance use among participants was to cope with anxiety, with several participants

stating that they use substances to cope with distressing memories of traumatic experiences.?® Hence,
individuals often use substances to relieve physical and emotional pain.

Given the higher risk for overdose among justice-involved women with exposure to violent victimization,?*2°

there is a need for interventions targeting this population. Additionally,the rate of incarceration among
women has increased by 525% in the last 40 years.?® Given the relationship between history of exposure to
violence, PTSD and other mental health issues, dysfunctional relationships, and substance use, the period of
community re-entry following release from carceral settings represents a particularly high-risk time for
overdose for women. The risk is further amplified for those who lack adequate social supports, access to
resources, and effective coping strategies and emotional regulation to mitigate trauma-related stress. This
paper describes an intervention designed to address those risk factors among justice-involved women.

Limited intervention approaches target overdose prevention despite high risks for justice-involved women.
Existing approaches primarily focus on overdose education and naloxone distribution (OEND), aiming to
improve women'’s ability to respond when witnessing overdoses.?”?8 Yet, overdose intervention strategies that
target women most at risk for experiencing an overdose are critically needed, particularly because resuming
substance use post-release from custody exponentially increases the likelihood of overdose

fatalities.?>3%31 Having a plan to address factors associated specifically with overdose risk during re-

entry, such as those driven by trauma-related experiences, is imperative. Particularly for women, this plan
should include connection and active engagement with a safe supportive person in their network, taking steps
to avoid risks for substance use, providing local resource referrals, and increasing self-awareness of targeted
risk factors such as partner abuse, sexual assault, and other types of violence exposure.323334 The plan also
should address distinctive structural and social challenges that contribute to overdose risk (e.g., histories of
interpersonal violence, associated trauma and post-traumatic stress, drug-involved romantic relationships,

unequal gendered power dynamics, and parenting-related stress 3536373839

The integration of trauma-informed interventions for justice-involved women into SUD treatment is a key
strategy for mitigating overdose risk. Coupling the unique overdose risk factors for women with their histories
of violent victimization and related trauma, overdose prevention intervention approaches for women must be
engaging, targeted, and trauma-informed. Integrating trauma-informed interventions into existing SUD
systems and continuums of care (including correctional settings) is necessary to address the long-term

effects of exposure to violent victimization and trauma among justice-involved women with SUD.*°

Research has identified important key components of existing trauma-informed approaches. For example, a
promising approach that has been adapted for juvenile justice settings is the Texas Christian University (TCU)

Trust-Based Relational Intervention (TBRI).#"#2 TBRI is a trauma-informed intervention strategy designed to
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address the effects of early adversity, including violent victimization, and relational trauma,*® which is
conceptually grounded in the pillars of trauma-wise care.***° These pillars of trauma-informed care
(emotional regulation, felt safety, healthy connecitons) are also adaptable for adult women with a history of
exposure to victimization and violence. These key components provide an overarching framework for the
development of trauma-informed interventions because they build upon critical needs for connection and
trust, which can be shattered in the wake of a traumatic experience. By equipping women with relational,
coping, and emotional regulation skills to manage trauma-related reactions, they are expected to gain the
tools and strategies needed to reduce their risk of returning to substance use after release. The Trauma-
Informed Intervention to Reduce Substance Use and to Support Community Transition (TRUST) intervention,
described in detail below, is designed to reduce overdose risk during community re-entry for vulnerable, at-risk
women.

The TRUST curriculum builds upon the foundation of trauma-wise care for a re-entry intervention among
incarcerated women with SUDs and trauma histories. Research has shown that trauma experiences can result
in a wide range of negative emotional reactions such as anxiety and depression, which can trigger increased
risk for substance use. This project focuses initially on helping women identify trauma-related reactions
(physical and emotional) and the relationship of negative emotions to their own substance use. This protocol
paper describes the methodology for testing the TRUST intervention, which is guided by the recently revised

Standard Protocol ltems - Recommendations for Intervention Trials (SPIRIT) framework.#®
Explanation for the choice of comparator {9b}: See section {15a} below.

Objectives {10}

This type 1 hybrid trial is guided by the following specific aims:

» Effectiveness: Examine effectiveness of TRUST to reduce overdose risk among women (N=264) being
released from four corrections-based SUD treatment program sites, using random assignment of sites to
start date. Comparisons will examine (1) Treatment as Usual (TAU, standard in-custody SUD treatment,
n=88), (2) In-custody TRUST only (TAU + TRUST corrections-based sessions only; n=88), and (3) TRUST +
Re-entry (TAU + corrections-based TRUST sessions + Re-entry recovery support; n=88). The primary
outcome is overdose risk, defined as any illicit substance use (self-reported and urine drug screen;
excluding alcohol and marijuana) during the 6 months after release from custody.

e Implementation: Examine implementation components linked with TRUST adaptation and study

preparation, launch, and sustainability guided by the EPIS framework.*’

Methods: Patient and public involvement, and trial design

Patient and public involvement {11}: The study details will be reported through clinicaltrials.gov
(NCT06651528); study recruitment is not open to the public.

Trial design {12}: The study utilizes a type 1 hybrid effectiveness-implementation design*® to assess

effectiveness of the TRUST intervention in reducing post-release overdose risk, while also examining key

factors hypothesized to affect intervention implementation success.*’ Scientific rigor is enhanced through
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t48

integration of two robust methodologies including a delayed start* and cluster (sites within state) random

assignment to start date.
Methods: Participants, interventions, and outcomes

Trial setting {13}: Two facilities in Kentucky (KY) and in Missouri (MO) were selected for testing TRUST based
on previous collaborations across multiple NIDA-funded collaboratives, as well as having women'’s
corrections-based treatment programs grounded in therapeutic community modalities with sufficient
numbers of incarcerated women. In addition, KY and MO rank in the bottom third of the country for overdose
deaths among women (KY ranks 48™, MO ranks 37 59). The University of Kentucky (UKY) and TCU have long-
established partnerships with these state organizations, providing the foundational infrastructure needed to
successfully implement and carry out the study.

The study will be implemented in the following women'’s correctional facilities (two sites in KY and two sites in
MO): (1) KCIW - Kentucky Correctional Institute for Women in Pewee Valley, KY; all custody levels, 683
incarcerated women; 48 SUD treatment beds. (2) FCRJ - Franklin County Regional Jail in Frankfort, KY;
medium/minimum security levels, 109 incarcerated women, 50 treatment beds. (3) CCC - Chillicothe
Correctional Center in Chillicothe, MO; all custody levels, 2076 incarcerated women, 256 treatment beds. (4)
WERDCC - Women'’s Eastern Reception, Diagnostic and Correctional Center in Vandalia, MO; all custody levels,
1740 incarcerated women, 240 treatment beds. Each of the four targeted sites include SUD programming at
the facility with consistency in the treatment modality (modified therapeutic community) and length of time in
treatment (average 6 months).

Characteristics of the people who are needed for the trial: The following demographic information is based

on previous studies with women incarcerated in jails.®®'
Characteristic The people we would expect to see included
Age Age range from 18 — 99; anticipate mean 36.2.
Sex It is anticipated that 100% of study participants will be female.
Gender It is anticipated that the majority (~95%) of study participants will identify

as women.
Race, ethnicity and ancestry ~ 85% white; 10% African American; 5% other

Socioeconomic status It is anticipate that the majority of participants (85%) will report low SES
due to limited education, income, and employment.

Geographic location All study sites are in the US; it is anticipate that participants will reside in
urban (65%) and rural (35%) after release from custody.

Other characteristics n/a
relevant to the trial
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Eligibility criteria for participants {14a}: For the effectiveness trial, inclusion criteria will include incarcerated
women who: (1) are participating in corrections-based SUD treatment; (2) have an anticipated release date
within 4 months; (3) self-identified history of experiencing or witnessing violent victimization; (4) willing to
engage with at least one “Safe Support Person” (SSP) in the community, someone who is trusted to support
recovery and willing to be contacted about participation; and (5) expressed willingness to participate through
signed informed consent with research staff {see section 32a}.

Eligibility criteria for sites and those delivering interventions {14b}: Criteria for site selection is discussed in
section {13}. The study will be implemented in corrections-based substance use disorder treatment in four
facilities. Staff in those facilities will be delivering the intervention following strict training protocols and
fidelity adherence checklists.

Who will provide informed consent {32a}: Informed consent will be provided prior to the collection of any
study data. Informed consent will include a detailed review of any possible risks associated with study
enrollment, including participating in the intervention in both the facility and in the community. The SSP will be
given informed consent prior to the initial telehealth session, and a waiver of documented informed consent
will be requested due to the nature of the telehealth session. The SSPs will be asked to complete web-based
survey measures related to their perceptions of the woman’s emotional regulation, connection, and healthy
coping skills.

Given the vulnerable nature of this incarcerated sample at the time of study recruitment, potential participants
will be assured during the informed consent process that: (a) Decisions to participate or refuse participation
in the study will not affect their legal parole status, if applicable; (b) No individually identifiable information
collected as part of the study will be shared with any justice authority including correctional staff, parole
officers, or community-mandated treatment programs; and (c) Declining to participate will have no impact on
parole or other legal status. Women who choose not to participate will not be identified in study records, and
non-participation will not appear in any official record or file. Informed consent procedures will cover
participation in the screening session, baseline interview, intervention, follow-up interviews, and potential risks
associated with involvement in both carceral and community settings, ensuring that participants are fully
informed about all study procedures prior to deciding to enter the study.

Additional consent provisions for collection and use of participant data and biological specimens {32b}:
Additional detail on the use of participant data is included in section {26}. Biological specimens are not
collected as part of this trial.

Intervention and comparator

Intervention and comparator description {15a}: Intervention components will be delivered as follows: (1)
Treatment as Usual (TAU, standard in-custody SUD treatment, comparator, n=88), (2) In-custody TRUST only
(TAU + TRUST corrections-based sessions only; n=88), and (3) TRUST + Re-entry recovery support (TAU +
corrections-based TRUST sessions + Re-entry recovery support; n=88). Within each site, cohorts of women
will first be recruited for the TAU condition, then after 3 months of the TAU condition, the site will add the
TRUST in-custody sessions only approach and new cohorts of women will be recruited (TAU+TRUST only
condition). A 6-month window will be provided to each cohort to allow for intervention delivery (approximately
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3 months), that cohort to be released from custody, and logistic transition to the next cohort. Each site will
add the TRUST + Re-entry recovery support approach, where new cohorts of women will be recruited, given 3
months to complete intervention delivery, be released, and complete the cohort transition. The total time
frame for each condition is about 9 months.

Treatment as Usual (TAU, n=88): Women in the TAU condition (Comparator [9b]) will not receive the TRUST
intervention sessions, but will receive traditional in-custody SUD treatment over 6 months as usual in the four
targeted sites. Participating women's treatment programs are managed by the Department of Corrections
(DOC, KY) and Gateway Foundation (MO). Treatment is consistent with modified therapeutic community
programs with transitional support following release while on community supervision.>?>3 The therapeutic
community programs are separate units with the facilities and emphasize the overall goal of addressing
substance use and criminal thinking. Although trauma and history of violence are addressed as part of the
holistic group process approach in these programs, these topics are not addressed from an on-going
systematic or relational perspective and are not specifically addressed as part of re-entry planning.

TAU + TRUST (TRUST only, n=88). The TRUST intervention will consist of a series of group modules (12
sessions, approximately 1-2 hours in length), delivered over the course of 3 months by the TRUST practitioner.
Sessions are organized by the three pillars of trauma-wise care** including trauma and emotion management,
safety, and relationships. There is a major focus throughout the curriculum on “connecting the dots” between
negative emotional reactions such as anxiety and depression and women'’s patterns of substance use that
can increase risk for overdose. The project also provides education and a toolbox of possible strategies for
women to recognize these trauma reactions, evaluate threats to safety and relationships, and decide next
steps to reduce their risk of returning to use after release.

TAU + TRUST + Re-entry (n=88). This condition includes TRUST corrections-based group sessions, along with
ongoing re-entry recovery support from a Safe Support Person (SPP). Identification of the SSP will be
grounded in approaches similar to those with justice-involved youth*' and with adults in SUD treatment.>*°.
The SSP will be identified by the study participant as someone who will provide prosocial support during re-
entry (e.g., support towards abstinence, establishing healthy recovery support relationships, rebuilding
relationships with family and children) and in most cases will involve a close family member (parent,
grandparent) or friend at the woman'’s identified home placement. This individual will be identified by the study
participant as someone who is not involved in active substance use nor has a current justice system status
(e.g., on probation). Within a month of anticipated release, the study participant and TRUST practitioner will
meet with the SSP via telehealth videoconferencing for a TRUST orientation to discuss study involvement,
core principles of TRUST, and best ways support the participant after release as part of re-entry planning.
Once the woman is released, the TRUST practitioner will meet with her and the SSP via telehealth
videoconferencing at least once per month (more often if desired) for recovery support sessions during the 3
months following community re-entry to continue to practice TRUST skills taught during the corrections-based
program.

Criteria for discontinuing or modifying allocated intervention/comparator {15b}: Due to the vulnerable nature
of this participant population (women who are incarcerated), participation in study data collection and
intervention activities is completely voluntary. Informed consent is provided prior to the initiation of any study
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activities, and women are informed that if the intervention causes them any undue distress, they can withdraw
at any time. Otherwise, it is not anticipated that the intervention assignment will be modified during the
course of the trial.

Strategies to improve adherence to intervention/comparator {15c}: Data on sessions attended will be
collected by TRUST interventionists, as well as fidelity monitoring checklists to ensure that core domains of
each intervention session were delivered. In addition, participants will be asked to complete a brief pre/post
survey to measure knowledge gained during each session.

Concomitant care permitted or prohibited during the trial {15d}: Study participants will receive the TRUST
intervention sessions during their usual course of SUD treatment in the facility. Women will be encouraged to
continue any additional medical or psychological services they are receiving in the jail as part of services as
usual.

Ancillary and post-trial care {34}: While post-trial care is not a standard part of the TRUST intervention, study
staff will maintain an up-to-date resource referral guide to refer study participants who want additional
services at the conclusion of trial participation.

Outcomes {16}

The primary outcome is overdose risk as defined by any illicit substance use (other than alcohol or marijuana)
during the 6 months post-release. This measure was specifically selected because 1) any use of specific
substances after long periods of incarceration could be a risk due to tolerance loss and/or the presence of
illicit fentanyl in many substances; and 2) women leaving custody in these facilities will be graduates of SUD
treatment on parole, and any drug use would be considered a violation. Secondary measures of changes in
trauma-related issues, connection and recovery supports, emotional regulation, and healthy coping will be
used as indicators of application of core TRUST components and will be assessed with both the participant
and the SSP. Other secondary outcomes will include measures associated with the effectiveness of
corrections-based treatment alone, which may also influence overdose risk.

Harms {17}

Study procedures will be monitored closely by the IRB with all potential safeguards to protect against harm for
this vulnerable population of incarcerated women. This study will use conventional clinical and social science
research methods typical for behavioral intervention delivery. Potential psychological harms will be explained
to during the informed consent process to aid women in making an informed decision about whether to
participate in the study. Any potential risks are principally related to questions asked during the interview that
may be uncomfortable. Participants may experience emotional distress, anxiety, or other negative reactions
because of the challenging nature of the interview content and/or participation in the intervention, which may
occur both in custody and/or during re-entry). Participants will be informed that they are not required to
answer anything they are not comfortable answering and that they can withdraw from the study at any time. If
the participant’s anxiety becomes substantially distressing, the participant will be removed from the study and
given a referral for mental health and substance use treatment, either within the facility or in the community,
depending on her location at the time.
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For participants assigned to the TRUST condition, there is the potential risk of a breach of confidentiality
regarding study files. Every effort will be made to prevent this. After TRUST study records are completed, they
will be securely and confidentially stored in the study field office. No study-related files, whether hard copy or
electronic,will be stored in carceral facilities. All potential risks and safeguards will be explained to each
potential study participant during the informed consent process.

Participant timeline {18}

Women in custody who provide consent will be screened for eligibility and complete a baseline interview.
Across four experimental sites, start time to intervention condition (Treatment as usual, TRUST only, TRUST +
Re-entry) is randomly assigned. Follow-up interviews are conducted in the community at 3-and 6-months post-
release. The following table outlines the participant timeline including the schedule of enroliment,
interventions, and research assessments.

Participant timeline: Schedule of enrollment, interventions, and assessments*®

TIMEPOINT® PRE-Release POST-Release
4 | 3] 2] 1 ol 1 J 2] 3] 4] 57 6

ENROLLMENT

Eligibility sereen X

Informed consent X

Baseline interview X

Randomization® X

INTERVENTION

Wave 1 [TAU.
Comparator]

Wave 2 [TRUST X
Only] >

Wave 3[TRUST +
Re-entry]
FOLLOW.-UP ASSESSMENTS:

Overdose risk X X

Secondary outcomes X X

¢t) = 4 months prior to release; 0 = release date from institution: t1= 3 months post-release m the community: t3= 6
months post-release in the community.

*Randomization is to start date of the intervention, determined a priori to study launch but reflected here since it
determines study activities by block.

¢ Arrow indicates continuous delivery of intervention (e.g., drug)

Sample size {19}

Power calculation is based on an attrition rate = 10% (based on other work with women re-entering the
community after jail release®®), Bonferroni corrected p = 0.025, within-period/time ICC = 0.01 (based on
treatment satisfaction ratings from a prior TCU study®®), a medium effect size (odds ratio = 0.60) indicating
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that the odds of any illicit substance use for women in the treatment conditions is 0.60 times the odds for the
TAU condition (unpublished). For 80% power, a medium effect size =0.60, attrition rate = 10%, ICC = 0.01,
power analyses yield an estimated N=264 (88 per condition, 66 per site, 22 per condition per site).

Recruitment {20}

Corrections-based SUD treatment programs in KY and MO average about 6 months length of stay and are
generally completed during the final 6 months of their sentence prior to release from custody. Approximately
4 months prior to their targeted release date, incarcerated women in corrections-based SUD treatment will be
invited to an information session about the study with research staff. The session will include an overview of
study procedures, voluntary participation, incentives, contact information, and assurance will be given that
participation in the program will not affect their current participation in SUD treatment. After the information
session, research staff will meet individually with each woman to collect informed consent and answer any
questions. Following initial screening and determination of eligibility, a baseline assessment will be
completed with each incarcerated woman who meets eligibility criteria and provides informed consent.

Assignment of interventions: Randomization

Who will generate the sequence {21a}: In this trial, the randomization of start date for conditions is based on
two levels: 1) state, and 2) facilities within the state. The sequence will be randomized by research study
personnel. Integrity of the randomization process will be protected by coding each of the states and facility
sites in order to reduce bias for preference of start date.

Type of randomization {21b}: Scientific rigor is enhanced through integration of two robust methodologies
including a delayed start*® and cluster (sites within state) random assignment to start date. Specifically, each
state, as well as which facility within each state, will be randomized to start date for implementing study
interventions. This design will allow for examining the effectiveness of experimental conditions by layering 2
incremental intervention components (quasi-experimental design) and account for potential history effects by
staggering start times for conditions.>’

This design can be counted as a quasi-experimental design with “non-equivalent groups” because there are
multiple groups and multiple waves of measurement, but the groups are not necessarily equivalent (although
expected to be similar). The adoption of this design over a standard 1:1 random assignment was chosen
since it allowed for scientific rigor while accommodating pragmatic limitations (e.g., having enough
participants to be able to run 3 concurrent conditions within each site) and reducing potential contamination
due to correctional-based SUD programs operating within a confined unit. Because the participants are nested
under sites, we will use rigorous methods such as multi-level analysis (SAS PROC MIXED; SAS, 2002-2012;
HLM>®’) to examine effectiveness of TRUST components. This analytic model addresses the issue that
participants within the same site are likely to be more similar to each other than to those from other sites, as
they are exposed to the same selection attributes, as well as general treatment service goals.

Allocation concealment mechanism {22}: Because study sites are randomized to start dates, it is not possible
to conceal allocation.
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Implementation {23}: Because study sites are randomized to start dates, those who enroll participants will
have access to the randomization allocation.

Assignment of intervention: blinding

Who will be blinded {24a}: The TRUST study is an unblinded trial.
How will blinding be achieved {24b}: n/a

Procedure for unblinding if needed {24c}: n/a

Data collection, management, and analysis

Plans for assessment and collection of outcomes {25a}: Outcomes for the effectiveness trial are measured
through data collection at baseline and follow-up in the community. Research staff are trained in both the
study protocol and correctional facility visitation procedures, and will travel to each site for baseline data
collection. Training and supervision of the data collection staff will be conducted by the MPIs and study
director at each site who have experience in supervising data collection staff in correctional settings.
Research staff will be instructed study protocols andimportant facility policies and procedures. Baseline
assessments will be a face-to-face assessment completed in confidential rooms in each facility. No
correctional staff will be present during data collection, but may monitor participant entrance and exit into the
room.

At the conclusion of the baseline assessment, participants in all three conditions will be offered the
opportunity to review an overdose education video on how to revive someone experiencing an opioid
overdose with naloxone. If the participant agrees, a naloxone nasal spray (Narcan®) kit will be made available
to them upon release. Although naloxone is specific to opioid overdoses, recent data suggests that heroin
(80%) and fentanyl (71.5%) are the most common drugs associated with overdoses in the 90 days before

incarceration.® However, research staff will clarify that overdoses associated with other drugs (e.g.,
methamphetamines) will not be reversed by naloxone.

Plans to promote participant retention and complete follow-up {25b}: Follow-up data will be collected at 3
and 6 months post-release. To the extent possible, data collection will be face-to-face with all participants.
Phone or videoconferencing may also be used if needed for the convenience of the participant. To minimize
attrition, tracking procedures will utilizephone calls, internet and social media (particularly Facebook)
searches, letters, and in-person field visits.

Data management {26}: Self-reported data from women will be collected during study screening, baseline, and
at the 3 and 6 post-release follow-up. Sources of research material from study participants will focus on the
primary outcome of overdose risk defined by any illicit substance use (other than alcohol or marijuana) using
self-report and urine drug screens (follow-up only). All self-report data will be collected using REDCap. In
addition, data will be collected by research staff on participation in the TRUST intervention, number of
sessions completed, session content, and any needed referrals. Implementation science surveys
(administered to key stakeholders at four assessment points) will be programmed and distributed through
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REDCap. Justice administrators (community supervision staff) will not receive any clinical data (including
missed sessions).

Data will be collected and managed through REDCap across all study locations, and compiled in one data
warehouse. Any intake documentation containing PHI is separately handled and stored from any research
data collected from participants. For illustration, all written records containing PHI will be stored in a locked
area, seperate from all other de-identified data. Anycodes linking the two will be securely locked. Electronic
data with PHI will be kept in a database that is password-protected and only accessible to MPlIs. All incidental
material that contains subject identifiers will be destroyed. Regardless of study completion status, any
participant may choose to receive assistance with linkage to ongoing community treatment services to
further mitigate overdose risks.

Confidentiality {33}: All information and data provided by participants will be kept confidential and will not be
released to anyone outside the scope of the study without prior written authorization from participants.
Participants’ identities will never be revealed in any research reports. A Certificate of Confidentiality will be
obtained from the National Institute on Drug Abuse which, under federal law (PL 94-255), protects study data
from being used in any legal or criminal proceedings. Participants will also be verbally informed about
protections of confidentiality and given a copy of the signed informed consent outlining the study purpose
and safeguards including the Certificate of Confidentiality. Accordingly, no self-reported data will be shared
outside of authorized study key personnel. Justice authorities will not have access to self-reported data
collected during interviews or the intervention.

Statistical methods

Statistical methods for primary and secondary outcomes {27a}: Three intervention conditions will be
compared (TAU, TAU + TRUST, and TAU + TRUST + Re-entry) on the primary outcome (overdose risk defined
by any illicit substance use during the 6 months post-release from custody), and secondary TRUST outcomes
(trauma-related symptoms and connection through recovery supports, emotional regulation, and healthy
coping) during both the 3 and 6 months post-release points, as well as TAU SUD treatment outcomes
(recovery network support, utilization of treatment/recovery resources, employment, etc.).

Who will be included in each analysis {27d}: Descriptive statistics such as distributions, means and standard
deviations, skewness, outliers and other factors on the entire sample, per site, and per condition will be
examined. Data transformations will be used as needed. Sites randomly assigned to the 4 start times will be
compared to test for equivalence on baseline measures. Specifically, groups will be compared on baseline
characteristics (e.g., SUD severity, violent victimization, PTSD checklist scores) using ANOVA and chi-square.
These will be included as covariates in analyses if significant baseline differences exist. An intent-to-treat ITT
approach will be used, where all study participants will be included in analyses. Comparison of survival curves
(time to substance use) for each group will be examined using SAS PROC LIFETEST using the log rank test
with the Sidak multiple-comparison adjustment, with overdose risk as the dependent variable.

How missing data will be handled in the analysis {27c}: For clinical trial data, a log rank test will assess
attrition related to dropout and multiple-imputation methods will determine maximum likelihood estimates,
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account for ambiguity in missing values, and provide unbiased estimates for random missing values related
to the treatment effect.

Methods for additional analysis {27d}: Between group differences on secondary outcomes will be explored
using repeated measures ANOVAs (software: SAS 9.4, PROC MIXED), utilizing study site as random effects,
with condition, time, and interactions as set factors. Because substance use rates, choices of substances,
and violent exposures may differ among racial and ethnic groups of justice-involved women, race and
ethnicity will be explored as moderator variables in predicting outcomes if subgroup sizes are sufficiently
large enough. Putative change mechanisms will also be observed as mediators of the Intervention Group X
Overdose Risk connection and use multi-group structural equation models (SEM; using MPLUS) to conduct
moderated mediation analyses to reveal potential racial and ethnic differences in mediation.

In this hybrid type 1 trial, the implementation aim will use a longitudinal mixed method approach®%6%61 to

describe the implementation process over time and to examine factors associated with TRUST sustainability.
Key stakeholders will be invited to participate in quantitative surveys assessing core implementation

constructs, like implementation climate (Implementation Climate Scale®?3), organizational readiness
(Organizational Readiness for Change®), and leadership engagement (Implementation Leadership Scale®®).
Surveys are during the Preparation phase (month 11), every year during the implementation phase (months
13-48), and 6 months post-completion of the implementation phase (months 53-60) for a total of 4
assessment points to evaluate changes in implementation processes over time. Quantitative data will be
aggregated by data collection wave, and a series of qualitative focus groups with key administrator and
practitioner stakeholders will be held at regular intervals to validate quantitative survey responses®’-60.
Interim analyses {28b}: There are no plans for an interim efficacy analysis. Accrual, ineligibility, and dropout

rates will be assessed monthly.

Protocol and statistical analysis plan {5}: The plan for analysis of primary and secondary outcomes is
described in section {27a}. In addition, analysis plans are available in ClinicalTrials.gov, and will be specified in
each manuscript submitted for publication or included as an additional file to the submission, depending on
the journal and level of complexity of analysis.

Oversight and monitoring

Composition of the coordinating centre and trial steering committee {3d}: This trial is led by MPIs Staton and
Knight, along with a strong team of collaborative programs at the University of Kentucky (UKY) and at Texas
Christian University (TCU) to provide the strongest research across multiple areas including opioid use
disorder, multi-site RCTs, implementation research, justice system, SUD treatment and risk-reduction
interventions for women, and community linkages after release from incarceration. We have combined our
justice coalition infrastructures established by our previous CJ-DATS, JJTRIALS, and JCOIN studies, two
decades of NIDA-funded Cooperative Agreement initiatives to improve outcomes for justice-involved
individuals with SUDs.

The MPIs will ensure trial monitoring, which will be conducted under the NIH approved Data Safety Monitoring
Plan. Each adverse event (AE) is reviewed and classified by a MPI or Medical Monitor as either Serious or Non-
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Serious, with reporting procedures followed accordingly. Serious Adverse Events (SAEs) include a fatal event,
immediately life-threatening occurance, permanent or substantially disabling incident, events resulting in
inpatient hospitalization, or congenital anomalies. SAEs also cover other medical events judged by
investigators to be serious because it endangers the participant,requires intervention to prevent a reportable
SAE (e.g., overdose), or suggest a significant hazard, contraindication, side effect, or precaution. In the event
that a SAE occurs, the MPIs and the Medical Safety Monitor will conduct an immediate review of the
experimental protocol to discuss continuation of the trial.

Composition of the data monitoring committee {28a}: This study’s human subjects protection protocol will
fully comply with special protections concerning behavioral research involving prisoners as participants
(Protection of Human Participants, Code of Federal Regulations, 45 CFR 46, Revised March 8, 1983). This
includes the composition of the IRB having at least one prisoner reviewer involved in each level of review. The
trial is monitored by the UKY and TCU Institutional Review Boards under a single-site agreement (UK).
Following IRB approval, an application including the research proposal and IRB application materials is
forwarded to the Office of Human Research Protections (OHRP) for approval and prisoner certification. It will
be up to the OHRP to determined meets criteria for any of the four categories of research authorized under
HHS regulations at 45 CFR 306(a)(2). The study will also be reviewed and approved by the KY-DOC office of
research integrity.

Frequency and plans for auditing trial conduct {29}: The UKY Office of Sponsored Projects Administration, the
unit responsible for overall compliance in research and directly reporting to the Vice President for Research,
has an internal policy and procedures in place to ensure that clinical trial registration and results at defined
intervals reporting occur in compliance with NIH policy requirements. The UKY and TCU study teams will
adhere to that policy. In addition, the IRB will require annual continuation review to audit the trial. MPIs will be
monitoring adverse events at least monthly, along with accrual numbers, study drop outs, and fidelity to
intervention sessions.

Protocol amendments {31}: Any potential amendment to the protocol will first be submitted to the UKY IRB
under a single site IRB agreement for review. Acceptance of the proposed amendment by the IRB will be
required before any change to the experimental protocol is implemented. MPIs will promptly inform NIDA's
program officer of any major changes in the status of an ongoing protocol.

Dissimination policy {8}

All data will be reported and made available through ClinicalTrials.gov. Following peer-review publication, data
generated through this project will be made available to investigators at academic institutions upon request.
Data will be de-identified for publication and sharing. The final research data will also be made available to
oversight or regulatory committees. The rights and privacy of individuals who participate will be protected at
all times, and at no time will identifiers be included that would permit linkages to the individual participants
and variables that could lead to deductive disclosure of the identity of participants. The TRUST intervention
manual will also be available for dissemination at the conclusion of the study.

Discussion
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The majority of incarcerated women have histories of violent victimization and untreated trauma,?* and these
factors have the potential to significantly increase their overdose risk upon community release in the absence
of effective interventions.®® To our knowledge, this is the first study to examine the implementation and
integration of trauma-informed intervention (TRUST) with the goal of overdose prevention for women during
community re-entry. Despite significant need, few evidence-based health interventions are delivered in
correctional facilities;®” thus, this project has potential to accelerate the translation of research into justice
settings to establish a trauma-informed intervention for women before and after release from custody to
reduce overdose risk during community re-entry.

The importance of knowledge gained through this study is grounded in the national public health crisis
associated with overdose deaths, largely associated with the opioid epidemic, but also related to unique
issues faced by women and the limited, targeted, trauma-informed overdose prevention interventions for this
population. These unique risks are exacerbated when a woman has a history of violent victimization and has
sustained long periods of incarceration where tolerance is diminished, and supportive networks are limited.
Ultimately this study that has the potential to significantly reduce overdose risk among justice-involved
women with a history of violent victimization and related trauma.

Trial status

Recruitment for this trial began December 8, 2025, and is anticipated to continue enrollment through
December 2027.
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