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[bookmark: _Toc484017123]PROTOCOL SYNOPSIS
San Francisco Department of Public Health
25 Van Ness Ave, Suite 500
San Francisco CA 94102


	Study Title:
	Repeated-dose Brief Intervention to Reduce Overdose and Risk Behaviors among Naloxone Recipients


	IND Number:
	N/A

	Study Center(s) Planned:
	1 site in the United States

	Number of Subjects Planned:
	At least 60 subjects (60 who inject drugs, with up to 10 additional non-injecting subjects)

	Target Population:
	Opioid-dependent naloxone recipient adults who have overdosed

	Duration of Treatment:
	Subjects will be enrolled in trial for 16 months

	Objectives:
	The primary objectives of this study are as follows:
1) To determine the feasibility of a randomized trial with REBOOT.
2) To determine acceptability of REBOOT.
3) To evaluate the influence of egocentric social network characteristics on overdose events and naloxone use.
The exploratory objectives of this study are as follows:
1) Preliminary efficacy estimates of REBOOT in decreasing overdose events (non-fatal or death), decreasing frequency of modifiable overdose / drug-related HIV risk behaviors, and increasing days of abstinence from illicit opioids and in substance use treatment.
2) Treatment effects on modifiable overdose risk behaviors. To provide a preliminary estimate of the effect of REBOOT, compared to TAU, on overdose risk behaviors, as measured by frequency of using opioids with alcohol, cocaine, or benzodiazepines (the most common modifiable overdose risk behavior), we will use GEE Poisson models with robust standard errors to assess reductions in overdose risks and linear mixed models to assess effects on the RAB scale. 
3) Treatment effects on HIV risk behaviors. To provide a preliminary estimate of the effect of REBOOT, compared to TAU, on HIV risk behaviors among high-risk opioid users who have received take-home naloxone, as measured by frequency of using opioids with alcohol, cocaine, or benzodiazepines (the most common modifiable overdose risk behavior); and the HIV Risk Assessment Battery (RAB) drug-related risk scale score over 16 months. We will use GEE Poisson models with robust standard errors to assess reductions in overdose risks and linear mixed models to assess effects on the RAB scale. 
4) Treatment effects on discontinuation of opioid use. We will use GEE Poisson models with robust standard errors to assess evidence that the intervention increases days of abstinence from illicit opioids and days of drug treatment within each of five 4-month reporting periods. 
5) Treatment effects on management of witnessed overdose. We will use GEE Poisson models with robust standard errors to assess evidence that the intervention increases the use of naloxone during overdose events witnessed by participants. 
6) Prospective evaluation of naloxone recipients. Given the apparent effectiveness of naloxone alone in reducing overdose mortality, we will analyze all measures to generate descriptive data from the control arm. These include trajectories in self-reported drug use, baseline prevalence and incidence of HIV and HCV, longitudinal records on receipt of naloxone refills, and trends in utilization of EMS after naloxone administration (a potential cost savings of overdose prevention to be explored in future mathematical modeling efforts). Although sample size is small, results will contribute to the limited extant research on this topic and population of opioid users.
7) Validation of additional modifiable risk factors for overdose. We will also conduct exploratory analyses examining association of incident overdose with well-established, modifiable risk factors, considered as time-dependent covariates. Factors to be considered include: use of selected drugs with opioids; periods of abstinence (self-imposed or structural);4, 5 increases in opioid dose,6 in particular after a period of abstinence ≥2 days; and use of opioids from a new source3 or in a new location.7 While these relationships have been assessed in cross-sectional studies, our prospective data will allow us to assess the effects of both recent exposures as well as longer-term exposure patterns.
1) Treatment effects and depression. Treatment effects and depression will be addressed by examining both modification and mediation of the treatment effect on overdose events by depression, as measured by the Center for Epidemiologic Studies-Depression Scale (CES-D). Effect modification will be examined by comparing treatment effects according to baseline depression score. Mediation will be assessed by examining both steps in the indirect pathway (treatmentdepression, and depressionOD/death, controlling for treatment and potential confounders of the mediator/outcome relationship).

	Study Design:
	We will enroll at least 60 opioid-dependent naloxone recipients with a prior opioid overdose who will be randomized to receive repeated doses of a 45-minute IMB (Informational-Motivational-Behavior) –based counseling session in overdose prevention versus treatment as usual (TAU, defined as information and referrals), and followed over 16 months with 4 counseling sessions at months 0 (enrollment), 4, 8, and 12 for the intervention arm. All participants will complete an opioid urine screen at all visits, a Computer Assisted Personal Interview (CAPI) at enrollment and months 4, 8, 12, and 16, and rapid HIV test (or CD4 & viral load test for positive participants) and rapid HCV test at screening and month 16.  


	Inclusion Criteria:
	(1) Age 18-65 years; 
(2) Current opioid dependence by SCID; 
(3) Urine positive for opioids during screening, excluding prescribed agonist maintenance therapy; 
(4) History of prior opioid overdose; 
(5) Previously received take-home naloxone; 
(6) No serious illnesses likely to progress clinically during trial; 
(7) Able and willing to provide informed consent, provide locator information, communicate in English, adhere to visit schedule.


	Exclusion Criteria:
	(1) Suicidal ideation by SCID; 
(2) Currently participating in another interventional research study that could possible impact the study’s outcomes of interest; 
(3) Any condition that, in the Principal Investigator’s judgment, interferes with safe study participation or adherence to study procedures.


	Study Procedures/
Frequency:
	
All subjects will complete the following study visits: screening, enrollment, study visits every 4 months for a total of 16 months.  

Screen visit: informed consent will be obtained at the beginning of the screening visit. After consent is obtained and eligibility is determined, a locator form is completed and HIPAA form is signed for substance abuse record retrieval and review of medical/criminal records. Screening visit will also include a clinical evaluation (Structured Clinical Interview for DSM-IV [SCID] for opioid dependence and suicidal ideation), blood-borne virus testing (rapid HIV/hepatitis C serology [if no confirmed serostatus] +/- CD4+ t cells & HIV viral load), and a urine toxicology test with expanded opioids.

Enrollment (month 0): At the enrollment visit, participants will be randomized to receive the behavioral intervention (n=40) or TAU (n=20). Randomization will be 2:1 using permuted blocks of randomly selected sizes 3 and 6. Participants will provide a urine toxicology text, and will undergo the baseline CAPI followed by initial counseling visit. The next visit will be scheduled and participants will be compensated for their time. 

Every 4-month follow up visits: participant will be seen every 4 months for CAPI, followed by counseling for the intervention arm; the control group will be offered referrals to local services. At months 4, 8 and 12 participants will provide a urine toxicology text, and will undergo the baseline CAPI followed by counseling for participants in the treatment arm. 

At month 16, participants will complete activities listed for the monthly visits, in addition to completing the SCID and a blood-borne virus testing (rapid HIV/hepatitis C serology [if no confirmed serostatus] +/- CD4+ t cells & HIV viral load). Participants in the treatment arm will not receive counseling at month 16.

The CAPI, which is administered at enrollment and months 4, 8, 12, and 16 includes demographic information (enrollment only), drug use history (enrollment only), extensive opiate overdose questions, drug use and drug-related risk behaviors, partner-by-partner data on injection/substance use/HCV status, quality of life scale (EQ5-D), Center for Epidemiologic Studies Depression Rating Scale, and Severity of Dependence Scale and participant satisfaction with treatment.


	Treatment Arm:
	REBOOT participants will receive repeated doses of a 45-minute IMB (Informational-Motivational-Behavior) –based counseling session in overdose prevention.

	Reference Arm:
	Participants in the reference arm will receive treatment as usual (TAU), which consists of referrals to harm reduction and other substance use services.


	[bookmark: _Toc484017124]Statistical Methods:
	Specific Aim 1: To determine feasibility of a randomized trial with REBOOT, we will calculate screening and visit completion rates from the study database, with exact 95% confidence intervals (Cis), overall and by arm. Between-group differences will be assessed using Fisher’s exact and Wilcoxon ranksum tests. We will calculate Kaplan-Meier curves for time to dropout, by group, and test for differences using the log-rank test. 

Specific Aim 2: To determine acceptability of REBOOT, we will calculate counseling completion rates from the study database by visit, and tabulate the proportions of active arm participants attending 0-4 counseling sessions. Via CAPI, we will inquire about participant satisfaction with the intervention and belief that it affected their drug use behaviors; responses will be presented as means, medians, or proportions, as appropriate, with 95% Cis. 

Specific Aim 3: To evaluate the influence of egocentric social network characteristics on overdose events and naloxone use, we will use GEE Poisson models with robust standard errors to evaluate the association between network size, evaluated at baseline and each return visit, and numbers of experienced and witnessed overdose events in the same period; zero-inflated models will be used if needed. Results from this analysis will inform study design of a full efficacy trial and determine if randomization stratified by network size or targeted sampling strategies to ensure diversity in network size are needed. In addition, we will explore the influence of homophily and assortativity on experienced and witnessed overdose events using similar methods. Newman’s method will be used to calculate assortativity coefficients, a measure of the degree of demographic and risk behavior similarity within participants’ egocentric networks.

Secondary analyses: Exploratory analyses include preliminary efficacy estimates of REBOOT in decreasing overdose events (non-fatal or death), decreasing frequency of modifiable overdose / drug-related HIV risk behaviors, and increasing days of abstinence from illicit opioids and in substance abuse treatment. 

Treatment effects on frequency of overdose events. To determine if REBOOT, compared to TAU, reduces the risk of overdose among high-risk opioid users who have received take-home naloxone, as measured by the number of overdose events over 16 months. Overdose events will be determined by CAPI every 4 months via time-line follow-back of questions to determine the approximate date of non-fatal overdose that have proven reliable in multiple settings,1-3 with fatal episodes identified as above. We expect that repeated overdose events may be reasonably common in a subset of higher risk participants. To take advantage of this information, we will estimate treatment effects using Poisson models for the number of OD events in each reporting period, with robust standard errors to account for within-subject correlation and over-dispersion. 




This study will be conducted in accordance with the guidelines of Good Clinical Practices (GCPs) including archiving of essential documents.
1. [bookmark: _Toc330481773][bookmark: _Toc337120130][bookmark: _Toc415569527][bookmark: _Toc484017125][bookmark: _Ref394420833][bookmark: _Ref394420884]INTRODUCTION
[bookmark: _Toc330481774][bookmark: _Toc337120131][bookmark: _Toc415569528][bookmark: _Toc484017126]Background
[bookmark: _DV_M201][bookmark: _Toc320882564][bookmark: _Toc320882560][bookmark: _Toc324509129][bookmark: _Toc280088084][bookmark: _Toc283015541][bookmark: _Toc286762005][bookmark: _Toc293654133]The United States is amidst an opioid crisis, with increasing rates of opioid overdose mortality. While naloxone distribution has demonstrated benefits in reducing opioid overdose mortality, more is needed, in particularly interventions to reduce the risk of overdose occurring in the first place. We developed a brief motivational interviewing intervention, based on the IMB model of behavior change, to address opioid overdose, as well as related HIV/HCV risk behaviors, among persons who already have access to naloxone but remain at high risk for opioid overdose.

[bookmark: _Toc320882568][bookmark: _Toc330481791][bookmark: _Toc337120148][bookmark: _Toc415569532][bookmark: _Toc484017127][bookmark: OLE_LINK10][bookmark: OLE_LINK11]Overall Risk/Benefit Assessment
[bookmark: _Toc390781349][bookmark: _Toc415569533][bookmark: _Toc330481792][bookmark: _Toc337120149]Primary Patient Risks: 
We do not anticipate any moderate, severe, or life-threatening adverse events as a result of study participation. If a participant should report or display physical problems (such as hyperventilation, ongoing suicidal ideation, serious emotional distress, or similar problems) study staff will suggest that a call be placed to an appropriate referral agency or crisis hotline. The staff member may also call 911 if deemed necessary. Referral lists for mental health and substance abuse services and crisis hotlines will be available for reference at all times and provided to participants upon request. Study staff will be trained in how to identify, manage, and respond to these events. If needed, study staff will arrange for counselors or medical personnel to provide assistance to those participants that experience any serious effects during the course of the study.

Potential risks from study participation will be explained through the informed consent process. The study will not dispense naloxone to participants. Prior to enrollment, participants will have received naloxone (all community distributed naloxone in San Francisco currently comes from the Drug Overdose Prevention and Education [DOPE] Project); prior receipt of take-home naloxone is one of the study inclusion criteria. Therefore, this behavioral study does not pose any additional risks of pharmacologic agents nor does it raise ethical concerns about withholding this potentially life-saving agent. However, participants are informed of potential risks involved in study participation. Risks include those associated with blood draws, such as bruising around the needle site, the risk of infection at the needle site, and occasional equipment failure in the vacuum tubes. Other potential risks to participants include: unauthorized disclosure of confidential information; discomfort or embarrassment related to specimen collection or questionnaires dealing with personal habits and lifestyle, including drug or alcohol use; possible unwanted encounters with friends or associates in the research setting; and continued drug use, with its attendant risks, including risk of overdose. 

Alternative treatments and procedures in place to mitigate patient risks: Participants have the alternative of not participating in the study; this decision will in no way influence their treatment by study staff. We will make it clear to all potential participants that they have the alternative of not participating in the study, emphasizing that their decision will in no way influence their treatment by the University, Health Department, or the DOPE Project. We will also offer referrals to inpatient and outpatient substance use treatment facilities and services in San Francisco.

Benefits:   Potential benefits to participants include: possible cessation or reduction in opioid use and reductions in HIV risk behaviors. Potential benefits to society include determining whether an IMB (Informational-Motivational-Behavior) –based intervention is feasible and acceptable among opioid-dependent, naloxone recipients.

[bookmark: _Toc484017128]Compliance
[bookmark: _Toc339357492]This study will be conducted in compliance with this protocol, Good Clinical Practice (GCP), and all applicable regulatory requirements. There is no DSMB for this study.
[bookmark: _Toc415569534][bookmark: _Toc484017129]OBJECTIVES
The primary objectives of this study are:
· To determine the feasibility of a randomized trial with REBOOT.

· To determine acceptability of REBOOT.


· To evaluate the influence of egocentric social network characteristics on overdose events and naloxone use.


Exploratory objectives of this study are:
· To determine the preliminary efficacy estimates of REBOOT in decreasing overdose events (non-fatal or death), decreasing frequency of modifiable overdose / drug-related HIV risk behaviors, and increasing days of abstinence from illicit opioids and in substance use treatment.
· To provide a preliminary estimate of the effect of REBOOT, compared to TAU, on overdose risk behaviors, as measured by frequency of using opioids with alcohol, cocaine, or benzodiazepines (the most common modifiable overdose risk behavior), we will use GEE Poisson models with robust standard errors to assess reductions in overdose risks and linear mixed models to assess effects on the RAB scale. 
· To provide a preliminary estimate of the effect of REBOOT, compared to TAU, on HIV risk behaviors among high-risk opioid users who have received take-home naloxone, as measured by frequency of using opioids with alcohol, cocaine, or benzodiazepines (the most common modifiable overdose risk behavior); and the HIV Risk Assessment Battery (RAB) drug-related risk scale score over 16 months. We will use GEE Poisson models with robust standard errors to assess reductions in overdose risks and linear mixed models to assess effects on the RAB scale. 
· We will use GEE Poisson models with robust standard errors to assess evidence that the intervention increases days of abstinence from illicit opioids and days of drug treatment within each of five 4-month reporting periods. 
· We will use GEE Poisson models with robust standard errors to assess evidence that the intervention increases the use of naloxone during overdose events witnessed by participants. 
· Given the apparent effectiveness of naloxone alone in reducing overdose mortality, we will analyze all measures to generate descriptive data from the control arm. These include trajectories in self-reported drug use, baseline prevalence and incidence of HIV and HCV, longitudinal records on receipt of naloxone refills, and trends in utilization of EMS after naloxone administration (a potential cost savings of overdose prevention to be explored in future mathematical modeling efforts). Although sample size is small, results will contribute to the limited extant research on this topic and population of opioid users.
· We will also conduct exploratory analyses examining association of incident overdose with well-established, modifiable risk factors, considered as time-dependent covariates. Factors to be considered include: use of selected drugs with opioids; periods of abstinence (self-imposed or structural);4, 5 increases in opioid dose,6 in particular after a period of abstinence ≥2 days; and use of opioids from a new source3 or in a new location.7 While these relationships have been assessed in cross-sectional studies, our prospective data will allow us to assess the effects of both recent exposures as well as longer-term exposure patterns.
· Treatment effects and depression will be addressed by examining both modification and mediation of the treatment effect on overdose events by depression, as measured by the Center for Epidemiologic Studies-Depression Scale (CES-D). Effect modification will be examined by comparing treatment effects according to baseline depression score. Mediation will be assessed by examining both steps in the indirect pathway (treatmentdepression, and depressionOD/death, controlling for treatment and potential confounders of the mediator/outcome relationship).
[bookmark: _Toc329027933][bookmark: _Toc329027936][bookmark: _Toc329027941][bookmark: _Toc330481793][bookmark: _Toc337120150][bookmark: _Toc415569535][bookmark: _Toc484017130]STUDY DESIGN
[bookmark: _Toc285291160][bookmark: _Toc290537672][bookmark: _Ref295744717][bookmark: _Toc330481794][bookmark: _Toc337120151][bookmark: _Toc415569536][bookmark: _Toc484017131]Study Treatment and Duration of Treatment
This is two-arm randomized behavioral study to evaluate the feasibility, acceptability, and effectiveness of IMB counseling versus TAU in opioid-dependent naloxone recipient persons.
Sixty subjects will be enrolled in one of the following two study arms.
[bookmark: _Toc295382021][bookmark: _Toc295382022][bookmark: _Toc285291162][bookmark: _Ref286741354][bookmark: _Ref286742744][bookmark: _Toc290537674][bookmark: _Ref295744300][bookmark: _Ref295744456][bookmark: _Ref295746851][bookmark: _Ref303702454][bookmark: _Ref316040809][bookmark: _Ref316042165][bookmark: _Ref317146372][bookmark: _Ref330456087][bookmark: _Toc330481796][bookmark: _Toc337120153][bookmark: _Ref394865877][bookmark: _Ref282435580][bookmark: _Ref282435601][bookmark: _Ref282435626][bookmark: _Ref282436040]Group 1: IMB Counseling (REBOOT)
Treatment arm participants will receive a single brief session of IMB counseling on overdose prevention at enrollment and months 4, 8, and 12.
Group 2: TAU
Reference arm participants will receive TAU including referrals available to all participants.
[bookmark: _Toc329027947][bookmark: _Ref314558750][bookmark: _Toc330481797][bookmark: _Toc337120154][bookmark: _Toc415569538][bookmark: _Toc484017132][bookmark: _Toc285291163][bookmark: _Toc290537675]Treatment Discontinuation Criteria
[bookmark: _Toc330394118][bookmark: _Toc329027952][bookmark: _Ref299628631][bookmark: _Toc330481804][bookmark: _Toc337120161][bookmark: _Toc415569539]There are no formal trial-stopping rules for this study. No formal interim efficacy analysis will be conducted.   

If it becomes clear that the trial puts undue safety risk on study participants, outcomes are poor, or the trial will not achieve its enrollment goals, consideration will be given to stopping the trial, after consultation with the IRB and NIDA program officer (PO). 

The overall safety risk to study participants will be determined through regular monitoring procedures. Safety issues will be evaluated as they arise; participants are given the pager number of the clinician on call which they can page in the event of an emergency or safety risk. Study clinicians will consult with Dr. Coffin, the medical director and Principal Investigator, on these safety issues on a case-by-case basis as they are reported by the participant. Non-urgent clinical issues that arise during the course of the study are discussed by the team’s research clinicians at the next weekly meeting with the PI Dr. Coffin. During weekly meetings, study clinicians will review all the safety issues and incident adverse events (including lab abnormalities) for the study overall, by system category, and by possible relationship to the behavioral intervention. The PI will alert the NIDA PO immediately if at any point the team observes an unexpected frequency of serious Aes possibly related to the intervention. 
[bookmark: _Toc484017133]SUBJECT POPULATION
[bookmark: _Ref295741025][bookmark: _Toc330481805][bookmark: _Toc337120162][bookmark: _Toc415569540][bookmark: _Toc484017134]Number of Subjects and Subject Selection
At least 60 subjects will be enrolled in this study, potentially up to 70, to ensure at least 60 people who inject drugs are included.
[bookmark: _Toc329027958][bookmark: _Toc329027959][bookmark: _Toc329027960][bookmark: _Toc329027961][bookmark: _Toc329027962][bookmark: _Ref295740995][bookmark: _Ref295741034][bookmark: _Toc330481806][bookmark: _Toc337120163][bookmark: _Toc415569541][bookmark: _Toc484017135]Inclusion Criteria
[bookmark: OLE_LINK2]Subjects must meet all of the following inclusion criteria to be eligible for participation in this study.
(1) [bookmark: _Toc285291174][bookmark: _Ref286738842][bookmark: _Ref286738847][bookmark: _Ref286739719][bookmark: _Toc290537685][bookmark: _Ref295742941][bookmark: _Ref329941292][bookmark: _Ref329941421][bookmark: _Toc330481807][bookmark: _Toc337120164][bookmark: _Ref354653194][bookmark: _Toc415569542][bookmark: _Ref295745111][bookmark: _Toc330481808][bookmark: _Toc337120165]Age 18-65 years; 

(2) Current opioid dependence by SCID; 


(3) Urine positive for opioids during screening, excluding prescribed agonist maintenance therapy; 


(4) History of prior opioid overdose; 

(5) Previously received take-home naloxone; 

(6) No serious illnesses likely to progress clinically during trial; 

(7) Able and willing to provide informed consent, provide locator information, communicate in English, adhere to visit schedule.

[bookmark: _Toc484017136]Exclusion Criteria
Subjects who meet any of the following exclusion criteria are not to be enrolled in this study.
(1) Suicidal ideation by SCID; 

(2) Currently participating in another interventional research study that could possible impact the study’s outcomes of interest; 

Appendix 12.......  Any condition that, in the Principal Investigator’s judgment, interferes with safe study participation or adherence to study procedures.

[bookmark: _Toc389116325][bookmark: _Ref295744159][bookmark: _Toc330481822][bookmark: _Toc337120179][bookmark: _Toc392000748][bookmark: _Toc415569553][bookmark: _Toc484017137]STUDY PROCEDURES
The study procedures to be conducted for each subject enrolled in the study are presented in tabular form in Appendix 1 and described in the text that follows. Additional information is provided in the study procedures manual. 
The investigator will document any deviation from protocol procedures and notify appropriate regulatory authorities (e.g., IRB and/or NIH).
[bookmark: _Toc415569554][bookmark: _Toc484017138][bookmark: _Toc329238123][bookmark: _Toc330481824][bookmark: _Toc337120181][bookmark: _Toc392000750]Subject Enrollment and Treatment Assignment
In-person visits will occur at screening, enrollment, and every four months for 16 months.
[bookmark: _Toc415569555][bookmark: _Toc484017139]Pretreatment Assessments
[bookmark: _Toc484017140][bookmark: _Toc415569556]Screening Visit 
Subjects will be screened within 30 days of enrollment to determine eligibility for participation in the study. The screening window can be extended to 42 days in exceptional circumstances. Subjects meeting all of the inclusion criteria and none of the exclusion criteria will return to the clinic within 30 days after screening for enrollment into the study.
Informed consent will be obtained at the beginning of the screening visit. After consent is obtained and eligibility is determined, a locator form is completed and HIPAA form is signed for substance abuse record retrieval and review of medical/criminal records. Screening visit will also include a clinical evaluation (Structured Clinical Interview for DSM-IV [SCID] for opioid dependence and suicidal ideation), blood-borne virus testing (rapid HIV/hepatitis C serology [if no confirmed serostatus] +/- CD4+ t cells & HIV viral load), and a urine toxicology test with expanded opioids.

Subjects will be compensated $10 for the screening visit.
[bookmark: _Toc329042343][bookmark: _Toc330481826][bookmark: _Toc337120183][bookmark: _Toc392000752][bookmark: _Toc415569557][bookmark: _Toc484017141]Enrollment Visit
Enrollment tests and procedures will be completed prior to enrollment and receipt of the first counseling session.
On the enrollment visit, participants will be randomized to receive the behavioral intervention (n=40) or TAU (n=20). Randomization will be 2:1 using permuted blocks of randomly selected sizes 3 and 6. 

Participants will provide a urine toxicology test, and will undergo the baseline CAPI followed by initial counseling for the treatment group and TAU for the reference group. The next visit will be scheduled and participants will be compensated for their time. 

Subjects will be compensated $30 for the enrollment visit. 

[bookmark: _Toc484017142][bookmark: _Toc277161894][bookmark: _Toc285291200][bookmark: _Toc290537707][bookmark: _Toc329042344][bookmark: _Toc330481827][bookmark: _Toc337120184][bookmark: _Toc392000753]Monthly Treatment Visits (Month 4, 8, 12 and 16)
Participant will be seen every 4 months. 

At months 4, 8 and 12 participants will provide a urine toxicology test, complete the CAPI, and receive counseling for the treatment group and TAU for the reference group.  

At month 16, participants will complete activities lists for the monthly visits in addition to completing the SCID and a blood-borne virus testing (rapid HIV/hepatitis C serology [if no confirmed serostatus] +/- CD4+ t cells & HIV viral load). REBOOT Participants will not receive counseling at month 16.

Subjects will be compensated as follows: $35 for month 4 visit, $45 for month 8, $55 for month 12, and $65 for month 16. 

[bookmark: _Toc343605031][bookmark: _Toc343608693][bookmark: _Toc343605032][bookmark: _Toc343608694][bookmark: _Toc343605057][bookmark: _Toc343608719][bookmark: _Toc332811259][bookmark: _Toc347293520][bookmark: _Toc347293656][bookmark: _Toc347293792][bookmark: _Toc330394194][bookmark: _Toc330394196][bookmark: _Toc330394197][bookmark: _Toc330394202][bookmark: _Toc330394205][bookmark: _Toc330394212][bookmark: _Toc330394217][bookmark: _Toc318125472][bookmark: _Toc318145368][bookmark: _Toc318125473][bookmark: _Toc318145369][bookmark: _Toc318125475][bookmark: _Toc318145371][bookmark: _Toc318125482][bookmark: _Toc318145378][bookmark: _Toc330394225][bookmark: _Toc329028057][bookmark: _Toc484017143][bookmark: _Ref256609526]Assessments
Appendix 13.......  [bookmark: _Toc484017144][bookmark: _Toc415569562][bookmark: _Ref285563611][bookmark: _Toc285625447][bookmark: _Toc290537724][bookmark: _Toc330481838][bookmark: _Toc337120196][bookmark: _Toc392000762][bookmark: _Toc415569565]Labs
[bookmark: _Toc484017145]Urine toxicology test (drugs of abuse screen/expanded opioids, including fentanyl) will be done each visit.

[bookmark: _Toc484017146]5.4.2. Computer Assisted Personal Interview (CAPI)
All participants will receive a CAPI at enrollment and months 4, 8, 12, and 16. The CAPI will always be conducted by a staffperson blinded to participant’s study arm and prior to administration of the REBOOT intervention or control arm procedures.
The CAPI includes demographic information (enrollment only), drug use history (enrollment only), extensive opiate overdose questions, drug use and drug-related risk behaviors, partner-by-partner data on injection/substance use/HCV status, quality of life scale (EQ5-D), Center for Epidemiologic Studies Depression Rating Scale, and Severity of Dependence Scale and participant satisfaction with treatment.
Primary and secondary outcome variables will be obtained from standardized scales assessed using CAPI to minimize underreporting of risk activities and enhance standardization.4 We will utilize the same overdose measures as in the pilot, which were developed in collaboration with other investigators (Drs Caleb Banta-Green, Traci Green, Amy Bohnert, and Alex Walley) to maximize comparability among overdose studies.
· Quality of Life Surveys: The quality of life scale included in this study is the EQ5-D. It will be completed by participants at enrollment and months 4, 8, 12 and 16 regardless of study arm. The Quality of Life Survey will be included in the CAPI.
· Depression Rating Scale The depression rating scale included in this study is the Center for Epidemiologic Studies Depression Rating Scale. It will be completed by participants at enrollment and months 4, 8, 12 and 16 regardless of study arm. The Depression Rating Scale will be included in the CAPI.
· Severity of Dependence Scale: The Severity of Dependence Scale will be completed by participants at enrollment and months 4, 8, 12 and 16 regardless of study arm. The Severity of Dependence Scale will be included in the CAPI.
5.4.3. Administrative data 
Date and cause of death will be ascertained from Vital Records, as well as contacts listed on locator forms for those participants lost-to-follow-up. 

SUDTx data, from 4 months pre-enrollment to study completion, will be obtained with appropriate HIPAA/CFR-42 release. 

5.4.4. Data Management

Data will be maintained in MS Access (tracking and administrative data), QDS warehouse manager (survey data). All data will be backed up nightly at the study site based on San Francisco Department of Public Health protocols.
6 [bookmark: _Toc329792681][bookmark: _Toc329815160][bookmark: _Toc329815327][bookmark: _Toc329792686][bookmark: _Toc329815165][bookmark: _Toc329815332][bookmark: _Toc295382092][bookmark: _Toc323625801][bookmark: _Toc330481853][bookmark: _Toc337120211][bookmark: _Ref347908546][bookmark: _Toc415569580][bookmark: _Toc484017147][bookmark: _Ref208930974][bookmark: _Toc285625475][bookmark: _Toc290537752][bookmark: _Toc318295810][bookmark: _Ref208848450][bookmark: _Ref256603049][bookmark: _Ref256609476][bookmark: _Ref256609572][bookmark: _Toc290537741][bookmark: _Ref320104497]ADVERSE EVENTS MANAGEMENT 
[bookmark: _Ref295744948][bookmark: _Toc323625802][bookmark: _Toc330481854][bookmark: _Toc337120212][bookmark: _Toc415569581][bookmark: _Toc484017148]6.1 Definition of Adverse Events and Serious Adverse Events
For this study, we will record and report only adverse events (Aes) directly related to study participation. We will not report opiate overdose events as adverse events. 

In the event of study-related Aes, we will use the DAIDS Table for Grading the Severity of Adult and Pediatric Adverse Events version 1.0, December 2004 (Clarification dated August 2009) available at: http://rsc.tech-res.com/safetyandpharmacovigilance/

We will record and report all study-related Aes in accordance with these NIH guidelines. Safety monitoring will include the assessment, follow-up, and reporting of clinical Aes and serious Aes (SAEs), and abnormal laboratory results. Each AE will be classified by the study clinician as serious or non-serious, and appropriate reporting procedures will be followed.
A serious AE is any untoward medical occurrence related to study activities:  
· results in death, 
is life-threatening (defined as an event in which the patient was at risk of death at the time of the event; it does not refer to an event which hypothetically might have caused death if it were more severe), 
requires inpatient hospitalization or causes prolongation of existing hospitalization, 
results in persistent or significant disability/incapacity, 
is a congenital anomaly/birth defect, 
is an important medical event (defined as a medical event(s) that may not be immediately life-threatening or result in death or hospitalization but, based upon appropriate medical and scientific judgment, may jeopardize the patient or may require intervention (e.g., medical, surgical) to prevent one of the other serious outcomes listed in the definition above.  
An unexpected event is one that is not described with respect to nature, severity, or frequency in the current protocol. 

Adverse events classified as “serious” require expeditious handling and reporting to comply with regulatory requirements. 

6.2 Management of SAEs and other study risks: Participants requiring acute medical care will be treated on-site by a clinician, and, once stabilized, taken to the appropriate hospital for care (most likely, depending on availability, San Francisco General Hospital which is five minutes by ambulance). All participants will be provided with a 24-hour phone number through which the study clinician may be contacted to answer questions or to provide direction in case of emergency.

6.3 Reporting of SAEs: All Aes that are serious and meet the reporting criteria will be reported to the UCSF IRB in writing, within 10 working days. 

SAE reporting will include a narrative which will provide details of relevant screening measures, medical history and physical, treatment compliance, participant reports of SAEs, and any other required information. The completed SAE form will contain: subject’s ID#, gender, age, the title and date of the SAE, and narrative explanation. The SAE form tracks how the research staff was notified of the event, dates of consent, randomization, study screening for inclusion/exclusion, study treatment received, other relevant clinical information, dates and circumstances of the hospitalization/death, whether alcohol or drugs were known to be involved, and participant status at last clinical or research contact.  The investigators will state whether the event was expected and assess its relatedness to the study intervention.  A summary report of all Aes (including SAEs) will be submitted to the IRB and to NIDA in the annual progress report. 

Collection of complete information concerning SAEs is extremely important.  Follow-up information which becomes available as the SAE evolves, as well as supporting documentation (e.g., hospital discharge summaries and autopsy reports), should be collected subsequently, if not available at the time of the initial report, and immediately sent using the same procedure as the initial SAE report.

An expedited reporting of SAE will adhere to the following guidelines:
a) Apply regardless of the investigator’s assessment of the relatedness of the SAE to the intervention under study.
b) Apply equally to trials requiring an IND and those not requiring an IND.
c) Apply to any SAE that occur during the post-treatment observation period defined by the protocol.
d) Apply to suicidal or homicidal behavior that causes an SAE in the subject or someone else (e.g. hospitalization or death).



7 CHANGES TO STUDY PROTOCOL


7.1 Reporting of IRB actions to NIDA: Through the study project officer, NIDA will be informed of IRB actions regarding the study. When significant revisions to the protocol are planned, IRB communications will be forwarded to the NIDA PO.

7.2 Report of changes or amendments to the protocol: All changes and amendments to the study protocol will require IRB approval prior to their implementation. When appropriate, the NIDA PO will be informed of changes or amendments to the study protocol.

7.3 Trial stopping rules: There are no formal trial-stopping rules for this study. No formal interim efficacy analysis will be conducted.   

If it becomes clear that the trial puts undue safety risk on study participants, outcomes are poor, or the trial will not achieve its enrollment goals, consideration will be given to stopping the trial, after consultation with the IRB and NIDA PO. 

The overall safety risk to study participants will be determined through regular monitoring procedures. Safety issues will be evaluated as they arise; participants are given the pager number of the clinician on call which they can page in the event of an emergency or safety risk. Study clinicians will consult with Dr. Coffin, the medical director and Principal Investigator, on these safety issues on a case-by-case basis as they are reported by the participant. Non-urgent clinical issues that arise during the course of the study are discussed by the team’s research clinicians at the next weekly meeting with the PI Dr. Coffin. During weekly meetings, study clinicians will review all the safety issues and incident adverse events (including lab abnormalities) for the study overall, by system category, and by possible relationship to the behavioral intervention. The PI will alert the DMSB and the NIDA P.O. immediately if at any point the team observes an unexpected frequency of serious Aes possibly related to the intervention. 

7.4 Disclosure of conflicts of interest: Staff are required to disclose any financial conflicts of interest with the study. Signed documentation of conflicts of interest by study investigators (or lack thereof) will be provided to the IRB as required by the initial and continuing review process.

8 [bookmark: _Toc327271490][bookmark: _Toc330481867][bookmark: _Toc337120225][bookmark: _Toc415569593][bookmark: _Toc484017149][bookmark: _Ref476388073]STATISTICAL CONSIDERATIONS 
8.1 [bookmark: _Toc327271491][bookmark: _Toc330481868][bookmark: _Toc337120226][bookmark: _Toc415569594][bookmark: _Toc484017150]Analysis Objectives 
8.1.1 [bookmark: _Toc327271492][bookmark: _Toc330481869][bookmark: _Toc337120227][bookmark: _Toc415569595][bookmark: _Toc484017151]Analysis Objectives
The primary objectives of this study are:
· To determine the feasibility of a randomized trial with REBOOT.

· To determine acceptability of REBOOT.


· To evaluate the influence of egocentric social network characteristics on overdose events and naloxone use.

The exploratory objectives of this study are:
· To determine the preliminary efficacy estimates of REBOOT in decreasing overdose events (non-fatal or death), decreasing frequency of modifiable overdose / drug-related HIV risk behaviors, and increasing days of abstinence from illicit opioids and in substance use treatment.
8.2 [bookmark: _Toc330394264][bookmark: _Toc327271497][bookmark: _Toc330481874][bookmark: _Toc337120232][bookmark: _Toc415569600][bookmark: _Toc484017152]Analysis Conventions
All individual subject data will be listed as measured. All statistical summaries and analyses will be performed using STATA software. 
8.3 [bookmark: _Toc327271501][bookmark: _Toc330481878][bookmark: _Toc337120235][bookmark: _Toc415569603][bookmark: _Toc484017153]Demographic Data and Baseline Characteristics
Demographic and baseline characteristics will be summarized using standard descriptive methods by treatment group and overall.
Demographic data will include sex, self-identified race/ethnicity, and age.
8.4 [bookmark: _Toc327271502][bookmark: _Toc330481879][bookmark: _Toc337120236][bookmark: _Toc415569604][bookmark: _Toc484017154]Data Analysis
8.4.1 [bookmark: _Toc484017155][bookmark: _Toc327271503][bookmark: _Toc330481880][bookmark: _Toc337120237][bookmark: _Toc415569605]Primary Analysis
Specific Aim 1: To determine feasibility of a randomized trial with REBOOT, we will calculate screening and visit completion rates from the study database, with exact 95% confidence intervals (Cis), overall and by arm. Between-group differences will be assessed using Fisher’s exact and Wilcoxon ranksum tests. We will calculate Kaplan-Meier curves for time to dropout, by group, and test for differences using the log-rank test. 

Specific Aim 2: To determine acceptability of REBOOT, we will calculate counseling completion rates from the study database by visit, and tabulate the proportions of active arm participants attending 0-4 counseling sessions. Via CAPI, we will inquire about participant satisfaction with the intervention and belief that it affected their drug use behaviors; responses will be presented as means, medians, or proportions, as appropriate, with 95% Cis. 

Specific Aim 3: To evaluate the influence of egocentric social network characteristics on overdose events and naloxone use, we will use GEE Poisson models with robust standard errors to evaluate the association between network size, evaluated at baseline and each return visit, and numbers of experienced and witnessed overdose events in the same period; zero-inflated models will be used if needed. Results from this analysis will inform study design of a full efficacy trial and determine if randomization stratified by network size or targeted sampling strategies to ensure diversity in network size are needed. In addition, we will explore the influence of homophily and assortativity on experienced and witnessed overdose events using similar methods. Newman’s method will be used to calculate assortativity coefficients, a measure of the degree of demographic and risk behavior similarity within participants’ egocentric networks.


8.4.2 [bookmark: _Toc484017156]Exploratory Analyses
Exploratory analyses include preliminary efficacy estimates of REBOOT in decreasing overdose events (non-fatal or death), decreasing frequency of modifiable overdose / drug-related HIV risk behaviors, and increasing days of abstinence from illicit opioids and in substance abuse treatment. 
8.5 [bookmark: _Toc343605119][bookmark: _Toc343608781][bookmark: _Toc349033882][bookmark: _Toc327271511][bookmark: _Toc330481888][bookmark: _Toc337120245][bookmark: _Toc415569612][bookmark: _Toc484017157]Sample Size
Sample size justification: The sample will provide typical precision for a pilot study of feasibility and acceptability outcomes. Specifically, we will be able to estimate the mean of continuous outcomes within margins of sampling error (MSEs; half-widths of 95% confidence intervals) of 0.32 standard deviations (SDs) within the active arm, and 0.26 SDs overall; proportions will be estimated within MSEs of 9-16 percentage points in the active arm and 8-13 percentage points overall. For Aim 3 and the exploratory analyses of treatment efficacy, precision and power will be low, as is also typical for a pilot study. In designing the full-scale trial, these exploratory results will be cautiously interpreted in the light of confidence intervals, plausibility, and prior results from the literature.

9 [bookmark: _Toc349033890][bookmark: _Toc330481889][bookmark: _Toc337120246][bookmark: _Toc415569613][bookmark: _Toc484017158]RESPONSIBILITIES
9.1 [bookmark: _Toc290537781][bookmark: _Toc330481890][bookmark: _Toc337120247][bookmark: _Toc415569614][bookmark: _Toc484017159]Investigator Responsibilities
9.1.1 [bookmark: _Toc318295838][bookmark: _Toc330481891][bookmark: _Toc337120248][bookmark: _Toc415569615][bookmark: _Toc484017160][bookmark: _Toc290537782]Good Clinical Practice
The investigator will ensure that this study is conducted in accordance with the principles of the Declaration of Helsinki (as amended in Edinburgh, Tokyo, Venice, Hong Kong, and South Africa), International Conference on Harmonisation (ICH) guidelines, or with the laws and regulations of the country in which the research is conducted, whichever affords the greater protection to the study subject.
The investigator and all applicable sub-investigators will comply with 21 CFR, Part 54, 1998, providing documentation of their conflicts of interest. This documentation must be provided prior to the investigator’s (and any sub-investigator’s) participation in the study. Study completion is defined as the date when the last subject completes the protocol-defined activities.
9.1.2 [bookmark: _Toc244047119][bookmark: _Toc330481892][bookmark: _Toc337120249][bookmark: _Toc415569616][bookmark: _Toc484017161]Institutional Review Board (IRB) Approval
[bookmark: _Toc244047120][bookmark: _Toc330481893][bookmark: _Toc337120250]The investigator (or sponsor as appropriate according to local regulations) will submit this protocol, informed consent form, and any accompanying material to be provided to the subject (such as advertisements, subject information sheets, or descriptions of the study used to obtain informed consent) to an IRB. The investigator will not begin any study subject activities until approval from the IRB has been documented and provided as a letter to the investigator.
Before implementation, the investigator will submit to and receive documented approval from the IRB any modifications made to the protocol or any accompanying material to be provided to the subject after initial IRB approval, with the exception of those necessary to reduce immediate risk to study subjects.
9.1.3 [bookmark: _Toc415569617][bookmark: _Toc484017162]Informed Consent
[bookmark: _Ref467294131][bookmark: _Ref467294559][bookmark: _Toc244047121][bookmark: _Toc330481894][bookmark: _Toc337120251]Study staff are responsible for obtaining written informed consent from each individual participating in this study after adequate explanation of the aims, methods, objectives, and potential hazards of the study and before undertaking any study-related procedures. The investigator will use the most current IRB approved consent form for documenting written informed consent. Each informed consent will be appropriately signed and dated by the subject or the subject’s legally authorized representative and the person conducting the consent discussion, and also by an impartial witness if required by IRB or by local requirements. The consent form will inform subjects about sample retention and use of retained samples.
9.1.4 [bookmark: _Ref394902008][bookmark: _Toc415569618][bookmark: _Toc484017163]Confidentiality
The investigator will assure that subjects’ anonymity will be strictly maintained and that their identities are protected from unauthorized parties. Only subject initials, date of birth, and a unique identifier (as allowed by local law) will be recorded on any form or biological sample submitted to the Sponsor, IRB, or laboratory. Laboratory specimens will be labeled in such a way as to protect subject identity while allowing the results to be recorded to the proper subject. Refer to specific laboratory instructions. NOTE: If given signed permission by the subject the investigators keeps a locator form showing names, date of birth and addresses for all subjects screened and for all subjects enrolled in the trial. Subject data will be processed in accordance with all applicable regulations.
9.1.5 [bookmark: _Toc244047122][bookmark: _Toc330481895][bookmark: _Toc337120252][bookmark: _Ref394902150][bookmark: _Toc415569619][bookmark: _Toc484017164]Study Files and Retention of Records
The investigator will maintain adequate and accurate records to enable the conduct of the study to be fully documented and the study data to be subsequently verified. These documents should be classified into at least the following two categories: (1) investigator’s study file, and (2) subject clinical source documents.
The investigator’s study file will contain the protocol/amendments, CRF and query forms, IRB and governmental approval with correspondence, informed consent, drug records, staff curriculum vitae and authorization forms, and other appropriate documents and correspondence.
The required source data should include sequential notes containing at least the following information for each subject:
Subject identification (name, date of birth, gender);
Documentation that subject meets eligibility criteria;
Documentation of the reason(s) a consented subject is not enrolled
Participation in study (including study number);
Study discussed and date of informed consent;
Dates of all visits;
Documentation that protocol specific procedures were performed;
Results of efficacy parameters, as required by the protocol;
Participant study start and end date, including treatment arm;
Record of all adverse events and other safety parameters (start and end date, and including causality and severity);
Date of study completion and reason for early discontinuation, if it occurs.
9.1.6 [bookmark: _Toc415569620][bookmark: _Toc484017165]Case Report Forms (CRFs)
[bookmark: _Toc330481897][bookmark: _Toc337120254][bookmark: _Toc244047124]For each subject consented, a CRF will be completed by an authorized study staff member whose training for this function is documented according to study procedures. CRF should be completed on the day of the subject visit to enable the sponsor to perform central monitoring of safety data. Prior to database lock (or any interim time points as described in the clinical data management plan), study staff will use his/her log in credentials to confirm that the forms have been reviewed, and that the entries accurately reflect the information in the source documents. The CRF capture the data required per the protocol schedule of events and procedures.  
9.1.7 [bookmark: _Toc339618653][bookmark: _Toc390781463][bookmark: _Toc415569623][bookmark: _Toc484017166]Protocol Compliance
The investigator is responsible for ensuring the study is conducted in accordance with the procedures and evaluations described in this protocol.
9.1.8 [bookmark: _Toc390781471][bookmark: _Toc415569631][bookmark: _Toc484017167]Study Discontinuation
The investigator reserves the right to terminate the study at any time. Should this be necessary, the investigator will arrange discontinuation procedures and notify the appropriate regulatory authority(ies) and IRB. 
[bookmark: _Toc329028262]


11.	APPENDICES
Appendix 1. Study Procedures Table

[bookmark: _Ref463332507][bookmark: _Ref518976770]
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[bookmark: _Ref318893349][bookmark: _Toc243898493][bookmark: _Toc330481910][bookmark: _Toc337120267][bookmark: _Toc430780177][bookmark: _Toc430780181][bookmark: _Ref99864250][bookmark: _Ref208931062][bookmark: _Toc243898494][bookmark: _Toc244047138]Appendix 1.	Study Procedures Table
	Screening, Enrollment, Monthly Visits 
	Procedure
	Screening visits
	Enrollment
	Visit identified by study month

	
	
	
	4
	8
	12
	16

	Informed consent
	X
	
	
	
	
	

	Brief history, SCID
	X
	
	
	
	
	X

	Opioid urine test
	X
	X
	X
	X
	X
	X

	Rapid HIV test* or CD4 & HIV VL and HIV counseling
	X
	
	
	
	
	X

	Raid HCV test and HCV counseling
	X
	
	
	
	
	X

	Randomization
	
	X
	
	
	
	

	Skills Building & Counseling (treatment arm)
	
	X
	X
	X
	X
	

	CAPI
	
	X
	X
	X
	X
	X

	*In the event of a reactive test, confirmatory HIV testing will be performed
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