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LIST OF ABBREVIATIONS

ACASI Audio Computer Assisted Survey Instrument

AE adverse event

ALT alanine aminotransferase

AST aspartate aminotransferase

BUN blood urea nitrogen

CBC Complete blood count

CBO Community based organization

CCG Community Consulting Group

CFR Code of Federal Regulations

CRF case report form

CPHR Center for public health research

DMC Data Monitoring Committee

DSMB Data Safety Monitoring Board

DSM-1V Diagnostic and Statistical Manual for Mental disorders
EtG ethylglucuronide test

FDA Food and Drug Administration

GCP Good Clinical Practice

GEE generalized estimating equations

HIPAA Health Insurance Portability and Accountability Act of 1996
HIV Human Immunodeficiency Virus

ICF informed consent form

ICH International Conference on Harmonisation

IEC Independent Ethics Committee

IRB Institutional Review Board

MM Medical Management counseling

MSM Men who have sex with men

NIAAA National Institute on Alcohol Abuse and Alcoholism
PEth phosphatidylethanol

PrEP pre-exposure prophylaxis

PI Principal Investigator

SAE serious adverse experience

SAMHSA Substance Abuse and Mental Health Services Administration
SCID Structural clinical interview for DSM disorders
SFDPH San Francisco Department of Public Health

SMS Text message

TLFB Timeline follow-back
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PROTOCOL SYNOPSIS

TITLE

The Better THAN Study: Targeting Heavy Alcohol use with
Naltrexone among MSM

SPONSOR Glenn-Milo Santos

FUNDING National Institute on Alcohol Abuse and Alcoholism (NIAAA)

ORGANIZATION

NUMBER OF SITES 1 site

RATIONALE Oral naltrexone, FDA approved agent, was chosen because we believe it will
be more acceptable to non-treatment seeking, non-alcohol dependent binge
drinking men who have sex with men (MSM). Intermittent dosing makes
sense for most binge-drinking MSM because data indicate that they do not
binge drink daily.

STUDY DESIGN This is a randomized, double-blind, placebo-controlled phase 2 study.

PRIMARY To determine the efficacy of targeted naltrexone versus placebo in reducing

OBJECTIVE binge drinking among non-dependent MSM, as determined by number of
binge drinking days in timeline follow-back (TLFB), over the three-month
treatment period.

SECONDARY To determine the efficacy of targeted naltrexone versus placebo in reducing

OBJECTIVES alcohol consumption among non-dependent MSM, as determined by the
proportion of ethyl glucuronide (EtG) positive urines, over the three-month
treatment period.

NUMBER OF 120

SUBJECTS

SUBJECT Inclusion Criteria: (1) Male gender (2) self-reported anal sex with men in

SELECTION the prior three months while under the influence of alcohol (3) at least one

CRITERIA binge drinking (five or more drinks on a single occasion) session per week

in the prior three months; (4) interested in reducing binge alcohol
consumption; (5) HIV-negative by rapid antibody test or medical record
documentation of HIV infection (HIV positive participants); (6) no current
acute illnesses requiring prolonged medical care; (7) no chronic illnesses
that are likely to progress clinically during trial participation; (8) able and
willing to provide informed consent and adhere to visit schedule; (9) age 18-
70 years; (10) baseline CBC, total protein, albumin, glucose, alkaline
phosphatase, creatinine, BUN, and electrolytes without clinically significant
abnormalities as determined by study clinician in conjunction with
symptoms, physical exam, and medical history.

Exclusion Criteria: (1) Any psychiatric (e.g. depression with suicidal
ideation) or medical condition that would preclude safe participation in the
study; (2) known allergy/previous adverse reaction to naltrexone; (3) current
use of/ dependence on any opioids or a known medical condition which
currently requires/may likely require opioid analgesics; (4) opioid-positive
urine at  enrollment; (5) current CD4 count < 200 cells/mm?® (6)
moderate/severe liver disease (AST, ALT > 3 times upper limit of normal);
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(7) impaired renal function (creatinine clearance < 50 ml/min); (8) currently
participating in another intervention research study with potential overlap;
(9) alcohol dependence as determined by SCID criteria (participants with
non-dependent alcohol use disorders/symptoms of alcohol abuse [per DSM-
IV] are eligible) (10) any condition that, in the principal investigator and/or
study clinician’s judgment interferes with safe study participation or
adherence to study procedures; (11) not having a cell-phone that can send
and receive text messages.

TEST PRODUCT, Naltrexone HCL 50 mg (ReVia), oral administration as needed.
DOSE, AND ROUTE
OF
ADMINISTRATION
CONTROL Placebo 50 mg, oral administration as needed.
PRODUCT, DOSE
AND ROUTE OF
ADMINISTRATION
DURATION OF Subjects will be on study for up to 9 months
SUBJECT Screening: up to 30 days
PARTICIPATION Treatment: 3 months
SVFIII)D];URATION OF Follow-up: 6 months
The total duration of the study is expected to be nine months. One month for
subject recruitment and nine months for final subject participation and
follow-up.
CONCOMMITANT Allowed: standard therapy
MEDICATIONS
Prohibited: current use of/ dependence on any opioid medication or
current naltrexone treatments.
EFFICACY
EVALUATIONS
PRIMARY ENDPOINT |e To detect 27% reductions in numbers of binge drinking occasions, as
well as 10% reductions in the average numbers of drinks on drinking
days among treatment arm compared to placebo arm.
SECONDARY e To detect 15-23% reductions in the urine positivity rate in the treatment
ENDPOINTS arm compared to the placebo arm.
OTHER Potential biomarkers for alcohol: EtG and PEth
EVALUATIONS
SAFETY Change in clinical safety labs from baseline to week 12
EVALUATIONS Incidence of adverse events
PLANNED INTERIM No planned interim analyses. Serious adverse events will be monitored by
ANALYSES the committee on an ongoing basis throughout the study.
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STATISTICS
Primary Analysis Plan

We will use generalized estimating equations (GEE) to estimate treatment
effects on repeated study outcomes. Primary analyses will be by intention-
to-treat, without regard to adherence to treatment. In our prior trials, we had
excellent retention and visit adherence. Nonetheless, in this high-risk
population, missing data may be encountered.'” '** We will conduct
sensitivity analyses imputing all missing urine samples as positive, adjusting
for baseline correlates of missingness, and using inverse probability of
censoring weights.!'?

Specific Aim 1: To determine the efficacy of targeted naltrexone versus
placebo in reducing binge drinking among non-dependent MSM, as
determined by number of binge drinking days in timeline follow-back
(TLFB), by arm. GEE Poisson models with robust standard errors will be
used to assess reductions on weekly drinking outcomes. Baseline TLFB
results will be included in the analysis. Minimum detectable effects
(MDEs): In calculating minimum detectable effects, we hypothesized on
pharmacologic grounds that oral naltrexone will reach full efficacy against
alcohol use almost immediately; accordingly we expect treatment-control
differences to be approximately constant over the 12 weeks of the trial.
Based on the prior trial (93% retention), we estimate that 90% of
participants will be retained at 12 weeks. Using estimates based on data
from Project ECHO®? for the within-subject correlation and over-dispersion
of the outcomes, as well as the mean frequency among controls, we estimate
that the proposed study will have 80% power in 2-sided tests with a type-I
error rate of 5% to detect 27% reductions in numbers of binge drinking
occasions, as well as 10% reductions in the average numbers of drinks on
drinking days. Specific Aim 2: To determine the efficacy of targeted
naltrexone versus placebo in reducing alcohol consumption among non-
dependent MSM, as determined by the proportion of ethyl glucuronide (EtG)
positive urines, by arm. GEE logistic models with robust standard errors
will be used to assess reductions frequency of positive urine tests,
accounting for within-subject correlation. MDEs: Using the assumptions
for loss to follow-up for Aim 1, as well as estimates based on biomarker data
from Batki et al’s study on Topiramate for alcohol use disorders'? for the
within-subject correlation and control group urine positivity rate, we
estimate that the study will have 80% power in 2-sided tests with a type-I
error rate of 5% to detect 15-23% reductions in the urine positivity rate in
the treatment arm. Specific Aim 3: 7o determine the efficacy of targeted
naltrexone versus placebo in reducing alcohol-associated sexual risk
behaviors, we will use GEE Poisson models with robust standard errors for
the four monthly ACASI assessments on numbers of male anal sex partners,
HIV-serodiscordant unprotected anal sex partners, unprotected anal sex
partners while intoxicated with alcohol, and unprotected anal sex events
with serodiscordant partners, including the baseline value. In the event that
these outcomes are severely over-dispersed, we will analyze indicators for
any self-report of each behavior, using GEE logistic models. MDEs: Based
on estimates of within-subject correlation and control prevalence from our
Project Echo trial, we estimate that the study will have 80% power to detect
31% reductions in numbers of male anal sex partners, 57% reductions in
SDUA partners, 46% reductions in UA partners while intoxicated with
alcohol, and 56% reductions in UA events with serodiscordant partners. In
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analyses using GEE logistic models, we will have 80% power to detect
reductions of 14%, 38%, 39%, and 30% in any report of these four sexual
risk behaviors, respectively.

Rationale for Number
of Subjects

Given our estimate that there are 48,070 binge-drinking MSM in San
Francisco!'® 2° and our prior trial enrollment rates, we are confident that we
will be able to recruit 120 eligible non-dependent, binge-drinking MSM for
the proposed trial.
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1 BACKGROUND

1.1 Overview of Overview of Clinical Studies

Binge drinking is a major health issue for men who have sex with men (MSM) at high-
risk for acquiring or transmitting HIV. In the National HIV Behavioral Surveillance (NHBS)
survey, 84% of MSM consumed alcohol in the past 30 days, and 57% reported at least one
occasion of binge drinking.> The prevalence of binge drinking for MSM is 3.5 times the
prevalence in the general US adult population.! The high rates of alcohol use in MSM have
been observed for decades and these rates will likely persist.'>'7 In San Francisco, 72% and
55% of MSM reported binge drinking in the past 12 months, and the past 30 days, respectively.'®
Binge drinking is by far the most prevalent exposure attributed to HIV infections among MSM
and it is estimated that there are 48,070 binge-drinking MSM in San Francisco.'” 2 MSM are
disproportionately impacted by HIV, accounting for 61% of new infections in 2009.2! For San
Francisco MSM, HIV prevalence is estimated at 22.7% and HIV annual incidence is estimated at
1.27% per year.? It is imperative to develop more evidence-based HIV-prevention interventions
that are not only efficacious, but also feasible and acceptable to MSM.

Binge and other heavy drinking patterns are associated with HIV risk behaviors.
NHBS data show that alcohol use before or during unprotected sex was common for MSM—41%
and 43% of alcohol drinkers surveyed reported unprotected insertive and unprotected receptive
anal sex while intoxicated on alcohol, respectively, during their most recent sexual episode.’
Similarly, in Project Mix, one of the largest randomized controlled trials of MSM in the US, 40%
of current drinkers reported having unprotected sex while intoxicated during their most recent anal
sex episode.” Interventions that can be utilized within the risk environment may be more
efficacious at reducing HIV risk in this highly impacted population. Alcohol use is deeply
entwined with social activities of MSM" and although drinking, per se, does not always predict
unprotected intercourse, certain risk contexts are more consistently associated with alcohol use.* %*
The acute effects of alcohol consumption (e.g., altered cognition, impaired judgment and increased
sexual desire and confidence) may contribute to risk-taking behaviors.>2® A myriad of
psychosocial factors (e.g., cognitive escape, impulsivity, expectancies) are believed to mediate the
association between alcohol and sexual risk behaviors.?® 23 Furthermore, bar and club venues
frequented by MSM provide conducive environments for both meeting sexual partners and binge
drinking.'*!* Notably, event-level analyses of alcohol use immediately before or during sexual
episodes in two separate systematic reviews consistently found that binge drinking is
independently associated with increased likelihood of having unprotected sex.* > According to
event-level analyses for 1,712 HIV-negative MSM, compared to non-binge drinkers, binge
drinkers had three times the likelihood of having unprotected sex with non-primary partners.*
These event-level assessments of alcohol use provide the most precise temporal link between these
two behaviors and provide stronger evidence for causality.>2* Binge drinking and other patterns of
heavy alcohol use are independently associated with a variety of high-risk behaviors in MSM,
including unprotected anal sex, multiple partners, and having HIV-serodiscordant partners!” 35-44—
a link also observed among black, Native American, and older MSM.***" Binge-drinking and
heavy alcohol consumption are major causes of incident HIV infections in MSM. Binge
alcohol use was independently associated with a greater than three-fold increase in odds for new
HIV diagnoses among MSM who had a previously (past 12 months) negative HIV-test in a case-
control study.®® In the Explore study of 4,295 HIV-negative MSM from six metropolitan areas,
29% of HIV incidence was attributable to use of alcohol or other drugs before sex; 6.1% was
attributable to heavy alcohol use.” Similarly, in the Multicenter AIDS Cohort Study of 3725 HIV-
negative MSM, the hazard for seroconversion among heavy drinkers was 61% greater, compared
to those who abstained from alcohol during the 24 year follow-up (1984-2008).%
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Behavioral interventions to address binge drinking to date have failed to reach
MSM. Novel interventions are needed for MSM who binge drink.® Because excessive alcohol use
is nearly ubiquitous among MSM and is commonly associated with high-risk sexual behavior and
HIV infection, interventions that reduce alcohol consumption are likely to have an impact on the
transmission of HIV. The primary prevention approaches to binge drinking for MSM are therapy
and alcohol treatment programs. Individual®® and couples®' behavioral therapy approaches have
been shown to reduce heavy alcohol use among MSM. However, only 20% of MSM who use
alcohol or non-injection drugs have ever participated in alcohol or drug treatment programs.® In
San Francisco, only 16% of binge-drinking MSM have sought alcohol treatment, underscoring the
need for novel alcohol interventions.'® MSM may be less likely to completely abstain from alcohol
than heterosexual men,> emphasizing the need to consider alternative treatment outcomes
including reductions in drinking. Despite the link between binge drinking and HIV risk, the
use of pharmacologic interventions to reduce alcohol-intake or alcohol-related sexual risk
among MSM is almost entirely unexplored. The absence of published studies on efficacious
interventions to reduce alcohol-related sexual risk behaviors among MSM who have no desire to
abstain from alcohol presents a major gap in the field of alcohol research and HIV
prevention. Pharmacotherapy trials for methamphetamine dependence and cocaine dependence in
MSM have shown that reductions in substance use can result in parallel reductions in HIV-sexual
risk behaviors among MSM not seeking treatment.”* >* A pharmacologic intervention for binge
drinking may lead to an analogous parallel reduction in alcohol-related sexual risks. A eritical
challenge for HIV prevention interventions with MSM is the lack of interventions that reach
MSM and effectively address HIV risk conferred through unprotected sex for MSM who
binge drink.

Naltrexone is an efficacious and
effective pharmacologic treatment for Y [Fendarphing
alcohol dependence that blocks the ol Agchel sl enda
reinforcing positive effects of alcohol ‘:ﬂ: T '
use. Alcohol consumption results in the { Alechial it
release of [-endorphins that bind and Wl el of

. e andephing
activate p-opioid receptors.” Naltrexone
competitively blocks B-endorphins from v ﬂi{;‘:‘li:'::,“‘“"”
activating p-opioid receptors®® in the / ~
nucleus accumbens and ventral tegmental
area, which mediate dopamine release , N ’
(Figure 1, adapted from 7). Thus, the - % L & MM
opioid antagonistic mechanism of action

Kaitremone Blocks e
Bincling of [-gndrphing
B Cpmeded] B RPROTE

w ™

"_.
r._ "I.‘I" \
<4

of naltrexone decreases the activity of the = s
dopamine reward pathways,*® % tempering the positive neurobiological effects of alcohol.>® ¢
Naltrexone is effective in attenuating the positive subjective effects of alcohol intoxication—
including quality of “high”, craving, and euphoria, supporting its efficacy among current
drinkers.®"% A two-year longitudinal study of “heavy social drinkers” who habitually binge drink
found that the positive subjective and stimulant effects of alcohol are strong predictors of
sustained and increased binge drinking.®® Given naltrexone’s efficacy in reducing the positive
effects of alcohol that have been linked to future binge drinking,°® naltrexone may be a
promising option to reduce binge drinking. Naltrexone is well-tolerated by active alcohol
drinkers and has no known significant drug interactions.>® ®”7° Naltrexone has few serious side
effects, no known abuse potential, %% - 7174 and no known sexual side effects.”!

Naltrexone’s pharmacokinetic properties support targeted administration (i.c., use in
anticipation of heavy alcohol use on an “as needed” basis). Naltrexone’s activity is believed to be
due to both the parent and the 6-B-naltrexol metabolite.”! Naltrexone reaches peak plasma levels
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within one hour of oral administration. The mean elimination half-life for naltrexone and 6-p-
naltrexol are four and 13 hours, respectively.”! Naltrexone also has high affinity to the p-opioid
receptor (Ki = 2.5+ 0.21 nM) and a single 50 mg dose can block p-opioid receptors for up to 72
hours” raising the possibility that dosing even 1-2 days prior to anticipated alcohol consumption
may be effective. Targeted administration of naltrexone on an “as needed” basis has shown
promise in reducing heavy drinking among heterosexuals. Targeted naltrexone dosing was
feasible and acceptable in a small pilot study of heavy-drinking young adults not ready or willing
to abstain from alcohol; the trial completion and targeted medication adherence rates were 93%
and 83%, respectively.”® Other samples of non-dependent heavy drinkers have also been
successfully recruited and retained in targeted dosing studies.'" 777 Targeted naltrexone
administered after a period of daily dosing significantly reduced heavy-drinking relapse.®
Similarly, in a trial conducted by Kranzler, et al., men assigned to targeted naltrexone showed
significant reductions in mean drinks per day, and in number of drinks during drinking days,
compared to those assigned to daily naltrexone administration, daily placebo, or targeted
placebo.!! Intermittent dosing schedules for opioid antagonists like naltrexone show similar
results: targeted nalmefene reduced heavy drinking days, “very heavy” drinking days, and number
of drinks during drinking days in randomized controlled trials.®!: #> None of these studies have
evaluated sexual risk behaviors or exclusively recruited binge drinking MSM at risk for acquiring
or transmitting HIV. Questions about the efficacy of targeted naltrexone to reduce alcohol-
related sexual risk behavior remain unanswered; no efficacy trial has determined if targeted
use of pharmacologic agents for binge drinking can reduce HIV risk behavior.

2  STUDY RATIONALE

Oral naltrexone was chosen because we believe it will be more acceptable to non-treatment
seeking, non-alcohol dependent binge drinking MSM. Intermittent dosing makes sense for most
binge-drinking MSM because data indicate that they do not binge drink daily. Injectable
naltrexone's opioid blockade can last a month or more and overcoming the opioid antagonism with
high opioid doses requires close monitoring and expert personnel.”> 132 Injectable naltrexone is
also associated with more adverse events than oral naltrexone.!*> 3  Oral naltrexone was
specifically chosen because of its mechanism of action, and safety profile. Dilsufiram is not ideal
as it requires abstinence,'** which may not be acceptable in our target population. Acamposate has
been shown to sustain abstinence, although not in intention-to-treat analyses in American
studies'** and thrice-daily dosing limits its utility.!**

Much like other chemoprophylaxis strategies, intermittent targeted dosing of oral naltrexone will
not be acceptable to everyone. However, the fact remains that for most MSM, bars, clubs and
other venues that serve alcohol remain the dominant setting for social interactions with other
MSM. 15 For MSM who are interested in reducing binge drinking but do not wish to isolate
themselves from these venues, targeted dosing of oral naltrexone may be an attractive alternative.
Indeed, preliminary data from our ongoing pilot, the Project iN study, suggest that taking a
medication to reduce alcohol consumption is feasible and acceptable among binge-drinking MSM.
If targeted dosing is efficacious among binge-drinking MSM, it may ultimately expand strategies
for MSM to reduce their alcohol consumption.

2.1 Risk / Benefit Assessment

Adverse drug effects: A primary risk of participation in this study is the potential of AEs due to
taking naltrexone. These risks are seen as reasonable, given the favorable side effect profile for
this medication and the fact that we will exclude persons from the trial who are at higher risk for
AEs. As part of the informed consent process, participants will be informed of the potential risks
of taking naltrexone.
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Naltrexone is well-tolerated and has no known significant drug interactions.>*In

randomized controlled trials, naltrexone has few serious side effects; it has no known abuse
potential and dependence has not been reported.>* ¢ 67- 72 Naltrexone’s activity is believed to be
due to both the parent compound and the 6-naltrexol metabolite.®” The mean elimination

half-life of for naltrexone and 6-naltrexol are four and 13 hours, respectively.® Initial trials
evaluating the efficacy of naltrexone as treatment for alcohol dependence raised no safety
concerns.® % Naltrexone was also well-tolerated in subsequent studies in more clinically
heterogeneous populations with co-morbid conditions®”- !> Naltrexone has not been shown to
cause significant increases in complaints in placebo-controlled trials in patients known to be free
of opioids for more than 7 to 10 days.** The largest safety study to date on clinical use of
naltrexone as a pharmacotherapy for treatment of alcoholism was a multi-center safety trial
involving 865 individuals (500 naltrexone-treated patients, 238 patients in an unmedicated
control group).®® Results of this study demonstrated that the most commonly reported side effects
were nausea (9.8%), headache (6.6%), dizziness (4.4%), nervousness (3.8%), and fatigue

(3.6%); serious side effects were uncommon. * Naltrexone was discontinued in 15% of the
participants, with nausea being the most common reason for medication discontinuation. ** Studies
in alcoholic populations and healthy volunteers have suggested that a small number of patients
may experience an opioid withdrawal-like symptom complex including tearfulness, mild nausea,
abdominal cramps, restlessness, arthralgia, myalgia, and nasal symptoms.69Naltrexone has no
known sexual side-effects®, supporting its potential acceptability for sexually-active MSM.
Depression, suicidal ideation, and suicide attempts have been reported in both groups when
comparing naltrexone and placebo for treatment for alcoholism. ®*There is no indication that
naltrexone treatment increases the risk of suicide.®

A review of the literature concluded that in patients treated for heroin or alcohol dependence,
naltrexone does not cause clinically significant liver disease or exacerbate pre-existing liver
disease.”- However, naltrexone has the capacity to cause hepatocellular injury in excessive doses
and is contraindicated in acute hepatitis and liver failure. * Patients with these conditions will be
excluded from our trial. Naltrexone is also contraindicated in patients who are currently dependent
on opioids or in acute opioid withdrawal. The team anticipates that few participants will be
excluded by virtue of current opioid use; for example, in our recently published mirtazapine study,
only 7% of MSM met criteria for opioid dependence. Although the opioid blockade produced by
naltrexone is surmountable, this situation requires careful medical management by trained
personnel in settings equipped for resuscitation. Attempts by patients to overcome naltrexone’s
opioid antagonism may lead to an overdose. Naltrexone may also precipitate severe opiate
withdrawal, including mental status change, nausea, vomiting, diarrhea, and dehydration in
patients who are not opioid-free for a minimum of 7 to 10 days. * For this reason, urine opioid
testing is needed to screen all potential participants for opioid use. Patients who have a foreseeable
need for opioid pain management (e.g. potential elective surgery in the study period) will also be
excluded. Additionally, all patients will be fully informed verbally and in the written consent form
about the potential for overdose by attempting to overcome naltrexone’s opioid antagonism.

3 STUDY OBJECTIVES

3.1 Primary Objective

The primary objective is to determine the efficacy of targeted naltrexone versus placebo in
reducing binge drinking among non-dependent MSM, as determined by number of binge drinking
days in timeline follow-back (TLFB) over the three-month treatment period.
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3.2 Secondary Objectives

To secondary objectives include 1) to determine the efficacy of targeted naltrexone versus placebo
in reducing alcohol consumption among non-dependent MSM, as determined by the proportion of
ethyl glucuronide (EtG) positive urines, over the three-month treatment period; 2) to determine the
efficacy of targeted naltrexone versus placebo in reducing alcohol-associated sexual risk
behaviors, we will use GEE Poisson models with robust standard errors for the four monthly
ACASI assessments on numbers of male anal sex partners, HIV-serodiscordant unprotected anal
sex partners, unprotected anal sex partners while intoxicated with alcohol, and unprotected anal
sex events with serodiscordant partners, including the baseline value. In the event that these
outcomes are severely over-dispersed, we will analyze indicators for any self-report of each
behavior, using GEE logistic models.

4 STUDY DESIGN

4.1 Study Overview

This is a double-blind, placebo-controlled, two-arm trial in which 120 binge-drinking MSM will
be randomly assigned to receive 12 weeks of oral naltrexone 50 mg or placebo, to be taken on an
as needed basis. This efficacy study will enroll binge-drinking MSM because they are the most
likely population to benefit from this intervention. A study clinician from the Center for Public
Health Research (CPHR) will perform the Structured Clinical Interview for the DSM-IV (SCID)
to determine eligibility and rule out alcohol dependence (the SCID for DSM-V will be used when
it becomes available). Upon enrollment, 120 participants will be randomized 1:1 to naltrexone or
placebo for targeted administration. Participants will be seen weekly for behavioral surveys,
urinalyses, study drug dispensing and alcohol use counseling. Safety laboratory assessment, vital
signs, and the audio computer assisted survey instrument (ACASI) will be completed monthly.
Efficacy, tolerability, and acceptability (Specific Aims 1-4) will be assessed upon trial completion
as measured by number of binge drinking occasions and numbers of drinks on drinking days via
timeline follow-back at weekly visits; number of ethyl glucuronide-positive urine samples; sexual
risk behavior data through monthly surveys via ACASI; frequency of adverse clinical events by
treatment arm, and cumulative medication adherence data at week 12. Primary analyses are
designed as “intention-to-treat” with evaluation of outcomes according to random assignment,
regardless of whether participants took the medication.

5 CRITERIA FOR EVALUATION:
5.1 Primary Efficacy Endpoint

The primary efficacy endpoint is to detect 27% reductions in numbers of binge drinking
occasions, as well as 10% reductions in the average numbers of drinks on drinking days among
treatment arm compared to placebo arm. Using the assumptions for loss to follow-up for the
primary endpoint, as well as estimates based on biomarker data from Batki et al’s study on
Topiramate for alcohol use disorders'?? for the within-subject correlation and control group urine
positivity rate, we estimate that the study will have 80% power in 2-sided tests with a type-I error
rate of 5% to detect 15-23% reductions in the urine positivity rate in the treatment arm. The time
course for the endpoints will be assessed from baseline to end of treatment period.

5.2 Secondary Efficacy Endpoints:

The secondary efficacy endpoint is based on estimates of within-subject correlation and control
prevalence from our Project Echo trial, we estimate that the study will have 80% power to detect
31% reductions in numbers of male anal sex partners, 57% reductions in SDUA partners, 46%
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reductions in UA partners while intoxicated with alcohol, and 56% reductions in UA events with
serodiscordant partners. In analyses using GEE logistic models, we will have 80% power to detect
reductions of 14%, 38%, 39%, and 30% in any report of these four sexual risk behaviors,
respectively.

5.3 Safety Evaluations
Change in clinical laboratory findings, specifically the liver enzymes such as BUN or Creatinine.

Incidence of adverse events
6 SUBJECT SELECTION

6.1 Study Population

120 MSM cis-gender males who binge drink who meet the inclusion and exclusion criteria will be
eligible for participation in this study.

6.2 Inclusion Criteria

(1) Male gender;

(2) self-reported anal sex with men in the prior three months while under the influence of alcohol;
(3) at least one binge drinking (five or more drinks on a single occasion) session per week in the
prior three months;

(4) interested in reducing binge alcohol consumption;

(5) HIV-negative by rapid antibody test or medical record documentation of HIV infection (HIV
positive participants);

(6) no current acute illnesses requiring prolonged medical care;

(7) no chronic illnesses that are likely to progress clinically during trial participation;

(8) able and willing to provide informed consent and adhere to visit schedule;

(9) age 18-70 years;

(10) baseline CBC, total protein, albumin, glucose, alkaline phosphatase, creatinine, BUN, and

electrolytes without clinically significant abnormalities as determined by study clinician in
conjunction with symptoms, physical exam, and medical history.

(11) Written informed consent (and assent when applicable) obtained from subject or
subject’s legal representative and ability for subject to comply with the requirements
of the study.

6.3 Exclusion Criteria

(1) Any psychiatric (e.g. depression with suicidal ideation) or medical condition that would
preclude safe participation in the study;

(2) known allergy/previous adverse reaction to naltrexone;

(3) current use of/ dependence on any opioids or a known medical condition which currently
requires/may likely require opioid analgesics;

(4) opioid-positive urine at enrollment;

(5) current CD4 count < 200 cells/mm? ;
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(6) moderate/severe liver disease (AST, ALT > 3 times upper limit of normal);
(7) impaired renal function (creatinine clearance < 50 ml/min);
(8) currently participating in another intervention research study with potential overlap;

(9) alcohol dependence as determined by SCID criteria (participants with non-dependent alcohol
use disorders/symptoms of alcohol abuse [per DSM-1V] are eligible)

(10) any condition that, in the principal investigator and/or study clinician’s judgment interferes
with safe study participation or adherence to study procedures;

(11) not having a cell-phone that can send and receive text messages,

7 CONCURRENT MEDICATIONS

All subjects should be maintained on the same medications throughout the entire study period, as
medically feasible, with no introduction of new chronic therapies.

7.1 Allowed Medications and Treatments

Standard therapy is allowed except for naltrexone treatments and opioid medications as noted in
the exclusion criteria described above and as noted in the prohibited medications section below.

Prohibited Medications and Treatments

The following medications are prohibited during the study and administration will be considered a
protocol violation:

1) Opioid medications

2) Naltrexone treatments
8 STUDY TREATMENTS

8.1 Method of Assigning Subjects to Treatment Groups

The Better Than Study will enroll 120-participants for the double-blinded placebo controlled trial
where 60 eligible participants will be randomly assigned to the treatment group receiving
Naltrexone and 60 participants will be randomly assigned to the control group receiving placebo in
a 1:1 ratio using a computer-generated randomization scheme developed by our biostatistician.
The study biostatistician will generate a random allocation sequence list with treatment
assignments associated with order of enrollment, using randomly permuted blocks with randomly
selected block sizes.

8.2 Blinding

Due to the objectives of the study, the identity of test and control treatments will not be known to
investigators, research staff, or patients. The following study procedures will be in place to ensure
double-blind administration of study treatments.

e Access to the randomization code will be strictly controlled.
e Packaging and labeling of test and control treatments will be identical to maintain the blind.

The study blind will be broken on completion of the clinical study and after the study database has
been locked.
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During the study, the blind may be broken only in emergencies when knowledge of the patient’s
treatment group is necessary for further patient management. When possible, the Investigator
should discuss the emergency with the Medical Director prior to unblinding.

Describe the procedures for unblinding.

At the end of the study, the biostatistician will provide us with which study drug kits were
naltrexone treatment and which study drug kits were placebo. The study drug kits will be
compared to the participant enlisted in the study. Study Staff will inform the participant verbally
of their study treatment assignment. For those who do not respond by phone, a letter will be sent
to their address to inform the participant of their treatment assignment.

8.3 Formulation of Test and Control Products

The Safeway Compounding Pharmacy, which currently prepares our study drug for our ongoing
clinical trials, will provide the study drug kits for the proposed trial. Drugs are over-capsuled in a
locking capsule to ensure the same appearance across all study arms and maintain double-blind.

Formulation of Test Product

REVIA® (naltrexone hydrochloride tablets USP), an opioid antagonist, is a synthetic congener of
oxymorphone with no opioid agonist properties. Naltrexone differs in structure from
oxymorphone in that the methyl group on the nitrogen atom is replaced by a cyclopropylmethyl
group. REVIA is also related to the potent opioid antagonist, naloxone, or n-allylnoroxymorphone.

REVIA is a white, crystalline compound. The hydrochloride salt is soluble in water to the extent
of about 100 mg/mL. REVIA is available in scored film-coated tablets containing 50 mg of
naltrexone hydrochloride.

REVIA Tablets also contain: colloidal silicon dioxide, crospovidone, hydroxypropyl
methylcellulose, lactose monohydrate, magnesium stearate, microcrystalline cellulose,
polyethylene glycol, polysorbate 80, synthetic red iron oxide, synthetic yellow iron oxide and
titanium dioxide.
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8.3.1 Formulation of Control Product

Placebo capsules will contain microcrystalline cellulose (Medisca). Placebo and active medication
will be provided in capsules that are an exact match in color, so as to make the placebo and active
medication indistinguishable from each other.

8.3.2 Packaging and Labeling

Study drug was initially provided by UCSF Compounding and Research Support Pharmacy, 3333
California Street, Suite 216E, San Francisco, CA, 94118. Since that pharmacy has closed, Safeway
Compounding Pharmacy, 6100 Hellyer Ave Ste 100, San Jose, CA, 95138, is used to provide
study drug. Each treatment bottle from the UCSF pharmacy was labeled with the study drug
number, prescribing physician name (medical director), required FDA warning statement,
emergency pager number, directions for participant use and storage, and expiration information.
Each treatment bottle from Safeway pharmacy is labeled with the study drug number, principal
investigator name, prescribing physician name (medical director), required FDA warning
statement, emergency pager number, directions for participant use and storage, and lot and
expiration information.

Sample label from UCSF Pharmacy:

! San Francisco Dept of Public Health, 25 Van Ness Ave Ste 500, San Francisco, CA 94102 cB
PID: Date: 25
Naltrexone HCI 50mg or Placebo Capsule

Take one capsule by mouth as needed,
not more than one capsule per day
Quantity: This medication is a white capsule

Phillip Coffin, MD Study Drug
Do Not Use Beyond: YYYYMMMDD No:

24 Hour Emergency Pager 415-356-8980
«  CAUTION: New drug limited by Federal (US) law to investigational use

8.4 Supply of Study Drug at the Site

Study medication will be supplied to the Center on Substance Use and Health (CSUH) on an as-
needed basis, usually 5 or 10 study drug kits at a time. A record of drug receipt will be kept in the
investigational drug accountability log. Study drug will be stored in a locked pharmacy with
temperature monitoring. Study drug kits provided by the pharmacy will already be randomized, so
blinding will be maintained for all staff at the study site.

8.4.1 Dosage/Dosage Regimen

The dose of naltrexone being investigated for potential as a pharmacotherapeutic on an as-needed
basis to reduce binge drinking is 50 mg. It is recommended participants take one capsule of
medication by mouth 1 to 2 hours before starting an episode of binge drinking. Participants will be
instructed to take no more than one capsule in a 24-hour period. No adjustments for weight, age,
or meals is required. The dose of naltrexone being investigated for potential as a
pharmacotherapeutic on an as-needed basis to reduce binge drinking is 50 mg. It is recommended
participants take one capsule of medication by mouth 1 to 2 hours before starting an episode of
binge drinking. Participants will be instructed to take no more than one capsule in a 24-hour
period. No adjustments for weight, age, or meals is required.
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8.4.2 Dispensing

Study medications will be dispensed by the study clinician (licensed medical practitioner) in
treatment bottles that are labeled with the study drug number, principal investigator name,
prescribing physician name (medical director), required FDA warning statement, emergency pager
number, directions for participant use and storage, and lot and expiration information.

Further, at time of study drug dispensing, the study clinician will review with the participant how
to take the study medication, possible side effects they may encounter, and how to access the
study clinician by emergency pager if necessary. The study clinician will also answer any
questions the participant might have.

8.4.3 Administration Instructions

Training on targeted medication dosing:

During enrollment, participants will be trained on medication dosing and be provided a brief
instructional leaflet for reference. Participants will be encouraged to intermittently use at least 3
capsules per week, when they believe that drinking is imminent or anticipate a session of binge
drinking. At baseline and follow-up visits, study staff will assess each participant’s drinking
pattern and develop a plan to support intermittent dosing of study drug and maximize medication
efficacy. Participants will be given twenty-eight 50 mg tablets per month and will be instructed to
not exceed 1 tablet every 24 hours. This dosing is similar to the usual administration of naltrexone
for alcohol dependence, except that participants will be taking study drug on an as needed basis
instead of daily. Participants will be briefed about the importance of not sharing medications. We
will offer participants a wallet card that explains that they may be taking naltrexone. The card
provides contact information for medical professionals to seek further information from the study
clinician should they have questions.

8.4.4 Storage

Study drug should be stored by the study site at controlled room temperature, Store at 15° to

30°C (59° to 86°F). If the temperature of study drug storage in the clinic/pharmacy exceeds or
falls below this range, this will be reported to the research program manager and PI and captured
as a deviation. Subjects will be instructed to store the medication in the MEMs cap containers at
room temperature according to the instructions outlined on the Drug Administration Instructions.

8.5 Study Drug Accountability

An accurate and current accounting of the acquisition, dispensing, return, and destruction of study
drug for each participant will be maintained in an investigational drug accountability log by study
staff throughout the course of the study.

8.6 Measures of Treatment Compliance

Study medications will be dispensed by the study clinician in MEMS cap dispensers with dosing
instructions, date of dispensing, prescribing clinician, a 24-hour telephone study phone number for
medical emergencies, and advisements against drug combinations. Each dispenser opening is
recorded as a medication event in a remote database in real time. MEMs cap dispensers have been
shown to be reliable for real time monitoring of medication adherence, even in resource-limited
settings.'!” We have had great success with electronic medical monitoring devices in prior studies
among MSM.3 8 The Subjects will be asked to bring in their study drug at in-office visits. The
Subjects will be asked to document any adverse events that occur during the week.
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9. STUDY PROCEDURES AND GUIDELINES

A Schedule of Events representing the required testing procedures to be performed for the duration
of the study. Prior to conducting any study-related activities, written informed consent and the
Health Insurance Portability and Accountability Act (HIPAA) authorization must be signed and
dated by the subject or subject’s legal representative. If appropriate, assent must also be obtained
prior to conducting any study-related activities.

9.1 Clinical Assessments

9.1.1 Concomitant Medications

All concomitant medication and concurrent therapies will be documented at Baseline/Screening
and at Month 1, Month 2 and Month 3 safety lab visits. Dose, route, unit frequency of
administration, and indication for administration and dates of medication will be captured.

9.1.2 Demographics

Demographic information (date of birth, gender, race) will be recorded at Screening.

9.1.3 Medical History

Relevant medical history, including history of current disease, other pertinent respiratory history,
and information regarding underlying diseases will be recorded at Screening.

9.1.4 Physical Examination

A complete physical examination will be performed by the clinician at Enrollment, Month 1,
Month 2 and Month 3 visits. Qualified staff (MD, NP, RN, and PA) may complete the
abbreviated physical exam at all other visits. New abnormal physical exam findings must be
documented and will be followed by a physician or other qualified staff at the next scheduled visit.

9.1.5 Vital Signs

Body temperature, blood pressure, pulse and weight will be performed after resting for 5 minutes
on Screening, Enrollment and Month 1, Month 2 and Month 3 visits.

9.1.6 Safety Lab Assessment

Safety lab assessments will take place at screening, months 1, 2, and 3 visits. Blood specimens
will be collected for monthly safety lab assessments via venipuncture by clinicians or research
associates with certified phlebotomy training. Medications taken 30 days prior to enrollment and
while enrolled in the study will be documented on a concomitant medications form.

9.1.7 HIV risk reduction counseling and testing

All participants will receive standard HIV risk reduction counseling at enrollment and month 3
with HIV rapid antibody test and pooled viral load (HIV-negative participants) and CD4 testing
(HIV-positive participants).!* Participants with positive rapid tests will be given a confirmatory
Western Blot assay and will receive HIV-counseling and referrals to HIV service providers.
Participants newly diagnosed with HIV at screen will be referred to community resources and will
be contacted for rescreening in the subsequent month.
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9.2 Other Clinical Procedures

9.2.1 Medical Management (MM) counseling for alcohol use:

This study’s aim is to determine efficacy of a pharmacologic intervention to reduce binge
drinking, against a background of relatively brief counseling that would be feasible in a clinical
setting with limited resources. Thus, we will adapt a manualized version of the MM brief
counseling platform used in NIAAA’s COMBINE study.” '% In that trial, naltrexone with MM
showed the most significant reductions in heavy drinking days (Hazard Ratio: 0.72; p=0.02)
compared to 7 other treatment conditions.”> MM has been used in a targeted pharmacotherapy
trial®! and our team has successfully used MM in alcohol pharmacologic trials. MM is a low-
intensity supportive program designed to increase problem recognition and enhance motivation to
change maladaptive alcohol use patterns. Participants will receive individual 20 minute MM
sessions weekly from trained staff supervised by a clinical psychologist, with monthly quality
assurance sessions.

9.2.2 Behavioral survey measurements:

Standardized and validated behavioral measures will be assessed using audio
computer administered surveys (ACASI) to minimize underreporting of risk activities and
standardize data collection.!® 7 To minimize potential social desirability bias, staff will not have
access to data during the trial.

106-109, 111, 112, 115

9.2.3 Measures of adherence:

The study will collect self-reported adherence via weekly modified TLFB assessments, similar to
prior targeted naltrexone studies'" ' and via daily SMS text messages. Pill counts at weekly visits
will also assess adherence. MEMSs cap dispensers will be used to track medication adherence
daily; each dispenser opening is recorded as a medication event in a remote database in real time.
MEMs cap dispensers have been shown to be reliable for real time monitoring of medication
adherence, even in resource-limited settings.!!” We have had great success with electronic medical
monitoring devices in prior studies among MSM.3 8

9.2.4 Ecological Momentary Assessments:

As with our Project iN pilot study, participants will receive daily SMS texts to collect data on
alcohol consumption, number of drinks on drinking days, and targeted medication administration
prior to anticipated drinking sessions. Messages will use short-hand notations to maintain
participant confidentiality. Participants will be trained on text-messaging procedures and receive a
reference guide during enrollment (see sample from Project iN study in the appendix). Participants
will be encouraged to regularly delete text messages and encrypt their phone with passwords for
privacy.

9.2.5 Adverse Events

Potential AEs will be monitored using a checklist of most common AEs associated with
naltrexone similar to prior Phase IV naltrexone studies'! and will follow the “Division of AIDS
Table for Grading the Severity of Adult and Pediatric Adverse Events” and UCSF IRB reporting
guidelines.!'® Safety monitoring will include the assessment, follow-up, and reporting of
clinical/serious AEs (start and stop dates and times), severity/grade, outcome, treatment and
relation to study drug will be recorded on the case report forms as well as in the electronic
database.
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9.3 Clinical Laboratory Measurements

9.3.1 Hematology

Blood will be obtained and sent to San Francisco General Hospital laboratory for a complete blood
count (hemoglobin, hematocrit, red blood cell count, white blood cell count, white blood cell
differential, and platelet count).

9.3.2 Blood Chemistry Profile

Blood will be obtained and sent to San Francisco General Hospital Laboratory for determination
of (list as applicable) serum sodium, potassium, chloride, bicarbonate, random glucose, BUN,
creatinine, aspartate aminotransferase (AST/SGOT), alanine aminotransferase (ALT/SGPT),
alkaline phosphatase, total bilirubin, direct bilirubin, gamma-glutamyl transferase (GGT), albumin
and LDH.

9.3.4 Pregnancy Test

A urine pregnancy test will be obtained from female subjects who are of childbearing age prior to
their participation in the study and during the safety lab visits at month 1, month 2 and month 3
Visits.

9.3.5 Urinalysis

9.3.5.1 Urinalysis for other classes of substance use: Urine samples will be collected weekly
and tested for methamphetamine, cocaine, opioids, and other substances of abuse using MEDTOX
EZ-SCREEN cups. Positive results will be confirmed by further urine testing through the
laboratory at San Francisco General Hospital.

9.3.5.2 Urinalysis for novel alcohol biochemical markers: Urine samples will be collected at
enrollment and monthly and tested for ethyl glucuronide (EtG) to determine recent alcohol
consumption. EtG is a relatively novel, highly sensitive indicator for recent alcohol consumption;
this alcohol biomarker is detectable in urine for approximately 72 hours).!'#12! The PI has used
EtG to evaluate the efficacy of another pharmacologic intervention in reducing alcohol
consumption in a trial funded by the Department of Defense '*? with Dr. Batki, a consultant in the
proposed study. Urine samples will be tested via liquid chromatography-mass spectrometry
through the Redwood Toxicology Laboratory, Inc., the same lab used by Dr. Batki’s ongoing
pharmacologic trials on alcohol dependence at the San Francisco Veteran’s Affairs Medical
Center. EtG quantitative results will be dichotomized using established cutoff values
recommended by the Substance Abuse and Mental Health Services Administration (SAMHSA) to
distinguish between positive and negative specimens.!”: ?! Whenever possible we will schedule
participants for their weekly visits on Mondays and Tuesdays, given that binge drinking is likely
to be higher over the weekend compared to the remainder of the week.

9.3.6 Dried Blood Spot (DSB) Testing for Phosphatidyethanol:

Phosphatidylethanol (PEth)—a phospholipid formed only in the presence of alcohol—is a novel,
direct biochemical marker of alcohol that has shown high (>95%) sensitivity and specificity to
detect heavy drinking over a period of 2-3 weeks in several studies of dependent patients and
abstainers. In persons with HIV, recent validation studies found that PEth, using a cutoff of >8
ng/mL, was 88% sensitive and 89% specific for alcohol consumption in the prior 21 days (3
weeks), and 95% sensitive and 73% specific for heavy alcohol consumption (i.e., exceeding the
NIAAA cutoffs). DSB samples will be collected at enrollment, weeks 3, 6, 9, 12, and post-
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treatment visits at month 1, 3, and 6. Staff will use sterile lancets for fingersticks (or we will
aliquot blood from a venipuncture specimen tube) to collect drops of blood (less than Sml) to
apply onto Whatman 903 filter paper (Whatman, Maidstone, UK). Samples will be dried overnight
inside a drying box using standardized methods. PEth testing of DBS samples will be conducted at
the United States Drug Testing Laboratories in Des Plaines, IL, one of the few laboratories that
conduct this test worldwide. The testing will be conducted using an Agilent 6460 liquid
chromatography-tandem mass spectrometry (LC-MS/MS) system following extraction into
methanol, as previously published.

9.3.7 Genetic and Biomarker Testing: Blood samples will be stored at the University of
California San Francisco, School of Nursing Genomics Lab for future genetic, epigenetic and
micro RNAstudies, as well as other studies that elucidate the biologic processes by which alcohol
use may contribute to morbidity and mortality. Research studies will be restricted to health
conditions associated with alcohol use. These may include testing to determine the presence of the
A118G SNP and other mutations relevant to the moderation of naltrexone’s effects on the p-opioid
receptor gene (OPRM1). Additionally, we may test for the expression of biomarkers associated
with innate immune activation (i.e., sCD14, neopterin, and tryptophan/kynurenine ratio) and
inflammation (i.e., IL-6, TNF- R1).

10 EVALUATIONS BY VISIT

10.1 VISIT 1 (SCREENING VISIT—WEEK 1)

Review the study with the subject (subject’s legal representative) and obtain written informed
consent and HIPAA authorization and assent, if appropriate.

Assign the subject a unique screening number.

Record demographics data.

Record medical history, including a history of mental health, sexual behaviors and substance use,
diagnosis date, and prior Alcohol treatments.

Record concomitant medications.
Perform a complete physical examination.

Collect urine sample for alcohol, opiates, and other substances test. If capable of becoming
pregnant then a pregnancy test. Record results.

10.2 Visit 2 (Screening Visit — week 2)

Perform and record vital signs.
Perform and record results of blood pressure testing.

Collect blood for clinical laboratory tests (chemistry, hematology, HIV test, pooled viral load test.
If HIV positive, a CD4 test).

Collect blood for Genetic and Biomarker Testing if you agreed to participate in a genetic and
biomarker sub-study that will involve storage of blood samples to be used for testing. Testing will
be confined for genes and biomarkers of health conditions related to alcohol use.

Collect and record contact information

10.3 Visit 3 (Enrollment Visit — month 1)

Assign randomization. You are assigned by a computer by chance to either thnaltrexone or
placebo groups.

Collect urine to test for alcohol, opiates, and other substances.
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If capable of becoming pregnant, we will collect urine and perform a pregnancy test.

Provide study medication (naltrexone or placebo) in medical monitoring devices (“MEMS”
containers). MEMS devices will record each time you open the container to retrieve a study
medication capsule.

Provided with a Wallet Card that explains that you may or may not be on a study medication
(naltrexone or placebo). This card will provide the study clinician’s pager number who can
provide information to other doctors in the event of an emergency. The card will also instruct the
emergency room or other doctor providing treatment to provide information to the study clinician
about the care they provide.

Collect blood sample to test for alcohol (PEth test).
Perform ACASI questionnaire on a computer.
Meet with counselor about alcohol consumption
Initiate Ecological Momentary Assessments

10.4 Visit 4 (weeks 1, 2,3,5,6,7,9, 10, and 11))
Record any Adverse Experiences and dosing compliance by downloading MEMs cap dispenser.
Meet with the counselor regarding alcohol consumption and use of the study medication.

Collect urine sample to test for alcohol, opiates and other substances. If capable of becoming
pregnant, we will also conduct a pregnancy test.

Answer ACASI questions on a compute

Receive the study medication: if needed, you will be given more of the study medication (except
at the week 12 visit).

Meet with the study doctor or nurse: to talk about any problems with the study medication or any
changes in your health or medications if needed. A physical exam may be done.

Collect a blood sample (weeks 3, 6, & 9): to test for alcohol. A few drops of blood will be
collected by a lancet stick to your finger or a venipuncture blood draw.

10.5 Visit 5 (Month 1, 2 and 3 with visit window 2 weeks before visit and 2 weeks
after visit)

All the same procedures as the weekly visits PLUS these additional procedures:

Answer ACASI questions on a computer about your mood, your recent sexual behavior and
drug use, and your feelings about being in the study.

Record any Adverse Experiences and dosing compliance.
Record changes to concomitant medications.

Meet with the study doctor or nurse: to talk about any problems with the study medication or
any changes in your health or medications if needed. A physical exam may be done.

Collect blood for clinical laboratory tests (chemistry, hematology). At month 3 visit, collect
blood for HIV test, pooled viral load test. If HIV positive, a CD4 test.

Collect a blood sample: to test for alcohol. A few drops of blood will be collected by a lancet
stick to your finger or a venipuncture blood draw.
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10.6 Early Withdrawal Visit

Record any Adverse Experiences and/or Review subject diary for adverse experiences and
exclusionary medication use.

Record changes to concomitant medications.
Perform complete physical examination.
Perform and record vital signs.

Collect blood for clinical laboratory tests: Chemistry, Hematology, Urinalysis, Pregnancy (urine
or serum).

11 ADVERSE EXPERIENCE REPORTING AND DOCUMENTATION

11.1 Adverse Events

An adverse event (AE) is any untoward medical occurrence in a clinical investigation of a patient
administered a pharmaceutical product and that does not necessarily have a causal relationship
with the treatment. An AE is therefore any unfavorable and unintended sign (including an
abnormal laboratory finding), symptom or disease temporally associated with the administration
of an investigational product, whether or not related to that investigational product. An
unexpected AE is one of a type not identified in nature, severity, or frequency in the current
Investigator’s Brochure or of greater severity or frequency than expected based on the information
in the Investigator’s Brochure.

The Investigator will probe, via discussion with the subject, for the occurrence of AEs during each
subject visit and record the information in the site’s source documents. Adverse events will be
recorded in the patient CRF. Adverse events will be described by duration (start and stop dates
and times), severity, outcome, treatment and relation to study drug, or if unrelated, the cause.

AE Severity

The National Cancer Institute’s Common Terminology Criteria for Adverse Events (CTCAE)
Version 3.0 should be used to assess and grade AE severity, including laboratory abnormalities
judged to be clinically significant. The modified criteria can be found in the study manual. If the
experience is not covered in the modified criteria, the guidelines shown in Table 1 below should
be used to grade severity. It should be pointed out that the term “severe” is a measure of intensity
and that a severe AE is not necessarily serious.

Table 1. AE Severity Grading

Severity (Toxicity Grade) Description

Mild (1) Transient or mild discomfort; no limitation in activity; no medical

or symptom but tolerates it reasonably well.

Moderate (2) Mild to moderate limitation in activity, no or minimal medical
intervention/therapy required.

intervention or therapy required. The subject may be aware of the sign

Severe (3) Marked limitation in activity, medical intervention/therapy required,

hospitalizations possible.

Life-threatening (4) The subject is at risk of death due to the adverse experience as it
occurred. This does not refer to an experience that hypothetically
might have caused death if it were more severe.
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AE Relationship to Study Drug
The relationship of an AE to the study drug should be assessed using the following the guidelines

in Table 2.

Table 2. AE Relationship to Study Drug

Relationship Comment
to Drug

Definitely Previously known toxicity of agent; or an event that follows a reasonable temporal
sequence from administration of the drug; that follows a known or expected response
pattern to the suspected drug; that is confirmed by stopping or reducing the dosage of
the drug; and that is not explained by any other reasonable hypothesis.

Probably An event that follows a reasonable temporal sequence from administration of the
drug; that follows a known or expected response pattern to the suspected drug; that is
confirmed by stopping or reducing the dosage of the drug; and that is unlikely to be
explained by the known characteristics of the subject’s clinical state or by other
interventions.

Possibly An event that follows a reasonable temporal sequence from administration of the
drug; that follows a known or expected response pattern to that suspected drug; but
that could readily have been produced by a number of other factors.

Unrelated An event that can be determined with certainty to have no relationship to the study

drug.

11.2 Serious Adverse Experiences (SAE)

An SAE is defined as any AE occurring at any dose that results in any of the following outcomes:

e death

e a life-threatening adverse experience

e inpatient hospitalization or prolongation of existing hospitalization

e a persistent or significant disability/incapacity

e acongenital anomaly/birth defect

Other important medical events may also be considered an SAE when, based on appropriate
medical judgment, they jeopardize the subject or require intervention to prevent one of the

outcomes listed.

11.2.1 Serious Adverse Experience Reporting

Study sites will document all SAEs that occur (whether or not related to study drug) per UCSF
CHR Guidelines. The collection period for all SAEs will begin after informed consent is obtained

and end after procedures for the final study visit have been completed.

11.3 Medical Monitoring

John Walker, RN, FNP-C, research clinician, should be contacted directly at these numbers to
report medical concerns or questions regarding safety.
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Phone: (628) 217-6227
Pager: (415) 356-8980

Phillip Coffin, MD MIA FACP FIDSA, medical director, should be contacted directly at this
number to report medical concerns or questions regarding safety.

Phone: (510) 407-2603

12 DISCONTINUATION AND REPLACEMENT OF SUBJECTS

12.1 Early Discontinuation of Study Drug

A subject may be discontinued from study treatment at any time if the subject or the investigator
feels that it is not in the subject’s best interest to continue. The following is a list of possible
reasons for study treatment discontinuation:

Subject withdrawal of consent (or assent)
Subject is not compliant with study procedures

Adverse event that in the opinion of the investigator would be in the best interest of the subject to
discontinue study treatment

Protocol violation requiring discontinuation of study treatment
Lost to follow-up

PI or clinician request for early termination of study

Positive pregnancy test (females)

If a subject is withdrawn from treatment due to an adverse event, the subject will be followed and
treated by the Investigator until the abnormal parameter or symptom has resolved or stabilized.

All subjects who discontinue study treatment should come in for an early discontinuation visit as
soon as possible and then should be encouraged to complete all remaining scheduled visits and
procedures.

All subjects are free to withdraw from participation at any time, for any reason, specified or
unspecified, and without prejudice.

Reasonable attempts will be made by the investigator to provide a reason for subject withdrawals.
The reason for the subject’s withdrawal from the study will be specified in the subject’s source
documents Refer to Section 10 for early termination procedures.

12.2 Withdrawal of Subjects from the Study

A subject may be withdrawn from the study at any time if the subject or the investigator feels that
it is not in the subject’s best interest to continue.

All subjects are free to withdraw from participation at any time, for any reason, specified or
unspecified, and without prejudice.

Reasonable attempts will be made by the investigator to provide a reason for subject withdrawals.
The reason for the subject’s withdrawal from the study will be specified in the subject’s source
documents. As noted above, subjects who discontinue study treatment early (i.e., they withdraw
prior to Week 8 Visit ) should have an early discontinuation visit. Refer to Section 10 for early
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termination procedures. Subjects who withdraw after Week 8 Visit but prior to Week 12 Visit
should be encouraged to come in for a final visit (and the procedures to be followed would include
those for their next scheduled visit).

12.3 Replacement of Subjects

Subjects who withdraw from the study treatment will not be replaced.

13 PROTOCOL VIOLATIONS

A protocol violation occurs when the subject or investigator fails to adhere to significant protocol
requirements affecting the inclusion, exclusion, subject safety and primary endpoint criteria.
Protocol violations for this study include, but are not limited to, the following:

Failure to meet inclusion/exclusion criteria

Use of a prohibited concomitant medication (such as opiate medications)

Failure to comply with Good Clinical Practice (GCP) guidelines will also result in a protocol
violation. The PI will determine if a protocol violation will result in withdrawal of a subject.

When a protocol violation occurs, it will be discussed with the investigator and a Protocol
Violation Form detailing the violation will be generated. This form will be signed by a Sponsor
representative and the Investigator. A copy of the form will be filed in the site’s regulatory binder
and in the Sponsor’s files.

14 DATA SAFETY MONITORING

The PI along with the site physician Dr. Coffin, will be responsible for ensuring proper monitoring
of the safety and efficacy of this trial, including the execution of the DSM plan, and complying
with the reporting requirements, including reports to the IRB, DSMB, NIDA and (where
applicable) the FDA (see Figure 1 below).

Figure 1:
|

DSMB: Two
Initial protocol review: NIDA, IRB; members review
PI (Santos) and approve data safety monitoring process medical progress;
. for the trial N 7
Medlcal ort r fnn statistician reviews
Director symptom
(Coffin) Subjects enroll and complete study visits complaints; reports
oversight: to PI (Santos), IRB,
reports to IRB, NIDA, FDA as
NIDA, and FDA required
as required
Medical staff members evaluate subjects during
trial

The research team including the PI, clinicians, data manager, research associates, and recruitment
coordinator, meets weekly to discuss all aspects of the study such as recruitment and retention,
clinical or counseling issues, and any regulatory or operation issues. All study documents are
monitored by the study coordinator for quality assurance on a weekly basis to ensure timely
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corrections to charting such as missing initials or cross-outs with error-correction. Although there
is no outside monitor, the clinicians review each other’s charts for accuracy, consistency, and
adherence to protocol. Regular audits will be conducted as well on consent forms, laboratory logs
and other data collection forms.

The interim DSMB report will contain a brief description of the trial, baseline socio-demographic
characteristics of participants, retention and disposition of study participants, a description of any
quality assurance or regulatory issues, a report of AEs and SAES, and the status of outcome data.

Members and affiliation: We will use the existing University of California, Los Angeles (UCLA)
Data & Safety Monitoring Board for Addiction Medicine (DSMBAM), which has extensive
experience in monitoring pharmacologic interventions, including among vulnerable populations.
The DSMBAM has monitored all of our pharmacologic trials for substance users.

To ensure that the DSMB oversight of the study remains independent from the proposed study,
the PI(Santos) as well as others who serve on the DSMBAM that might be linked with the study in
some way recuse themselves from review of the present study.

The purpose of the DSMBAM is to provide oversight and monitoring of Phase I and Phase I1
clinical trials of pharmacological and behavioral treatments for stimulant dependence. There are
three fundamental charges of the board, which are:

. To ensure the safety of trial participants

. To preserve validity and integrity of research data

. To facilitate the availability of timely as well as reliable findings to the broader clinical
community

Below are members who serve as committee chairs as well as clinical research experts:

* Steven Shoptaw, PhD, is Professor in both the Department of Family Medicine and the
Department of Psychiatry and Biobehavioral Sciences at UCLA. Over the past 20 years, Dr.
Shoptaw has conducted a series of clinical studies in community clinic settings, primarily on
topics that involve developing medical and behavioral interventions to treat substance abusers.

» Timothy M. Hall, MD, PhD, is Health Sciences Assistant Clinical Professor at UCLA
Department of Family Medicine and Center for Behavioral and Addiction Medicine. His research
expertise is in sexual identity formation, social/sexual MSM networks, non-gay-identified MSM,
ethnography and MSM substance use.

* Gayle Baldwin, PhD, is Associate Professor in the Department of Medicine at the University of
California, Los Angeles. Her research focuses on how specific immune cells fight infectious
diseases and cancer.

* Dominick Frosch, PhD, is an Associate Staff Scientist in the Department of Health Services
Research at the Palo Alto Medical Foundation’s Research Institute. He is also an Assistant
Professor of Medicine at the University of California, Los Angeles. His research is focused on
developing and implementing interventions to increase patient participation in clinical decision
making and understanding the effects of health information in the media on behavior.

Below are members who serve as experts in biostatistics and epidemiology:
* Scott Comulada, PhD

* Sung-Jae Lee, PhD

« Jesse Fletcher, PhD
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Below are members who serve as clinical research experts:
e Adam Carrico, PhD

¢ David Farabee, PhD

* Timothy Fong, MD

e Liz Evans, PhD

* Lara Ray, PhD

Administrative support staff:
» Uyen Kao, MPH, Director

* Oluwadamilola O. Jolayemi, MSc, Coordinator

The DSMC evaluates known risks to subjects’ participation, the safety of the subjects as pre-
specified in the protocol, and monitors the operational performance of the trial. The DSMC makes
recommendations to continue, amend, or terminate the trial based on their findings.
Recommendations are made in writing to the study investigators. The DSMC are given blinded
trial data, but may request unblinding if safety data warrant. The initial review includes a review
of the following items: statement of the protocol design, characteristics of the study data collection
site, inclusion/exclusion criteria, randomization plan, definition of participants (e.g., screened,
enrolled, randomized, treated, drop-out, lost to follow-up), intervention definition, dosage and
frequency of study drug, reasons to discontinue study or to terminate individual participants,
reasons to discontinue treatment, outcome measures, sample size target, key adherence and safety
variables, and the data analysis plan.

Subsequent ongoing reviews include: enrollment data, including those screened, enrolled, and
active; subject eligibility; demographic characteristics of participants (total, and by group),
recruitment and retention (total and by group). Protocol compliance are evaluated by reviewing:
the expected recruitment rate, study drop-outs and reasons for leaving the study, data quality
assurance reports, overall data flow procedures, CRFs collected, received, and entered; protocol
deviations; protocol violations; missing data; staff omissions; subject refusal to provide data;
adherence to stopping rules. The data safety report are provided in total and by group, and include
any relevant medical, psychosocial or laboratory data, AEs summarized in tables, individual SAE
reports, concomitant medications, and concomitant illnesses. The outcome data report includes
outcome data analyzed by group, masked or unblended, with or without statistical analyses, and
include all outcome variables.

15 STATISTICAL METHODS AND CONSIDERATIONS

Prior to the analysis of the final study data, a detailed Statistical Analysis Plan (SAP) will be
written describing all analyses that will be performed. The SAP will contain any modifications to
the analysis plan described below.

15.1 Data Sets Analyzed

All eligible patients who are randomized into the study and receive at least one dose of the study
drug (the Safety Population) will be included in the safety analysis.

30



PI: Santos, Glenn-Milo Confidential

15.2 Demographic and Baseline Characteristics

The following demographic variables at screening will be summarized by treatment group: race,
gender, age, educational attainment, employed, and HIV positivity.

15.3 Analysis of Primary Endpoint

To determine the efficacy of targeted naltrexone versus placebo in reducing binge drinking among
non-dependent MSM, as determined by number of binge drinking days in timeline follow-back
(TLFB), by arm. GEE Poisson models with robust standard errors will be used to assess reductions
on weekly drinking outcomes. Baseline TLFB results will be included in the analysis. Minimum
detectable effects (MDEs): In calculating minimum detectable effects, we hypothesized on
pharmacologic grounds that oral naltrexone will reach full efficacy against alcohol use almost
immediately; accordingly we expect treatment-control differences to be approximately constant
over the 12 weeks of the trial. Based on the prior trial (93% retention), we estimate that 90% of
participants will be retained at 12 weeks. Using estimates based on data from Project ECHO? for
the within-subject correlation and over-dispersion of the outcomes, as well as the mean frequency
among controls, we estimate that the proposed study will have 80% power in 2-sided tests with a
type-I error rate of 5% to detect 27% reductions in numbers of binge drinking occasions, as well as
10% reductions in the average numbers of drinks on drinking days.

To determine the efficacy of targeted naltrexone versus placebo in reducing alcohol consumption
among non-dependent MSM, as determined by the proportion of ethyl glucuronide (EtG) positive
urines, by arm. GEE logistic models with robust standard errors will be used to assess reductions
frequency of positive urine tests, accounting for within-subject correlation. MDEs: Using the
assumptions for loss to follow-up for Aim 1, as well as estimates based on biomarker data from
Batki et al’s study on Topiramate for alcohol use disorders'?? for the within-subject correlation and
control group urine positivity rate, we estimate that the study will have 80% power in 2-sided tests
with a type-I error rate of 5% to detect 15-23% reductions in the urine positivity rate in the
treatment arm.

15.4 Analysis of Secondary Endpoints

The analysis of the secondary endpoint to determine the efficacy of targeted naltrexone versus
placebo in reducing alcohol-associated sexual risk behaviors, we will use GEE Poisson models
with robust standard errors for the four monthly ACASI assessments on numbers of male anal sex
partners, HIV-serodiscordant unprotected anal sex partners, unprotected anal sex partners while
intoxicated with alcohol, and unprotected anal sex events with serodiscordant partners, including
the baseline value. In the event that these outcomes are severely over-dispersed, we will analyze
indicators for any self-report of each behavior, using GEE logistic models. MDEs: Based on
estimates of within-subject correlation and control prevalence from our Project Echo trial, we
estimate that the study will have 80% power to detect 31% reductions in numbers of male anal sex
partners, 57% reductions in SDUA partners, 46% reductions in UA partners while intoxicated with
alcohol, and 56% reductions in UA events with serodiscordant partners. In analyses using GEE
logistic models, we will have 80% power to detect reductions of 14%, 38%, 39%, and 30% in any
report of these four sexual risk behaviors, respectively.

Safety and tolerability data will be summarized by treatment group.
Adverse event rates will be coded by body system and MedDra classification term. Adverse

events will be tabulated by treatment group and will include the number of patients for whom the
event occurred, the rate of occurrence, and the severity and relationship to study drug.
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15.5 Interim Analysis

There will be no interim analysis

15.6 Sample Size and Randomization

120 participants will be enrolled in the study.
16 DATA COLLECTION, RETENTION AND MONITORING

16.1 Data Collection Instruments

The Investigator will prepare and maintain adequate and accurate source documents designed to
record all observations and other pertinent data for each subject treated with the study drug.

Study personnel will enter data from source documents corresponding to a subject’s visit into the
protocol-specific electronic Case Report Form (eCRF) when the information corresponding to that
visit is available. Subjects will not be identified by name in the study database or on any study
documents to be collected by the Sponsor (or designee), but will be identified by a subject
number and initials.

For paper CRFs: If a correction is made on a CRF, the study staff member will line through the
incorrect data, write in the correct data and initial and date the change.

The Investigator is responsible for all information collected on subjects enrolled in this study. All
data collected during the course of this study must be reviewed and verified for completeness and
accuracy by the Investigator. A copy of the CRF will remain at the Investigator’s site at the
completion of the study.

16.2 Data Management Procedures

The data will be entered into a validated database. The Data Management group will be
responsible for data processing, in accordance with procedural documentation. Database lock will
occur once quality assurance procedures have been completed.

All procedures for the handling and analysis of data will be conducted using good computing
practices meeting FDA guidelines for the handling and analysis of data for clinical trials.

16.3 Data Quality Control and Reporting

After data have been entered into the study database, a system of computerized data validation
checks will be implemented and applied to the database on a regular basis. Queries are entered,
tracked, and resolved through the EDC system directly. For paper studies: Query reports (Data
Clarification Requests) pertaining to data omissions and discrepancies will be forwarded to the
Investigators and study monitors for resolution. The study database will be updated in accordance
with the resolved queries. All changes to the study database will be documented.

16.4 Archival of Data

The database is safeguarded against unauthorized access by established security procedures;
appropriate backup copies of the database and related software files will be maintained.

Databases are backed up by the database administrator in conjunction with any updates or changes
to the database.

At critical junctures of the protocol (e.g., production of interim reports and final reports), data for
analysis is locked and cleaned per established procedures.
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16.5 Availability and Retention of Investigational Records

The Investigator must make study data accessible to the monitor, UCSF IRB, and Regulatory
Agency (e.g., FDA) inspectors upon request. A file for each subject must be maintained that
includes the signed Informed Consent, HIPAA Authorization and Assent Form and copies of all
source documentation related to that subject. The Investigator must ensure the reliability and
availability of source documents from which the information on the CRF was derived.

All study documents (patient files, signed informed consent forms, copies of CRFs, Study File
Notebook, etc.) must be kept secured for a period of two years following marketing of the
investigational product or for two years after centers have been notified that the IND has been
discontinued. There may be other circumstances for which the Sponsor is required to maintain
study records and, therefore, the Sponsor should be contacted prior to removing study records for
any reason.

16.6 Monitoring

Monitoring visits will be conducted by representatives according to the U.S. CFR Title 21 Parts
50, 56, and 312 and ICH Guidelines for GCP (E6). By signing this protocol, the Investigator
grants permission) and appropriate regulatory authorities to conduct on-site monitoring and/or
auditing of all appropriate study documentation.

16.7 Subject Confidentiality

In order to maintain subject confidentiality, only a subject number and subject initials will
identify all study subjects on CRFs and other documentation submitted to the Sponsor. Additional
subject confidentiality issues (if applicable) are covered in the Clinical Study Agreement.

17 ADMINISTRATIVE, ETHICAL, REGULATORY CONSIDERATIONS

The study will be conducted according to the Declaration of Helsinki, Protection of Human
Volunteers (21 CFR 50), Institutional Review Boards (21 CFR 56), and Obligations of Clinical
Investigators (21 CFR 312).

To maintain confidentiality, all laboratory specimens, evaluation forms, reports and other records
will be identified by a coded number and initials only. All study records will be kept in a locked
file cabinet and code sheets linking a patient’s name to a patient identification number will be
stored separately in another locked file cabinet. Clinical information will not be released without
written permission of the subject, except as necessary for monitoring by the FDA. The
Investigator must also comply with all applicable privacy regulations (e.g., Health Insurance
Portability and Accountability Act of 1996, EU Data Protection Directive 95/46/EC).

17.1 Protocol Amendments

Any amendment to the protocol will be written by the PI. Protocol amendments cannot be
implemented without prior written IRB/IEC approval except as necessary to eliminate immediate
safety hazards to patients. A protocol amendment intended to eliminate an apparent immediate
hazard to patients may be implemented immediately, provided the IRBs are notified within five
working days.

17.2 Institutional Review Board

The protocol and consent form will be reviewed and approved by the IRB prior to study
initiation. Serious adverse experiences regardless of causality will be reported to the IRB
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in accordance with the standard operating procedures and policies of the IRB, and the
Investigator will keep the IRB informed as to the progress of the study. The Investigator
will obtain assurance of IRB compliance with regulations.

Any documents that the IRB may need to fulfill its responsibilities (such as protocol,
protocol amendments, Investigator’s Brochure, consent forms, information concerning
patient recruitment, payment or compensation procedures, or other pertinent information)
will be submitted to the IRB. The IRBs written unconditional approval of the study
protocol and the informed consent form will be in the possession of the Investigator
before the study is initiated. The IRB unconditional approval statement will be
transmitted by the Investigator. This approval must refer to the study by exact protocol
title and number and should identify the documents reviewed and the date of review.

Protocol and/or informed consent modifications or changes may not be initiated without
prior written IRB approval except when necessary to eliminate immediate hazards to the
patients or when the change(s) involves only logistical or administrative aspects of the
study. Such modifications will be submitted to the IRB and written verification that the
modification was submitted and subsequently approved should be obtained.

The IRB must be informed of revisions to other documents originally submitted for
review; serious and/or unexpected adverse experiences occurring during the study in
accordance with the standard operating procedures and policies of the IRB; new
information that may affect adversely the safety of the patients of the conduct of the study;
an annual update and/or request for re-approval; and when the study has been completed.

17.3 Informed Consent Form

Informed consent will be obtained in accordance with the Declaration of Helsinki, ICH GCP, US
Code of Federal Regulations for Protection of Human Subjects (21 CFR 50.25[a,b], CFR 50.27,
and CFR Part 56, Subpart A), the Health Insurance Portability and Accountability Act (HIPAA, if
applicable), and local regulations.

The Investigator will prepare the informed consent form, assent and HIPAA authorization and
provide the documents to the Sponsor or designee for approval prior to submission to the
IRB/IEC. The consent form generated by the Investigator must be acceptable to the Sponsor and
be approved by the IRB/IEC. The written consent document will embody the elements of
informed consent as described in the International Conference on Harmonisation and will also
comply with local regulations. The Investigator will send an IRB/IEC-approved copy of the
Informed Consent Form to the Sponsor (or designee) for the study file.

A properly executed, written, informed consent will be obtained from each subject prior to
entering the subject into the trial. Information should be given in both oral and written form and
subjects (or their legal representatives) must be given ample opportunity to inquire about details of
the study. If appropriate and required by the local IRB, assent from the subject will also be
obtained. If a subject is unable to sign the informed consent form (ICF) and the HIPAA
authorization, a legal representative may sign for the subject. A copy of the signed consent form
(and assent) will be given to the subject or legal representative of the subject and the original will
be maintained with the subject’s records.
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17.4 Publications

The preparation and submittal for publication of manuscripts containing the study results shall be
in accordance with a process determined by mutual written agreement among the study Sponsor
and participating institutions. The publication or presentation of any study results shall comply
with all applicable privacy laws, including, but not limited to, the Health Insurance Portability and
Accountability Act of 1996.

17.5 Investigator Responsibilities

By signing the Agreement of Investigator form, the Investigator agrees to:

1. Conduct the study in accordance with the protocol and only make changes after notifying the
Sponsor (or designee), except when to protect the safety, rights or welfare of subjects.

2. Personally conduct or supervise the study (or investigation).

3. Ensure that the requirements relating to obtaining informed consent and IRB review and
approval meet federal guidelines, as stated in § 21 CFR, parts 50 and 56.

4. Report to the Sponsor or designee any AEs that occur in the course of the study, in
accordance with §21 CFR 312.64.

5. Ensure that all associates, colleagues and employees assisting in the conduct of the study are
informed about their obligations in meeting the above commitments.

6. Maintain adequate and accurate records in accordance with §21 CFR 312.62 and to make
those records available for inspection with the Sponsor (or designee).

7.  Ensure that an IRB that complies with the requirements of §21 CFR part 56 will be
responsible for initial and continuing review and approval of the clinical study.

8. Promptly report to the IRB and the Sponsor (or designee) all changes in the research activity
and all unanticipated problems involving risks to subjects or others (to include amendments
and IND safety reports).

9. Seek IRB approval before any changes are made in the research study, except when necessary
to eliminate hazards to the patients/subjects.

10. Comply with all other requirements regarding the obligations of clinical investigators and all
other pertinent requirements listed in § 21 CFR part 312.
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APPENDIX 1. STUDY PROCEDURES

TABLE 2. Study Procedures

Visit Type

Mos.
182 Mo.3 . 9

SCR BL Wk

Informed consent

Safety lab assessment

Rapid HIV test* or CD4

HIV risk reduction counseling
Complete medical history,
physical exam & SCID

Vital signs, weight

Symptom driven physical exam
Targeted Medication Training
Text messaging (SMS)
Training

Randomization

Urine testing for opiates X
Urine testing for ethyl
glucuronide (ETG)

Audio Computer Assisted
Survey Instrument (ACASI)
Adverse event assessment X X X
Alcohol Use Medical

Management Counseling

X X

X X X X X X
x

X X X X X X X

APPENDIX 2: REFERENCES

1.

10.

Finlayson TJ, Le B, Smith A, et al. HIV risk, prevention, and testing behaviors among men who
have sex with men--National HIV Behavioral Surveillance System, 21 U.S. cities, United States,
2008. MMWR Surveill Summ. 2011;60(14):1-34.

MMWR. Vital Signs: Binge Drinking Prevalence, Frequency, and Intensity Among Adults —
United States, 2010. Morbidity and Mortality Weekly Report. 2012;61(1):14-16.

Stall R, Paul JP, Greenwood G, et al. Alcohol use, drug use and alcohol-related problems among
men who have sex with men: the Urban Men's Health Study. Addiction. 2001;96(11):1589-1601.
Colfax G, Vittinghoff E, Husnik MJ, et al. Substance use and sexual risk: a participant- and
episode-level analysis among a cohort of men who have sex with men. Am J Epidemiol.
2004;159(10):1002-1012.

Wolitski RJ, Stall R, Valdiserri R. Unequal Opportunity: Health Disparities affecting Gay and
Bisexual Men in the United States. New York: Oxford Press; 2008.

Raymond HF. San Francisco National HIV Behavioral Surveillance Data - MSM and Binge-
drinking. In: Santos GM, ed. San Francisco: San Francisco Department of Public Health; 2012.
Raymond HF, Bereknyei S, Berglas N, Hunter J, Ojeda N, McFarland W. Estimating population
size, HIV prevalence and HIV incidence among men who have sex with men: a case example of
synthesising multiple empirical data sources and methods in San Francisco. Sex Transm Infect.
2013;89(5):383-387.

Jin H. San Francisco National HIV Behavioral Surveillance Survey Data Request - MSM3 Binge
Drinking Data. In: Santos G, ed. San Francisco2014:1.

Prejean J, Song R, Hernandez A, et al. Estimated HIV incidence in the United States, 2006-2009.
PLoS One. 2011;6(8):¢17502.

SFDPH. HIV/AIDS Epidemiology Annual Report. San Francisco San Francisco Department of
Public Health 2010.

Version Date: 1/5/2020 Page 36 of 44



Santos, Glenn-Milo

1.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

Mansergh G, Koblin BA, McKirnan DJ, et al. An intervention to reduce HIV risk behavior of
substance-using men who have sex with men: a two-group randomized trial with a
nonrandomized third group. PLoS Med. 2010;7(8):e1000329.

Leigh BC. Alcohol and condom use: a meta-analysis of event-level studies. Sex Transm Dis.
2002;29(8):476-482.

Woolf SE, Maisto SA. Alcohol use and risk of HIV infection among men who have sex with
men. AIDS Behav. 2009;13(4):757-782.

Maisto SA, Palfai T, Vanable PA, Heath J, Woolf-King SE. The Effects of Alcohol and Sexual
Arousal on Determinants of Sexual Risk in Men Who Have Sex with Men. Arch Sex Behav.
2011.

George WH, Stoner SA. Understanding acute alcohol effects on sexual behavior. Annu Rev Sex
Res. 2000;11:92-124.

Howard J, Taylor JA, Ganikos ML, Holder HD, Godwin DF, Taylor ED. An overview of
prevention research: issues, answers, and new agendas. Public Health Rep. 1988;103(6):674-683.
Cooper ML. Alcohol use and risky sexual behavior among college students and youth: evaluating
the evidence. J Stud Alcohol Suppl. 2002(14):101-117.

George WH, Stoner SA, Norris J, Lopez PA, Lehman GL. Alcohol expectancies and sexuality: a
self-fulfilling prophecy analysis of dyadic perceptions and behavior. J Stud Alcohol.
2000;61(1):168-176.

Steele CM, Josephs RA. Alcohol myopia. Its prized and dangerous effects. Am Psychol.
1990;45(8):921-933.

McKirnan DJ, Ostrow DG, Hope B. Sex, drugs and escape: a psychological model of HIV-risk
sexual behaviours. AIDS Care. 1996;8(6):655-669.

Heatherton TF, Baumeister RF. Binge eating as escape from self-awareness. Psychol Bull.
1991;110(1):86-108.

Cooper ML, Orcutt HK. Alcohol use, condom use and partner type among heterosexual
adolescents and young adults. J Stud Alcohol. 2000;61(3):413-419.

Leigh BC, Stacy AW. Alcohol expectancies and drinking in different age groups. Addiction.
2004;99(2):215-227.

Stueve A, O'Donnell L, Duran R, San Doval A, Geier J. Being high and taking sexual risks:
findings from a multisite survey of urban young men who have sex with men. AIDS Educ Prev.
2002;14(6):482-495.

Fergus S, Lewis MA, Darbes LA, Butterfield RM. HIV risk and protection among gay male
couples: the role of gay community integration. Health Educ Behav. 2005;32(2):151-171.
Voetsch AC, Lansky A, Drake AJ, et al. Comparison of demographic and behavioral
characteristics of men who have sex with men by enrollment venue type in the National HIV
Behavioral Surveillance System. Sex Transm Dis. 2012;39(3):229-235.

Vosburgh HW, Mansergh G, Sullivan PS, Purcell DW. A Review of the Literature on Event-
Level Substance Use and Sexual Risk Behavior Among Men Who Have Sex with Men. AIDS
Behav. 2012.

Vanable PA, McKirnan DJ, Buchbinder SP, et al. Alcohol use and high-risk sexual behavior
among men who have sex with men: the effects of consumption level and partner type. Health
Psychol. 2004;23(5):525-532.

Irwin TW, Morgenstern J, Parsons JT, Wainberg M, Labouvie E. Alcohol and sexual HIV risk
behavior among problem drinking men who have sex with men: An event level analysis of
timeline followback data. AIDS Behav. 2006;10(3):299-307.

Prestage G, Grierson J, Bradley J, Hurley M, Hudson J. The role of drugs during group sex
among gay men in Australia. Sex Health. 2009;6(4):310-317.

Benotsch EG, Nettles CD, Wong F, et al. Sexual risk behavior in men attending Mardi Gras
celebrations in New Orleans, Louisiana. J Community Health. 2007;32(5):343-356.

Version Date: 1/5/2020 Page 37 of 44



Santos, Glenn-Milo

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

Benotsch EG, Mikytuck JJ, Ragsdale K, Pinkerton SD. Sexual risk and HIV acquisition among
men who have sex with men travelers to Key West, Florida: a mathematical modeling analysis.
AIDS Patient Care STDS. 2006;20(8):549-556.

Lambert G, Cox J, Hottes TS, et al. Correlates of unprotected anal sex at last sexual episode:
analysis from a surveillance study of men who have sex with men in Montreal. AIDS Behav.
2011;15(3):584-595.

Folch C, Esteve A, Zaragoza K, Munoz R, Casabona J. Correlates of intensive alcohol and drug
use in men who have sex with men in Catalonia, Spain. Fur J Public Health. 2010;20(2):139-145.
Reisner SL, Mimiaga MJ, Case P, Johnson CV, Safren SA, Mayer KH. Predictors of identifying
as a barebacker among high-risk New England HIV seronegative men who have sex with men. J
Urban Health. 2009;86(2):250-262.

NYCDOHMH. Alcohol use and risky sex in New York City. New York City: New York City
Department of Health and Mental Hygiene;2008.

Mackesy-Amiti ME, Fendrich M, Johnson TP. Symptoms of substance dependence and risky
sexual behavior in a probability sample of HIV-negative men who have sex with men in Chicago.
Drug Alcohol Depend. 2010;110(1-2):38-43.

Reisner SL, Mimiaga MJ, Bland S, et al. Problematic alcohol use and HIV risk among Black men
who have sex with men in Massachusetts. A/DS Care. 2010;22(5):577-587.

Mimiaga MJ, Thomas B, Mayer KH, et al. Alcohol use and HIV sexual risk among MSM in
Chennai, India. Int J STD AIDS. 2011;22(3):121-125.

Nelson KM, Simoni JM, Pearson CR, Walters KL. 'I've had unsafe sex so many times why bother
being safe now?": the role of cognitions in sexual risk among American Indian/Alaska Native men
who have sex with men. Ann Behav Med. 2011;42(3):370-380.

Read TR, Hocking J, Sinnott V, Hellard M. Risk factors for incident HIV infection in men having
sex with men: a case-control study. Sex Health. 2007;4(1):35-39.

Koblin BA, Husnik MJ, Colfax G, et al. Risk factors for HIV infection among men who have sex
with men. AIDS. 2006;20(5):731-739.

Sander PM, Cole SR, Stall RD, et al. Joint effects of alcohol consumption and high-risk sexual
behavior on HIV seroconversion among men who have sex with men. AIDS. 2013;27(5):815-823.
Santos GM, Das M, Colfax GN. Interventions for non-injection substance use among US men
who have sex with men: what is needed. AIDS Behav. 2011;15 Suppl 1:S51-56.

Paul JP, Barrett DC, Crosby GM, Stall RD. Longitudinal changes in alcohol and drug use among
men seen at a gay-specific substance abuse treatment agency. J Stud Alcohol. 1996;57(5):475-
485.

Fals-Stewart W, O'Farrell TJ, Lam WK. Behavioral couple therapy for gay and lesbian couples
with alcohol use disorders. J Subst Abuse Treat. 2009;37(4):379-387.

Bux D. The epidemiology of problem drinking in gay men and lesbians: A Critical Review.
Clinical Psychology Review. 1996;16(4):277-298.

Colfax GN, Santos GM, Das M, et al. Mirtazapine to reduce methamphetamine use: a randomized
controlled trial. Arch Gen Psychiatry. 2011;68(11):1168-1175.

Shoptaw S, Reback CJ, Frosch DL, Rawson RA. Stimulant abuse treatment as HIV prevention. J
Addict Dis. 1998;17(4):19-32.

Ulm RR, Volpicelli JR, Volpicelli LA. Opiates and alcohol self-administration in animals. J Clin
Psychiatry. 1995;56 Suppl 7:5-14.

Ray LA, Chin PF, Miotto K. Naltrexone for the treatment of alcoholism: clinical findings,
mechanisms of action, and pharmacogenetics. CNS Neurol Disord Drug Targets. 2010;9(1):13-
22.

Alkermes. Vivitrol - Mechanism of  action for alcohol dependence.
http://www.vivitrol.com/hcptreating/howvivitrolworks. Published 2012. Accessed 03/01/2012.

Version Date: 1/5/2020 Page 38 of 44


http://www.vivitrol.com/hcptreating/howvivitrolworks

Santos, Glenn-Milo

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

Magendzo K, Bustos G. Expression of amphetamine-induced behavioral sensitization after short-
and long-term withdrawal periods: participation of mu- and delta-opioid receptors.
Neuropsychopharmacology. 2003;28(3):468-477.

Chiu CT, Ma T, Ho IK. Methamphetamine-induced behavioral sensitization in mice: alterations
in mu-opioid receptor. J Biomed Sci. 2006;13(6):797-811.

Schad CA, Justice JB, Jr., Holtzman SG. Endogenous opioids in dopaminergic cell body regions
modulate amphetamine-induced increases in extracellular dopamine levels in the terminal
regions. J Pharmacol Exp Ther. 2002;300(3):932-938.

Tryjillo KA, Belluzzi JD, Stein L. Naloxone blockade of amphetamine place preference
conditioning. Psychopharmacology (Berl). 1991;104(2):265-274.

Altshuler HL, Phillips PE, Feinhandler DA. Alteration of ethanol self-administration by
naltrexone. Life Sci. 1980;26(9):679-688.

Volpicelli JR, Watson NT, King AC, Sherman CE, O'Brien CP. Effect of naltrexone on alcohol
"high" in alcoholics. Am J Psychiatry. 1995;152(4):613-615.

Batki SL, Dimmock JA, Ploutz-Snyder R, Meszaros ZS, Canfield K. Directly Monitored
Naltrexone Reduces Heavy Drinking in Schizophrenia: Preliminary Analysis of a Controlled
Trial. Alcoholism Clinical and Experimental Research. 2009;33(6):116A.

Batki SL, Dimmock JA, Wade M, et al. Monitored naltrexone without counseling for alcohol
abuse/dependence in schizophrenia-spectrum disorders. Am J Addict. 2007;16(4):253-259.

King AC, de Wit H, McNamara PJ, Cao D. Rewarding, stimulant, and sedative alcohol responses
and relationship to future binge drinking. Arch Gen Psychiatry. 2011;68(4):389-399.

O'Malley SS, Jaffe AJ, Chang G, Schottenfeld RS, Meyer RE, Rounsaville B. Naltrexone and
coping skills therapy for alcohol dependence. A controlled study. Arch Gen Psychiatry.
1992;49(11):881-887.

Volpicelli JR, Rhines KC, Rhines JS, Volpicelli LA, Alterman Al, O'Brien CP. Naltrexone and
alcohol dependence. Role of subject compliance. Arch Gen Psychiatry. 1997;54(8):737-742.
Chick J, Anton R, Checinski K, et al. A multicentre, randomized, double-blind, placebo-
controlled trial of naltrexone in the treatment of alcohol dependence or abuse. Alcohol Alcohol.
2000;35(6):587-593.

Croop RS, Faulkner EB, Labriola DF. The safety profile of naltrexone in the treatment of
alcoholism. Results from a multicenter usage study. The Naltrexone Usage Study Group. Arch
Gen Psychiatry. 1997;54(12):1130-1135.

Prescribing Information Naltrexone Hydrochloride Tablets USP. Mallinckrodt Inc.
http://pharmaceuticals.mallinckrodt.com/_attachments/Packagelnserts/35_ Naltrexone%20HC1%?2
OTablets REV020509.pdf. Published 2009. Accessed April 22, 2010, 2010.

Anton RF, O'Malley SS, Ciraulo DA, et al. Combined pharmacotherapies and behavioral
interventions for alcohol dependence: the COMBINE study: a randomized controlled trial. Jama.
2006;295(17):2003-2017.

Brewer C, Wong VS. Naltrexone: report of lack of hepatotoxicity in acute viral hepatitis, with a
review of the literature. Addict Biol. 2004;9(1):81-87.

Monti PM, Rohsenow DJ, Swift RM, et al. Naltrexone and cue exposure with coping and
communication skills training for alcoholics: treatment process and 1-year outcomes. Alcohol
Clin Exp Res. 2001;25(11):1634-1647.

Lee MC, Wagner HN, Jr., Tanada S, Frost JJ, Bice AN, Dannals RF. Duration of occupancy of
opiate receptors by naltrexone. J Nucl Med. 1988;29(7):1207-1211.

Leeman RF, Palmer RS, Corbin WR, Romano DM, Meandzija B, O'Malley SS. A pilot study of
naltrexone and BASICS for heavy drinking young adults. Addict Behav. 2008;33(8):1048-1054.
Kranzler HR, Armeli S, Feinn R, Tennen H. Targeted naltrexone treatment moderates the
relations between mood and drinking behavior among problem drinkers. J Consult Clin Psychol.
2004;72(2):317-3217.

Version Date: 1/5/2020 Page 39 of 44


http://pharmaceuticals.mallinckrodt.com/_attachments/PackageInserts/35_Naltrexone%20HCl%20Tablets_REV020509.pdf
http://pharmaceuticals.mallinckrodt.com/_attachments/PackageInserts/35_Naltrexone%20HCl%20Tablets_REV020509.pdf

Santos, Glenn-Milo

73.

74.

75.

76.

77.

78.

79.

80.

8l1.

82.

83.

&4.

85.

86.

87.

88.

89.

90.

91.

Kranzler HR, Armeli S, Tennen H, et al. Targeted naltrexone for early problem drinkers. J Clin
Psychopharmacol. 2003;23(3):294-304.

Kranzler HR, Tennen H, Armeli S, et al. Targeted naltrexone for problem drinkers. J Clin
Psychopharmacol. 2009;29(4):350-357.

Kranzler HR, Tennen H, Penta C, Bohn MJ. Targeted naltrexone treatment of early problem
drinkers. Addict Behav. 1997;22(3):431-436.

Heinala P, Alho H, Kiianmaa K, Lonnqvist J, Kuoppasalmi K, Sinclair JD. Targeted use of
naltrexone without prior detoxification in the treatment of alcohol dependence: a factorial double-
blind, placebo-controlled trial. J Clin Psychopharmacol. 2001;21(3):287-292.

Karhuvaara S, Simojoki K, Virta A, et al. Targeted nalmefene with simple medical management
in the treatment of heavy drinkers: a randomized double-blind placebo-controlled multicenter
study. Alcohol Clin Exp Res. 2007;31(7):1179-1187.

Trial watch: Nalmefene reduces alcohol use in phase III trial. Nat Rev Drug Discov.
2011;10(8):566.

Batki SL, Dimmock JA, Meszaros ZS, et al. Extended-Release Naltrexone for Alcohol
Dependence in Serious Mental Illness. Alcoholism Clinical and Experimental Research.

Das M, Santos D, Matheson T, et al. Feasibility and acceptability of a phase II randomized
pharmacologic intervention for methamphetamine dependence in high-risk men who have sex
with men. AIDS. 2010;24(7):991-1000.

Coffin PO, Santos GM, Das M, et al. Aripiprazole for the treatment of methamphetamine
dependence: a randomized, double-blind, placebo-controlled trial. Addiction. 2013;108(4):751-
761.

Coffin PO, Santos GM, Colfax G, et al. Adapted Personalized Cognitive Counseling for Episodic
Substance-using Men Who Have Sex with Men: A Randomized Controlled Trial. AIDS &
Behavior. 2014; In press.

Das M, Dadasovich R, Matheson T, et al. Adapting an Effective HIV Prevention Intervention,
Personalized Cognitive Counseling, for Episodic Substance-Using Men who have Sex with Men
(SUMSM). XVIII International AIDS Conference; 07/14/2010, 2010; Vienna, Austria. Abstract
#WEPE(0324.

Colfax G, Santos GM, Chu P, et al. Amphetamine-group substances and HIV. Lancet.
2010;376(9739):458-474.

Santos GM, Das M, Santos D, Chu P, Vittinghoff E, G. C. Adherence in pharmacotherapy trials
among methamphetamine-dependent men who have sex with men (MSM). . North American
Congress of Epidemiology. Abstract# 00003039 June, 2011 2011; Montreal, QC.

Santos GM, Das M, Matheson T, Vittinghoff E, Dilley J, Colfax G. High-risk sexual behaviors
associated with increasing combinations of polysubstances among substance-using men who have
sex with men (SUMSM). Abstract# A-452-0270-13751. XIX International AIDS Conference
(AIDS 2012). ; July, 2012, 2012; Washington, D.C.

Santos GM, Das M, Santos D, Chu P, G. C. Social network analysis of methamphetamine-using
men who have sex with men in San Francisco. 2011 National HIV Prevention Conference.
Abstract# 1463 August, 2011., 2011; Atlanta, GA.

Santos GM, Do T, Beck J, et al. Syndemic conditions associated with increased HIV risk in a
global sample of men who have sex with men. Sex Transm Infect. 2014.

Santos GM, Beck J, Wilson PA, et al. Homophobia as a barrier to HIV prevention service access
for young men who have sex with men. J Acquir Immune Defic Syndr. 2013;63(5):e167-170.
Silva-Santisteban A, Raymond HF, Salazar X, et al. Understanding the HIV/AIDS epidemic in
transgender women of Lima, Peru: results from a sero-epidemiologic study using respondent
driven sampling. AIDS Behav. 2012;16(4):872-881.

Ruan S, Yang H, Zhu Y, et al. HIV prevalence and correlates of unprotected anal intercourse
among men who have sex with men, Jinan, China. 4IDS Behav. 2008;12(3):469-475.

Version Date: 1/5/2020 Page 40 of 44



Santos, Glenn-Milo

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

Malekinejad M, McFarland W, Vaudrey J, Raymond HF. Accessing a diverse sample of injection
drug users in San Francisco through respondent-driven sampling. Drug Alcohol Depend.
2011;118(2-3):83-91.

Lane T, Raymond HF, Dladla S, et al. High HIV prevalence among men who have sex with men
in Soweto, South Africa: results from the Soweto Men's Study. AIDS Behav. 2011;15(3):626-634.
Raymond HF, Kajubi P, Kamya MR, Rutherford GW, Mandel JS, McFarland W. Correlates of
unprotected receptive anal intercourse among gay and bisexual men: Kampala, Uganda. AIDS
Behav. 2009;13(4):677-681.

Jenkins RA. Recruiting substance-using men who have sex with men into HIV prevention
research: current status and future directions. AIDS Behav. 2012;16(6):1411-1419.

Heckathorn DD. Extensions of responder-driven sampling: analyzing continuous variables and
controlling for differential recruitment. Sociol Methodol. 2007;37:151-207.

Magnani R, Sabin K, Saidel T, Heckathorn D. Review of sampling hard-to-reach and hidden
populations for HIV surveillance. AIDS. 2005;19 Suppl 2:S67-72.

Wejnert C, Heckathorn DD. Web-Based Network Sampling. Sociological Methods & Research.
2008;37(1):105-134.

McKnight C, Des Jarlais D, Bramson H, et al. Respondent-driven sampling in a study of drug
users in New York City: notes from the field. J Urban Health. 2006;83(6 Suppl):i54-59.

Kamb ML, Fishbein M, Douglas JM, Jr., et al. Efficacy of risk-reduction counseling to prevent
human immunodeficiency virus and sexually transmitted diseases: a randomized controlled trial.
Project RESPECT Study Group. Jama. 1998;280(13):1161-1167.

Pettinati HM, Weiss R, Miller WR, Donovan D, Ernst DB, Rounsaville BJ. Medical Management
Treatment Manual: A Clinical Research Guide for Medically Trained Clinicians Providing
Pharmacotherapy as Part of the Treatment for Alcohol Dependence. . Bethesda, MD:
NIAAA;2004.

Koblin B, Chesney M, Coates T, et al. Effects of a behavioural intervention to reduce acquisition
of HIV infection among men who have sex with men: the EXPLORE randomised controlled
study. Lancet. 2004;364(9428):41-50.

Macalino GE, Celentano DD, Latkin C, Strathdee SA, Vlahov D. Risk behaviors by audio
computer-assisted self-interviews among HIV-seropositive and HIV-seronegative injection drug
users. AIDS Educ Prev. 2002;14(5):367-378.

Sobell L, Sobell M. Timeline follow-back: a technique for assessing self-reported alcohol
consumption. In: Litten R, Allen J, eds. Measuring Alcohol Consumption. New York: Humana
Press; 1992:41-72.

Koblin B, Chesney MA, Husnik MJ, et al. High-risk behaviors among men who have sex with
men in 6 US cities: baseline data from the EXPLORE Study. American Journal of Public Health.
2006;93(6):926-932.

DAIDS. Table for grading severity of adult adverse experiences for prevention research
programs. http://www.hptn.org/Web%20Documents/Regulatory Resources/VPRP_toxtables.pdf.
Published 2003. Accessed December, 2004.

Maisto SA, Saitz R. Alcohol use disorders: screening and diagnosis. Am J Addict. 2003;12 Suppl
1:S12-25.

Cheng ST, Chan AC, Fung HH. Factorial structure of a short version of the Center for
Epidemiologic Studies Depression Scale. Int J Geriatr Psychiatry. 2006;21(4):333-336.

Derogatis LR, Melisaratos N. The Brief Symptom Inventory: an introductory report. Psychol
Med. 1983;13(3):595-605.

Gossop M, Darke S, Griffiths P, et al. The Severity of Dependence Scale (SDS): psychometric
properties of the SDS in English and Australian samples of heroin, cocaine and amphetamine
users. Addiction. 1995;90(5):607-614.

Version Date: 1/5/2020 Page 41 of 44


http://www.hptn.org/Web%20Documents/Regulatory_Resources/VPRP_toxtables.pdf

Santos, Glenn-Milo

I11.

112.

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

Han DH, Bolo N, Daniels MA, et al. Craving for alcohol and food during treatment for alcohol
dependence: modulation by T allele of 1519T>C GABAAalpha6. Alcohol Clin Exp Res.
2008;32(9):1593-1599.

DAIDS. Division of AIDS Table for Grading the Severity of Adult and Pediatric Adverse Events
In:2009.

Haberer JE, Kahane J, Kigozi I, et al. Real-time adherence monitoring for HIV antiretroviral
therapy. AIDS Behav. 2010;14(6):1340-1346.

Litten RZ, Bradley AM, Moss HB. Alcohol biomarkers in applied settings: recent advances and
future research opportunities. A/cohol Clin Exp Res. 2010;34(6):955-967.

SAMHSA. The Role of Biomarkers in the Treatment of Alcohol Use Disorders, 2012 Revision.
SAMHSA Advisory. 2012;11(2):1-8.

Kalapatapu RK, Chambers R. Novel Objective Biomarkers of Alcohol Use: Potential Diagnostic
and Treatment Management Tools in Dual Diagnosis Care. J Dual Diagn. 2009;5(1):57-82.
Jatlow P, O'Malley SS. Clinical (nonforensic) application of ethyl glucuronide measurement: are
we ready? Alcohol Clin Exp Res. 2010;34(6):968-975.

Santos GM, Lasher BA, Heinz AlJ, et al. Urinary Ethyl Glucuronide and Ethyl Sulfate Testing to
Evaluate the Efficacy of Topiramate for Alcohol Dependence Among Veterans with Post-
Traumatic Stress Disorder. Research Society on Alcoholism; June 22, 2013, 2013; Orlando, FL.
Laird NM. Missing data in longitudinal studies. Stat Med. 1988;7(1-2):305-315.

Little RJA. Modeling the drop-out mechanism in repeated-measures studies. J Amer Stat Assoc.
1995;90(431):1112-1121.

Robins JM, Rotnizky A, Zhao LP. Analysis of semiparametric regression models for repeated
outcomes in the presence of missing data. J Amer Stat Assoc. 1995;90(429):106-121.

Hartz DT, Frederick-Osborne SL, Galloway GP. Craving predicts use during treatment for
methamphetamine dependence: a prospective, repeated-measures, within-subject analysis. Drug
Alcohol Depend. 2001;63(3):269-276.

Cole SR, Hernan MA. Fallibility in estimating direct effects. Int J Epidemiol. 2002;31(1):163-
165.

Robins JM, Hernan MA, Brumback B. Marginal structural models and causal inference in
epidemiology. Epidemiology. 2000;11(5):550-560.

Hernan MA, Brumback B, Robins JM. Marginal structural models to estimate the joint causal
effect of nonrandomized treatments. J Amer Stat Assoc. 2001;96(454):440-448.
Jayaram-Lindstrom N, Hammarberg A, Beck O, Franck J. Naltrexone for the treatment of
amphetamine dependence: a randomized, placebo-controlled trial. Am J Psychiatry.
2008;165(11):1442-1448.

Jayaram-Lindstrom N, Konstenius M, Eksborg S, Beck O, Hammarberg A, Franck J. Naltrexone
attenuates the subjective effects of amphetamine in patients with amphetamine dependence.
Neuropsychopharmacology. 2008;33(8):1856-1863.

Roozen HG, de Waart R, van den Brink W. Efficacy and tolerability of naltrexone in the
treatment of alcohol dependence: oral versus injectable delivery. Eur Addict Res. 2007;13(4):201-
206.

FDA U. Naltrexone for extended-release injectable suspension (marketed as Vivitrol)
information.
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders
/ucm103334.htm. Published 2008. Accessed April 27. 2010, 2010.

Heilig M, Egli M. Pharmacological treatment of alcohol dependence: target symptoms and target
mechanisms. Pharmacol Ther. 2006;111(3):855-876.

Mansergh G, Koblin BA, Colfax GN, McKirnan DJ, Flores SA, Hudson SM. Preefficacy use and
sharing of antiretroviral medications to prevent sexually-transmitted HIV infection among US
men who have sex with men. J Acquir Immune Defic Syndr. 2010;55(2):¢14-16.

Version Date: 1/5/2020 Page 42 of 44


http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm103334.htm
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm103334.htm

Santos, Glenn-Milo

132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

142.

143.

144.

145.

146.

147.

148.

Wilson DP, Prestage GP, Gray RT, et al. Chemoprophylaxis is likely to be acceptable and could
mitigate syphilis epidemics among populations of gay men. Sex Transm Dis. 2011;38(7):573-579.
Carballo-Dieguez A, Bauermeister J, Ventuneac A, Dolezal C, Mayer K. Why Rectal Douches
May Be Acceptable Rectal-Microbicide Delivery Vehicles for Men Who Have Sex With Men.
Sex Transm Dis. 2009.

Liu A, Vittinghoff E, Irvin R, et al. Sexual frequency and planning among at-risk MSM in the
US: implications for daily vs. intermittent pre-exposure prophylaxis (PrEP). 6th IAS Conference
on HIV Pathogenesis and Treatment. Abstract no. TUPE362 2011; Rome, Italy.

McConnell J. A Proposed Lexicon of Intermittent PrEP Possibilities. In: Subcommittee CPR,
ed2009.

Santos GM, Emenyonu NI, Bajunirwe F, et al. Self-reported alcohol abstinence associated with
ART initiation among HIV-infected persons in rural Uganda. Drug Alcohol Depend.
2014;134:151-157.

Hahn JA, Bwana MB, Javors MA, Martin JN, Emenyonu NI, Bangsberg DR. Biomarker testing
to estimate under-reported heavy alcohol consumption by persons with HIV initiating ART in
Uganda. AIDS Behav. 2010;14(6):1265-1268.

Hahn JA, Fatch R, Kabami J, et al. Self-Report of Alcohol Use Increases When Specimens for
Alcohol Biomarkers Are Collected in Persons With HIV in Uganda. J Acquir Immune Defic
Syndr. 2012;61(4):e63-64.

Armstrong AW, Watson AJ, Makredes M, Frangos JE, Kimball AB, Kvedar JC. Text-message
reminders to improve sunscreen use: a randomized, controlled trial using electronic monitoring.
Arch Dermatol. 2009;145(11):1230-1236.

Cocosila M, Archer N, Haynes RB, Yuan Y. Can wireless text messaging improve adherence to
preventive activities? Results of a randomised controlled trial. Int J Med Inform. 2009;78(4):230-
238.

Franklin VL, Waller A, Pagliari C, Greene SA. A randomized controlled trial of Sweet Talk, a
text-messaging system to support young people with diabetes. Diabet Med. 2006;23(12):1332-
1338.

Granholm E, Ben-Zeev D, Link PC, Bradshaw KR, Holden JL. Mobile Assessment and
Treatment for Schizophrenia (MATS): A Pilot Trial of An Interactive Text-Messaging
Intervention for Medication Adherence, Socialization, and Auditory Hallucinations. Schizophr
Bull. 2011.

Miloh T, Annunziato R, Arnon R, et al. Improved adherence and outcomes for pediatric liver
transplant recipients by using text messaging. Pediatrics. 2009;124(5):e844-850.

Petrie KJ, Perry K, Broadbent E, Weinman J. A text message programme designed to modify
patients' illness and treatment beliefs improves self-reported adherence to asthma preventer
medication. Br J Health Psychol. 2011.

Rodgers A, Corbett T, Bramley D, et al. Do u smoke after txt? Results of a randomised trial of
smoking cessation using mobile phone text messaging. Tob Control. 2005;14(4):255-261.

Shapiro JR, Bauer S, Andrews E, et al. Mobile therapy: Use of text-messaging in the treatment of
bulimia nervosa. Int J Eat Disord. 2010;43(6):513-519.

Wei J, Hollin I, Kachnowski S. A review of the use of mobile phone text messaging in clinical
and healthy behaviour interventions. J Telemed Telecare. 2011;17(1):41-48.

Fuqua V, Chen YH, Packer T, et al. Using social networks to reach Black MSM for HIV testing
and linkage to care. AIDS Behav. 2012;16(2):256-265.

Version Date: 1/5/2020 Page 43 of 44



Santos, Glenn-Milo Confidential

Version #: Version Date: Date Page 44 of 44



	1 BACKGROUND
	1.1 Overview of Overview of Clinical Studies

	2 STUDY RATIONALE
	2.1 Risk / Benefit Assessment

	3 STUDY OBJECTIVES
	3.1 Primary Objective

	4 STUDY DESIGN
	4.1 Study Overview

	6 SUBJECT SELECTION
	6.1 Study Population
	6.2 Inclusion Criteria
	6.3 Exclusion Criteria

	7 Concurrent Medications
	7.1 Allowed Medications and Treatments

	8 STUDY TREATMENTS
	8.1 Method of Assigning Subjects to Treatment Groups
	8.2 Blinding
	8.3 Formulation of Test and Control Products
	8.3.1 Formulation of Control Product
	8.3.2 Packaging and Labeling

	8.4 Supply of Study Drug at the Site
	8.4.1 Dosage/Dosage Regimen
	8.4.2 Dispensing
	8.4.3 Administration Instructions

	9.1 Clinical Assessments
	9.1.1 Concomitant Medications
	9.1.2 Demographics
	9.1.3 Medical History
	9.1.4 Physical Examination
	9.1.5 Vital Signs
	9.1.6 Safety Lab Assessment
	9.1.7 HIV risk reduction counseling and testing

	9.2 Other Clinical Procedures
	9.2.1 Medical Management (MM) counseling for alcohol use:
	9.2.5 Adverse Events

	9.3 Clinical Laboratory Measurements
	9.3.1 Hematology
	9.3.2 Blood Chemistry Profile
	9.3.4 Pregnancy Test
	9.3.5 Urinalysis
	9.3.6 Dried Blood Spot (DSB) Testing for Phosphatidyethanol:


	10 EVALUATIONS BY VISIT
	10.1 Visit 1 (Screening Visit—week 1 )
	10.2 Visit 2 (Screening Visit – week 2)
	10.3 Visit 3 (Enrollment Visit – month 1)
	10.4 Visit 4 (weeks 1, 2, 3, 5, 6, 7, 9, 10, and 11))
	10.6 Early Withdrawal Visit

	11 ADVERSE Experience REPORTING AND DOCUMENTATION
	11.1 Adverse Events
	11.2 Serious Adverse Experiences (SAE)
	11.2.1 Serious Adverse Experience Reporting

	11.3  Medical Monitoring

	12 DISCONTINUATION And Replacement of subjects
	12.1 Early Discontinuation of Study Drug
	12.2 Withdrawal of Subjects from the Study
	12.3 Replacement of Subjects

	13 PRotocol Violations
	14 DATA SAFETY MONITORING
	15 STATISTICAL METHODS AND CONSIDERATIONS
	15.1 Data Sets Analyzed
	15.2 Demographic and Baseline Characteristics
	15.3 Analysis of Primary Endpoint
	15.4 Analysis of Secondary Endpoints
	15.5 Interim Analysis
	15.6 Sample Size and Randomization

	16 DATA COLLECTION, RETENTION AND MONITORING
	16.1 Data Collection Instruments
	16.2 Data Management Procedures
	16.3 Data Quality Control and Reporting
	16.4 Archival of Data
	16.5 Availability and Retention of Investigational Records
	16.6 Monitoring
	16.7 Subject Confidentiality

	17 ADMINISTRATIVE, ETHICAL, REGULATORY CONSIDERATIONS
	17.1 Protocol Amendments
	17.2 Institutional Review Board
	17.3 Informed Consent Form
	17.4 Publications
	17.5 Investigator Responsibilities


