CLARIFICATION #2 to:

HPTN 037
A Phase 111 Randomized Study to evaluate the efficacy of a network -oriented peer education
intervention for the prevention of HIV transmissions among injection drug users and their network
members, Revised Version 1.0, dated April 3, 2002

May 14, 2003

SUMMARY OF REVISIONS

Note: None of theitems addressed in this clarification affect the informed consent forms
or risksto study subjectsin any way.

1. Inthe exclusion criteria, “biomedical prevention study” has been defined as HIV vaccine
research, microbicide research, or any other clinical research to test interventions aimed at
preventing or reducing the risk of HIV infection (Section 3.2.1)

2. Guidelines for index control group activities have been specified. (Section 4.1)

3. Thetimeframe in which the study staff must report results of HIV tests to the individual

has been clarified. (Sections5.1.1 and 5.3)

The timing of the first intervention session has been clarified.

Plasma specimens for non-enrolled may be discarded after one year. (Section 9.3)

oA

RATIONALE AND IMPLEM ENATION

1) Inversion 1.0 of the protocol, Page 12, Section 3.2.1, the first bullet indicates that “ Prior or
concurrent enrollment in the last 6 months in another HIV behavioral or biomedical prevention
study” is an exclusion criterion. However, biomedical prevention study was not specifically
defined. “Biomedical prevention study” is now defined as HIV vaccine research, HIV
microbicide research, or any other clinical research to test anintervention aimed at preventing or
reducing the risk of HIV infection. The definition will be added to the protocol with the next
amendment in a footnote linked to the exclusion criterion.

I mplementation: In the next amendment to the protocol, the definition provided above
will be added in parentheses at the end of the bullet specifying this exclusion criterion as
underlined below: “Prior or concurrent enrollment in the last 6 months in another HIV
behavioral or biomedical prevention study (HIV vaccine research, HIV microbicide
research, or any other behavioral or clinical research to test an interventions aimed at
preventing or reducing the risk of HIV infection).”
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2) Version 1.0 of the protocol does not specify guidelines for index control groyp activities. A
control group guide has been added to the SSP and is now referenced in the protocol to ensure
consistency across sites and over time. The control group guide clarifies the nature of
activities/information to which indexes who are not randomized to the intervention group may be
exposed. Notethat al study participants — both indexes and network members - regardless of
study group, are provided enhanced HIV counseling at each study visit as described in the
protocol. No changein these activities is required.

I mplementation: In the next amendment to the protocol, a statement briefly describing
the control group activities and referring to the control group guide in the SSP will be
added to Section 5.5.

3a) Inversion 1.0 of the protocol, page 20, Section 5.1.1, the first full paragraph states:
“Prospective index participants will be asked to return in one week for their second counseling
session and their HIV test results and to undergo further eligibility screening.”

3b) In version 1.0 of the protocol, page 22, Section 5.3 states. “ Regardless of HIV test results,
participants who undergo HIV testing at follow-up visits will complete a followup post-test
visit, approximately 7 to 14 days after testing, . . .”

The timeframes specified above are not to be applied as strict window periods. The time needed
to perform ELISA and Western Blot tests varies from site to site and scheduling conflicts are
expected. Post-test appointments are to be scheduled and test results made avail able as soon as
possible, but provision of counseling and results outside of the timeframe referred to aboveis
acceptable.

I mplementation: In the next amendment to the protocol, Section 5.1.1 will be changed
to state that: “Prospective index participants will be asked to return in approximately one
week for their second counseling session and their HIV test results and to undergo further
eligibility screening.” Section 5.3 need not be changed. (Note that use of rapid HIV
testing may be introduced in the next amendment and, if so, the exact wording will need
to accommodate that strategy as well.)

4) In protocol, Version 1.0, Page 21, Section 5.2 states: “Those randomized to the experimental
arm will be given an appointment to return for their first peer-education training session.” It is
clarified that the first intervention session may be completed on the same day as randomization,
therefore no separate appointment will be necessary. This flexibility will reduce the possibility
that randomized subjects will be lost to follow-up before completing the first intervention session
and will reduce the number of times a participant must return to the site.

Implementation: In the next amendment to the protocol, Section 5.2 will be changed to
state that: “ Those randomized to the experimental arm will be provided instructions
about when their first peer-education training session is to take place; this may be the
same day as randomization”

5) In protocol, Version 1.0, Page 37, Section 9.3, states: “Study site staff will store all plasma
specimens collected in this study at least through the end of the study. All plasma specimens
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will be subject to possible quality assurance testing-- for HIV antibody-- as described in Section
9.2 Itisclarified that this requirement applies only to specimens for enrolled participants.
Plasma specimens for non-enrolled may be discarded one year following collection.

Implementation: In the next amendment to the protocol, section 9.3, will be changed to
date that: “Study site staff will store al plasma specimens for enrolled participants
collected in this study at least through the end of the study. All plasma specimens for
enrolled participants will be subject to possible quality assurance testing—for HIV
antibody—as described in Section 9.2. Specimens from non-enrolled participants may be
discarded one year following the collection date.”
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CLARIFICATION #1 to:

HPTN 037
A Phase Il Randomized Study to evaluate the efficacy of a network -oriented peer education
intervention for the prevention of HIV transmissions among injection drug users and their network
members, Revised Version 1.0, dated April 3, 2002

December 12, 2002

SUMMARY OF REVISIONS

Note: None of the items addressed in this clarification affect the informed consents or risks to
study subjectsin any way.

1. Thetimeframe in which enrollment/randomization of a network must be completed has
been further clarified (Sections 3.5, 5.1, 5.1.2).

2. The timeframe in which the index members are allowed to recruit their network members
into the study has been clarified. (Overview of study design and randomization schema
Sections 3.4, 3.5,5.1.2)

3. Intheinclusion criteriafor index participants, “treatment” has been more specifically
defined.

4. Corrections have been made to the protocol team roster list.

RATIONALE

1) Protocol version 1.0 states that enrollment/randomization must be completed within 60 days
of collecting a blood sample for HIV testing from the potential index participant. However, a
potential network member can be screened for inclusion in more than one network at atime
(even though s/he can ultimately be enrolled in only one). To ensure that HIV tests and other
assessments for al members of a network are completed within a 60-day window (and thereby
minimize the risk that someone could become HIV infected between screening and enrollment),
it isclarified that screening assessments for all members (not only indexes) must be compl eted
within a 60-day window (from screening HIV blood draw to enrollment/randomization). Should
the time between the initial screening HIV blood draw and enrollment/randomization of the
network exceed 60 days for any individual, screening assessments as specified in the SSP
manual must be repeated. Note that this does not specifically affect the study eligibility criteria
as detailed in section 3.0.

2) Protocol version 1.0 indicates that the time allowed for recruitment of network members by
the index participant is 30 days after or following the index participant’s post-test counseling
visit. The purpose was to allow sufficient time to recruit and complete HIV testing and post-test
counseling for the network members within 60-days of the index’s blood draw. To alow for the
fact that screening procedures for a network member initially screened for another network may

Clarification Memo #1 to HPTN 037, Revised Version 1.0
Pagelof 4



occur before the index has completed the post test counseling visit and to allow more leeway in
the recruiting timeframe (while adhering to the overall 60 day window addressed above), it is
clarified that recruitment must be completed “within approximately” 30 days of the index’s post
test counseling visit.  Note that this does not specifically affect the study eligibility criteria as
detailed in section 3.0.

3) Aninclusion criterion for index participants in revised protocol version 1.0 states that
individuals must have been “out of treatment for at least 3 months and have relapsed”. The
purpose of the criterion isto exclude individuals who may be at alower risk of acquiring HIV. .
The definition of treatment for operationalization of the protocol has been more clearly defined
as “methadone maintenance treatment” only (not methadone received as part of detoxification).
Research over the past 15 years has documented the impact of participation in methadone
treatment in reducing the frequency of injection and drug related risk behaviors. Thereisaso
substantial evidence that participants in methadone maintenance treatment have lower prevalence
and incidence of HIV infection (1, 2). Other forms of drug treatment have not produced
comparable results with respect to HIV risk and incidence and emerging data suggest that drug
detoxification alone is a marker for an increased likelihood of incident infections.

1. Metzger D, Navaline H, Woody G. Drug abuse trestment as HIV prevention.
Public Health Reports, 1998;118 (suppl.), 97-106

2. Sorensen J, and Copeland A. Drug abuse treatment as an HIV prevention

strategy: areview. Drug and Alcohol Dependence. 2000;59, 17-31.
IMPLEMENTATION
THE FOLLOWING MODIFICATIONS ARE MADE TO PROTOCOL 037 (REVISED
VERSION 1.0) TO IMPLEMENT THE REVISIONS DESCRBED ABOVE. THESE
MODIFICATIONS WILL BE INCORPORATED INTO THE BODY OF THE PROTOCOL IN
THE NEXT VERSION.

Overview of Study Design and Randomization Schema:

- Thetimeframe for recruitment of network members by index participants has been
modified to state within approximately 30 days after test result.

Section 3.1.1;

- Thetreatment inclusion criterion for index members has been clarified as follows;

“Have not received methadone maintenance treatment for at least 3 months and have
relapsed.”

Section 3.4 (5" paragraph):

- Thelast sentence in paragraph 5 of section 3.4 has been modified as follows
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“For approximately 30 days following each prospective index participant’s post-test
counseling session, their prospective network members will be able to go to the local
study site to participate in study screening, as described above.”

Section 3.5 (2" paragraph):
- The second paragraph in Section 3.5 has been modified as follows:

If fewer than two prospective network members identified by an index have presented
for screening, been found to be eligible, and provided study consent within
approximately 30 days following the participant’ s post-test counseling visit, the index
participant and any network member that have presented for screening will be
considered ineligible for the study as a member of that network. If identified as a
network member of another prospective index participant then he/she would be eligible
to participate as a network member for that index; however, if it has been more than 60
days from the planned randomization day that the screening procedures have been
completed, then all screening procedures for that individual must be repeated.
Individuals identified by a prospective index member who is ultimately not eligible,
may be recruited by study staff as an index member after three months of being
determined ineligible to alow for dissipation of any measurement effects.

Note: Individuals who initially screen (and provide consent) as an index member may
subsequently be screened as a network member for another network, but must first
compl ete the network member informed consent process and member screening
assessment. As above, if the time between the participants initial HIV blood draw and
enrollment/randomization of the network exceed 60 days, screening procedures as
gpecified in the SSP manual must be repeated.

Note: Individuals who initially screen as a network member may subsequently be
screened as a network member for another network, but must first complete the member
screening assessment for each network they are screening for. As above, if the time
between the participants’ initial HIV blood draw and enrollment/randomization of the
network for which they qualify exceed 60 days, screening procedures as specified in the
SSP manual must be repeated.

Note: Individuals who initialy screen as a network member may not screen as an index
member for 3 months after their initial blood draw for HIV testing. After this three-
month period, the individual may undergo the screening procedures as an index member
after completing the index screening informed consent process.

Section 5.1.2 (1% paragraph):
- Thefirsts paragraph in Section 5.1.2 has been modified as follows:
Individuals who were provided with identification cards by the index participants and
identified as members of their HIV risk network will be able to drop-in at the local

study site to participate in study screening for approximately 30 days following the
index participant’s post-test counseling session.
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Protocol Team Roster List:
- Spelling of Namtip Srirak, RN, PhD has been corrected
- Spelling of Tasanai Vongchak, RN, MPH has been corrected

- Telephone number for Tom Perdue has been corrected, (206) 667-6216
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HPTN 037

A phaselll randomized study to evaluate the efficacy of a network-oriented peer education
intervention for the prevention of HIV transmission among injection drug users

Pur pose:

Design:

Study Population:

and their network members

PROTOCOL SUMMARY

To determine the efficacy of a network-oriented peer educator intervention for
the prevention of HIV infection through reduction of HIV risk behaviors among
injection drug users and members of their HIV risk network

Phase I11, multi-site, two-arm, randomized controlled study

HIV -uninfected injection drug users (index participants) and individuals
identified by each index participant as members of his’her sex and/or drug using
networks (networ k member s) in Philadelphia, Pennsylvania, USA and Chiang
Ma and Chiang Ral, Thailand.

Study Size: 660 networks consisting of 660 index participants and approximately 1,980
network members (an average of three network members per index participant),
for atotd of gpproximately 2,640 participants

Intervention: Index participants will be randomized in a 1:1 ratio with their network membersto
one of two study arms as shown below

Study Arm Behavioral Intervention
Index Participants Network Members
Experimental Arm Enhanced HIV counseling and testing Enhanced HIV counseling and testing
plus
n~330 networks Six 2-hour network oriented peer-educator
(330 index participants and sessions during weeks 1 to 4 and
approximately 990 network Booster session at months 6 and 12
members)
Control Arm Enhanced HIV counseling and testing Enhanced HIV counseling and testing

n~330 networks

members)

(330 index participants and
approximately 990 network

Study Duration:

Primary Objective:

Approximately 48 months total. Enrollment will require approximately 30 months.
Participants will be followed for a minimum of 18 months and a maximum of 30
months.

To determine whether the peer-educator intervention reduces the rate of HIV
infection among injection drug users and members of their HIV risk network
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Secondary Objectives:

1. To determine whether the intervention reduces reported injection and sexua
HIV risk behaviorsin index participants and/or network members

2. To determine whether the intervention changes substance use network norms
for injection and sexual HIV risk practices

3. To determine whether the intervention effects on injection and sexua HIV
risk behaviors differ between index and network participants, or by HIV
status in each study arm

4, To determine whether the intervention effect on behaviors identified as
important mediators of the intervention is similar at both sites

Study Sites: Approximately 2/3 of the participants will be enrolled in Chiang Mai and Chiang
Rai, Thailand with the remaining participants enrolled in Philadel phia,
Pennsylvania, USA
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No Show Randomization
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|
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Every 6 months until 30 months or study Every 6 months until 30 months or study
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*completed at any visit prior to randomization
** Network Norms Survey completed annually

HPTN 037, revised version 1.0 Page 5 of 59 April 3, 2002



1.0 INTRODUCTION

Drug abuse and HIV/AIDS are globa public health problems. Concurrent epidemics of injection drug use
and HIV have been reported in 114 countries. In 1998, 134 countries reported injection drug use, whereas
in 1992, only 80 countries reported injection drug use, with only 52 reporting HIV infection among injection
drug users (IDUs).! Injection drug use currently is the major mode of transmission of HIV in Eastern
Europe and the Newly Independent States, Central Asia, East Asia, parts of South and Southeast Asia,
North Africa, the Middle East, Southern Europe, and parts of North and South America. Twenty-Sx
countries report injection drug use as the primary mode of HIV transmission. *

HIV epidemics among IDUs often are characterized by rapid and even explosive spread. Reports indicate
that in many countries HIV prevalence has increased from under five percent to more than 40 percent in
less than one year." Explosive spread of HIV among IDUs has occurred in a number of countries,
including Thailand (Bangkok, Chiang Mai), India (Manipur), Vietnam (Ho Chi Minh City, Hai Phong,
Quang Ninh), Brazil, United States (New Y ork City), China (Y annan Province), the Newly |ndependent
States (Ukraine, Belarus, Moldova), and Russia (Moscow). Serial use and sharing of drug injection
equipment, such as needles, syringes, cookers, cotton and water, create risks for acquiring and transmitting
HIV aswell as vira hepatitis. Further, preparing drugs for injection and collectively using shared drug
solutions pose additional risks for HIV transmission.*

IDUs and other drug users, and commercia sex workers (e.g. injectors and non-injection drug users) can
aso tranamit the virus through high-risk sexua behaviors. In addition to injection drug use, unprotected
sex with HIV-infected persons; non-parenteral (non-injection) use of drugs such as crack cocaine, often
accompanied by trading sex for drugs, and sex under the influence of drugs are mgor modes of
transmission of HIV, vird hepatitis and other sexudly transmitted infections (ST1s) among adults. Drug
users can play acritical rolein the spread of HIV into the broader population through heterosexua and/or
homaosexua transmission and through mother-to-child transmission. The overlapping drug and sexuad risks
also are reported for especialy vulnerable youth around the world, such as children living in the streets, a
lifestyle that places them at extreme risk for HIV and other STIs?

More than 20 years of research in implementing interventions for IDUs indicate that HIV transmission
among IDUs can be prevented, slowed, and stopped. Research has generated guidelines and principles
for designing and implementing feasible, sustainable, and effective interventions. Intervening early, with
multiple strategies, before HIV prevaence among IDUs reaches five percent, can prevent epidemic
spread and its consequences. WHO, UNAIDS, CDC, NIDA, and regional harm reduction codlitions have
contributed greatly to developing “best-practice” guidelines and prevention principles for responding to the
epidemic of HIV in IDUs and other drug users.>**>%7 Even after prevalence has increased substantially,
prevention interventions can prevent the further spread of HIV in drug-using populations and transmission
into other populations. Despite increasing evidence-based findings on the effectiveness of interventions,
HIV epidemics among injection and non-injection drug users continue to occur.

Effective HIV prevention with IDUs and other drug users requires reaching the at-risk populations and
providing access to the means for behavior change to enable these populations to reduce their injection and
non-injection drug use as well asrisky sexual practices. A public policy environment that promotes a
public health approach to understanding and responding to the concurrent epidemics of injection drug
abuse and HIV/AIDS among IDUs is fundamentally important to implementing a comprehensive HIV
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prevention strategy. Preventing new HIV infections in drug-using populations depends on reaching the
target population (coverage) and rapidly making core interventions available, by planning and scaling-up of
services for the target population. Specificaly, there is an urgent need for approachesto HIV prevention
that may affect behavioral norms and impact larger segments of at risk populations®

The UNAIDS, CDC and NIDA recommend a comprehensive approach to preventing HIV and other
blood-borne infections among IDUs. One such approach is to train outreach workers to access hard
reach, out-of-treatment IDUs and non-injecting drug users and present them with risk-reduction
information and supplies in settings that are familiar to them (e.g, streets, parks, other neighborhood
settings). Outreach workers provide HIV/AIDS education information and the means for behavior
change, such as bleach kits for disinfecting injection equipment, condoms for safer sex, and referrals for
testing and counseling for HIV, hepatitis B virus, hepatitis C virus and other STIs, and to drug addiction
treatment, medical and social services, and syringe access programs.® The NIDA Community-Based
Outreach Mode defines outreach workers as those who are indigenous to the loca community, familiar
with the drug use subculture, and trusted as a source of information. Outreach workers are uniquely able
to serve as role models, educators, and advocates, who can provide drug users with up-to-date and
accurate risk reduction information in settings that are familiar to them and at times of greatest risk.*°

11 Background

The intervention tested in this study draws upon theoretical and empirical evidence suggesting that
peer educator programs can have significant effects on the risk-related behaviors of both the
educators and the peers whom they educate. Providing peer educator training to IDUs may
efficiently cultivate sustainable protective behavioral norms related to injection and sexud risk
among the IDU educators' social networks. Prior studies have demonstrated that peer educator
programs can realize such normative changes, and it is hypothesized in this study that these
normative changes will be reflected in significant reductions in the rates of HIV transmission
among the peer educators and the members of their social networks.

1.1.1 Social Influence and Behavior Change

Socia influence processes can have powerful effects on behavior and present an
important avenue for HIV prevention research. There is extensive literature on the role of
social influence in behavior change.™! Peers may influence each other’s sexual behaviors
through social comparison processes, fear of socia sanctions, information exchange,
socidization of new group members, modeling and reinfarcement, and socia interactions
that provide opportunities to meet new sex partners.**** Some HIV behavior change
models include socia influence components.***> The community-wide HIV risk reduction
observed among gay men in San Francisco suggests that social influence can be an
important approach to behaviora risk reduction.”® In a study of behavior change among
injection drug usersin four countries (Brazil, Thailand, Scotland, and the U.S.), Des Jarlais
and colleagues found that talking about AIDS with drug-using friends was cons stently
associated with reduction in self-reported injection and sexual risk behaviors.'’

One socia influence strategy that has been widely applied in HIV prevention interventions
is outreach. Outreach programs are designed to access "hard-to-reach populations,” such
as |DUs and their sexua partners, who might not otherwise be exposed to interventions.*®
IDUs in San Francisco reported that outreach workers were their most frequent source of
information on bleach for disinfecting needles.™® Several studies suggest that street
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outreach is effective in reducing IDUS risk behaviors.?>#* Actively involving individuas
from the target population in HIV outreach and education activities can significantly
reduce their risk behaviors. One study found that women who discussed risk reduction
with friends and neighbors reported significant long-term sexual risk reduction.?” Kelly and
colleagues found similar results using this approach with the chronically mentaly ill. 2

1.1.2 Predictive Peer Network Characteristics

Socia network characteristics have been demonstrated to predict HIV risk-related
behaviors. Needle sharing, cessation of drug use, and relapse have been found to be
associated with personal network characteristics, such as gender composition, size, role
function, and the perceived closeness of network members.?*?* 2° These findings suggest
that peer networks represent a compelling context for HIV prevention among IDUs.

Building upon this evidence, the Stop AIDS for Everyone (SAFE) study, conducted in
Badtimore, Maryland, USA, used an experimentd study design for delivering a psycho-
educational AIDS prevention intervention to injection drug-sharing networks.?® 293
participants for the SAFE study were recruited from the AIDS Link to Intravenous Drug
Users (ALIVE) study (N=642, 1991-95), a prospective study of the natural history of

HIV infection in injection drug users, which began in 1988%" These participants were 18
years or older, reported sharing drugs in the prior six months, had a drug sharing network,
and were not enrolled in other prevention studies. The study used trained
paraprofessionas recovering from addictions to administer a six-session, cognitive-
behaviord intervention. Participants were randomly assigned to either the psycho-
educationd, risk-reduction counseling sessions (experimental condition) or the usua two-
session HIV-test counseling (control condition). One hundred and eighty-nine participants
were assigned to the experimental condition as ‘index’ participants who were asked to
bring members of their drug network to the clinic for the intervention. Of these 189
participants, 145 brought at least one member of his/her drug network, 78 groups began
the sessions, 66 completed at least four sessions, and 57 completed al six sessions. Of the
145 participants who brought in at least one member of his’her drug risk network, the five-
month follow-up rates were 94% for the indexes and 88% for the controls. The 18-month
follow-up rates were 71% and 70%, respectively.

Experimental indexes were significantly more likely than control indexes at the three-
month follow-up to report reduction in drug-related HIV risk behaviors. At the 18-month
follow-up, HIV-uninfected index participants in the experimental condition reported
significantly less frequent needle sharing compared to those in the control condition
(OR=2.83, p=0.03) and less frequent injecting of heroin and cocaine than in the control
condition (OR=2.74, p=0.06). In multiple logigtic regression models of HIV-uninfected
participants, controls were more than twice as likely as experimenta subjects to report
needle and cooker sharing in the prior six months.

This study suggests that drug networks are sufficiently stable to be identified and be the
focus of aclinic-based network intervention. The intervention had long-term
effectiveness for modifying drug risk behaviors among HIV-uninfected individuas, and
was effective for both clinic- and street-recruited participants. The intervention had
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limitationsin that it did not appear to reduce sexua risk behaviors, nor wasiit effective in
reducing the risk behaviors of HIV-infected participants.

The SHIELD (Self-Hep In Eliminating Life-threatening Disease) study conducted in
Bdtimore, Maryland, USA sought to introduce hedlth education, communication skills, and
risk reduction strategies, as well as to encourage a pro-socia identity among participants.
The intervention emphasized the interdependence of HIV risk, protection of oneself and
one s family, friends, and community, and promoted individual practice and peer advocacy
of health protective behaviors as a means of mutual HIV protection. The intervention
encouraged participants to introduce safer sex and drug norms to their social networks by
conducting outreach education among their drug and sex network members and othersin
their community.

The SHIELD study was built upon lessons learned from the SAFE study. One of the
lessons was that it would be more feasible and efficient to train specific members of a
network to disseminate protective information than to try to recruit and work with an
entire risk network. Therefore, the SHIELD study sought to train individuas in the drug-
using community to promote HIV prevention messages within their networks and
neighborhoods. The study used cognitive and affective process strategies from current
theories of behavior change®® % 3> and added a social component derived from theories
of socid influence, socid diffusion, and socid identity. The social component emphasized
superordinate goals of caring for one's family, friends, and community, as well as for
onesdlf, through practice and advocacy of health protective behaviors. The study used an
outreach-oriented approach for the distribution of HIV prevention materids, and to
influence norms surrounding sexual and drug risk behavior among injection drug users
referent peer networks. Index participants were recruited in Baltimore, Maryland, USA,
through targeted snowball sampling. Participants were randomly assigned to either a 10-
session experimenta intervention, which included training in teaching risk reduction to
others, or a 10-session attention control condition. With 2:1 random assignment, the 180
experimental and 93 contrds recruited 305 network members of whom 20% were HIV
positive and 43% were female. The study analyses were based on an intent-to-treat
model. Both index participants and network members were scheduled to be administered
asurvey at basdine, eight months and 18 months. In an unadjusted analysis, there were
satisticaly significant associations between assignment to the intervention condition and
decreased frequency of injecting heroin and cocaine at follow-up (OR=2.28, chi-
sguare=4.05), and cessation of injection drug use (OR=2.55, chi-square=3.80). There
was amarginally significant association between being in the experimenta condition and
s f-reported reductions in frequency of injecting with a contaminated needle. After
adjusting for age, gender, race, employment, arrest history, and HIV serostatus,
experimental participants were over three times more likely than control participants to
report greater reduction in the three drug risk behaviors at six-month follow-up (OR=3.05,
Cl=1.82-3.32, N=115). After adjusting for age, gender, race, employment, arrest history,
and HIV serostatus, participants in the experimental condition were more than four times
as likely as control participants to report increased use of condoms with a casual partner
(OR=4.2, CI=1.23-15.91, N=189).
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2.0

These results suggest that peer education and advocacy by IDUs to their network
members should be an effective method of reducing HIV-related sexua and drug risk
behaviors among injection drug using communities.

1.2 Study Rationale

Network-based interventions have been shown in randomized trias to produce sustained
behavioral risk reduction anong IDUs %. Although these resuilts are promising, it is unknown if
sef-reported behavior change is correlated with reducing rates of HIV transmission. The purpose
of the proposed study is to determine the efficacy of a peer-educator, network-oriented
intervention to prevent HIV transmission among substance users and their risk network members.
The proposed study is based on the previous SAFE and SHIELD interventions, which used a
socia influence gpproach and a small group training strategy to ater behavioral norms by using
peers as change agents to introduce safer sex and drug norms to their socia networks. The
proposed intervention trains peer educators to provide outreach, education, and HIV prevention
materials and information, such as distribution of condoms and information on where to access
cookers, acohol, cotton swabs and bleach kits to their HIV risk network members. By leveraging
socid influence processes to alter norms related to risk behaviors, it is anticipated that this
intervention can realize sustainable reductions in HIV risk behaviors and in HIV transmission. As
research indicates that peer networks are an importart reference group for substance users cross-
culturally, it is expected that the intervention will be appropriate in diverse settings and cultures.™’
Furthermore, prior research suggests that the intervention can be tailored to the socia and cultural
context of a site without compromising the integrity of the intervention.®

The principa aim of this study is to determine the efficacy of a network-oriented peer education
intervention to prevent HIV transmission through the reduction of risk behaviors known to be
associated with HIV among HIV-uninfected IDUs and members of their HIV risk network. It is
hypothesized that a network-oriented, peer educator intervention will lead to changes in network
norms that favor condom use and needle hygiene, and lead to sustained risk reductions and
reductionsin HIV incidence. It isaso anticipated that training individuals to conduct HIV
prevention education in their networks and in the community represents a more feasible,
sustainable, and ultimately cost effective strategy than more traditiond individually-focused
prevention interventions.

STUDY OBJECTIVES AND DESIGN

2.1 Primary Objective

To determine whether the peer-educator intervention reduces the rate of HIV infection among
injection drug users and members of their HIV risk network

2.2 Secondary Objectives

1. To determine whether the intervention reduces reported injection and sexual HIV risk
behaviors in index participants and/or network members
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2. To determine whether the intervention changes substance use network norms for injection and
sexud HIV risk practices

3. To determine whether the intervention effects on injection and sexual HIV risk behaviors
differ between index and network participants, or by HIV status in each study arm

4. To determine whether the intervention effect on behaviors identified as important mediators of
the intervention is Smilar at both stes

2.3 Study Design

Thisis aPhase l1l, multi-site, two-arm, randomized, controlled study of a network-oriented peer
education training intervertion for the prevention of HIV infection through reduction of HIV risk
behaviors among HIV-uninfected IDUs and members of their HIV risk networks. (See study
design and randomization schema on page 3.)

IDUs will be recruited using street and community outreach methods in Chiang Mai and Chiang
Rai, Thailand, and Philadelphia, Pennsylvania, USA. Outreach workers will supply basic
information about the study in geographic areas and settings frequented by drug users and will
encourage these individuals to seek screening a aloca study site. Individuals who present at the
study clinic will undergo informed consent for screening, a screening digibility survey, and HIV
counseling and testing. Individuals will be asked to return to the clinic in one week for their HIV
test results, post-test counseling and further screening. Those who are HIV -uninfected, who meet
preliminary eigibility requirements, and are willing to participate, will undergo informed consent for
the study. These persons are referred to as index participants throughout the protocol. Each
index participant will then be asked to recruit at least two members of his/her sex and/or drug

HIV risk network over a one-month period. These HIV risk network members are referred to as
network member s throughout the protocol. HIV-infected and un-infected network members
are digible for enrollment. HIVinfected network members will not contribute to the primary
efficacy analysis, although they will contribute to secondary endpoint analyses. Inclusion of HIV
infected network members will ensure that the networks enrolled broadly represent the IDU
populations at the study sites. It will also help preserve the confidentiality of the HIV status of
each participant. These network members will be offered referrals to support services as
described in Section 8.4.1. Adjustments will be made to the study sample size in the event that the
number of HIV-infected network members enrolled could substantialy reduce the study’s ability
to detect an intervention effect. See Section 7.3.4 for details on the recruitment process.

The two sites proposed for this study have substantially different baseline rates of seroincidence.
Traditionadly, the rationale for combining data from different settingsis to achieve both sufficient
power and generalizability. With respect to power, the current design attains most of its strength
from the higher seroprevalence site. However, the results of a single site protocol cannot be
convincingly generdized, particularly for behaviora interventions where cultural setting is arguably
adgnificant modifier of effect. If the intervention isimplemented in Thailand and Philadel phia and
the overall relative risk after adjusting for site is statistically significant, then the analysis of
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3.0

behavioral mediators of the intervention effect can provide a scientific basis for claming the
intervention is effective in different settings. For this reason, the intervention will be implemented
in these two sites.

Index participants will be randomized in a 1:1 ratio with their network members to one of two
study arms. Index participants and network members in both study arms will receive enhanced
HIV counsdling aimed at risk reduction in conjunction with HIV testing (see Section 4.2). In
addition, index participants randomized to the experimental arm will receive six two-hour peer
educator-training sessions in groups of up to 12 over a period of four weeks. The training sessions
will focus on skills building with respect to risk-reducing behaviors and the promotion of such
behaviors to network members (see Section 4.1). There also will be a one-hour booster training
session held for the index participants after their six and 12-month follow-up assessments.
Network members in the experimental arm are expected to receive indirect benefits though their
interactions with their index participants. Average network HIV incidence rates will be compared
across the two arms of the study.

All participants will be administered arisk behavior survey at screening prior to provison of risk
reduction counseling to measure baseline risk behavior and a questionnaire to assess perceived
network norms. In addition, to assess the network characteristics and intensity of intervention
ddivery by the index, both indexes and network members will be administered questionnaires
about the frequency and duration of contact and types of discussions between them.

Index participants and network members will have follow-up visits every six months. The study
duration will be approximately 48 months. Enrollment is expected to take approximately 30
months. Participants will be followed for a minimum of 18 months and a maximum of 30 months at
each site. Every six months, participants will be administered surveys designed to assess the
following: HIV risk behavior; network characteristics; the intensity of the intervention delivery;
socia harms experienced that may be associated with study participation; and intervention
contamination in the control arm (i.e. sources of exposure to HIV prevention-related messages
and materials). In addition, perceived network norms will be assessed annually. The behaviora
risk survey will be administered prior to risk reduction counseling by an individua other than the
person who administered the counsdling. Behavioral risk survey interviewers will be blinded to the
study arm of the participants.

To enhance retention, participants will be contacted in-between their scheduled six-month follow-
up visits to update their locator information (e.g., address, tel ephone number, name and address of
family members) confirm or re-schedule their next follow-up visit and reinforce instructions to
contact the study Site to update locator information. Also, any difficulties experienced in contacting
participants at these timepoints will serve to trigger timely mobilization of outreach efforts to
ensure that participants are located in time for their next scheduled follow-up visit. The contacts
may be conducted in-person at the study Site, via telephone, or via street/home outreach.

STUDY POPULATION

HIV uninfected IDUs (index participants) and members of their HIV risk network (network
members) irrespective of their HIV status, will be included in this study. Participants will be
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enrolled in the study according to the criteriain Sections 3.1 and 3.2. They will be recruited as
described in Section 3.3 and 3.4 and assigned to a study intervention arm as described in Section
7.4. Conditions for withdrawa from the study are described in Section 3.7.

3.1

Inclusion Criteria

3.11 Index Participants

Individuals must meet dl of the following criteriato be eigible for inclusion in the study as an
index participant:

Of legal age to independently provide written informed consent for research

Provide written informed consent for screening and study participation

Report having injected drugs at least 12 times in the last three months

Been out of treatment for at least 3 months and have relapsed.

HIV ELISA negative on specimen obtained within 60 days prior to randomization
Willing and able to recruit at least two HIV risk network members who are digible for
study participation according to the criteriain Sections 3.1.2 and 3.2.2.

3.1.2 Network Members

Individuals must meet al of the following criteriato be digible for incluson in the study asa
network member:

3.2

Of lega age to independently provide written informed consent for research
Recruited for the study by an eligible index participant

Have injected drugs with and/or had sex with the relevant index participant within the
three months prior to screening

Provide written informed consent for study participation

Exclusion Criteria

3.21 Index Members

Individuals who meet any of the following criteriawill be excluded from the study as an index
participant:

Prior or concurrent enrollment in the last 6 months in another HIV behaviora or
biomedica prevention study

Appearance of psychologica disturbance or cognitive impairment that would limit the
ability to understand study procedures, as determined by clinic staff

Any other condition that, in the opinion of the investigator, would make participation in the
study unsafe, or otherwise interfere with the study objectives

Enrollment as a network member or index participant in another network of HPTN 037

3.2.2 Network Members
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Individuas who meet any of the following criteriawill be excluded from the study as networ k
members:

= Appearance of psychological disturbance or cognitive impairment that would limit the
ability to understand study procedures, as determined by clinic staff
= Any other condition that, in the opinion of the investigator, would make participation in the
study unsafe, or otherwise interfere with the study objectives
= Enrollment as a network member or index participant in another network of HPTNO37
3.3 Recruitment Setting
Study participants will be recruited from the following HPTN sites:

Philadelphia, Pennsylvania, USA

IDUs in Philadelphiawill be recruited from neighborhoods with high concentrations of drug use,
drug sales, and diagnosed AIDS cases. Guided by an established network of community
gatekeepers, field staff will identify prospective index participants using van-based street outreach.
Volunteers will be scheduled for a screening visit at one of two office-based locations, either the
West Philadelphia research offices of the Treatment Research Center or the North Philadel phia
field site. It is anticipated that for this study, approximately 28 participants (seven index
participants and 21 network members) per month will be entered into the study at these sites
during the 30-month enrollment phase.

These recruitment strategies were utilized in a prospective vaccine preparedness cohort study
(VPSI1) and aNew HIVNET IDU Study conducted in Philadelphia. The primary objectives of
the VPS I were to examine the incidence of HIV infection among women at heterosexual risk
and to expand the number of injectors at high risk. Recruitment began in July 1999 and over 6
months 222 HIV uninfected IDUs were enrolled. After sx months of follow-up, participants had
a 94% retention rate and an incidence of HIV infection of 3.8 per 100 person years. At the close
of the study (12 months of follow-up), HIV incidence was 2.04 per 100 person years and
retention, 93%. Recruitment for the HIVNET NEW IDU Study began in August 1997 and over
10 months 262 HIV-uninfected injection drug users a high-risk of HIV infection, defined as not in
methadone treatment and not using needle exchange, were enrolled. Follow-up was for 15
months. To be digible, injectors had to have visible signs of recent injection and report injecting at
least three days per week during the prior three months. Recruitment and follow-up were
conducted from the study’ s mobile assessment unit and from drug detoxification programs. At 6
months there was a 93% retention rate and an HIV incidence rate of 2.5 per 100 person years.
After 15 months, the retention rate was 88% and the incidence of HIV infection was 1.8 per 100
person years at risk.

Chang Mai and Chang Ral, Thalland

IDUs in Thailand will be recruited using street outreach in the cities of Chiang Mai and Chiang
Rai, Thailand and from the Northern Drug Dependence Treatment Center (NDTC), which is
located about 15 kilometers north of Chiang Mai and Chiang Rai and services both cities. This
center is an inpatient facility operated by the Department of Medical Services, Ministry of Public
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Hedlth. Patients are admitted for a maximum stay of 21 days; approximately 25% of patients
leave against medical advice. It is estimated that the relapse rate among injection drug usersis
90% within one year and based on re-admission data is over 50% within the first three months
following discharge (personal communication Dr. Jaroon Jittiwutikarn, NDTC Director). Itis
anticipated that approximately 60 participants (15 index and 45 network members) per month will
be entered into the study at these sites during the 30-month enrollment phase.

The NIDA HIV Prevalence Study (1 R0O1 DA11133-01A1) enrolled 1,865 substance users from
the Northern Drug Dependence Treatment Center. The prevalence of HIV infection among the
879 injection drug using participants in the NIDA study was 35.2% with the use of injection drugs
associated with HIV infection.  As of November, 2001 in the ongoing, two-year, follow-up
incidence phase of the same NIDA-funded study retention is 81%; however, follow-up rates are
rising after additional staff were hired to assist with tracing. The study ison-going. HIV
incidence in the cohort (through November 30, 2001) is 7.99 per 100 person-years among the IDU
in follow-up. Only individuals who have been out of trestment for at least three months and have
relapsed will be recruited for participation as index participants.

34 Recruitment Process

Approximately 440 networks will be enrolled in Chiang Ma and Chiang Rai, Thailand, and
approximately 220 networks will be enrolled in Philadel phia, Pennsylvania, USA. Each network
will consist of an HIV-uninfected index participant and an average of three network members.
Therefore, gpproximately 2,640 participants will be enrolled in the study during a 30-month
enrollment period. (See the study design and randomization schema on page 3.)

Screening of each index and his’her network members will take place over a period of up to 60
days. Thisstudy will largely employ a street outreach-based approach to participant recruitment.
Prospective index participants will be first identified by targeting specific geographic aress, that is,
outreach will be conducted in areas in the cities of high drug use. The outreach workers will also
identify other settings or organizations frequented by drug users. In these geographic areas and
settings outreach workers will disseminate information about the study, provide verba and written
descriptions of the studies to prospective participants, and will encourage prospective index
participants to participate in screening activities at alocal study site. Prospective participants will
aso beinformed that, if the study does not apply to them, they should pass the information on to
other individuas.

Outreach workers will be trained to not pre-select individuals who fit their description of “drug
users,” rather they will provide information to arange of individuals and encourage those
individuals to pass information about the study to others in the community. Outreach workers will
be sdlected from the community and must be knowledgeable about the community’ s dynamics and
trained on basic methods of rapid assessment procedures in order to target areas of high drug use.
They will also be trained, as part of the study, in methods of approaching and communicating with
potentia participants, persona safety, and confidentidity.

Prospective index participants who present at the study site will be offered HIV counseling and

testing and receive a brief introduction to the study. Indexes that are interested in participating will
be asked to provide written informed consent for screening. A sample of the consent form can be
found in Appendix I11. After providing informed consent for screening, volunteers will undergo an
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eligibility screening survey. If a any time during screening, they are found to be ineligible,
screening will be discontinued; however, HIV counseling and testing will be offered to all persons
who present for screening. The survey will include questions about recent injection drug use and
the size and structure of their risk networks. Participants who meet initia study screening digibility
criteriawill be administered a baseline risk behavior survey and then undergo enhanced risk
reduction counseling and HIV testing. Participants will be scheduled for a visit to return for their
HIV test result and post test counseling in one week. HIV-uninfected, prospective, index
participants are dligible for enrollment and will be offered further screening and asked to provide
study consent. A sample of the consent form can be found in Appendix 1V. HIV-infected,
screening participants are not eigible for enrollment as indexes but will be offered referralsto
support services as described in Section 8.4.1

After consent for study participation, prospective index participants will be asked to supply the
initids, ages, and brief physical descriptions of the people with whom they inject drugs and of their
sexud partners. Participants will then be provided with individua cards marked with their
identification number, to facilitate the recruitment of their network members.  There will be no
identifying information on the cards to indicate participation isin aHIV study or drug use. The
prospective index participants will be asked to give the cards to network members and to
encourage each network member to bring his or her card with them to the local study site to serve
astheir identification for participation in screening. (Note: Index participants will only be able to
recruit as network members those individuals they have identified at their screening.) For 30 days
following each prospective index participant’ s post-test counseling session, their prospective
network members will be able to go to the loca study site to participate in study screening, as
described above.

For prospective network members to participate in the screening process they must either present
at aloca study site with a card bearing their prospective index participants ID number, or match
the description provided by the index during his or her screening survey in terms of age, gender,
frequency of contact with the index, duration of relationship with the index, and residentia
distance from the index.  Prospective network participants will then be asked to provide study
informed consent. Individuas who provide study consent will complete the network member
screening survey, the baseline risk behavior survey, and will participate in HIV risk reduction
counseling and testing. All individuas who participated in pre-test counsdling and testing will be
scheduled to return in one week for HIV test results and post-test counseling and must return for
their results for digibility. Network participants will be able to enroll only once in the study. Once
anindividua is enrolled in the study as a“network member”, he/she will be unable to enroll as an
index, or in any other study network.

It isimportant to note that, throughout screening, the study staff will clearly explain and emphasize
to participants that although they themselves may screen eligible for the study, the fina decision
regarding enrollment will depend on the other network members who are digible for the study.
Thiswill be determined after al network members have been screened.

35 Enrollment of Networks and Randomization
Prospective index participants will be asked to return to the study clinic approximately 30 days

after their initid post HIV test counseling vist, to learn of their digibility status. Index participants
in networks that contain at least two eligible and consenting network members will be randomized
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along with their network members to either the experimenta or control arms. At this point
participants will be officially enrolled in the study. Study staff will then contact network members
to confirm their enrollment status.

If fewer than two prospective network members identified by an index have presented for
screening, been found to be eligible, and provided study consent within the 30 days following the
index participant’ s post-test counseling visit, the index participant and any network members that
may have presented for screening will be considered ineligible for the study. (Note: If identified
as anetwork member of another prospective index participant, then he/she would be digible to
participate as a network member for that index). Individuals identified by a prospective index
member who is ultimately not eligible, may be recruited by study staff as an index member after
three months of being determined indigible to alow for the dissipation of any measurement
effects.

3.6 Participant Retention

Once a participant has enrolled in the study, the study site will make every reasonable effort to
retain him/her for the duration of the study. Retention rates of at least 90 percent annualy are
targeted. Study site staff are responsible for developing and implementing local standard operating
procedures to achieve this high level of follow-up.

To enhance retention, sites will collect detailed locator information for each participant and will
update this information quarterly, develop and implement comprehensive protocols for follow-up,
perform field visits when participants are unable to come to the local sites for visits, and implement
remote access protocols, when feasible, for participants who move away from study sites.
Examples of procedures to enhance participation in the intervention phase and retention during the
follow-up phase will include any of the following as locally appropriate:

= Collection of complete locator information

= Use of appointment cards

» Dissemination of thank-you letters after enrollment

» Use of self-addressed postcards for notification of address changes

» Reminder letters and calls before appointments

= Immediate multi-faceted follow-up on missed visits, including cals, letters and home visits
» Searches of local resources to locate participant (e.g. post office check)

3.7 Participant Withdrawal

Participants may withdraw from the study for any reason at any time. The investigator also may
withdraw participants from the study in order to protect their safety and/or if they are unwilling or
unable to comply with required study procedures. See Section 5.6 for assessments to be
performed if possible for participants, who withdraw. Participants also may be withdrawn if the
sponsor or regulatory authorities terminate the study prior to its planned end date. Indexes who do
not complete the peer education training will continue in the study and will complete al follow-up
vigits as scheduled, as will their network members.
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4.0

BEHAVIORAL INTERVENTIONS
4.1  Experimental Peer Education I ntervention

The experimental intervention is a cognitive-behavioral and social influence peer educator training
program comprised of theory-based exercises and activities, and outreach training. The
intervention addresses knowledge, attitudes, intentions, and socid influences aimed at reducing
sexual and drug risk practices among the participants and their network members. As networks
are important sources of informational, emotional, and material support across cultures, it is
anticipated that this intervention will be appropriate across a range of cultures. It is expected that
the program will be adapted to individua contexts and cultures but retain comparability across
sites and cultures.

The intervention will be delivered in six two-hour sessions by two facilitators to groups with a
maximum of 12 index participants, as described below. These sessions will occur within afour-
week time frame and will focus on skills building and practicing promotion of HIV prevention
messages among the indexes' network members. The first four sessonswill be offered in the
first two weeks, and the final two sessions will occur in Weeks 3 and 4. The 4-week course of
the intervention should afford participants opportunities to rehearse their newly acquired peer
education skills with the members of their risk networks and to share some of their experiences
with other members of their peer-education training group. During the training sessions,
experimenta group index participants will be encouraged to apply their newly acquired skills with
the members of their risk networks. Every effort will be made to maintain a stable group
membership for the duration of the peer educator training intervention, but it will not be necessary
to maintain the same membership for participation in the booster sessions.

The focus of the intervention will be to encourage outreach and peer education within the index
participants persond risk networks. Goal setting activities in the intervention sessions will be
focused on promoting HIV prevention among the network members enrolled in the study;
however, index participants also will be encouraged to disseminate prevention information to non-
study participant members of their networks. As the intervention is focused within the network,
the risk of contamination due to possible interactions between experimental group index
participants and control group network members is expected to be small. Nonetheless, as
described in Section 7.2.3, the expected intervention effect has been adjusted to account for this.

Prior studies have suggested that contamination is unlikely to pose amgor threat to study vaidity,
largely because the socia networks of IDUs tend to be naturally structured so that there would be
a decreased opportunity for interaction and overlap of network members assigned to the
experimental arm versus the control arm. Data from injectors in Baltimore, Philadelphia, and
Northern Thailand suggest that HIV risk networks among injectors tend to be small. In the
SHIELD study of 804 injectors, the average number of risk network members was five, with a
mean relationship duration of 17 years and amedian of 12 years. Prior research also suggests
that HIV and HIV prevention is not a common topic of spontaneous conversation among injecting
populations, which would also decrease the likelihood of contamination across study arms.

The intervention is designed to promote the dissemination of outreach-related materials and
information to the members of the index participants socia networks. One training module
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component focuses on the indexes specifically tailoring and rehearsing their outreach efforts to
their specific network members. Impediments to talking to these specific individuals will be
assessed during the intervention sessions, and indexes will be trained in strategies to overcome
these impediments.

Efforts will also be made to assess the exposure of study participants to HIV prevention-related
messages and materials and to ascertain the sources of this information. Included in the follow-up
surveys will be detailed questions about whom participants talked to about HIV, about the HIV
prevention materials they received, and about the sources of those materials. Participants will aso
be tested on their level of recognition of logos affiliated with the experimental arm intervention.
This information should help assess the extent to which control arm participants were exposed to
elements of the experimental arm intervention.

Group facilitators will follow a detailed intervention manual covering specific topics and activities
conducted at each of the peer education sessions. A basic description of each of the sessionsis
provided below. Quality assurance reviews will be completed on 10% of the education sessions
viadirect observation or audiotape. The sessions will be evauated based on the session length,
completion of the intervention components, and impressions of the qudity of the ddivery by the
study Site supervisor.

Session 1: Introduction: Participants will identify concerns facing their community, gain an
understanding of the role of helping others in their community, start to identify ways in which
people have peer mentored them or they have been peer mentors, and identify barriers and
solutions to completing the intervention.

Session 2: Sex and Drug Use Risks and Prevention Strategies:. Participants will gain an
understanding of drug-related risk practices; learn how to effectively clean and disinfect injection
equipment; learn prevention strategies to teach to others in outreach, and identify risky situations
and strategies to avoid them. Participants will learn and practice how to talk to peers about drug-
related risk reduction behaviors.

Session 3: Sexua Decison Making and HIV Risk, Prevention and Outreach: Participants will
identify HIV/STI narratives; discuss and role play effective communication about risk reduction
and discuss influences on sexua decision-making. Participants will learn how to use condoms
effectively, practice discussing condom use with partners, and practice doing outreach with
network members.

Session 4: Tools for Effective Outreach: Participants will practice and learn effective
components and strategies for conducting outreach and education with peers. Participants will
start to develop a personal toolbox of strategies for conducting effective peer education and
outreach, and will discuss and rehearse methods for conducting outreach safely.

Session 5: Outreach: Participants will review HIV/STI risks from sex and drug use; identify
barriers to the conduct of effective peer education and outreach, and will strategize about ways to
overcome these barriers.

HPTN 037, revised version 1.0 Page 19 of 59 April 3, 2002



Session 6: Outreach Experience and Graduation: Participants will be accompanied by facilitators
to do peer outreach. They will set goals for their own outreach at the end of this session and will
graduate from the program.

411 Facilitator Selection and Training

Intervention group facilitators will be loca residents proximal to the target population. Study
staff will recruit former IDUs or individuas who have experience with the target population.
Facilitators must have a good understanding of participants worldview and health beliefs.
They must be able to fully understand the dimensions of family and interpersona relationships,
sex roles, drug use history and the openness with which sex and drug use are discussed in the
selected study stes. A highly scripted, culturaly specific intervention manual will be followed,
based on the SHIELD manual. A four-day facilitator training on facilitation, group processes,
ethica guidelines, socid cognitive and socid influence models of behaviora change will be
held in during the first three months of study preparation. As part of their training, the
facilitators will be made aware of gender roles and norms in the specific site context and how
these shape the sexua decision-making process. They will be given avariety of teaching
materials on AIDS, drug use and practices, AIDS risk factors, safer sex practices and group
counsdling; and will aso be provided with areferral list for services such as employment
training, detoxification and rehabilitation programs and HIV counsdling centersto refer study
participants who may request or need additional professional help.

4.1.2 Booster Sessions

Within 1 month following their 6-month and 12-month follow-up assessments, index
participants will meet in smal groups with a maximum of 12 participants for a one-hour
booster session. These booster sessions will afford the indexes additional opportunities to
troubleshoot, share their outreach experiences and lessons learned, improve their outreach
communication styles, and maintain their motivation to promote HIV prevention among
network members and in the community. It will not be necessary for experimenta group
index participants to attend the booster sessions with the same group of participants with
whom they attended their peer educator training; however, the same groups will be reformed
for the booster sessions, whenever possible.

4.2 Enhanced Risk Reduction Counseling and HIV Testing I ntervention

Indexes and network members in the study will be offered two enhanced counseling sessionsin
conjunction with HIV testing. Each counseling sesson will involve a 10-to 15-minute client-
centered, interactive approach that focuses on: 1) increasing the participant’ s perception of
personal risk, 2) supporting participant initiated protective behaviora changes, and 3) focusing on
the pursuit of small, achievable steps toward reducing personal risks.

Every effort will be made to have participants see the same counselor for both their pre- and post-
HIV test sessions a each HIV testing timepoint. The first counseling session will be offered
directly prior to the phlebotomy for HIV antibody testing at study screening and at each follow-up
vigt for HIV testing. The second counseling session will be conducted in conjunction with the
confidential disclosure to participants of their HIV test results, usually one week following the pre-
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test counseling session and phlebotomy. Counselors will receive intensive training from study
coordinators and experts experienced with this approach before offering counseling to any study
participants.

All counseling sessions and disclosure of test results will be offered in private rooms with only the
counselor and the participant present, to ensure the maintenance of participant confidentiality.
The following guideines will be followed:

No one but the participant will be notified of his’her HIV status in the post-test counseling
session.

It is solely the right and choice of the participant to disclose hisher HIV status to others.
Counsdlors will discuss potential consequences of participant disclosure of serostatus during
the post-test counseling session.

Neither counselors nor any other member of the study staff will provide information about a
participant without a written and signed request from the participant. Even with such a
request, the desired information will only be directly released to the participant.

The two-session, HIV-test and interactive risk reduction counseling will be modeled after the two-
session, brief counsaling arm offered in Project RESPECT, described below. This counsaling
model was selected as the HIV counseling and testing model for this study because it has been
proven effective in increasing condom use and prevention of new STIs. Because it iswell
documented, use of this mode will help to standardize the ddivery and qudity of the counseling
and testing offered throughout the study.

Project RESPECT was a multi-center, randomized, controlled tria of 5,758 heterosexud HIV-
uninfected participants who presented for STI examinations in five US public ST clinics®
Participants were randomized to one of three individua face-to-face HIV/STI prevention
counsdling intervention arms: Arm 1 received a four session counseling intervention, involving four
behaviora theory-based sessions; Arm 2 received a brief counsdling intervention involving two
sessions based on CDC's client-centered, interactive HIV prevention counseling model; and Arm
3 received didactic messages, involving two brief, information-only sessions.

In both the four-session enhanced and two-session brief counsdling interventions, participants self -
reported 100% condom use was higher (p <.05) at three and six months post intervention,
compared to participants who received didactic messages. In addition, 30% fewer participants
had new STDIs (p=.002) in both counsdling interventions than did participants in the didactic

message group.

The brief counsaling approach utilized in Project RESPECT placed a strong emphasis on condom use asa
means of HIV risk reduction. The approach used in this study will be modified to also feature counseling
about risk reduction relevant to injection drug use. Thiswill include counseling about the use of clean
needles and the importance of not sharing needles and other injection equipment.

5.0 STUDY PROCEDURES
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An overview of the visit procedures schedule is provided in Appendix 11, Detailed instruments to guide
standard study procedures across sites will be provided in the Study Specific Procedures (SSP) Manual.
Presented below is additional detail on visit-specific study procedures for index and network participants.

5.1 Screening (-60 to —1 Days)

Determination of the final eligibility of networks will take up to 60 days. Written informed consent
for screening will be obtained before any screening procedures are initiated and study consent will
be obtained prior to initiation of any study procedures. As noted in the study design and
randomization schema on page 3 and in Section 3.4, for participants who do not meet the study
eligibility criteria, the screening process will be discontinued when indligibility is determined,
however HIV counseling and testing will be available to al persons who present for study
screening.

51.1 Screening of Index Participants
At theinitia screening visit, progpective index participants will undergo the following:

Written informed consent for screening

Collection of locator information

Eligibility screening survey

Basdline HIV risk behavior survey (prior to counsdling)
HIV pre-test and risk reduction counseling

HIV testing

Prospective index participants will be asked to return in one week for their second counsaling
session and their HIV test results and to undergo further digibility screening. Those who test
HIV positive are not digible for further screening and will receive post-test counsdling and
referrals as described in Section 8.4.1. Those who test HIV-negative and are otherwise
eligible for further screening will undergo the following:

= Confirm identity and update locator information

= Written informed consent for the study

=  HIV test results and post-test counsaling

= Caollection of identifying information for network members

» Baseline questionnaire (to assess network norms and frequency and duration of contact
and types of discussions with network members. Note: These assessments can be
completed at any visit prior to randomization.)

As part of the network member recruitment process, prospective indexs will be provided with
individual cards marked with an identification number and participants will be asked to give the
cards to their relevant network members identified to the study staff.

5.1.2 Screening of Network Members

Individuas who were provided with identification cards by the index participants and identified
as members of their HIV risk network will be able to drop-in at the local study site to
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participate in study screening for 30 days following the index participant’s post-test counseling
session.

Screening of network members is expected to take place over two visits. During the first
vigit, prospective network members will undergo the following:

Written informed consent for the study
Eligibility screening survey

Basdine behaviora risk survey

HIV pre-test and risk reduction counseling
HIV testing

During the second visit, network members will receive their HIV test results, post test
counsdling, and appropriate referrals. In addition, network members will be administered
baseline questionnaires to assess network norms and frequency and duration of contact and
types of discussions with their index members. Note: These assessments can be completed
at any vigit prior to randomization.

5.2 Study Enrollment/Randomization of Index and Network Members (Day 0)

Index participants will be asked to return to the clinic for fina enrollment and randomization
approximately one month after the HIV test result visit. If two or more prospective network
members identified by an index have presented for screening in the interim, been found to be
eligible, and provided study consent, then the index will be considered digible for the study and the
investigators will close the network to additiona members. Eligible index participants will be
randomized aong with their network members to either the experimental or control arm. Those
randomized to the experimental arm will be given an appointment to return for their first peer-
education training session. Network members will be contacted to inform them of their
eigibility/enrollment status.

5.3 Follow-up Visits

Follow-up visits are scheduled to take place every six months from enrollment/randomization until
the study end date; however, they may take place any time within the period extending from 14
days prior to the target date to 30 days after the target date. Visits that do not take place during
this period are treated as interim visits (see Section 5.5). Post-test counsdling visits will occur 7 to
14 days after HIV testing. For the purposes of scheduling follow-up vigits, asingle “Day 0
enrollment/randomization will be assigned to al network members.

Participants will undergo the following:

Identity confirmation

Update locator information

Risk Behavior Survey Note: The risk survey must be administered prior to the delivery of
HIV counseling, by a staff member who has not previously provided HIV counseling to
the participant and is blinded to participant’ study arm assignment.

Enhanced risk reduction counsdling
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HIV testing according to Appendix |

Follow-up questionnaire (to assess the intensity of the intervention delivery by theindex in
indexes themsalves and network members (duration of contact and types of discussions),
intervention contamination in the control arm, and perceived network norms (every 12
months))

Socia harms assessment

Reiteration of study site contact information and instructions to contact the site for additional
information about the study and/or HIV counseling, if needed, prior to the follow-up HIV post-
test counsdling visit.

Note: Network membersidentified as HIV infected at baseline and index participants and
network members identified as HIV infected after enrollment will remain in follow-up and undergo
all scheduled assessments except HIV testing.

5.3 Follow-up Post-test Visits

Regardless of HIV-test results, participants who undergo HIV testing at follow-up vistswill
complete a follow-up, post-test visit, approximately 7 to 14 days after testing, during which (at a
minimum) their HIV test results will be disclosed and HIV post-test counseling and appropriate
referrals will be provided.

54 Locator contacts

Locator contacts are scheduled to take place in between participant’ s scheduled six-month follow-
up vigts; therefore, al participants will bein contact with study staff quarterly throughout follow-
up. The contacts in between the scheduled follow-up visits may take place via any modality that
the study site deems appropriate for the local study population. Locator information, which
includes the address and tel ephone number of each participant, and contact information for friends
and family members will be updated.

55 Interim Visits

Interim contacts and visits may be conducted at participant request at any time during the study.
Locator information will be updated and interim HIV counseling and testing will be provided as
needed in response to participant reports of potential exposure to HIV. All interim contacts and
visits, and the results of al interim HIV testswill be documented in participants' study records and
on applicable case report forms.

5.6 Study Endpoint Assessment for Participants Who Withdraw

Participants who withdraw from the study (see Section 3.7) will be asked to participate in an end-
of-study assessment of their HIV status. In the last six months of the study, site staff will initiate
contact with these participants who withdrew from the study and they will be asked to undergo
HIV counsaling and testing only.
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6.0 SOCIAL HARMS

Because of the purely behaviora nature of the intervention, no "biologica" adverse experiences directly
attributable to the intervention are anticipated. Such events have not been identified in the SHIELD study
in Baltimore, nor in the NIDA-funded cohort study of injection drug users conducted by Johns Hopkins
University and Research Ingtitute for Health Sciences of Chang Mai of Chang Mai (RIEHS) in Thailand.
However, given theillega status of drug use, the socia stigmathat surrounds injection drug use and
perceptions of drug users held by many members of the communities in which the study will be conducted,
there are potential social harms that could occur purely as aresult of participation in a study targeting
injection drug users. These could include discriminatory trestment and violence associated with possible
disclosure of participants’ drug or sex-related behaviors or of their HIV serostatus.

In Philadelphia, dl activities involving participants will be conducted in venues that mask the criteria for
study participation. It isimpossible and unwise to think that the primary purpose of the study can be kept
secret (i.e., a prevention study for IDUs) from the community, including the police. An appropriate
working relationship with the local law enforcement agency, which recognizes the urgent need to prevent
HIV in this population, has been established. Such relationships have assisted our outreach staff whose
presence in the community is understood and respected. Site staffs do not disclose the names of
participants to anyone other than members of the field research staff and have strict policies regarding the
Stuations in which discussions of participants can take place, such as staff meetings on topics of
recruitment and follow-up. All interview and laboratory data are securely stored in a confidential manner
with no identifying information other than study number. All identifying

information is stored in a separate and secure area and does not include study numbers. All computerized
information is password-protected and encrypted when saved. Over the past 13 years, this site has
enrolled and followed over 3000 IDUs without any instances of police

intrusion or unwanted disclosure of persona information of any type.

Since 1999, the Chiang Mai site has enrolled amost 1,000 IDUs and has followed 400 IDUs of different
ethnic groups from varying geographic areas in northern Thailand. The site team has established good
relationships with drug users, communities, non-governmenta organizations (NGOs), and governmenta
organizations, including law enforcement agencies, throughout the years. The research team includes staff
from aregiona drug-dependence treatment and rehabilitation center of the Thailand Ministry of Public
Health. Researchers from RIEHS, under the auspices of the Thailand Ministry of University Affairs,
serve as interviewers and counselors from the communities, including hill tribe groups. Information on
participants obtained from interviews in the form of paper questionnaires and laboratory tests are stored in
separate and secure filing cabinets without any personal identifiers except numeric study numbers. All
computerized information is password-protected and encrypted. The Chiang Mai site has never
experienced any intrusion, harassment, or information request from law enforcement agencies or
communities regarding identities of any participant IDUs. However, this siteis not protected by a
Certificate of Confidentiality, which is not recognized by the laws governing Thailand. However, al
cognizant public agencies are fully briefed about the site’s work and the importance of protecting the
confidentiality and identity of al research participants. In 10 years of conducting HIV researchin
marginalized populations in Thailand, there have been no negative experiences in this regard.

Additiond information about protections against social harms can be found in Section 8.5.

6.1 Monitoring of Social Harms
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In order to prevent against adverse social events, “social harms’ will be monitored closely
throughout the study. At each follow-up visit, a series of structured questions will be used to
probe for interpersond, legal, housing and healthcare problems that have occurred as a result of
study participation. All subjects will be aso be reminded of the importance of reporting problems
to study staff between regularly scheduled visits and instructed on how to contact study staff
should problems occur during intervas between visits. When problems are identified, additiona
data regarding the severity and resolution will be described and recorded on a separate reporting
form and will include a description of actions taken by the participant, the site staff, and others to
resolve or respond to the problem. The nature and frequency of these social impact reports will
be monitored by the protocol team as they occur. In addition, these data will be routinely
reviewed by the DAIDS Prevention Data and Safety Monitoring Board (DSMB).

7.0 STATISTICAL CONSIDERATIONS
7.1 General Design

Thisis aPhase I1l, multi-site, two-arm, randomized, controlled study of a network-oriented peer-
education training intervention for prevention of HIV infection through reduction of HIV risk
behaviors among HIV uninfected IDUs and members of their HIV risk networks. All participants
in the study will receive enhanced HIV counseling and testing at screening and semiannually
during follow-up. Indexes in the intervention arm receive a Six-session peer education training
intervention, plus a booster session at six and 12 months, with a maximum of 12 indexes. Indexes
in the control arm receive no additiona training. Primary and secondary endpoints will be
measured on each participant - indexes and network members - every six months for a maximum
of 30 months.

7.2 Study Endpoints
7.2.1 Primary Endpoint

Incident HIV-1 infection in IDU peer networks (indexes and network members) as
determined by the seroconversion agorithm in Appendix I.

7.2.2 Secondary Endpoints— Self reported HIV Risk Behaviors
Sdf- reported HIV risk behaviors for indexes and network members, as follows:

Frequency of injection drug use, by drug

Freguency of sharing of injection equipment (needles, cookers, cotton, and rinse water)
Number of people injection equipment shared with

Frequency of properly disinfecting injection equipment.

Entering into drug treatment

Cessation of injection drug use.

Number of sex partners

Freguency of condom use during sex
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7.2.3 Secondary Endpoints— Community Norms

= Sdf-reported behaviors: Network norms will be measured by aggregating the
sef-reports within networks of the HIV risk behaviors listed above

= Psychometric measures of perceived network group social norms

= Sdf-reports of frequency of peer discussions of risk behaviors

= Sdf-reports of frequency of encouragement by network members to reduce
HIV risk

= Perception of peer risk behaviors

7.2.4 Potential Effect Modifiers, Confounders and Covariates

7.2.4.1 Individual Risk Factors
= Alcohol use
= Demographics
= Noninjection drug use

7.2.4.2 Network Risk Factors

= Network size

= Change in network composition

= Marker of exposure to intervention (tag phrase to measure
contamination across arms)

7.3  Sample Size and Accrual

Sample size estimates are based on a group, randomized design, where all members of a
network are randomized to the same arm. The sample size required with a group-
randomized design is increased depending on the strength of correlation between
outcomes within a network, relative to an individualy randomized design.

Sample size computations use the formulation given by Donner et a®, where the total
number of participants per arm required in adesign with clusters of size n isgiven as:

(Za +Zb )Z(PE (1' PE)+PC(1' Pc))(1+(n' 1)()

2
(PE - Pc)
where Z, ,Z, are standardized Normal quantiles for type | error a and power 1- b,

P. and P, are, respectively, the cumulative probability of seroconversion in the
experimental and control arms, and K is analogous to an intraclass correlation coefficient.
The number of networks required per arm is then %

k can be expressed as.

_B+R - (P +(1-P))

“ 1- [P"+(t- P))
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where P and P, are the probabilities of network concordance, i.e. the probability &l and

none of the members of network seroconvert, respectively. The numerator of K measures
the difference between the actual concordance among clusters and the expected
concordance rate under the assumption of independence, i.e. K measures how much
agreement exists in a cluster beyond the amount expected by chance.

7.3.1

Power for seroincidence endpoints

Philadel phia has established a seroincidence rate of 2 per 100 person-years and the current
rate established in Thailand among IDU is 10.4 per 100 person-years, athough in the sample
Size computations a conservative 8% rate is used. One-third of the networks will enroll in
Philadelphia and two-thirds in Thailand.

Sample size computations are made using the following assumptions:

= Mean seroincidence rate: 6% per year for pooled sites, 8% per year for the Thai sites.

= Lossto follow up 10% per year

= 30 months recruitment, minimum 18 months follow up, maximum 30 months)
= 90% power, 5% Type | error

The formula above is used, substituting for P and P, estimatesP. and P, the average

probability of seroconverting during the study on the experimental and control arms. These
estimates take loss to follow-up and differentia length of follow-up into account.

Table 1: Sample size requirementsfor two-arm group randomized network study

Rate Effect P P, K | Total/arm | Networks | Total/arm | Networks/

farm arm
Mean per network =4 | Mean per network = 3

6% 33% 7.8% 116% 0.1 1671 418 1542 515
0.2 2057 515 1800 600
0.3 2442 611 2057 686
6% 40% 71% 116% 0.1 1112 278 1026 343
0.2 1368 343 1197 400
0.3 1625 407 1368 457
8% 3% 104% 153% 0.1 1246 312 1150 334
0.2 1534 334 1342 448
0.3 1821 456 1534 512
8% 40% 94% 153% 0.1 828 208 765 255
0.2 1020 255 892 298
0.3 1211 303 1020 340

The sample size has been chosen to achieve 90% power to detect a 40% reduction in rate of
infection, from 6% per year to 3.6% per year. This requires 343 networks per arm, assuming
networks of four IDUs followed for an average of 27 months (minimum of 18 month,
maximum of 30 months), with a mean seroincidence evaluation of four people per network
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(HIV-uninfected peer leader and three network members, HIV-uninfected at enrollment) and
loss to follow-up of 10% per year, using two-sided apha of 0.05 and intraclass correlation of
0.2. To achieve the same power to detect a 33% reduction, from 6% to 4%, requires 515
networks per arm.

Enrolling 343 networks per arm implies atotal study enrollment of approximately 2,736
participants. approximately 110-120 networks per arm in Philadelphia (900 totd participants)
and 220-230 networks per arm in Thailand (1,800 total participants).

For the endpoint at the Thailand site alone, assuming a higher seroincidence of 8% per yesr,
90% power to detect a 40% reduction in seroincidence is achieved with 255 networks per
arm; 80% power is achieved with 191 networks.

No prior estimates are available for k . For the design above, 40% reduction from a basgline
of 6% seroincidence with average network size of 4, k of 0.2 corresponds to a 10% increase
in probability of concordance, from 52.25% under independence to 62.25% assuming
correlation within networks. k of 0.3 corresponds to a 14% increase, and 0.1 to a 5%
increase.

7.3.2 Power for Behavioral Endpoints

One third of the networks will be enrolled in Philadelphia, approximately 110 networks per
arm; the remainder will be enrolled in Thailand, approximately 220 per arm. Due to the lower
seroincidence in the Philadelphia site, it will not be possible to assess the effect of the
intervention at that site using primary outcome information. Differences in secondary
outcomes of salf-reported behavioral outcomes will be assessed to evauate the intervention at
the Philadelphia site (as well as in Thailand).

For behaviora endpoints, assuming repeated measurement at each visit and a conservative
average of 15 visits per network [average number of visits per participant = 5, average
number of members = 4, loss to follow-up/year = 10%], the formula above can be used to

estimate the power for change of behavior within the networks. P, and P, arethe

probabilities of a behavior in the previous sx-month period. As shown in Table 2 below, there
is adequate power to detect 10% behavioral change among networks at the Philadelphia site,
depending upon the prevaence in the control arm and the correlation within networks.
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Table2: For network aggregates. Sample size requirementsfor testing proportions with
repeated measurements. cluster size=15

Networks/arm
I:)Exp PControl K Power: 80% Power: 90%
40 50 0.1 62 83
0.2 98 131
0.3 134 179
30 40 0.1 57 76
0.2 20 120
0.3 123 164
20 30 0.1 47 63
0.2 74 99
0.3 101 135
10 20 0.1 32 43
0.2 50 67
0.3 69 92

Similarly, for testing behavioral change amongst the network indexes, sample size estimates
have been computed for repeated measures from the five visits of the index participant: Table
3 shows adequate power at the Philadelphia site for detecting 15% behaviora change in the
networks depending on the correlation within networks and the prevaence in the control arm.

Table3: For network indexes: Sample size requirementsfor testing proportionswith

repeated measurements:. cluster size=5

Networks/arm
P Experimental P Control K Power: 80% Power ;. 90%
35 50 0.1 a7 63
0.2 60 81
0.3 74 9
25 40 0.1 42 56
0.2 54 72
0.3 66 88
15 30 0.1 24 45
0.2 33 57
0.3 43 70
10 20 0.1 55 74
0.2 71 95
0.3 87 116

Thereis close to 90% power for detecting 10% change in behavior in the networks' aggregatesin
the Philadelphia. Thereis close to 90% power for detecting 15% behavior change in the network

indexes at the Philadelphia site.
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7.3.3 Power for Assessment of Intervention Effect on Behavior

In the event of a successful trial outcome based on the primary endpoint, an analysis of
behavioral correlates addresses the question of whether the behavioral changes observed at
both sites make it plausible that the intervention is effective in both sites, Thailand and
Philadelphia. This analysis has two distinct stages. During the first stage, behaviors that are
most important mediators of the intervention effect on HIV seroincidence will be established.
Explicitly, these are behavioral measures that, when added to the model of the effect of the
intervention on seroincidence, 1) have significant coefficients in the expected direction and 2)
substantialy reduce the size of the intervention effect. They are thus correlated with
seroincidence and substantially account for the observed intervention effect. This argues the
plausibility of a behavior being a partial surrogate of the treatment effect.**3** Behaviors
meeting these criteriawill then be used in the second stage of the analysis, which would
examine whether the difference in behavior change observed between the intervention and
control arms is preserved in the two sites. Power calculations are only provided for the
simplest case of a dichotomous outcome, where the analysis reduces to a 2x2 table of
behavior proportions by site and arm.  The null hypothesis States that the relative behavior
change at each site isthe same.  Under the alternative, the behavior change between armsis
different at the sites; formally, the test boils down to atest for a non-zero interaction term.

Presented in Table 4 below are the 80% power boundary probabilities for the given sample
size of the trial, expressed as cell probabilities. Power computations are based on use of
generalized linear models for binomia data. For these calculations, the sample sizeis taken as
fixed by the requirement for adequate power for the primary endpoint, at 343 networks of size
4 per arm, and it is assumed 2/3 of the networks are in Thailand.

It is expected that the probabilities for behaviora endpoints will be in the range of 20-80%, so
power computations are over this range. The upper bound is the probability for the
intervention arm at the Philadelphia site that, if it were true, there would be 80% probability of
detecting it was not the same behavior reduction as seen in Thailand. For example, in the first
row of the table below, it is assumed that a behavior has 80% prevalence in the control armin
both the Philadel phia and Thailand sites at the conclusion of thetria. It is assumed that, in the
intervention arm in Thailand, the prevaence of this behavior is halved to 40%. The null
hypothesis is that the same is true in Philadelphia. If the true prevalence in Philadelphia were
60% or 26%, there would be 80% power to detect this. Three scenarios are considered in
Table 4: prevalence is the same in Philadelphia and Thailand; prevalence is lower, and
prevalence is higher in Philadel phia.
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Table 4: Analysis of behavioral correlates. bounds on probabilities for which thetrial has
80% power to detect differencesin behavior changein Philadelphia vs. Thailand.

Scenario Thailand, Philadelphia, Thailand, Philadel phia, Intervention
Contral Control Intervention Null Lower Upper Bound
Poo Po1 P1o P11 Bound
Equal site 0.8 0.800 0.40 0.400 0.264 0.605
prevalence 05 0.500 0.25 0.250 0.160 0.392
0.2 0.200 0.10 0.100 0.058 0.173
Lower 0.8 0.600 0.40 0.300 0.195 0.460
Philadelphia 05 0.375 0.25 0.188 0.117 0.299
Prevalence 0.2 0.150 0.10 0.075 0.042 0132
Higher 0.8 0.850 0.40 0.425 0.281 0.642
Philadelphia 05 0.625 0.25 0.312 0.202 0.485
Prevalence 0.2 0.250 0.10 0.125 0.074 0211

The dternatives that there is reasonable power to detect seem useful; that is, they represent
clinically relevant differences that are neither too small nor too broad.

There are necessarily severa points of scientific, rather than statistical, interpretation in the
analysis of behavioral correlates. In the first stage of the analysis, there is a judgment of
whether a behavioral measure is a substantial mediator of intervention effect. Given the
multifaceted nature of behavior change, no single behaviora measure would be expected to
fully capture any observed treatment effect.

In the second stage, power calculations are presented for a single dichotomous behavioral
outcome per participant. Thetrial will collect repeated measure data, so thereisarisk the
study will ultimately be overpowered to detect interaction effects. That is, the intervention
effects within each site may be different using a statistical metric, but clinically those
differences may not be relevant. An alternate approach would be to establish aclinicaly
relevant difference and regject behavioral changes as the same using an objective standard.

7.3.4

Issuesin Sample Size Computation

It is possible that indexes or network members assigned to the experimental group will interact
with those assigned to the control. This may attenuate the differences between networks and
lead to an underestimation of the effect of the intervention. To take this in account, the study
has been powered to detect a decrease of 40% (i.e. arelative risk of 0.6), even though in the
SHIELD study, unadjusted OR in excess of 2.0 and adjusted OR as high as 3.0 were
observed in behavior change. See Section 4.1 for additional information regarding the
possibility of contamination.

A proportion of the network members of an HIV-uninfected index will be HIV-infected, so it
may be difficult to attain an average of 4 endpoints per network. However, the unit of
randomization is the network, not the individual, so obtaining fewer assessments within each
network has relatively little effect on power. For example, if the mean assessment were
reduced to 3 per network (640 fewer people), only 120 additiona networks (240 people)
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would need to be enrolled to retain 90% power. In addition, the increased risk of
seroconversion to the HIV-uninfected members of the network from having a HIV-infected
person in their risk network may offset the loss of information. The seroincidence rate and
the average number of network members will be monitored closely during the study to assure
that adequate power is attained.

7.4 Random Assignment

Individuas found digible for participation in the study as an index will be randomized to one of the
two study groupsin aratio of 1:1 aong with their networks. The randomization will be stratified
on study site and blocked (with random sequences of block sizes) within study site to ensure that
the assignment sequence is not predictable and yet ensure that balance between experimental and
control assignments is maintained within each study site over the entire period of recruitment.

7.5 AnalysisPlan
7.5.1 Primary Analysis

= HIV seroincidence
Comparison of HIV seroincidence in the two arms will be based on comparison
of the mean of the aggregate network seroincidence ratesin each arm (i.e.,
average of seroincidence rates within each network). Statistical inference will use
a Generalized Estimating Equation (GEE) approach, as the observations from
each network are correlated. A Poisson distribution has been assumed for an
individual’ s risk of infection over the observed time on study. This leads to GEE
estimation with an overdispersed Poisson family.

=  HIV seroincidencein Thailand

The analysis of seroincidence rates per arm will be repeated for the Thailand site
aone.

7.5.2 Secondary Analysis— Behavioral

= HIV drug and sexual risk behaviors
»  Psychosocial measures of network norms

Both incidence and rates of each risk behavior will be compared between arms
using GEE * and Mixed Linear Models (MLE). Perceived norms reported by
index and network members will be analyzed using GEE*’, MLE and methods for
repeated measurement of ordered categorical responses.

Comparisons will be made between arms for

1. Network aggregates - overdl, between sites,, and within sites

2. In network indexes aone, overall, between sites, and within sites
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3. Between indexes and networks — overal, between dtes, and within sites

4. Between HIV infected and uninfected network members — overall, between
gtes, and within sites.

Covariates adjusting for type and frequency of injected drug, acohol use, drug
treatment, and network characteristics, in addition to demographic variables, will
be considered.

7.5.3 Secondary Analysis— Behavioral Correlates

Partial behavioral surrogates will be identified using the methods referenced in Section
7.3.3. Asdescribed there, models with behavioral measures as outcomes and using site
and intervention arm as covariates will examine whether the intervention effects on
behavior are smilar at both sites.

7.6 Interim Monitoring Process

The duration of the study will be approximately 4 years. It is estimated that the enrollment period
will be approximately 30 months. Study conduct will be monitored regularly by the HPTN Study
Monitoring Committee (SMC) with afocus on issues relating to quality of study conduct, such as
overal and site-specific rates of recruitment, adherence to study interventions and visit schedules,
and retention. The sample size may be adjusted after 12 months if it is apparent that the mean
number of HIV-uninfected network members enrolled is insufficient to achieve adequate power.

The study will also be monitored by the DSMB. Administrative data will be reviewed every 6 months
during the first 18 months of the study. Primary and secondary endpoint data will be monitored annualy.
Sequentia monitoring methods will be used to develop boundary guiddines

for early termination.

The randomization code will be maintained by the research biostatistician at the HPTN Statistical
and Data Management Center. At each interim efficacy anaysis, the chairman of the DSMB will
be given a sealed envel ope with the randomization code enclosed. The DSMB will be encouraged
to conduct unblinded reviews of efficacy data.

8.0 HUMAN SUBJECTS CONSIDERATIONS
8.1 Ethical Review
This protocol, the template informed consent forms contained in Appendices 111 through V will be
reviewed and approved by the HPTN Protocol Review Committee (PRC) and DAIDS Prevention
Science Review Committee (PSRC) with respect to scientific content and compliance with

applicable research and human subjects regulations.

The protocol, site-specific informed consent forms, participant education and recruitment
materias, and other requested documents — and any subsequent modifications — aso will be
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reviewed and approved by the Ingtitutional Review Boards/Ethica Committees (IRBYECS)
bodies responsible for oversight of research conducted at the study sites.

Subsequent to initia review and approval, the responsible local IRBS/ECs will review the protocol
at least annually. The investigator will make safety and progress reports to the IRBYECs at |east
annually and within three months of study termination or completion. These reports will include
the total number of participants enrolled in the study, the number of participants who completed
the study, dl changes in the research activity, and al unanticipated problemsinvolving risksto
human subjects or others. In addition, al detailed results of DSMB reviews of the study will be
provided to the IRBYECs.

8.2 Informed Consent

Written informed consent will be obtained from each study participant. Each study siteis
responsible for developing study informed consent forms for local use, based on the templatesin
Appendices |11 through V, which describe the purpose of the study, the procedures to be followed,
and the risks and benefits of participation, in accordance with all applicable regulations. The study
Ste aso isresponsible for trandating the template forms into local languages and verifying the
accuracy of the trandation by performing an independent back-trand ation.

IDUs with obvious psychiatric impairment that limits their ability to understand and retain study
procedures will be excluded from enrollment (see Section 3.2). Those who are disoriented due to
acute effects of drugs or alcohol at the time of screening will be asked to return at alater time.
These determinations will take place before any formal study procedures begin and be recorded in
arecruitment log. While the informed consent form will be reviewed in itsentirety, emphasis will
be made on the key aspects of participation in the study and therisks. Individuas will be
encouraged to ask questions. In addition, in order to determine that each individua understands
the content of the consent form, individuals will be administered a brief consent quiz designed to
test the participants understanding of the study requirements, risks, expectations, and his/her
rights as a volunteer. Participants will be provided with a copy of their informed consent form.
Informed consent will be an ongoing process and reviewed with participants as needed during
follow-up. Study staff will document the informed consent process including issues discussed
with the volunteer as described in the Study-Specific Procedures Manua (SSP).

8.3 Risks

Study participants may experience discomfort associated with blood sample collection. Blood
sample collection may be associated with pain during blood drawing and subsequent bruising, or in
very rare instances, local infection.

Participants may become embarrassed, worried, or anxious when completing their HIV risk
assessment and/or receiving HIV counseling. They aso may become worried or anxious while
waiting for their HIV test results. Trained counselors will be available to help participants deal
with these fedlings.

Although study sites will make every effort to protect participant privacy and confidentiality, it is
possible that participants involvement in the study could become known to others and that socia
harms may result (i.e., because participants could become known as HIV-infected or at "high risk"
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for HIV infection). For example, participants could be treated unfairly or discriminated against, or
could have problems being accepted by their families and/or communities. In addition, names of
study participants who develop HIV may be required by state or local officials under health
department regulations providing for reporting of communicable diseases, partner notification,
and/or contact tracing (see Section 8.6). Findly, reporting names of study participants who report
(in the context of a counseling session or via response to a questionnaire) an intention to harm self
or others, current or recent child abuse, or current or recent statutory rape may be required by
state or local officias.

8.4 Benefits

There may be no benefit to participantsin this study. However, the study may provide information
that could benefit participants and others in the future. Participants will receive free HIV
counsaling and testing throughout the study and, athough the study cannot provide medical care
and other servicesto participants, study staff will refer participants to other organizations for these
sarvices. In particular, participants who are found to be infected with HIV will be referred to
available medica services, other psychosocia services, and research studies for HIV-infected
persons.

The study will provide information on whether the proposed behaviora intervention reduces the
incidence of HIV infection compared to standard counsaling and testing. If the intervention is
effective, it could be disseminated internationally as a useful strategy for preventing HIV
transmission.

Participation in this study may help participants remain HIV-uninfected through reinforcement of
HIV risk reduction. During the study, participants will receive the most current information and
counseling about how to avoid HIV, aswell as periodic testing for HIV infection. In addition,
study site staff may provide risk reduction materiass, such as condoms and lubricants, as
applicable, to study participants.

8.4.1 Accessto Care

This study provides for periodic HIV-related behavioral risk assessment as well as testing
for HIV infection. Study staff will be trained to refer participants to such services as ST
treatment, drug treatment and/or other psychosocial services, as applicable to the
participant. In the event of HIV infection, study staff will refer participants to appropriate
medica and psychosocia services, as well as monitor their access to follow-up care.

In Philadelphia, participants who test HIV positive at screening and during follow-up will
first be provided supportive counsgling by the research staff at the time of the post-test
vigt. If necessary, community-based counsaling will be arranged. Network members
who test HIV positive at screening will be offered follow-up in the same manner as other
network members, and great care will be taken to prevent the disclosure of their
serostatus. Although treatment options are discussed during the post-test session, often
severa follow-up sessions are required in order to assist the participant to become
engaged with amedical care provider. Subjects are also made aware of research
opportunities that are available to them during these visits. Research staff will schedule
appointments with medical care providers selected by the participant and will arrange
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transportation, if necessary. Treatment options include the Immunodeficiency Clinic at
the Hospital of the University of Pennsylvania, the community-based services of
Philadelphia Fight, or the treatment provided by the Department of Public Health of the
City of Philadelphia

In Thailand, participants who test HIV positive at screening and during follow-up will be
provided supportive counsaling services during the post-test counseling sessions by the
research staff who are certified HIV counselors. Network members who test HIV
positive at screening will be offered followup in the same manner as other network
members, and great care will be taken to prevent the disclosure of their serostatus. HIV
infected participants will be referred during post-test counseling to provincia hospitals or
district AIDS fund clinics. Appropriate prophylactic and symptomatic treatments will be
provided by these referred centers according to Thailand Ministry of Public Health
Guidelines. If requested by participants, transportation and other social services will be
provided regarding the referral. Contact addresses and phone numbers of community
support groups and agencies for HIV-infected persons will be provided to the participants.
Participants who are trained as peer educators will be encouraged to participate in local
HIV prevention activities beyond the duration of research by arranging connection with
HIV prevention community network organizations in northern Thailand.

Participants who complain of physical health problems will be referred to local
government outpatient clinics, where care is provided at very low charge of Baht 30 (U.S.
$0.75). For participants with STI symptoms, referrals will be made to the Communicable
Disease Control, Region 10 STI clinics, where care is provided free of charge. For
network participants who are determined to be HIV-infected at baseline or for
participants who seroconvert during the course of the study, referrals will be made to the
HIV care service at Chiang Mai University Hospita to link participants with an on-going
source of care.

8.4.2 Incentives

The level of compensation that will be provided will be determined in consultation with the
locd Community Advisory Board (CAB) and approved by the local IRB. Participants will
be reimbursed for the costs of lost work, transportation and other costs associated with
study visits. Index participants will be given a one-time payment for recruitment of
eligible network members. The specific amount of reimbursement will be specified in the
informed consent.

8.5 Confidentiality

All study-related information will be stored securely at the study site. All participant information
will be stored in locked file cabinets in areas with limited access. All laboratory specimens,
reports, data collection, process, and administrative forms will be identified by a coded ID number
only to maintain participant confidentiality. All records that contain names or other persond
identifiers, such as locator forms and informed consent forms, will be stored separately from study
records identified by code number. All local databases will be secured with password-protected
access systems.  Forms, lists, logbooks, appointment books, and any other listings that link
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participant |D numbers to other identifying information will be stored in a separate, locked file in
an areawith limited access.

All HIV test results will be kept gtrictly confidential, al counsdling and blood draws will be
conducted in private rooms, and study staff will be required to sign agreements to preserve the
confidentiality of all participants. Study staff will never inform network members of the serostatus
of other members of their group, but counselors will provide general messages about the
prevalence of HIV in the study population in the interests of emphasizing harm reduction.

Participants study information will not be released outside of the study without the written
permission of the participant, except as necessary for monitoring by NIAID and/or its contractors
(e.g., the DAIDS monitoring contractor), representatives of the HPTN CORE, SDMC, and/or
Central Lab (CL), and US or in-country government and regulatory authorities.

8.5.1 U.S. Federal Protections

A Certificate of Confidentiality that appliesto al U.S. study sites will be obtained prior to
initiation of screening from the Department of Health and Human Services. The Certificate of
Confidentiaity states that study staff may not be compelled to disclose study-related
information by any U.S. Federa, State or locd civil, crimina, administrative, or legidative
agency, or other proceedings. The Certificate thus serves to protect the identity and privacy of
study participants at the Philadelphia site.

8.6 Communicable Disease Reporting Requirements

Study staff will comply with all applicable loca requirements to report communicable diseases
identified among study participants to loca hedlth authorities. Participants will be made aware of
all reporting requirements during the study informed consent process.

8.7  Study discontinuation

The study may be discontinued at any time by the sponsors NIAID, the HPTN, or US or in-
country government or regulatory authorities.

8.8 Community Preparedness

Each study site will develop strategies to increase community awareness, knowledge and
acceptance of this study, particularly among populations most likely to be targeted for study
enrollment. Each study site will convene and provide logistical support for a Community Advisory
Board (CAB). The CAB will meet regularly and information will be sought to preemptively
address concerns likely to arise during the study. In addition, the CAB will aso be asked to
comment on study related informationa and educational materias including procedures and
documents related to the informed consent process.
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90 LABORATORY SPECIMENSAND BIOHAZARD CONTAINMENT

9.1 Local Laboratory Specimens

Eight mL of blood will be collected from each participant for HIV testing and stored at the local
laboratory at screening and every six months thereafter.

Each study site will adhere to standards of Good Laboratory Practice, the HPTN Manua of
Operations, and local standard operating procedures for proper collection, processing, labding,
transport, and storage of specimensto the Loca Lab (LL). Specimen collection, testing, and
storage at the LL will be documented using the HPTN Laboratory Data Management System
(LDMS).

9.2 Laboratory Quality Assurance

The HPTN CL has established a proficiency testing program at each study site. CL staff also will
conduct periodic visits to each Site to assess the implementation of on-site laboratory quality
control procedures, including proper maintenance of laboratory testing equipment, use of
appropriate reagents, etc. CL staff will follow-up directly with site staff to resolve any qudity
control or quality assurance problems identified through proficiency testing and/or on-site
assessments.

The HPTN CL will repeat HIV antibody testing on all specimens from HIV seroconverters and a
random sample of stored specimens for quality assurance (QA) purposes. The CL will inform site
staff of the samples selected for quality assurance testing, and site staff will ship the selected
specimensto the CL. All specimenswill be shipped in accordance with the HPTN Manua of
Laboratory Operations and IATA specimen shipping regulations. All shipments will be
documented using the HPTN LDMS.

The CL will test the specimens for HIV antibody and compare the results of their tests with the
results obtained by the local l1abs. CL staff will follow up directly with site staff to resolve any
quality assurance problems identified through this process.

9.3 Specimen Storage

Study site staff will store dl plasma specimens collected in this study at least through the end of
the study. All plasma specimens will be subject to possible quality assurance testing — for HIV
antibody — as described in Section 9.2.

9.4 Biohazard Containment

As the transmission of HIV and other blood-borne pathogens can occur through contact with
contaminated needles, blood, and blood products, appropriate blood and secretion precautions will
be employed by al personne in the drawing of blood and shipping and handling of al specimens
for this study, as currently recommended by the U.S. CDC.
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10.0

ADMINISTRATIVE PROCEDURES
10.1  Study Activation

Following ethical review and approva, study sites will submit required regulatory documentation
— aslisted in the SSP Manual — to the HPTN CORE. CORE staff will work with study site
staff to complete “protocol registration” in accordance with DAIDS procedures.

Pending successful protocol registration and submission of al required documentation CORE staff
will issue a*“ste activation notice”. The study may not begin until a study activation notice is
provided to the Site.

10.2  Study Coordination

Study implementation at al sites will be directed by this protocol as well as a common SSP
manual. This manua will outline procedures for conducting study visits, collecting and submitting
study data, collecting and shipping specimens, and other study operations.

Study case report forms will be developed by the study team and HPTN SDMC. Data will be
recorded on site and transferred to the HPTN SDMC, entered, and cleaned using the DataFax
data management system. Quality control reports and queries will be routinely sent back to the site
for verification and resolution.

Close cooperation between the study site investigators and coordinators, NIAID Representative,
Protocol Coordinator, Biogtatistician, Data Managers, and other study team members will be
necessary to track study progress, respond to queries about proper study implementation, address
issues in atimely manner, and assure consistent participant management, documentation, and
information sharing. Rates of accrual, follow-up, and protocol compliance will be monitored
closely by the study team. Representatives of the HPTN CORE and SDMC also will evaluate
these rates on aregular besis.

10.3  Study Monitoring

On-site study monitoring will be performed in accordance with DAIDS policies. Study monitors
will vigt the steto

= Veify compliance with human subjects and other research regulations and guidelines,

» Assess adherence to the study protocol, study-specific procedures manual, and local
counsaling practices; and

=  Confirm the quality and accuracy of information collected at the study site and entered into
the study database.

Site investigators will alow study monitors to inspect study facilities and documentation (e.g.,
informed consent forms, clinic and laboratory records, other source documents, case report
forms), as well as observe the performance of study procedures. Investigators aso will allow
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ingpection of al study-related documentation by authorized representatives of the HPTN CORE,
SDMC, CL, NIAID, and US and in-country government and regulatory authorities. A site visit log
will be maintained at the study site to document dl vists.

10.4 Protocol Compliance

The study will be conducted in full compliance with the protocol. The protocol will not be
amended without prior written approval by the Protocol Chair and NIAID Program Officer. All
protocol amendments must be submitted to and approved by the relevant IRB(s)/EC(s) and the
DAIDS Regulatory Operations Center prior to implementing the amendment.

10.5 Investigator's Records

The study Site investigator will maintain and store in a secure manner complete, accurate, and
current study records throughout the study. The investigator will retain al study records for at
least three years after submission of the HPTU’sfinal Financial Status Report to DAIDS, which
is due within 90 days after the end of the HPTU’ s cooperative agreement with DAIDS, unless
otherwise specified by DAIDS or the HPTN CORE. Study records include administrative
documentation — including Site registration documents and all reports and correspondence relating
to the study — as well as documentation related to each participant screened for and/or enrolled
in the study — including informed consent forms, locator forms, case report forms, notations of al
contacts with participants, and all other source documents.

10.6 Useof Information and Publications

Publication of the results of this study will be governed by HPTN policies. Any presentation,
abstract, or manuscript will be submitted by the investigator to the HPTN Manuscript Review
Committee and DAIDS for review prior to submission.
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APPENDICES

I. HIV Antibody Seroconversion Testing Algorithm Il Schedule of Visitsand Procedures

START
sample 1
EIA

Report as

sample 1

STOP. Report as HiV-uninfected;
enroll/maintain in study.
A

indeterminate/requires
additional testing.

WB or IFA

Report as HIV-positive/

New
Sample

ind

requires confirmatory testing.

WB or IFA

STOP. HIV infection
confirmed.
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I1. Study Visit Procedures Table

Screening® | Enrollment/ Follow-up
Randomization

Procedures -60 days Day 0 1to4 3 mos 6 mos 9 mos 12 mos Follow-up

to-1days weeks visits every
6 months’

Screening Informed Consent (Indexes only) X

Screening Eligibility Survey X

Baseline Surveys' X

Study Informed Consent X

Risk Reduction Counseling X X X X

Sociad Harms Assessment X X X

HIV Counseling and Testing * X X8 X* X*

Randomization X

Follow-up Surveys” X X X

Locator Information X X X X X X X

Peer Education I ntervention Sessions'" X X

¥ Screening will occur over 2+ visits.

" Follow-up visits will be scheduled every 6 months until the participants’ study end date (minimum of 18 months and a maximum of 30 months). Additional contacts to
update locator information will be made in between semi-annual follow-up visits (e.g. at 3, 9, 15 months, etc).

" Baseline surveys include assessments of HIV risk behavior, network norms, and the intensity of contacts with network members

* Regardless of HIV test results, participants will complete a post-test counseling visit 7-14 days after HIV testing

$If EIA and WB positive, a second sample should be drawn as soon as possible or at the next scheduled visit for western blot confirmation.

" Every 6 months, follow-up, surveys will include assessments of changesin HIV risk behavior, intensity of the intervention delivery by the index, and intervention
contamination in the control group. In addition to these assessments, at 12-month intervals, network norms will be assessed.

™ Index participants randomized to the experimental arm only
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Booster Sessions' X
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11 Sample Informed Consent for Screening of Index Participants

HPTN 037: A phase Il randomized study to evaluate the efficacy of a network-oriented peer
education intervention for the prevention of HIV transmisson among injection drug usersand
their network members, Version 1.0

Principal Investigators. [name and contact information for the site PI]

INTRODUCTION

Y ou are being asked to take part in a screening process, including interviews and HIV counsdling and
testing. This screening processis used to determine if you are able to take part in aresearch sudy. The
research study will test whether an education and counsdling program can reduce the spread of HIV
among drug users by changing peopl€ s behavior. The person in charge of this Sudy &t thisSteis

. Thisstudy is sponsored by the U.S. Nationa Ingtitutes of Health (NIH).

Before you decide whether or not you want to take part in the screening process, you need to know the
purpose of the screening, the possible risks and benefits, and what will be expected of you if you decide
to participate. This consent form will give you information about the screening process. The sudy Staff
will discuss the screening with you. They will answer any questions that you have. After the screening
has been fully explained to you, you can decide whether or not you want to participate. Thisprocessis
cdled informed consent. If you decide to participate in the screening, you will be asked to sign this
consent form or make your mark in front of someone. Y ou will be offered a copy to keep.

At the end of the screening process, you will find out if you are eigible for the reseerch sudy. If you are
digible, the study staff will fully explain the study to you and answver any questionsthat you have. After
the study has been fully explained to you, if you decide to participate, you will be asked to sgn another
consent form to participate in the study.

VOLUNTARY PARTICIPATION
Y ou mugt know certain things:
= Your paticipation in the screening process is entirely voluntary.
= You may decide not to participate in the screening or to withdraw from the screening at any
time without loosing the benefits of your sandard medica care or other services.
= If you decide not to participate in the screening process, you can gill join another research study
later, if oneis available and you qudify.
= Evenif you agreeto participate in the screening, you do not have to join the research study.

PURPOSE OF THE SCREENING

The purpose of the screening process is to determine if you are digible for aresearch study that will test
an education and counseling program to reduce the spread of HIV by changing peopl€' s behavior. The
study will take place inthe U.S. and Thailand. A tota of about 2640 people will participate in the sudy
in these two countries.
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SCREENING PROCEDURES

Overview

The screening process will take about 2 months. During this time you will be asked to cometo the
study dlinic three or moretimes. At the firgt visit, you will be asked some questions about yoursdlf,
including questions about your sexud and drug use practices. Y ou will be offered HIV counsding and
testing. About one week later, you will return to this study clinic to learn your HIV test results and
recelve counsdling. To be digible to participate in the research study, you must recruit at least two other
people with whom you have sex or take drugs to participate in the study. Y ou will be asked to provide
adescription of these people and their initids to the sudy staff. The study staff will not contact these
individuas directly. Y ou will be given a card to give to each person to bring back to the study dlinic for
screening. These individuals must come to the dlinic for screening within three weeks of the vigt at
which you are told your HIV test result. Some people may not be able to join the study because of
information found during the screening.

Screening Vigt # 1:

Thefirgt screening visit will last aout 1 hour and may proceed today if you are willing. To find out if
you are digible for the study, the sudy staff will ask you some persond questions about your sexua
practices and drug use. Y ou may fed embarrassed by these questions. Y ou may choose not to answer
any of these questions. Y ou will aso be asked to provide the initias and a short description of at least
two people with whom you have sex or do drugs and whom you would be willing ask to aso participate
inthestudy. A study staff member will draw a sample of about 8 ml of blood (about 2 teaspoons or
local equivaent) from you to be tested for HIV. The study staff will aso ask you to provide information
on where you can be contacted.

Screening Vigt #2:

The second screening vidt will take place about one week after the first vist and will last about one
hour. At thisvist, you will be given your HIV test result. The study staff will talk with you about the
meaning of your HIV test result and how you fed about it. Y ou must receive your HIV test result to be
eigiblefor the research study.

If you are infected with HIV, study staff will counsdl you about what this means and how to avoid
passing the virus to other people. Y ou will given information about where you can go for additiond
counseling and help, and you will be referred for medicad care and treatment. Y ou will aso betold
about any other research studies for which you may be digible.

If you are NOT infected with HIV and you meet dl of the other digibility criteria, the sudy staff will fully
explain the purpose and the risks and benefits of the research study to you. They will explain what will
be expected of you if you decided to participate. If you are willing to participate in the research study,
you will be asked to sgn another consent form. Y ou will be asked to proceed with recruiting at least
two other people to participate in the study. These will be the people whose initids and description you
gave the sudy gaff a the first screening vist. The study staff will give you an identification card to give
to each person to bring into the study clinic for screening. The study staff will not contact these people
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directly. During the next three weeks, these individuas may come to the clinic at any time for sudy
screening.

Y ou will be given an gppointment to return to the study clinic three weeks later.

Screening Vigt #3

Thethird vigt will take place three weeks after you learn your HIV test result and will last only about
haf an hour. At thisvist, you will be told whether you are digible to participate in the research study.
For you to be digible, a least two of the individuas you identified must be dso be digible for the
research study and willing to participate. If you are éigible for the study, you will be given an
gppointment for your next sudy vist.

RISKSAND DISCOMFORTS
Blood drawing may cause pain and bruising at the place where the blood is taken. Sometimes, drawing
blood causes people to fed lightheaded or even faint. Getting an HIV test may cause you anxiety.

We will make every effort to protect your privacy and confidentiaity while you arein this study.
However, it is possible that you could have problemsif people learn that you arein this study. People
may think that you are infected with HIV or at risk of HIV because of sexud behavior or drug use.  If
you are infected with HIV, you may have problems finding or kegping ajob. Y ou may be treated
unfairly by others, including your family and community.

[ Stesto include/amend the following if applicable: | State regulations require the sudy staff hereto
report the names of people who test positive for HIV to the [local hedth authority]. Outreach workers
from the [health authority] may then contact you about informing your partners, sSince they aso should
be tested. If you do not want to inform your partners yourself, outreach workers will tdll them of ther
possible exposure to HIV, according to the confidentidity guiddines of the [health authority].

POTENTIAL BENEFITS
Y ou may receive no direct benefit from this screening. However, the screening will provide you with
information about HIV and your HIV datus.

REASONSWHY YOU MAY BE WITHDRAWN FROM THE SCREENING WITHOUT
YOUR CONSENT
The study gtaff may need to withdraw you from the screening early without your permission for the
following reasons
- Theresearch study is cancelled by the sponsor (U.S. Nationd Ingtitutes of Health (NIH)), the local
government or regulatory agency, or the Inditutional Review Board (IRB). (An IRB isacommittee
that watches over the safety and rights of research subjects.)
The Data Safety Monitoring Board (DSMB) recommends that the study be stopped early. (A
DSMB is an outside group of experts who monitor the study.)
Y ou are not able to attend the study visits or follow the procedures required by the studly.

HPTN 037, revised version 1.0 Page 50 of 59 April 3, 2002



NEW FINDINGS
You will betold of any new information learned during the course of the screening that might cause you
to change your mind about continuing to participate.

COSTSTO YOU FOR YOUR PARTICIPATION

There will be no cost to you for screening vidts, laboratory tests or other procedures.  For

each scheduled visit that you attend during the screening, you will be paid for your time and travel
expenses. [Local amount to be specified in site specific consent.]

CONFIDENTIALITY OF RECORDS

All effortswill be made to keep your persond information confidentia to the extent permitted by law.
Persona information from your study records will not be released without your written permisson. You
will be identified by a code number known only to you and the study Staff.

All information about you will be marked by this number — not your name. However, study records that
could be used to identify you may be reviewed by the study sponsor and their authorized study
monitors, local government or regulatory agencies, or by the [insert name of site] IRB. Y our name will
never be used in any publication or presentation about this screening process or about the research

study.

The study staff may contact you to remind you about screening visits. When they contact you, the study
gaff will not tell anyone about your participation in the screening or about your HIV status.

For U.S. ste: (Certificate of Confidentidity sample language)

In addition to the efforts made by the study staff to help keep your personal information
confidential, we have obtained a Certificate of Confidentiality fromthe U.S. Federal
Government. This certificate protects researchers from being forced to tell people who are not
connected with this study, such as the court system, about your participation or any information
that you give us for study purposes. Any publication of this study will not use your name or
identify you personally.

Evenwith the Certificate of Confidentiality, if the study staff learn of possible child abuse and/or
neglect or arisk of harmto you or others, we will be required to tell the proper authorities.

RESEARCH RELATED INJURY

If you are injured as aresult of this screening process, you will be given immediate treatment for your
injuries. However, you may have to pay for this care. There is no program for compensation either
through this ingtitution or the study sponsor (the U.S. Nationa Ingtitutes of Health (NIH)). Y ou will not
give up any of your legd rights by signing this consent form.

RESEARCH SUBJECTS RIGHTS
Taking part in the screening process is completely voluntary. Y ou may choose not to take part in the
screening or leave the screening at any time. Y ou will be treated the same no matter what you decide.
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PERSON TO CONTACT FOR PROBLEMSOR QUESTIONS
For questions about the screening process or a research-related injury, contact:

[site insert name of the investigator or other study staff]
[site insert telephone number and physical address of above]

For questions about your rights as a research subject, contact:
[Siteinsert name or title of person on the Institutional Review Board (IRB) or other organization

appropriate for the site]
[siteinsert telephone number and physical address of above]

SIGNATURE PAGE

If you have read this consent form (or had it explained to you), al your questions have been answered
and you agree to take part in this screening process for a research study, please sign your name or
make your mark below.

Participant’s Name (print) Participant’ s Signature and Date
Study Staff Conducting Study Staff Signature and Date

Consent Discussion (print)

Witness Name (print) Witness' s Signature and Date

(As appropriate)
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IV. Sample Informed Consent for Enrollment of Index Participants

HPTN 037: A phaselll randomized study to evaluate the efficacy of a network-oriented peer
education intervention for the prevention of HIV transmisson among injection drug usersand
their network members, Version 1.0

Principle Investigators: [name and contact information for the site PI]

INTRODUCTION

Y ou are being asked to take part in the research study named above.  The person in charge of this
dtudy at thissteis . Thisstudy is sponsored by the U.S. Nationd Ingtitutes of Hedlth
(NIH).

Before you decide whether or not you want to take part in this research study, you need to know the
purpose of the study, about the possible risks and benefits, and what will be expected of you if you
decide to participate. This consent form provides information about the sudy. The study staff will dso
discuss the study with you. They will answver any questions that you have. After the study has been fully
explained to you, you can decide whether or not you want to participate. This processiscdled
informed consent. If you decide to participate in the sudy, you will be asked to sgn this consent form
or make your mark in front of someone. Y ou will be offered a copy to keep.

VOLUNTARY PARTICIPATION

It isimportant that you know certain things:
Y our participation in the sudy is entirdly voluntary.
Y ou may decide not to participate or to withdraw from the study at any time without losing the
benefit of your standard medical care or other services.
If you decide not to participate in this study, you can il join another research study later, if oneis
avallable and you qudify.

PURPOSE OF THE STUDY

The purpose of the research study is to determine whether an education and counsgling program can
reduce the spread of HIV by changing peopl€ s behavior.  The study will take place in the United
States and Thailand. A total of about 2640 people will participate in the study in these two countries.

If you agree to participate in the study, the duration of your participation will be about ayear and a haf
to two and ahdf years, depending on when you join the sudy.

STUDY PROCEDURES

If you agree to take part in the study, you will be assigned to one of two groups. Which group you are
inisdecided by chance, like tossng acoin. About haf of the participants will be in each group.
Participants in both groups will be asked to return to the dinic every sx monthsfor HIV counsdling,
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HIV testing and a questionnaire on sex and drug use. Participantsin one of the groupswill aso be
asked to participate in an additiona training and education program as described below.

Follow-up vists

All participantsin the study will be asked to return to the sudy clinic every six months after enrollment
(atotd of about 3 to 5 times depending on when you enrall in the study). Each follow-up vist will last
about one hour. At each of these vigits, you will be asked questions about your sex and drug use
behaviors. Y ou will be counseled about how to prevent HIV transmission and about HIV testing. At
each follow-up vist, asample of about 8 ml (about 2 teaspoons or loca equivaent) of blood will be
drawn for HIV testing. Y ou will be told when you can return for your test results. The study staff will
talk with you about the result of your last HIV test and what it means.

If, a anytime during the study, your test result shows that you are infected with HIV, the study staff will
contact you in person as soon as possible. 'Y ou may be asked to give another 5 ml sample of blood to
confirm the result. The study gaff will talk to you about your test result, how you fed about it and how
to avoid passing HIV to other people. The staff will give you information on where to go for additiond
counseling, medica care and trestment. They will dso tdll you about any other research studies for
which you may be digible. Y ou will be asked to continue in the study as scheduled.

Other Contacts

Between each of the sx-month follow up vists, the study staff will contact you to remind you of your
next visit and to update the contact information they have for you. Study staff may aso contact the
individuas whose names you provided and agreed to be in the study directly in order to find you.

Education and training sessions

Individuas assigned to the group receiving additional education and training will be asked to participate
in 6 training sessions during the first month of the study. Each sesson will include about 8 to 12
participants and will last about two hours. Participantsin this study group will so be asked to
participate in two additiond training sessons — one about 6 months after enrollment in the study and the
other about 12 months after enrollment in the study. Each of these two training sessons will last about 1
hour. The purpose of the education and training sessons isto teach participants how to talk with their
peers about reducing the risk of acquiring or trangmitting HIV. The sessonswill focus on changing
certain behaviors that put people at risk for HIV, such as unprotected sex and sharing needles for
injection of drugs. The education and training sessions may be audio taped. The reason for taping these
sessionsis so that the study staff can be sure they are being conducted properly. The audiotapes will
not be linked to you or your voice.

RISKS AND DISCOMFORTS

Blood drawing may cause pain and bruising at the place where the blood is taken. Sometimes, drawing
blood causes people to fed lightheaded or even faint. The questions about your sexud activity and drug
use might make you uncomfortable or embarrassed. Getting an HIV test may cause you anxiety.
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We will make every effort to protect your privacy and confidentidity while you are in this study.
However, it is possible that you could have problems if people learn that you are in this sudy. People
may think that you are infected with HIV or at risk of HIV because of sexud behavior or drug use.  If
you areinfected with HIV, you may have problems finding or keeping ajob. Y ou may be treated
unfairly by others, including your family and community.

[ Stes to include/amend the following if applicable: | State regulations require the study staff hereto
report the names of people who test positive for HIV to the [locd health authority]. Outreach workers
from the [hedlth authority] may then contact you about informing your partners, snce they aso should
be tested. If you do not want to inform your partners yourself, outreach workers will tell them of their
possible exposure to HIV, according to the confidentiaity guidelines of the [hedth authority].

POTENTIAL BENEFITS

Y ou may receive no direct benefit from this research sudy. However, information learned from this
research sudy may help othersin the future. The HIV testswill provide you with information about
your HIV status. Y ou will dso learn how to avoid becoming infected with HIV.

REASONSWHY YOU MAY BE WITHDRAWN FROM THE STUDY WITHOUT YOUR
CONSENT
The study staff may need to take you off the study early without your permission if:
The research study is cancelled by the sponsor (U.S. National Ingtitutes of Hedlth (NIH)), the local
government or regulatory agency, or the Inditutional Review Board (IRB). (An IRB isacommittee
that watches over the safety and rights of research subjects.)
The Data Safety Monitoring Board (DSMB) recommends that the study be stopped early. (A
DSMB is an outside group of experts who monitor the study.)
Y ou are not able to attend the study visits or follow the procedures required by the study.
If the udy staff believe that isit unsafe for you to continue in the study for any reason.
Other adminidrative reasons

NEW FINDINGS
You will betold of any new information learned during the course of the study that might cause you to
change your mind about staying in the study.

ALTERNATIVESTO PARTICIPATION

If you choose not to participate in this study or are not igible to participate, you can go to aloca
hedlth center for HIV testing and counsdling. Counsdling that you receive may be different than
counsdling offered in the Study.

COSTSTO YOU

There will be no cost to you for study-related visits, HIV tests or other procedures.

For each scheduled visit that you attend during the study, you will be paid for your time and travel
expenses. You will aso receive a one-time payment for each individua you named during screening thet
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comes to the study clinic (for up to 5 individuas). [ Local amount to be specified in site specific
consent.]

CONFIDENTIALITY OF RECORDS

All efforts will be made to keep your persona information confidential to the extent permitted by law.
Personal information from your study records will not be released without your written permission. You
will be identified by a code number known only to you and the study staff. This number — not your name
will mark dl information about you. However, study records that could be used to identify you may be
reviewed by the study sponsor and their authorized study monitors, local government or regulatory
agencies, or by the IRB. Y our name will never be used in any publication or presentation about this
screening process or about the research study.

All contact for follow-up visits will be handled carefully to keep your participation in this study confidentia.

For U.S. dte: (Certificate of Confidentiaity sample language)

In addition to the efforts made by the study staff to help keep your personal information
confidential, we have obtained a Certificate of Confidentiality fromthe U.S. Federal
Government. This certificate protects researchers from being forced to tdl people who are not
connected with this study, such as the court system, about your participation or any information
that you give us for study purposes. Any publication of this study will not use your name or
identify you personally.

Evenwith the Certificate of Confidentiality, if the study staff learn of possible child abuse and/or
neglect or arisk of harmto you or others, they will be required to tell the proper authorities

RESEARCH RELATED INJURY

If you areinjured as aresult of being in this research study, you will be given immediate trestment for
your injuries. However, you may have to pay for thiscare. Thereisno program for compensation
ether through thisingtitution or the study sponsor (the U.S. Nationd Indtitutes of Hedth (NIH)). You
will not give up any of your legd rights by signing this consent form.

PERSONSTO CONTACT FOR PROBLEMS OR QUESTIONS
For questions about this study or a research-rlated injury, contact:

[site insert name of the investigator or other study staff]
[site insert telephone number and physical address of above]

For questions about your rights as a research subject, contact:
[Site insert name or title of person on the Institutional Review Board (IRB) or other organization

appropriate for the site]
[ site insert telephone number and physical address of above]
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SIGNATURE PAGE

If you have read this consent form (or had it explained to you), al your questions have been answered
and you agree to take part in this study, please sign your name or make your mark below.

Participant’ s Name (print) Participant’ s Signature and Date
Study Staff Conducting Study Staff Signature and Date

Consent Discussion (print)

Witness Name (print) Witness' s Signature and Date

(As appropriate)
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V. Sample Informed Consent for Screening and Enrollment of Network Members

HPTN 037: A phaselll randomized study to evaluate the efficacy of a network-oriented peer
education intervention for the prevention of HIV transmission among injection drug usersand
their network members, Version 1.0

Principle Investigators. [name and contact information for the site PI]

INTRODUCTION

Y ou are being asked to take part in the research study named above because someone that you know
asked you to participate. The research study will test whether an education and counsdling program can
reduce the spread of HIV by changing people s behavior. The person in charge of this study &t thisSite
is . Thisstudy is sponsored by the U.S. Nationd Ingtitutes of Hedlth (NIH).

Before you decide whether or not you want to take part in the research study, you need to know the
purpose, about the possible risks and benefits, and what will be expected of you if you decide to
participate. This consent form will give you information about the research sudy. The study staff will
discuss the study with you. They will answer any questions that you have. After the study has been fully
explained to you, you can decide whether or not you want to participate. This processiscdled
informed consent. If you decide to participate in the study, you will be asked to sgn this consent form
or make your mark in front of someone. Y ou will be offered a copy to keep.

VOLUNTARY PARTICIPATION

Y ou must know certain things:

- Your participation in the research sudy is entirely voluntary.
Y ou may decide not to participate in the study or to withdraw from the study at any time without
loosing the benefits of your standard medical care.
If you decide not to participate in the sudy, you can il join another research Sudy later, if oneis
avalable and you qudify.

PURPOSE OF THE STUDY

The purpose of the research study is to determine whether an education and counsgling program can
reduce the spread of HIV by changing peopl€' s behavior. The study will take place in the United States
and Thailand. A tota of about 2640 people will participate in the study in these two countries. If you
agree to participate in the study, the duration of your participation will be about al¥2to 2Y% years,
depending on when you join the study.

STUDY PROCEDURES

Screening and enrollment

If you agree to participate in the study, your first visit will proceed today, if you arewilling. Y ou will
first be asked some questions about yoursdf to seeif you are digible to take part in the sudy. Some
people may not be digible based on the responses to these questions. Y ou will aso be asked questions
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about your sexud and drug use practices. The study staff will tak with you about HIV, how it is
transmitted and what you can do to protect yoursalf and others from becoming infected. The study staff
will draw asample of about 8 ml (about 2 teaspoon or loca equivaent) of blood from your arm for
HIV testing. Y ou will betold when you can return to the clinic for your HIV test result. 'Y ou must
recelve your test result to be igible for the research study. Y ou will be asked to provide information
on where the study staff can contact you. Y ou will be given an appointment to return to the study dlinic
in 9x months.

Your find digibility for participation in the study depends on whether the person who referred you to the
study isdso digible. The study staff will contact you at the address or telephone number that you
provide to inform you whether you are digible and have been enrolled in the study.  If S0, they will dso
confirm the date of your next study visit.

Follow-up vigts

Y ou will be asked to return to the study dlinic every sx months after enrollment (atotd of about 3t0 5
times depending on when you enroll in the study). Each follow-up visit will last about one hour. At each
of these vidits, you will be asked questions about your sex and drug use behaviors. Y ou will be
counseled about how to prevent HIV transmission and about HIV testing. At each follow-up vist, a
sample of about 5 ml (about 1 teaspoon or local equivaent) of blood will be drawn from your arm for
HIV testing. Y ou will be told when you can return for your test results. The study staff will talk with you
about the result of your last HIV test and what it means.

If, at anytime during the study, your test result shows that you are infected with HIV, the study staff will
contact you in person as soon as possible. Y ou may be asked to give another 5 ml sample of blood to
confirm theresult. The study staff will talk to you about your test result, how you fed about it, and how
to avoid passing the virus to other people. They will provide you information on where to go for
additiond counsdling and hdp. They will refer you for medicad care and treetment. They will dso tell
you about any other research studies for which you may be digible. Y ou will be asked to continue in
the study as scheduled.

Contact vigits

Between each of the six-month follow up vidts, the study staff will contact you to remind you of your
next visit and to update the contact information they have for you. Study staff may aso contact the
person, who referred you for participation in the sudy, directly in order to find you.

RISKS AND DISCOMFORTS

Blood drawing may cause pain and bruising at the place where the blood is taken. Sometimes, drawing
blood causes people to fed lightheaded or even faint. The questions about your sexud activity and drug
use might meke you uncomfortable or embarrassed. Getting an HIV test may cause you anxiety.

We will make every effort to protect your privacy and confidentidity while you are in this sudy.
However, it is possible that you could have problems if people learn that you arein this study. People
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may think that you are infected with HIV or at risk of HIV because of sexud behavior or drug use.  If
you areinfected with HIV, you may have problems finding or keeping ajob. Y ou may be treated
unfairly by others, including your family and community.

[ Stes to include/amend the following if applicable: | State regulations require the study gtaff hereto
report the names of people who test positive for HIV to the [locd health authority]. Outreach workers
from the [hea th authority] may then contact you about informing your partners, since they aso should
be tested. If you do not want to inform your partners yourself, outreach workers will tell them of their
possible exposure to HIV, according to the confidentidity guideines of the [hedth authority].

POTENTIAL BENEFITS

Y ou may receive no direct benefit from this research study. However, information learned from this
research sudy may help othersin the future. The HIV testswill provide you with information about

your HIV gatus. You will aso learn how to avoid becoming infected with HIV if you are uninfected
with HIV. If you are infected with HIV, you will learn how to avoid infecting other people.

REASONSWHY YOU MAY BE WITHDRAWN FROM THE STUDY WITHOUT YOUR
CONSENT
The study gtaff may need to take you off the study early without your permission if:
The research study is cancelled by the sponsor (U.S. National Ingtitutes of Hedlth (NIH)), the local
government or regulatory agency, or the Inditutional Review Board (IRB). (An IRB isacommittee
that watches over the safety and rights of research subjects)
The Data Safety Monitoring Board (DSMB) recommends that the study be stopped early. (A
DSMB is an outside group of experts who monitor the study.)
You are not able to attend the study visits or follow the procedures required by the studly.
If the Sudy investigator believesthat is it unsafe for you to continue in the study for any reason.

NEW FINDINGS
You will betold of any new information learned during the course of the study that might cause you to
change your mind about staying in the study.

ALTERNATIVESTO PARTICIPATION

If you choose not to participate in this study or are not digible to participate, you can go to aloca
hedlth center for HIV testing and counsdling. Counsdling that you receive may be different than
counsdling offered in the study. Y ou may also have to pay for your HIV testing.

COSTSTO YOU
Therewill be no cost to you for study-related vidts, HIV tests, or other procedures.

PAYMENT FOR SCHEDULED VISITS
Y ou will be compensated for each scheduled vist that you attend during the study. Y ou will receive
payment only for time and travel expenses. [Local amount to be specified in site specific consent.]
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CONFIDENTIALITY OF RECORDS

All effortswill be made to keep your persond information confidentia to the extent permitted by law.
Persona information from your study records will not be released without your written permisson. You
will be identified by a code number known only to you and the study Staff.

All information about you will be marked by this number — not your name. However, study records that
could be used to identify you may be reviewed by the study sponsor and their authorized study
monitors, local government or regulatory agencies or by the IRB. 'Y our name will never be used in any
publication or presentation about this screening process or about the research study.

All contact for follow-up vistswill be handled carefully to keep your participation in this study
confidentid.

For U.S. ste: (Certificate of Confidentidity sample language)

In addition to the efforts made by the study staff to help keep your personal information
confidential, we have obtained a Certificate of Confidentiality fromthe U.S. Federal
Government. This certificate protects researchers from being forced to tell people who are not
connected with this study, such as the court system, about your participation or any information
that you give us for study purposes. Any publication of this study will not use your name or
identify you personally.

Evenwith the Certificate of Confidentiality, if the study staff learn of possible child abuse and/or
neglect or arisk of harmto you or others, they will be required to tell the proper authorities

RESEARCH RELATED INJURY

If you areinjured as aresult of being in this research study, you will be given immediate trestment for
your injuries. However, you may haveto pay for thiscare. Thereisno program for compensation
ether through this inditution or the study sponsor (the U.S. Nationd Ingtitutes of Hedlth (NIH)). You
will not give up any of your legd rights by sgning this consent form.

PERSONS TO CONTACT FOR PROBLEMS OR QUESTIONS
For questions about this study or aresearch-related injury, contact:

[site insert name of the investigator or other study staff]
[site insert telephone number and physical address of above]

For questions about your rights as a research subject, contact:
[siteinsert name or title of person on the Institutional Review Board (IRB) or other organization

appropriate for the site]
[site insert telephone number and physical address of above]
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SIGNATURE PAGE

If you have read this consent form (or had it explained to you), dl your questions have been answered
and you agree to take part in this study, please sgn your name or make your mark below.

Participant’ s Name (print) Participant’ s Signature and Date
Study Staff Conducting Study Staff Signature and Date

Consent Discussion (print)

Witness Name (print) Witness' s Signature and Date

(As appropriate)
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