SUMMARY OF CHANGES
INCLUDED IN THE
FULL PROTOCOL AMENDMENT TO:

HPTN 058: A PHASE 111 RANDOMIZED CONTROLLED TRIAL TO EVALUATE THE
EFFICACY OF DRUG TREATMENT IN PREVENTION OF HIV INFECTION AMONG
OPIATE DEPENDENT INJECTORS,

VERSION 1.0, DATED 7 OCTOBER 2005

THE AMENDED PROTOCOL ISIDENTIFIED AS
FINAL VERSION 2.0 AND DATED 16 September 2008

Summary of Revisions and Rationale

The modifications included in this protocol amendment and the rationale are summarized briefly below
and detailed in the ‘implementation’ section that follows. The modifications are presented generally in
order of their first appearance in the study protocol.

With this amendment, the additional information included in Clarification Memo #1 to Version 1.0, dated
21 December 2005, Clarification Memo #2 to Version 1.0, dated 23 June 2006, Clarification Memo #3 to
Version 1.0, dated 6 July 2007, and Letter of Amendment #1 to Version 1.0, dated 6 December 2006 are
formally incorporated into the protocol document.

HPTN 058 study investigators will submit this Summary of Changes and the corresponding protocol
Version 2.0 to all relevant regulatory authorities and Institutional Review Boards/Ethics Committees
(IRBS/ECs) for approval. Upon completion of protocol registration procedures with the DAIDS
Regulatory Compliance Center, Version 2.0 of the protocol may be implemented.

1. Theprimary objective of the study will now be to measure long-term (104 weeks) reduction in
death aswell as cumulative HIV incidence in the BUP/NX substitution arm compared to the
short-term BUP/NX detoxification arm. Reduction in average HIV incidence and death overall
and at 52 and 156 weeks has been listed as one of the secondary objectives. HIV incidence rates
and death rates are also listed separately as secondary endpoints. This change ensued after
protocol team discussion of an FDA comment, noting that assuming censoring due to death was
non-informative would possibly lead to biasin the Kaplan-Meier estimates of HIV infection rates.
The protocol team recognizes the very real potential for a substantial treatment effect on death
outcomes in addition to HIV infection, given that a significant cause of death among injection
drug usersisrelated to injection drug behaviors, e.g. overdose. Thusit was concluded it was
appropriate to include death in the primary endpoint for the intervention evaluated in thistrial.
Since death will now be a primary endpoint, information on death must be obtained from externa
sources such as death certificates or other documentation of death.

2. Theteam roster has been updated to reflect changesin contact information and personnel.

3. The sample size has been slightly increased from 1460 (730 in each arm) to 1500 (750 in each
arm) as aresult of the change in the primary objective combined with a dight decreasein the
expected HIV seroincidence rate. The sample size target for each site will be based on estimated
seroincidence and feasibility of enrolling the study population. Site accrual targetswill be closely
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monitored and adjusted as needed in response to site performance, while balancing the need to
achieve targeted event rates.

4. The name of “booster sessions’ has been changed to “monthly counseling sessions.” This change
isto reflect that these sessions are a key part of the core intervention and are not just auxiliary to
the intervention. Additionally, these sessions must occur with individual participants and can no
longer be conducted in groups.

5. Theduration of the safety phase has been increased to 30 weeks (26 weeks for enrollment, plus
four weeks follow-up of last enrolled participant) to alow for a more gradual scale up of monthly
enrollment rates at the start of the study. Additionally, language has been updated regarding the
primary purpose of the safety phase.

6. Specific referencesto the study sites being only in China and Thailand have been del eted
throughout to allow for the future addition of study sites.

7. Thedescription of the study design (Section 2.3) specifies that participants will have routine urine
testing for opiates and other commonly abused drugs. The protocol has been modified throughout
to indicate that urine testing will not be solely for opiates.

8. Thecriteriathat a participant in the detoxification arm must meet in order to qualify for a second
round of Suboxone detoxification have been clarified in Section 2.3 to include only the criteria
for opiate dependence and no contraindications for study drug usage as indicated in other sections
of the protocol. Additionally, women who complete a second round of detoxification will have
another pregnancy test approximately 4 weeks after the first dose of the detoxification.

9. Anevauation of the informed consent participant comprehension quiz has been added after the
signing of the enrollment informed consent. The objectives of this evaluation are 1) to evaluate
the acceptability of the quiz as atool for judging the quality of informed consent in
internationally collaborative HIV prevention research; 2) to measure participants' opinions about
the quiz and the overall informed consent process; and 3) to assess the relationship of these
metrics to participants socio-demographic characteristics, reported drug use, enrollment
outcomes, and participant retention. In addition, by using data collected during the
comprehension quiz and evaluation it will be possible to pinpoint which concepts are NOT being
successfully explained to study participants during the informed consent process and to use this
information to refine or enhance the process of abtaining informed consent in thetrial if
necessary.

10. Version 1.0 of the protocol specified that acceptability assessments would be completed at weeks
2 and 4 during the safety phase of the study. This has been modified to include acceptability
assessments at week 4 only to allow participants more time to reflect on their experience with
study participation.

11. The screening and follow-up HIV testing algorithms have been revised. When performing
HIV testing at screening and follow-up, siteswill be required to perform two rapid HIV tests
and confirm all positive or discordant results. Changesto the algorithmswill result in greater
confidence in screening and endpoint determination. Additionally, the requirement that rapid
tests be performed on venous blood has been removed to alow greater flexibility for
screening.
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12. Four exclusion criteria have been re-worded to clarify meaning, to be more specific and/or to
improve operationalization. Specifically, to prevent individuals from leaving another treatment
program just to enrall in the study, the exclusion criterion related to treatment for opioid
dependence has been elaborated to indicate that participants cannot currently be receiving
treatment guided by a clinician or have received treatment within the last twelve weeks. Also, the
criterion related to dependence on alcohol and benzodiazepines has been strengthened because of
safety concernsrelated to use of Suboxone in participants who are dependent on these substances.

13. The protocol has been clarified to allow for potential participantsto be re-screened for the study
only once after 30 days from the initial screening blood draw.

14. An HIV assay to screen individuals for evidence of recent infection (BED and other assays) will
be performed at sites participating in evaluation of HIV incidence for individuals who have a
positive confirmatory HIV test at screening. Samples from individual s with positive BED and
other assay results will be shipped to the HPTN Network Laboratory for additional testing with
other assays. The assays for HIV incidence, which will be performed on batched specimens, will
give a cross-sectional estimate of incidence within the IDU population. This early incidence
information will give guidance to the HPTN in determining the feasibility of conducting thetrial
at the existing study sites, and the impact on sample size. Only those HIV -positive patients who
consent to screening will be included in the extratesting. Since assays for estimating recent
infection are not approved for clinica use, results will not be provided to participants.

15. Thelanguage in section 3.5.1 that indicated that participants who are absent from study visits for
more than 12 weeks could not resume study drug dosing or counseling has been removed. The
protocol team would like participants to be exposed to as much of the intervention as possible for
clinical benefit and given the intent to treat analysis.

16. The definition of how adherence will be measured has been clarified. Additionally, per
regulations in each participating country, only those authorized to dispense medications will be
allowed to do so; therefore, redundant |anguage has been removed.

17. Todlow for greater flexibility in scheduling, it has been clarified that monthly counseling
sessions and urine testing for opiates and pregnancy will be conducted approximately every four
weeks and are not required to occur at the same time as counseling visits.

18. Several changes have been made to the drug dosing guidelines. Drug dosing at induction has
been revised to comply with Treatment Improvement Protocol 40 (TIP 40: Clinical Guidelines for
the Use of Buprenorphine in the Treatment of Opioid Addiction), which is the US standard for
training of Suboxone practitioners. All participants will begin with a4 mg dose of BUP/NX. The
dosing regimen has been clarified to give flexibility to site clinicians when determining daily
dosing schedules and to make criteriafor eligibility for a second detoxification at six months less
restrictive. Additionally, the term “permanent” has been removed when referring to
discontinuation of the study drug to allow participants in the substitution arm to restart the drug
following a discontinuation in use if they continue to have a demonstrated need for treatment.

19. To allow for greater flexibility at the sites, it has been clarified that the order of screening
procedures should be followed as written in the protocol but can be modified if needed.
Additionally, the Enrollment/ Randomization Procedures have been clarified.

20. The protocol is clarified throughout to allow for site specific choice for HCV testing. For study
purposes Hepatitis C infection may be diagnosed by two different reactive HCV antibody enzyme
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21.

22

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

immunoassays, a positive HCV RNA assay, or a positive HCV recombinant immunobl ot assay
(RIBA).

ALT and bilirubin tests have been specified to occur at weeks 12 and 40 in addition to tests
conducted at the weeks 26 and 52 follow-up visits. It has aso been clarified that the liver function
tests are not required to occur at the same time as a counseling visit, although thisis preferable to
reduce participant and staff burden and improve compliance.

To eliminate an internal inconsistency, the protocol has been corrected to reflect that social harms
will be actively monitored only at follow-up visits every six months, as well as weekly for the
first four weeks for participants in the safety phase. Socia harms reported by anyone other than
study participants, e.g., family or staff members, will also be monitored and documented in site
source records. When these events are serious, including incarceration, physical abuse, suicidal
behavior, or homicidal behavior, they will be reported to the study database.

Plansfor interim analysis have been modified and expanded based on recommendations from the
study DSMB.

A discrepancy in the secondary analysis related to measurement of the frequency of drug use has
been corrected.

The specimen storage requirements identified in the protocol are clarified to require storage of
blood specimens only. The protocol does not require storage of urine specimens.

The protocol has been modified to indicate that protocol registration will be handled in
accordance with the current DAIDS Protocol Registration Policy and Procedure Manual and will
not be handled viathe HPTN CORE.

The distribution of the Study Specific Procedures (SSP) Manua has been specified and the
website address where it can be accessed has been added.

Discrepancies in the enrollment informed consent forms for the safety phase and full study have
been corrected.

A table summarizing the adverse event reporting and documentation requirements has been added
as Appendix V1.

Substitution Treatment Arm Dosing has been clarified to specify that daily dosing will take place
up to 21 days (until dose stabilization).

Detoxification Treatment Arm Dosing has been clarified to specify that dosing will take place up
to 18 days.

The Schedule of Procedures and Evaluations in Appendix |A for the Full Study has been updated
reflecting all changes between protocol versions 1.0 and 2.0.

Minor clarifications to the Informed Consent Forms including information regarding local
regulations for HIV and STI reporting, pregnancy testing, and referrals.

34. Clarification that Hepatitis testing will take place at Week 26, but does not have to take place at
Week 52.
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35. Minor wording changes and modifications, such as correcting inaccurate references to section
numbers, adding the IND number (73,797) and DAIDS Document ID (10144), deleting US
National Institute of Mental Health as a sponsor, adding Office of Human Research Protection
(OHRP) to the List of Abbreviations and Acronyms, and changing the name of the Central
Laboratory to Network Laboratory, have been incorporated throughout.

Implementation of M odifications

The following changes have been incorporated into the text of DRAFT Regulatory Version 1.9 of HPTN
058, dated 26 August 2008). Deletions in the protocol text are indicated by strikethrough and additions
areindicated in bold.

1 Study Objectives:
e Thestudy title has been changed throughout to:

A Phase 11l randomized controlled trial to evaluate the efficacy of drug treatment in prevention of
HIV infection and death among opiate dependent injectors

e Protocol Schema, Purpose: To determine the efficacy of a drug treatment program intervention
involving administration of a buprenorphine/naloxone (BUP/NX) combination for 52 weeks plus
drug and risk-reduction counseling (hereafter referred to as “ substitution treatment”) compared
with short-term detoxification with BUP/NX plus drug and risk-reduction counseling (hereafter
referred to as “ detoxification treatment”) for the prevention of HIV transmission and death
among opiate dependent injectors by reducing drug use and associated risk behavior.

e Protocol Schema and Section 2.1, Primary Objective: To determine whether 52 weeks of
subgtitution BUP/NX and counseling treatment in opiate addicted participants will achieve along
term (104 weeks) reduction in cumulative HIV incidence and death compared to short-term
BUP/NX detoxification and counseling.

e Protocol Schema and Section 2.2, Secondary Objectives:

1. Todetermineif the substitution treatment reduces average HIV incidence and death
compared to the detoxification arm; and reduces HIV incidence and death at 52 weeks and
156 weeks.

2. Todetermineif substitution treatment irereases-decr eases average HIV -freesurvival
incidence compared to detoxification treatment; and HIV -free-survival-incidence at 52, 104,
and 156 weeks.

3. Tocompare the average rates of death in the two arms; and the rates of death at 52, 104, and
156 weeks...

e Section 7.1, Sudy Design, first paragraph: The primary objective isto determine whether 52
weeks of substitution BUP/NX and counseling treatment in opiate addicted participants will
achieve along term (104 weeks) reduction in cumulative HIV incidence and death compared to
short-term BUP/NX detoxification and counseling.
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e Section 7.2, Endpoints: Ascertainment of HIV endpoints will follow a standard testing algorithm
(Appendix 11-B). Other endpoints are gathered via urine tests, structured interviews and
guestionnaires, and from exter nal sour ces such as death certificatesor other documentation
of death, including certified letter sfrom family members.

e Section 7.2.1, Primary Endpoint: HIV-1 infection or death by-at the 104 week visit
e Section 7.4, Sample Sze, Effect Sze, and Accrual:

The combined targeted event rate (HIV infections and Death) in the detoxification arm at
104 week is12.5% HIV infected or dead, assuming 8.5% dueto HIV infection and 4% from
death. Thehypothesized treatment effect isa 50% reduction in the proportion of HIV-1
infections and a 25% reduction in the proportion of deaths observed in the substitution arm
relative to the detoxification arm at 104 weeks. The combined targeted event ratein the
substitution arm at 104 weeksistherefore 7.25% HI1V infected or dead.

In the proposed sites, the-eurrent-ebserved-pr oj ected annual seroincidence rates among injectors
per 100 person years are 83.0 in Fhakand-Chiang M ai, 3.1 in Guangxi, and 8.8 in Xinjiang.
Using enrollment ratiosthat favor the highest incidence site we project a baseline

seroincidencerate of 5. 4 per 100 person years. Assuming-equal-enrothiment at-al-three sites;

effectivein reduci ng HIV infections, but have no effect on deaths. The raIe of infection at 2
yearsin the detoxification arm isthus calculated as 1 — (1- 0.0541*0.8) ?=0.085. i-e;-a-fean
anhual-seroincidence rate-of- 4-7is-expected-This 20% over all reduction also Hetudes
accommodates the possible entry into methadone treatment in a small proportion of participants
in the detoxification arm. The study team and oversight committees (SMC, DSMB) will closely
monitor the number of participantsin each arm of the study who enroll in methadone
maintenance programs. Depending on the extent of methadone uptake in the study population,
the sample size and power calculations could be adjusted, if necessary.

In Thailand, a mortality rate of 2.33 per 100 person year swas observed in the OUR study.
Among IDUsin Northern Thailand followed in HPTNO37, the mortality ratewas 4.0 (2.3-
6.4) per 100 person-years. |n HPTN 033, death rates of 1.68 and 0.44 wer e observed among
IDUsin Xinjiang and Guangxi, respectively. Death rates aretargeted at 4% at two years,
based on arate closeto 2.0 per 100 person years.

Mortality has been reported to decrease asa result of effective treatment for opioid use among
IDUs. " 138 \ , a—Analysis of the
efficacy endpoint of HIV -free surV|vaI Weulel-be|sfree of the blasmduced by the resulting
informative censoring that would result if HI'V incidence werethe primary endpoint and
deathswere censored. Thus HIV free survival is an-tmpertant-secondary-chosen asthe primary
efficacy analysisfor thisintervention. Nonetheless, prevention of HIV infection remainsa
primary focus of the evaluation, and analysis of HIV infection rates will be an important
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Section 7.4.2, Effect Sze, last paragraph: The datafrom these protocols support the effect size
estlmateﬁ of 50% reduction in HIV mfectlon at 2years used in HPTN 058—Whereessum+ng-a

Section 7.76.1, Primary Analysis, first paragraph, last sentence: Endpoints will be compared
between treatment arms using Kaplan Meier estimates of the proportion uninfected and living
after-by the 104-week visit,-and with variances estimated by Greenwood' s formula.

Section 7.76.2, Secondary Analyses:

1. Todetermineif the substitution treatment reduces average HIV incidence and death
compared to the detoxification arm; and reduces HIV incidence and death at 52 weeks and
156 weeks.

2. Todetermineif substitution treatment irereases-decr eases average HIV -freesurvival
incidence compared to detoxification treatment; and decr eases HIV -free-surviva-incidence
at 52, 104, and 156 weeks.

3. Tocompare the average rates of death in the two arms; and the rates of death at 52, 104, and
156 weeks.

Appendix 111- A,B,C,D Sample Consents, Introduction, first paragraph, second sentence: The
research study will test whether a drug treatment program can reduce the spread-of-H- number
of deathsand HI1V infectionsin injection drug users by reducing drug use and other risky
behavior.

Appendix 111-A,B,C,D, Sample Consents, Why is this research being done, first paragraph, first
sentence: The purpose of the research isto compare how well two different treatments help
prevent-thespread-of HIV reduce the number of deaths and HIV infections among injection
drug users by reducing drug use and other risky behavior.

Per sonnd:

The protocol title page and team roster have updated to reflect the following:

Shao Yiming, MD has been added as a Protocol Co-Chair

Apinun Aramrattana, MD, PhD has been named as a Protocol Co-Chair

Monica Ruiz, PhD, MPH has been deleted as the DAIDS Program Officer.

Jack Blaine, MD has been changed from the NIDA Medical Officer to a Protocol Consultant.
Liping Fu has replaced Y uanzhi Zhang as a Chinainvestigator.

Huguette Redinger has replaced Tom Perdue as the SDMC Project Manager.

Deborah Hilgenberg has been removed as a CORE Protocol Specidist, Scott Mitchell Rose
has replaced Bethany Freeman, and Nirupama Sista, Philip Andrew, and Bonnie Dye have
been added.

e Paul Richardson, MSc and William Clarke have replaced Hua Shan as Network Lab
Representatives.
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Paul Fudala, PhD has been removed as a Pharmaceutical Liaison.

Xiaofang Y u has been removed as a Johns Hopkins Representative.

Bariatu Smith and Lynnea Ladouceur have been added as OCSO Representatives.

The contact information for Katie Shin, Liu Wel, and Deborah Donnell has been updated.

3. Sample Size:
e Protocol Schema, Sudy Sze: 2460-1500 opiate dependent injection drug users.

e Protocol Schema, Treatment Regimen, first column of table: Substitution Treatment Arm n =
#30750; Detoxification Treatment Arm n = 730750

e Overview of Sudy Design and Randomization Schema: The boxes indicating the number
randomized into each arm have been updated to 750 from 730.

e Section 3.0, Study Population, the following paragraph will be added at the end of the section: As
described in Section 7, the protocol team, HPTN Study M onitoring Committee (SMC), and
aNIAID Data and Safety Monitoring Board will monitor rates of accrual into the study as
well as observed HIV seroincidence rates. Upon recommendation from one or more of
these groups, if accrual problemsare encountered at any site, the protocol team will
consider whether to shift site-specific accrual tar gets across sitesto ensurethat the overall
sample sizeisachieved in astimely a manner as possible.

e Section 3.4, Screening and Enrollment Process, first sentence: A total of 1460-tetal-1500
participants will be enrolled in the study across all of the participating sites.

e Section 7.1, Sudy Design, second paragraph, last sentence: A total of £460-1500 HIV-uninfected
opiate dependent injectors who agree to participate in this Phase |11 study will be randomized to
one of two study arms as outlined below in aratio of 1:1.

e Section 7.1, Sudy Design, first column of table: Substitution Arm n = #30750; Detoxification
Arm n = 730750

e Section 7.4.1, Sample Sze: To achieve 90% power for 56%-reduction in the probability of HIV
infection or death at 104 weeks from 9:4-12.5% to 4.-7-7.25% requires atotal of 1236-1345
participants, based on a normal approximation for testing the difference in binomial proportions,
assuming variance under the alternative, and one-sided alpha of 0.025. Allowing for lossto
follow-up at 104 weeks of 105%, a projected total enrollment of 2460-1500 (+30750 participants
per arm) is required.

A total enrollment of 2460-1500 will yield an approximate sample of 1290 for the HIV -free
survival endpoint, assuming an additional 4% ef-the-15% loss to follow-up is-attributable to
censoring due to death. The power for thiscompesitethe HIV infection endpoint is given below
for arange of potential rates for HIV infection-er-death, assuming 50% efficacy asfor the HIV
infection endpoint.
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Power for the HIV infection er-Death-Endpoint.
Substitution Arm Detoxification arm Power
53.5% 10.97.0% 944928
6:3 4.25% 124 8.5% 967 88.0
71 5.0% 13.910.0% 981 80.7

e Section 7.4.3, Accrual: Each site is expected to enroll 50 participants in approximately threethe
first six months during the safety phase of the study. The remaining 4£326-participants will be
enrolled over approximately 24 months. The actual number accrued at each Site isexpected-to-be
approximately-equal-will be higher at sitesanticipated to have higher HIV seroincidence
rates, with each site expected to accr ue between 200 and 600 participantsto achieve the
total sample size of 1500. Site accrual targetswill be closely monitored and adjusted as
needed in responseto site performance, while balancing the need to achieve tar geted event
rates.

Approximately every three months during the accrual period and at the recommendation of
protocol team members, the HPTN SM C or the DSM B, the protocol team will review
performance data from each study site— including accrual rates, retention rates, protocol
adherence measur es, data quality measures, and HIV incidence rates — to determine
whether enrollment slots should be shifted acr oss sitesto achieve the study obj ectives most
efficiently.

e Section 7.5, Random Assignment, first sentence: Participants will be randomized ina 1:1 ratio,
with #30750 participantsin each arm.

e Section 7.67.1, Primary Analysis, third paragraph, first sentence: Since significant loss-to-
follow-up resultsin arisk of biasin the efficacy analysis, our intention isto make considerable
efforts to achieve rates of loss-to-follow up that are no more than 510% at two years.

o Appendix I11- A,B,C,D Sample Consents, Why is this research being done, third paragraph,
second sentence: A total of about 2460-1500 people will participate in the study in thesetweo
countries|the study countries]. About [approximate site-specific accrual tar get] people will
bein the study herein [study site].

4, Monthly Counseling Sessions

e Protocol Schema, Treatment Regimen, second column of table, Substitution and Detoxification
Arms, second bullet: Weekly individua drug- and risk-reduction counseling for twelve weeks,
followed thereafter by beester-monthly counseling sessions every four weeks through week 52.

e Overview of Sudy Design and Randomization Schema: The boxes indicating the counseling
sessions that will occur following the first 12 weeks of the study have been updated as follows:
Beester-M onthly counseling sessions every 4 weeks through week 52

e Section 2.3, Sudy Design, first paragraph, first bullet: “ Substitution Treatment” Arm —
sublingual BUP/NX administered three times per week for 52 weeks in addition to weekly drug-
and risk-reduction counseling for twelve weeks followed by beester-monthly counseling
sessions every four weeks through week 52;
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e Section 2.3, Sudy Design, first paragraph, second bullet, first sentence: “ Detoxification
Treatment” Arm — short-term BUP/NX detoxification in addition to weekly drug- and risk-
reduction counseling alone for twelve weeks followed by beester-monthly counseling sessions
every four weeks through week 52.

e Section 3.5.1, Missed Treatment Visits, first paragraph, first sentence: Participantsin either study
arm who miss study visits for more than two weeks but-lessthan-twelve weeks may resume
weekly counseling sessions (during the first twelve weeks of study participation) and beester
monthly counseling sessions. Participants in the substitution treatment arm will be evaluated for
resumption of BUP/NX treatment upon return to the study site and may resume study drug dosing
based onclinica Judgment and after consultatlon with the PSRT but Ne—pametpant—wn-l—lteeewe

eenseeuwedayeef—study—medteatlenmay need to repeat BUP/NX |nduct|on No part|C| pant

will receive BUP/NX beyond 52 weeks from the time of enrollment.

e Section 3.5.1, Missed Treatment Visits, second paragraph, last sentence: These participants may
continue counseling visits, beester-monthly counseling sessions, and follow-up visits as
regularly scheduled.

e Section 3.5.1, Missed Treatment Visits, third paragraph, first sentence: Participants who
discontinue BUP/NX or counseling treatment prior to the scheduled end date, regardless of study
arm or reason, will be asked to remain in the study and complete al beeste-monthly counseling
sessions and follow-up visits as originally scheduled unless otherwise specified.

e Section 4.2, Description of the Counseling Intervention, last paragraph, first sentence: These
counseling services will be delivered weekly for 12 weeks followed by beeste-monthly
counseling sessions every four weeks through week 52.

e Section 4.2.2, Beester-Monthly Counseling Sessions:

The monthly counseling beester-sessions, beginning during thefeurth-meonth Week 16 and
continuing through the end of menth-Week 52, will also follow a standard manual. These
sessions will re-emphasize key strategies conveyed and practiced during the first 12 weeks of
counsellng and focus on strategles for handllng challenges faced by partl Ci pants At—theste—s

e Section 5.3.3, Beester-Monthly Counseling Sessions, last sentence: BeesterM onthly counseling
sessions can be combined with dispensing and follow-up visits.

e Section 5.5, Assessments during Full Study, last sentence: Follow-up visits can be combined with
beester-monthly counseling sessions and BUP/NX dispensing visits.

e Section 7.1, Sudy Design, second column of table, Substitution and Detoxification Arms. Weekly
individual drug- and risk-reduction counseling for 12 weeks, followed thereafter by boester
monthly counseling sessions every 4 weeks through week 52.
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o Appendix I-A: Schedule of Procedures and Evaluations — Full Sudy, item 26: Beester-M onthly
counseling sessions every four weeks

5. Safety Phase:

e Protocol Schema, Sudy Duration, second sentence: The initial safety and feasibility phase will
take approximately 3016 weeks at each site, with 26 weeksto enroll the targeted 50
participants plusfour weeksto complete the last safety phase visit.

e Section 2.3, Sudy Design, second paragraph: The total duration of the study will be
approximately four and a half years. The initia safety and feasibility phase will take
approximately 3016 weeks...

e Section 2.3.1, Safety and Feasibility Phase, first sentence: The study will begin with a safety
phase during which each site will enroll 50 participants over a period of approximately three six
months.

e Section 2.3.1, Safety and Feasibility Phase, second sentence: The prlmary purpose of thls |n|t|a|
phase isto collect detailed safety data that may ;
Hmportation-of BUPINX-for-the ful-study—These data wil | alse be made avallableto the sponsor
and the appropriate oversight and regulatory authorities in Thailand, China, and the US, as
needed. In addition, the feasibility and acceptability data on the first 50 participants in the study
at each site will allow the sitesto carefully plan for and establish appropriate full study
operations, including procedures for study drug administration and monitoring.

e Section 7.1, Sudy Design, second paragraph: The study will be aphase I11, multi-site, two-arm,
randomized trial. In aninitial safety phase,-wit-iretude the first 50 study participants at each
site-whe will undergo randomization and ene-in their first month ef-r eceive more intensive
monitoring, A ‘ s-and-beforereverting to the standard study
monitoring schedule Theﬁeﬂrst 50 part|C|pants will therefore contribute to the full study
anaysis.

e Section 7.4.3, Accrual, first sentence: Each siteis expected to enroll 50 participantsin
approximately threethefirst six months during the safety phase of the study.

6. Study Sites:

e Protocol Schema, Sudy Stes: The study will be conducted at a minimum in HPTN sitesin
Guangxi and Xinjiang, China and Chiang Mai, Thailand.

e Section 1.2, Rationale, second paragraph: In anumber of regionsin the world, HIV is spreading
rapidly and isfueled primarily by injection drug use. Among HPTN sites, thosein Thailand,
Russia, and China appear to reflect these epidemiologic circumstances most directly. Incidence
among IDUs s high in these sites{see-Section-3-3}, and prevalence is as high as 80% among
IDUs in certain areas of Xinjiang,'* lending urgency to the issue.

The Chinese Ministry of Health estimatesthat there wer e approximately 700,000 cases of
HIV at theend of 2007 in China. About 32% of HIV/AIDS cases have been reported in
China, with available HIV prevalence data indicating a focused, explosive spread of
infection among I DUs, and less significant spread among non-injectors. Whereas
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seroprevalence rates among | DUs have been estimated between 20 and 70%, seroprevalence
among pregnant women in antenatal clinics has been estimated between one and two
percent in select sentinel surveillance sites. The prevalence of HI'V among those screened
for the HPTN 033 was 29% in Xinjiang and 25% in Guangxi, and the seroincidence was 8.8
and 3.1 per 100 person year s respectively.

The NIDA HIV Prevalence Study enrolled 1,865 substance usersfrom the Chiang Mai Drug
Dependence Treatment Center. The prevalence of HIV infection among the 879 injection
drug using participantsenrolled in the study was 35.2%, with the use of injection drugs
associated with HIV infection. Asof December 2002, in the two-year follow-up incidence
phase of the same NIDA-funded study, retention was 97%. HIV incidencein the cohort was
7.89 per 100 per son-year samong the I DUsin follow-up.

HPTN 037 enrolled 182 HIV-negative injecting drug users and 245 of their sex and/or drug
using network members, regardless of HIV status, from Chiang Mai city and surrounding
rural areas. Theprevalence of HIV among I DUs screened asindex participantswas
approximately 10%. Averageretention was about 92.3 %. Available data from 037
indicates lower incidencerates among this population than seen in the NIDA Prevalence
Study.

Importantly, existing drug treatment strategies in each-of-these settingsmuch of Asia tend to take
the form of short-term drug detoxification with little or no community based treatment or
counseling available. While both China and Thailand do have methadone programs available,
treatment dots are generally limited and short-term, and relapse is high.

e Section 1.2.1, Expanded Treatment Options, first paragraph, second sentence: Methadone (and
buprenorphine to alesser extent) is available in-beth-China-and Thailand-at the study siteson a
very limited basis.

e Section 2.3, Study Design, first paragraph, first sentence: Thisisaphase 111, multi-site, two-arm,
randomized, controlled trial to be conducted at a minimum in Chinaand Thailand.

e Section 3.0, Sudy Population, second paragraph: Participants will be enrolled a a minimum in
HPTN sitesin Chinaand Thailand. Additional sitesmay be added in thefuture.

e Section 3.2.1, Women and Contraception, third sentence:  Available contraception in China-and
Fhailand-the study sites may vary, but acceptable options include, but are not limited to,
hormonal methods, barrier methods (diaphragm or condom), and intrauterine devices, and
compl ete abstinence from sexual intercourse.

e Section 3.3, Recruitment Settirg-and-Process. 1r-China-andFhattand; Recruitment will be
through street outreach, publicity, and respondent-driven sampling (snowball method), where
IDUs who participate in screening are encouraged to bring their IDU friends to the study site.
These recrwtment strategleswere partlcularly succ&sful |n theH PTN 033 and 037—stue|y—|-n

ting. Each site

wi II devel op itsown speC|f|c recrunment plan prlor to |n|t| aing the study

Outreach workers will primarily carry out recruitment activities. These staff will be trained not to
pre-select individuals who fit their description of “drug users,” rather they will provide
information to arange of individuals and encourage those individual s to pass information about
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the study to othersin the community. Outreach workers will be research staff from the
community and must be knowledgeable about the community’ s heath care and drug treatment
resources as well asthe local criminal justice response to drug users. They will be trained, as part
of the study, in methods of approaching and communicating with potential participants, personal
safety, and the importance of maintaining confidentiality. Outreach workers will identify and
develop strategies for accessing settings and organizations frequented by drug users. In these
geographic areas and settings, outreach workers will disseminate genera information about the
study verbally and via written materials as approved by the ingtitutional review boards (IRB) or
ethics committees (EC). They will provide information on available drug treatment resources in
the community and encourage prospective participants to participate in screening activities at a
local study site.
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e Section 6.1, Safety Monitoring, first paragraph, second sentence: Thereisno a priori expectation
that the safety profile will differ in the HPTN 058 study popul ation-h-China-and-Fhailand;
nonethel ess, close safety monitoring is planned.

e Section 8.4, Benfits, first paragraph, fourth sentence: Participants enrolled in the study will
receive a drug shown to be safe and effective in the treatment of opiate dependencein the US and
Europe; however, this drug has not been tested among the study populations i-China-and
Fhaitand-planned for this study.

e Appendix I11- AB,C,D Sample Consents, Why isthis research being done, third paragraph: Fhis

study-wit-take place in-China-and-Thaitand-A total of about 2460-1500 people will participate in
the study in thesetwo-codntries|[the study countries].
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7. Testing for Opiatesand Other Drugs:

e Overview of Sudy Design and Randomization Schema, box following initial eligibility screening:
Baseline HIV Risk Survey; Opiate-Drug and Pregnancy testing

e Section 2.3.2, Assessments during the Safety and Feasibility Phase, sixth bullet: Urine tests for
epiatedrug use

e Section 3.4, Screening and Enrollment Process, Screening Visit, first paragraph, seventh
sentence: A urine specimen for testing for pregnancy (for all women) and opiates and other
drugs will be collected.

e Section 5.1, Screening Visit, first bulleted section, fourth bullet: Urine collection (pregnancy and
opiate-drug tests)

e Section 5.3.2, Drug and Risk-Reduction Counseling Visits, first paragraph, second sentence:
...participants will be asked to provide urine for epiate-drug testing ...

e Section 5.3.3, Beester Monthly Counseling Sessions, second sentence: At each of these sessions,
participants will be asked to update their locator information and provide urine for epiate-drug
and pregnancy testing (for women in the substitution treatment arm only).

e Section 5.4, Assessments during Safety Phase, sixth bullet: Urine tests for eprate-drug use

e Section 5.5, Assessments during Full Sudy, first paragraph, first sentence: In addition to
intervention and laboratory visits, participants will be asked to come to the clinic every six
months for clinical assessmentsincluding HIV testing and urine testing for opiates and other
drugs.

e Section 5.5.1, 26 and 52 Week Visits, seventh bullet: Urine testing for opiates and other drugs

e Section 5.5.1, 26 and 52 Week Visits, eighth bullet: Pregnancy urine test for women in
subgtitution arm and women in the detoxification arm who are under going a second
induction

e Section 5.5.2, 78, 104, 130, and 156 Week Visits, third bullet: Urine testing for opiates and other
drugs

e Section 9.1, first paragraph, first sentence: Asdescribed in Section 5, the following types of
specimens will be collected for testing at the local laboratory (LL): serum or plasmafor HIV
testing, HBV and HCV; EDTA whole blood for hematol ogy, serum for creatinine and liver
function tests; urine for epiate-drug and pregnancy testing.

e Appendix I-A and I-B: Schedules of Procedures and Evaluations, Item 22: Urine Test for Opiates
and Other Drugs

o Appendix I11-A and C: Sample Screening Consents, What will happen if you agree to the study
screening, first paragraph, fifth sentence: Y ou will be asked to provide a urine sample to test for
opiates and other drugs.
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o Appendix I11-B: Sample Enrollment Consent for Safety Phase, What will happen if you agree to
take part in this study, Treatment Visits, second paragraph, sixth sentence: We will also test your
urine for opiates and other drugs.

o Appendix I11-B: Sample Enrollment Consent for Safety Phase, What will happen if you agree to
take part in this study, Treatment Visits, fourth paragraph, last sentence: All participants will
have a urine test for opiates and other drugs ence-amenth every four weeksfor ayear.

o Appendix I11-D: Sample Enrollment Consent for Full Sudy, What will happen if you agree to take
part in this study, Treatment Visits, third paragraph, sixth sentence: All participants will have a
urine test for opiates and other drugs every four weeks ence-amenth for ayear.

8. Detoxification Criteria:

e Section 2.3, Study Design, second bullet, second sentence: The detoxification regimen may be
repeated at the 26 week visit if the participant meets the same eligibility-criteriafor opiate
dependence as at screening and has no contraindicationsfor short-term study drug use.
Women who receive a second detoxification regimen will have another pregnancy test on
the day of thefirst treatment dose and approximately four weeks later.

s Section 5.5.1.1, Second Detoxification at 26 weeks for those in the Detoxification Arm: If the
participant indicates heis still injecting heroin and isinterested in a second detoxification,
the digibility questionnaire (including the DSM -1V diagnosis) will be administered in
addition to those assessments listed in Section 5.5.1.;-thefellowing-wit-be repeated-to-determine

icibility £ | detoxification:

0. Informed Consent Evaluation:
e Section 2.3, Sudy Design: The following paragraph will be added to the end of the section:

In addition, the study will include an Informed Consent Evaluation Survey to evaluatethe
acceptability of a short Informed Consent Comprehension Quiz asatool for judging
participants under standing of informed consent in internationally collaborative HIV
prevention resear ch and to measur e participants opinions about the quiz. Asisstandard in
HPTN trials, participantswill be asked to complete a standar dized infor med consent
comprehension quiz following review of the enrollment consent. A short evaluation survey
will be administered to study participantsto exploretheir perceptions of this quiz after they
have signed the enrollment consent form. Data on quiz perceptionswill also belinked to
participants results on the informed consent comprehension quiz. Thissurvey and the use
of comprehension quiz data will be mentioned in the informed consent form for theclinical
trial and participantswill be informed that they can participatein theclinical trial even if
they refuseto participate in this consent quiz evaluation process. Each sitewill participate
until the DSMB is satisfied that an adequate sample size has been reached to determine
trends.

e Section 3.4, Screening and Enrollment Process, Randomization and Enrollment Visit:
Participants will be asked to return in approximately one week to receive the results of laboratory
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tests. Those who meet al igibility criteriawill be asked to sign the enrollment consent after the
study has been explained to them and they have completed a consent compr ehension quiz.
Participantswill be asked to complete a short evaluation survey of the quiz after signing the
consent form. Those who are hepatitis B (HBV) negative will be offered the first dose of the
HBV vaccine...

e Section 5.2, Enrollment/Randomization, first paragraph: If all laboratory and interview screening
indicates that the individual is eligible, then the study will be fully explained to the volunteer and
written informed consent for enrollment will be obtained after the volunteer completes a
consent comprehension quiz. Participantswill also be asked to complete a short evaluation
survey of the quiz after signing the consent form. Female participants will be asked to provide
urine for another pregnancy test to confirm that the participant is not pregnant at the time of first
dosing...

e Section 8.2, Informed Consent, third paragraph: An assessment of comprehension will be done
with each participant prior to signing the enrollment consent. A standar dized comprehension
quizwill be used at each site. Interim analyses of aggregate data will be used to monitor the
effectiveness and efficiency of the informed consent process. Stepsto improve the process

will beimplemented if theinterim analysesreveal toplcal areasthat arefrequently

mlsunderstood by part|C|pants Ay »

Participants will be offered a copy of their informed consent forms to keep.

o Appendix I11-B and D: Sample Enrollment Consents, What will happen if you agree to take part
in this study, first paragraph: Since the results of your screening tests show that you are eligible,
you are being asked to agree to participate in the drug treatment research study. The study staff
will explain the study to you and answer any questions you have. Y ou will be asked some
guestions about the study to be sure that you futhy-understand what isinvolved. If you agreeto
take part in the study, you will be asked to sign this consent form. We will also ask you how you
felt when answering questions about the study, but you do not have to answer if you don’t
want to. We will make sure your contact information is the same...

10. Acceptability Assessments
e  Section 2.3.2, Assessments during the Safety and Feasibility Phase, last bullet:
e Acceptability assessment at weeks2-and 4

e Section 2.3.2, Assessments during the Safety and Feasibility Phase, next to last paragraph: Each
participant will complete an intervention acceptability assessment at the completion of the second

week-of the study,-and-again-at-completion-of-the fourth week of the study.

e Section 5.4, Assessments during Safety Phase, last bullet:
o Acceptability assessment at weeks2-and 4

e Appendix I-B: Schedule of Procedures and Evaluations—Safety Phase: Under “ Intervention
Acceptability Assessment” remove X in Week 2 column.
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11.

HIV Testing

HIV- (as evidenced

Overview of Sudy Design and Randomization Schema: )
by two rapid tests)

Section 3.1, Inclusion Criteria, third bullet:

e HIV-uninfected as evidenced by two different rapid tests on specimen obtained within
28 days of enrollment

Section 3.4, Screening and Enrollment Process, third paragraph: Participants will be given their
rapid HIV test results and post-test counseling the same day if possible. Individualswith
positive HN\/testresdlts who test positive with one or both rapid testswill have their sample
sent for confirmation. Theseindividuals are not eligible for enrollment but will be offered
confirmatory testing and referral to support services as described in Section 1.2.1; however, they
may be rescreened accor ding to protocol requirementsif the Western blot result proves
negative...

Section 5.1 Screening Visit, beginning after second paragraph:

o Pretest HIV counseling
o Blood draw for the following laboratory tests:
0 RapidHIV testing
Hematology (CBC and platel et count)
Hepatitis B surface antigen and hepatitis C antibody testing
Blood chemistry (creatinine)
Liver function tests (ALT, bilirubin)

O o0oOo0o

Sites will follow the HIV testing algorithm for screening included in Appendix 11-A. Rapie-tests
wit-be performed-onveneusbleed—Sites will confirm all positive or discordant rapid tests. If
a positive result is obtained for one or both of the initial rapid tests ispesitive, a Western blot
(WB) or Immunofluorescent Assay (IFA) will be performed using the same sample for
confirmation.

When results of the HIV rapid tests are avail able (approximately 20-40 minutes later for most
volunteers), participants will receive HIV post-test counseling. Individuals who require
confirmatory testing arenot eligible for the study but whese initial-rapid-testispesitive- will
be asked to return to the clinic in about a week to receive their results-ef-theWB-er-H-A-and
otherlabtests: however, they may be rescreened according to protocol requirementsif the

Western blot result proves negative. Individuals who test-pesitive-onthe second-test- are
confirmed to be HIV-infected will be counseled in ways to prevent the spread of the virus and

will be provided with appropriate referrals...

Appendix I1-A and I1-B, HIV testing algorithms have been replaced entirely with the following
algorithms:
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APPENDIX I1-A: HIV Antibody Testing Algorithm — Screening

START

Sample 1 STOP
rapid test 1 & Eligible for
rapid test 2 enrollment

- [+ (discordant) or +/ +

STOP
Do not enroll
(Subject is considered to be uninfected, but is
not enrolled because discordant rapid tests
may complicate assessment of HIV infection
status at follow-up visits)

Sample 1
WB or IFA

+ or indeterminate

STOP
Do not enroll

Additional testing is required to
determine HIV infection status
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APPENDIX I1-B: HIV Antibody Testing Algorithm — Follow-up

START

Sample 1
rapid test 1 &

rapid test 2

HIV uninfected

- [+ (discordant) or +/ +

Sample 1

WB or IFA HIV uninfected

+ or indeterminate

Sample 2

WB or IFA HIV infected

- or indeterminate

Consult Network
Laboratory
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o Appendix Il1-A and I11-C, Screening consents, What will happen if you agree to the study
screening, second paragraph, fifth sentence: We will use arapid HIV tests, so your results should
be ready in about 20 to 40 minutes...

o Appendix I11-A and I11-C, Screening consents, What will happen if you agree to the study
screening, third paragraph: If your-first-HIV test shows you aremay be infected with HIV, you
will not be éligiblefor the study and screening will stop. However, we will do another test to
conflrm your rosultsthat WI|| take about aweek. Lf—thls-seeondtost—shoumhat—yeuamnteeted

; ; ; stop—T he staff will talk with you

about What thls means. You wi II be glven mformatl on about where you can go for additional

testing and counseling...

o Appendix I11-A and I11-C, Screening consents, What will happen if you agree to the study
screening, fourth paragraph: 1f you agree, ¥your blood specimen will be stored and tested |ater
to look for additional evidence of infection with HIV ...

o Appendix I11-B and D, What will happen if you agree to take part in this study, Follow-up Visits,
second paragraph: You will receive HIV counseling and testing at every follow-up visit. We
will use arapid HIV tests, so your results should be ready in about 20 to 40 minutes...

12. Exclusion Criteria
Section 3.2 Exclusion Criteria;

e Current or recent (within the last 12 weeks) clinician-guided treatment for opioid
dependence with methadone, merphine-LAAM, buprenor phine, naltrexone, or
nalmefene, according to self-report

e Current enrollment in another HIV prevention or drug use intervention study

o Known hypersensitivity-clinically-diagnosed aller gy to buprenorphine or naloxone,
according to self-report

o ReguiringHmmediate-medical-attention-M eets DSM -1V criteria for dependence on
alcohol; or benzodiazepines er; requiring immediate medical attention for
dependence on other substances (except tobacco), as judged by study clinician.

e Currently injecting substances other than opiates more than twice per-menth-in the last
28 days, according to self-report

13. Re-screening:

e Section 3.4, Screening and Enrollment Process: The following sentence has been added to
the end of the first paragraph: Participantswho do not enroll within 28 daysor who are
otherwise found to beingligible, may re-screen for the study once. Re-screening may be
conducted after 30 daysfrom theinitial screening blood draw.

e Section 5.1, Screening Visit: The following has been clarified in the fourth paragraph: When
results of the HIV rapid tests are available (approximately 20-40 minutes later for most
volunteers), participants will receive HIV post-test counseling. Individuals who require
confirmatory testing are not eligible for the study but will be asked to return to the clinicin
about aweek to receive their results; however, they may berescreened according to the
protocol requirementsif the Western blot result proves negative.
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14.

15.

Testing for Recent HIV Infection:

Overview of Sudy Design and Randomization Schema: A new box has been added indicating that
additional testing will be performed on samples from individua's confirmed to be HIV infected at
screening to screen individualsfor evidence of recent infection (BED and other assays).

Section 3.4, Screening and Enrollment Process, Screening Visit: The following paragraph will be
added to the end of the section:

At sdlected sites, exploratory testing will be conducted on specimens from individuals who
are confirmed to be HIV-infected at screening. The assays, which will be performed on
batched specimens, will give a cross-sectional estimate of incidence within the IDU
population. Since assaysto screen individualsfor evidence of recent infection are not
approved for clinical use, resultswill not be provided to participants.

Section 9.1, Local Laboratory Specimens: The following paragraph will be added after the first
paragraph: At selected sites, exploratory testing will be conducted on specimens from
individualswho are confirmed to be HI V-infected at screening. Samples may be tested on-
site. Samplesthat test positive for incident infection will be shipped tothe HPTN NL for
additional testing with other assays. A portion of non-incident sampleswill also be sent to
the HPTN NL ascontrols. The STD/Microbiology Core of the HPTN NL will retest those
samples using the same assay and related assaysfor confirmation of incident HIV-1
infection.

Section 9.2, Central-Network Laboratory Specimens, first paragraph: None of the routine
laboratory tests for this study will be conducted at the HPTN Centra-Network Laboratory (Sk
NL). However, a sample of specimens will be retested by the Central-Networ k Laboratory at the
site or at the HPTN Central-Network Laboratory for quality assurance purposes. Testing for
recent infection on specimens from individuals who ar e confirmed to be HIV-infected at
screening will also be conducted at the HPTN NL asdescribed in section 9.1 or at the study
siteif necessary.

Appendix 111-A and C: Sample Screening Consents, What will happen if you agree to the study
screening, third paragraph, last sentence: Y our blood specimen will be discarded-stored and
tested later tolook for additional evidence of infection with HI'V. Wewill not contact you
with theresults from tests done on the stored samples. Thisisbecause resear ch tests are
often done with experimental procedures, so the resultsfrom these tests are not useful for
making decisions on managing your health.

Missed Treatment Visits:

Section 3.5.1, Missed Treatment Visits, first paragraph, first sentence: Participantsin either study
arm who miss study visits for more than two weeks but-lessthan-twelveweeks-may resume
weekly counseling sessions....

Section 3.5.1, Missed Treatment Visits, first paragraph, last sentence: Individuals who miss three
two or more consecutive daysweeks of study medication may need to repeat BUP/NX induction.

Section 3.5.1, Missed Treatment Visits, third paragraph: H-aparticipantin-eitherarm-is-absent
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16.

17.

cannet-resume-counseling-visits- er BUPRINX-desing—Parti ci pants who discontinue BUP/NX or

counseling treatment prior to the scheduled end date, regardless of study arm or reason, will be
asked to remain in the study...

Section 4.4.1, Criteria for Adjusting or Discontinuing-Femperariy-Withholding-er-Adiusting
Sudy Drug, second paragraph, second sentence: If drug interruption occurs for threedaystwo

weeks or longer, induction may need to be repeated.
Adherence Monitoring:

Section 4.1, Adherence flrst paragraph th|rd sentence Adherence WI|| be measured-based-en-the
ch-arm-monitored using

attendance at counsellng vistsand dlspens ng of BUP/NX

Section 4.3, Description of the Drug I ntervention:

A detailed manual will guide BUP/NX administration for site clinicians, who will be medical
doctors or staff of appropriate clinical training. The manual will provide instructions for drug
induction, maintenance, and tapering phases, as well as how to monitor side effects and
concomitant medications. The site clinician will be responsible for induction, dose adjustments,
and tapering BUP/NX for participantsin both arms. Site clinicians will not provide the study
drug and HIV risk reduction counseling; they will instead focus on study drug adherence,

|nstruct|ons for useand management of side effects Staﬁ—wrth—apprepnateeredentralsmthet—r

Urine Test and Monthly Counseling Session Timing:

Section 4.2, Description of the Counseling Intervention, fifth paragraph, first sentence: These
counseling services will be delivered weekly for 12 weeks followed by beeste-monthly
counseling sessions approximately every four weeks through week 52.

Section 4.4.23, Considerations for Women who Become Pregnant during the Sudy, second
paragraph, first sentence: Urine pregnancy tests will be performed approximately every four
weeks during BUP/NX treatment.

Section 5.3.2, Drug and Risk-Reduction Counseling Visits, first paragraph: At the enrollment
visit, participants will be scheduled for the 12 weekly counseling sessions as described in Section
4.1. Approximately every four weeks, participants will be asked to provide urine for epiate
drug testing during the counseling visits for the first year of enrollment. Women will have
pregnancy testing approximately every four weeks during counseling visits for those in the
subgtitution arm, and only at the fourth week and again approximately four weeks after the
second detoxification if conducted for women in the detoxification arm.

Section 5.3.3, Beester-Monthly Counseling Sessions: Monthly Counseling sessionswill be
scheduled approximately every four weeks beginning at week 16 through week 52. Refer to
section 4.2.2 for adescription of sessions...

Appendix 1-A: Schedule of Procedures and Evaluations — Full Sudy, Footnote #3:
Approximately every four weeks
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o Appendix I11-B: Sample Enrollment Consent for Safety Phase, What will happen if you agree to
take part in this study, Treatment Visits, third paragraph: Y ou will talk with a counselor for
about 45 minutes every week for 12 weeks. After thefirst 12 weeks, you will return about every
four weeks for 10 more counseling sessions. The counselor will talk with you about waysto
reduce your drug use and to protect yourself from HIV and other diseases.

e Appendix I11-B and D: Sample Enrollment Consents, Are thererisksrelated to pregnancy, first
paragraph, third sentence: Women must have a pregnancy test before entering this study and
every month while taking Suboxone.

e Appendix I11-D: Sample Enrollment Consent for Full study, What will happen if you agree to take
part in this study, Treatment Visits, third paragraph: Y ou will talk with a counselor every week
for 12 weeks for about 45 minutes. After the first 12 weeks, you will return enee-a-menth-about
every four weeks for 10 more counseling sessions. The counselor will talk with you about ways
to reduce your drug use and to protect yourself from HIV and other diseases.

18. Dosing Guidelines

e Section 4.3.3 Treatment Dose and Administration, Detoxification Treatment Arm first paragraph:
Medical detoxification utilizing BUP/NX will be initiated in participants randomized to the
detoxification arm on the same day that randomization occurs. Using the COWS as described
above, dosing will begin with atitration over a period of 3 days under direct supervision in the
study clinic. On thefirst day of treatment, patients will initially receive a4 er-8-mg dose of
BUP/NX (expressed as the amount of buprenorphine) to be taken sublingually. Most participants

will begln with atotal ml-mmamﬂrst daysdoaage of 8 mg. Patientsmay-receihvean-additional
; —Up to 3216 mg may be given

135

e Section 4.3.3, Treatment Dose and Administration, Detoxification Treatment Arm second
paragraph, first sentence: Beginning on Day 4, participants will have their dosage of BUP/NX
decreased by approximately 2 mg/day at the clinician’sdiscretion until adosage of 0 mgis
reached.

e Section 4.3.3 Treatment Dose and Administration, Substitution Treatment Armfirst paragraph:
Dosing will begin with atitration over a period of two to three days under supervision in the
study clinic using the COWS as described above. On the first day of treatment, patients will
initially receive a4 er-8-mg dose of BUP/NX (expressed as the amount of buprenorphine) to be
taken subllngual Iy Most partl Ci pants will begin with amt-nt—mumtotal first day s dosage of 8 mg

mg— On Day 2, up to 16 mg may be glven Upto 32 mg may be g|ven on Day 23 and thereafter
until three-times-weekly dosing begins..

e Section 4.4, Toxicity Management, last sentence: The PSRT will also participate in the decision-
making regarding study drug Haterruption, discontinuation and resumption-ane-permanent

e Section4.4.1:
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441 Criteriafor Adjusting or Discontinuing-Femperarilty-Withhelding-or-Adjusting-Study
Drug

BUP/NX dosage may be adjusted routinely during the induction and stabilization phase of the
study for participantsin the substitution treatment arm. Following stabilization, participants who
meet any of the following criteria may have study drug dosage adjusted or withheld-discontinued

with appropriate dose taperingpending-further-evaluation-by-the study-clinician.

= |ntoxication with any drug at the time of the dispensing visit
* |nneed of temporary use of a medication that may interfere with BUP/NX (see Section

4.5)

= Serious adverse event (SAE) not related to withdrawal that is potentially related to the
study drug

= Pregnhancy

= Enrollment in another study that, in thejudgment of the investigator, will interfere
with full participation in or interpretation of HPTN 058

Evidence of hyper sensitivity to BUP/NX

Participant'srequest

Investigator's decision

Continued dosing or dosing at the current level is temperarthy-contraindicated for any
reason, as judged by the study clinician and/or PSRT (e.g. elevated ALT)

Decisions regarding resumption of study drug following withhelding-discontinuation will be
made in consultation with the PSRT-as+equired. If drug interruption occursfor three-daystwo
weeks or longer, induction may need to be repeated. Further details regarding withhelding
discontinuing or adjusting study drug will be specified in the treatment manual -anrd-Stuey

Participants who discontinue the study treatment (drug and/or counseling components) will
remaln inthe study and conti nue aII foIIow -Up assessments as origina Iy scheduled Fu#hep

Those participantsthat were previously permanently discontinued from the study
treatment under protocol version 1.0 will be eligibleto re-start medications prior to the dose
tapering period after consultation with the PSRT.
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19.

NOTE: HIV seroconversion is not areason for discontinuation of study drug, although those
who receive protease inhibitors may have their BUP/NX dose adjusted.

4.4.32 Considerations for Women who Become Pregnant during the Study

e Section 6.1, Safety Monitoring, second paragraph, last sentence: In addition to the routine safety

datareviews, the PSRT will participate in the decision-making regarding permanent

discontinuation and resumption of study drug-ane-resumptionfelowing-withhelding-of
BUPINX.

Order of Screening Procedures and clarification of Enrollment/ Randomization Procedures

Section 5.1, Screening Visit, first paragraph: Screening procedures will typically take place over
two or more visits. All potential participants must provide independent written informed consent
for screening before completing any other procedures. Ther eafter, the order of the procedures
specified below is suggested but not required, with the exception of the Risk Assessment,
which must be completed prior to HIV pre-test counseling. The following procedures will
initially occur as part of screening:

o Screeningtnformed-Consent

Section 5.3 Intervention Visits

Detailed BUP/NX dosing and counsdling treatment procedureswill be specified in the SSP
Manual, the counseling manual, and the BUP/NX administration manual. Refer to Section 4.0
for detailed descriptions of each treatment arm.

Section 5.3.1 BUP/NX Dispensing Visits

Participantswill cometo the study site for BUP/NX administration routinely for the
appropriate number of weeks, depending on randomization assignment, as described in Section
4.3.3. Study staff will determine with the participant the optimal routine schedule and will
carefully explain the proceduresfor drug administration. Effortswill be madeto makethese
visitsas quick and convenient as possible to minimize participant burden and maximize
adherence. Dispensing visits can be combined with counseling and follow-up visits.

Section 5.3.2 Drug and Risk-Reduction Counseling Visits

At theenrollment visit, participantswill be scheduled for the 12 weekly counseling sessions as
described in Section 4.1. Approximately every four weeks, participantswill be asked to provide
urinefor drug testing during the counseling visitsfor thefirst year of enroliment. Women will
have pregnancy testing approximately every four weeks during counseling visitsfor thosein the
substitution arm, and only at the fourth week and again approximately four weeks after the
second detoxification if conducted for women in the detoxification arm.

Section 5.3.3 Beester Monthly Counseling Sessions

Monthly counseling sessionswill be scheduled approximately every four weeks beginning at
week 16 through week 52. Refer to Section 4.2.2 for a description of sessions. At each of these
sessions, participantswill be asked to update their locator information and provide urine for
drug and pregnancy testing (for women in the substitution treatment arm only). Monthly
counseling sessions can be combined with dispensing and follow-up visits.
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Section 5.4 Assessments during Safety Phase

As described in Section 2.3.2 and shown in Appendix 1-B, the first 50 participants enrolled at each
site will undergo the following examinations and laboratory tests each week during the first four
weeks of study participation in addition to the other activitieslisted in Section 5.5:

Interim medical history
Symptom-directed physical exam
Hematology (CBC and platelet count)
Blood chemistry (creatinine)

Liver function tests (ALT, bilirubin)
Urinetestsfor drug epiate use
Assessment of social harms

Acceptability assessment at weeks-2-and-4

Section 5.5 Assessments during Full Study

In addition to intervention and labor atory visits, participants will be asked to cometo the clinic
every six months for clinical assessments including HIV testing and urine testing for opiates and
other drugs. Theweek 24 counseling visit and the Week 26 follow-up visit may be
combined into one visit to reduce participant visit burden. There should be no duplication
of any laboratory test or the collection of any study information if the visits are combined.
Visits will also include a behavioral assessment of HIV-related drug and sexual risk. More
detailed assessments will be performed for all participants during the treatment phase of the
study. The proceduresfor each visit are described below. Follow-up visits can be combined with
beester-monthly counseling sessions and BUP/NX dispensing visits.

ALT and bilirubin testing also will be performed at weeks 12 and 40 for all participants
duringthe first-yearof study-participation (in addition to tests completed at regularly
scheduled follow-up visits) this blood draw will occur at the samevisit asthe urinetest and
counsdling visit. Whenever clinically indicated, hepatitisB or C testing may be done by the
study clinician.

Locator information will also be assessed at four -week intervals. To the extent possible, site
staff will work with the participant to determinethe best day of the week and timefor this
visit to be conducted each week (e.g., every Monday at 9 am). The counseling schedule will
coincidewith a BUP/NX dispensing visit, if possible, to minimize participant burden.
Counseling visits may also be combined with follow-up visits.

Section 5.5.1 26 and 52 Week Visits
Note: Theweek 24 counseling visit and the Week 26 follow-up visit may be combined
into onevisit to reduce participant visit burden. There should be no duplication of any
laboratory test or the callection of any study information if the visits are combined.
20. Hepatitis C Testing:
e Section 5.1, Screening Visit, next to last paragraph: When laboratory results are received by the

site, approximately one week after the blood draw, staff will determineif individuals meet entry
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21.

22.

criteria. If apotential participant has abnormal test results, the site clinician may conduct further
testing before determr ni ng eI|g| b|||ty and should provr de partici pants wrth approprrate referralsif
necessary. al SESW ,
laboratory tests |nd| cate an indivi duaI isdigi bI e s/he will be asked to return to the siteto provrde
informed consent for enrollment and randomi zation after the study is thoroughly explained to
him/her. Those who are not eligible will be informed that they do not meet the requirements of
the study and, if necessary, will be referred for appropriate medical care.

Appendix I-A, Footnote #6: After screening, hepatitis testing may be performed at any point

during first year of participation if clinically indicated. Reactive HC\ -antibody-testswill-be

confirmed-by RIBA-or RNA-test: Hepatitis B vaccine will be offered to randomized participants
if appropriate

Appendix I-A, Under “Laboratory Tests, Hepatitis B and C,” superscript 9 has been removed from
the Wk 26 column.

Appendix 1-B, Footnote #3: R ; VA=
test: Hep B vaccine will be offered to randoml zed part|C| pants |f approprlate

Liver Function Test Timing

Section 5.5, Assessments during Full Sudy, second paragraph, first sentence: ALT and bilirubin
testing also will be performed at weeks 12 and 40 every-twelve weeks during-the first-year-of
study-participation-for all participants during thefirst year of study participation (in addition to
tests completed at regularly scheduled follow-up visits); this blood draw will occur at the same
visit as the urine test and counseling visit.

Section 9.1, Local Laboratory Specimens, first paragraph: As described in Section 5, the
following types of specimenswill be collected for testing at the local 1aboratory (LL): serum or
plasmafor HIV testing, HBV and HCV; EDTA whole blood for hematology, serum for creatinine

and liver functlon tests urine for epratedrug and pregnancy testrng Speer-menswrl—l—alee—be

fer—al-l—partlerpants—A maximum of 14 mI of blood will be coIIected from each part|C| pant at
screening, and at the 26 and 52 week vrsrts Refer to Sectlon 55 and Appendlx [-A for
speC|men coIIectlon schedule. Participan fety A

Appendix I-A: Schedule of Procedures and Evaluations — Full Sudy, Footnote #7: Completed at
weeks 12 and 40 every-twelveweeks

Appendix 111-B and I11-D: Sample Enrollment Consents, What will happen if you agree to take
part in this study, Treatment visits, fourth paragraph: About every 3 months 12-weeks-during

your-regularhy-scheduled-visit, the staff will draw about 4 ml of blood (about 1 teaspoon or local
equivalent) to make sure your liver is healthy.
Social Harms

Section 5.3.3, Beester Monthly Counseling Sessions: Refer to Section 4.2.2 for a description of
sessions. At each of these sessions, participants will be asked to update their locator information
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and provide uri ne for epkatedr ug and pregnancy testl ng (for women in the subsntutlon treatment
armonly). Pa ‘

e Section 5.5, Assessments during Full Sudy, third paragraph, first sentence: Locator information
and-soeial-harms-will also be assessed at four-week intervals.

e Section 6.3, Social Harms Monitoring and Reporting Requirements: Adverse socia 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 interpersonal, legal, housing and healthcare
problems that have occurred as aresult of study participation. All subjects will also 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 intervals between visits.
Additionally, social harmsreported by anyone other than study participants, e.g., family or
staff members, will also be monitored and documented in site source records. When these
events are serious, including incar cer ation, physical abuse, suicidal behavior, or homicidal
behavior, they will be reported on case report forms. Whenever problems are identified,
additional dataregarding the severity and resolution will be described and recorded on a separate
case report 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 socia impact
reports will be monitored by the PSRT asthey occur. In addition, the DAIDS DSMB will
routinely review these data.

o Appendix I-A, Schedule of Procedures and Eval uations—Full Sudy, Social Harms Assessment:
Remove X2 in both “Intervention Visits’ columns.

23. Interim Analysis:

e Section 7.1, Sudy Design, last paragraph: Behavioral and serologic assessments will take place
aI basellne and at six- month mtervalsthroughout the sIudy pen iod. S—neeﬁ—reexpeeted—that—the

¢ Anew section has been added following Section 7.5. All subsequent section numbers have been
updated. The following will be added:

7.6 Interim Analysis

In thisstudy, the drug BUP/NX in the substitution arm is discontinued at 52 weeks, but the
primary efficacy endpoint is defined as 104 weeks to allow the evaluation of the long-term
effect of theintervention. This changein treatment during the follow-up requires careful
consideration in theinterim monitoring strategy. First, given discontinuation of the drug at
52 weeks, it ispossible that the hazar ds of infection will not be proportional between the
armsthroughout the evaluation. Second, it isplausible that risk of HIV infection will
increasein the substitution arm after cessation of BUP/NX at 52 weeks, even perhapsthat
risk of infection will temporarily exceed that in the control arm. Finally, it islikely that the
study will achieve maximal differencein cumulative infection between the arms at 52 weeks
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of study participation. The potential for departurefrom proportional hazards, and even for
crossing hazards, are carefully consider ed in the monitoring of thistrial.

Briefly, we propose to use a stopping boundary for insufficient benefit that take into
consider ation the accumulated evidence from eventsin both arms at both 52 weeks and 104
weeks. The stopping boundary for benefit will only consider the 104 week outcomes.
Interim analyseswill occur four timesduring thetrial, when ¥, %2, %2and all of the primary
events have been collected (i.e. when ¥4, ¥4, %, all of the participants have attained their 104
week primary outcome). At each interim visit, wewill use the O'Brien-Fleming boundaries
on the difference in accumulated survival probability endpoint by the 104 week visit to
assess stopping early for proven benefit. The protocol may be stopped early for insufficient
benefit if interim analysesindicate that the data ar e not consistent with the hypothesized
long-term benefit at 104 weeks. Since the benefit of BUP/NX must occur primarily in the
first 52 weeks, data that are not consistent with substantial benefit at 52 weeks would
support discontinuing the study.

Detailed monitoring plans, specifying the boundary conditionsfor discontinuation will be
developed in a separate interim monitoring plan. Asin any interim monitoring, a decision
to stop thetrial will takeinto consideration the totality of the data including evidence of
mortality and social harms, in addition to HI'V incidence and death.

. Sectlon 7. 7 6 1 Prlmary Analyss The second paragraph has been deleted asfollows A-nalysas

24, Secondary Analysis Discrepancy

Section 7.7.6.2, Secondary Analyses, Number 5: To compare the frequency of drug use measured
by self-report and by urinalysisin the two study arms.

25. Protocol Registration

e Section 8.1, Ethical Review, second paragraph, last sentence: Study sites will submit
documentation of continuing review to the DAIDS Protocol Registration Officerviathe HPTN
CORE; in accordance with the current DAIDS Protocol Registration Policy and Procedure
Manual.

e Section 10.1, Study Activation, first paragraph, second sentence: CORE staff will work with
study site staff ane-to complete DAIDS protocol registration in accordance with the current
DAIDS Protocol Registration Policy and Procedure Manual.

26. Specimen Stor age:

Section 9.4, Specimen Storage and Possible Future Research Testing: Study site staff will store
plasma samples from selected visits; thiswill beindicated in the Study Specific Procedur es

Manual. These alHeftover specimens eollectedin-thisstudy-through-the-end-of the study-and
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27.

28.

should not be destroyed until notification from the HPTN SDMC and €ENL that all outstanding
results have been received and al quality assurance testing has been completed. Consent will be
sought to store leftover blood specimens post-study for future HIV -related testing. ..

Study Specific Procedures M anual

Section 10.2, Study Coordination, second paragraph: This protocol as well as the SSP Manual
will direct study implementation. The SSP Manua — which will contain reference copies of the
DAIDS SOPs for Source Documentation and Essential Documents, as well asthe Manual for
Expedited Reporting of Adverse Eventsto DAIDS and the standard DAIDS Toxicity Tables —
will outline procedures for conducting study visits; data and forms processing; AE assessment,
management and reporting; dispensing study products and documenting product accountability;
and other study operations. The SSP Manual will be submitted to the sponsor prior to
implementation of the study, will be posted on the following website: http://www.HPTN.orqg,
and will be made available in hard copy to the IRBYECs, the USFDA and other regulatory
authorities upon request.

Informed Consent Discrepancies:

Appendix I11-A: Sample Screening Consent during the Safety Phase:

What are your rights as a research participant?

If you decide not to participate in the screening, you cannat participate in this research study, but
you can still join another research study later, if oneisavailable and you qualify.

What will happen if you agree to the study screening?
The study staff will draw about re-merethan 14 mL ...

You will be offered HIV counseling and testing whether or not you are eligible to join the study.
The study staff will draw about than-14 mL of blood (about 3 teaspoons or local equivalent).
If you agree, ¥-your blood specimen will be stored...

Wheat other choices do you have besides this study?

The staff will talk with you about other treatment optionsfor HIV counseling and testing,
treatment for drug use, or research studies that may be available in your community (site to add
other treatment or research optionsfor | DUs depending on local situation including access to
counseling and HIV testing).

Appendix 111-C: Sample Screening Consent for Participants Screened during the Full Study:
What will happen if you agree to the study screening?

If your first-HIV test shows you are infected with HIV, you will not be éligible for the study
and screening will stop. However, we will do another test to confirm your results that will
take about aweek. The staff will talk with you about what this means.... Y our blood specimen
will be discarded stored and tested later to look for additional evidence of infection with
HIV. Wewill not contact you with the resultsfrom the tests done on the stored samples.
Thisis because resear ch tests ar e often done with experimental procedures, so theresults
from thesetests are not useful for making decisions on managing your health.

How long will you bein this study if you are eligible?
You will bein this study about 2 to 3 years depending on when you begin. Should you be
eligible, you will be asked to sign an additional Informed Consent form which will describe
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the study visitsand proceduresin greater detail. You should feel freeto ask the study site
staff should you have any questionsregar ding the length of the study and your involvement.

o Appendix I11-B and D: Sample Enrollment Consents, Satement of Consent, first paragraph: |
have read (or someone has read and explained to me) this consent form. | understand the purpose
of the sereening-study, the procedures to be followed, and the risks and benefits as described in

this consent form. | voluntarily agree to be-screened-formy-potentiaparticipationnthejoin this
drug treatment research study.

e Appendix I11-B and D: Sample Enrollment Consents, Statement of Consent, second paragraph:
For gtaff: | have explained the purpese-of-the-screening-study to the volunteer and have
answered al of his’her questions. To the best of my knowledge, he/she understands the purpose,
procedures, risks and benefits of this study-sereening.

e Appendix I11-B and D: Sample Enrollment Consents, Statement of Consent, third paragraph: For
witnesses for illiterate volunteers: | attest that the information contained in this written consent
form has been read and explained to the participant. He/she appears to understand the purpose,
procedures, risks and benefits of the study sereening-and has voluntarily accepted to participate-

o Appendix I11-D: Sample Enrollment Consent for Full study, What are the risks/discomforts of this
study, third paragraph, third sentence: The most common side effects are cold-er-flu-tike
symptoems;-headaches, pain, sweating, nausea, sleeping diffiedltiespr oblems, and constipation

o Appendix I11-D: Sample Enrollment Consent for Full study, What are the risks/discomforts of this
study, fourth paragraph, last sentence: We will check your liver, kidneys, and blood to make
sureit is healthy while you are taking Suboxone.

e Appendix I11-A,B,C, and D, Sample Consents, What about confidentiality, last sentence:
However, thelocal Ministry of Health, the U.S. Food and Drug Administration, the company that
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makes the study drug, the I nstitutional Review Board or Ethics Committee, the study sponsor
(the U.S. National Institutes of Health), and their authorized representatives will be allowed to
inspect your sereening-study-related records.

29. Addition of AE Reporting Table:

APPENDI X VI: HPTN 058 Adver se Event Reporting and Documentation Requirements*

Record
eventand | AELOG EAE FORM (to
ADVERSE EVENT RELATIONSHIP TO gradein (DataFax m?fﬁrlgsbljgr?eﬁ
STubY PRODUCT primary to davs of site
source SDMC) Y
awar eness)
documents
Resuitsin Death Regardless of YES YES YES
relationship
Resultsin persistent or Regardless of
significant disability or egardies YES YES YES
. ; relationship
incapacity
Is a congenital anomaly or Regardless of
birth defect or fetal loss relationship YES YES YES
Probably not related :
: . YES (if meetsone
Req‘!' resor prolongs Possibly related YES YES of the relationship
; hospitalization Probably related N
Serious Definitely related criteria)
Adverse nitely
Events Requires intervention to Probably not related .
prevent significant Possibly related YES (if meets one
! . YES YES of the relationship
incapacity/permanent Probably related criteria)
disability or death Definitely related
Probably not related .
Is life-threatening (including | Possibly related vES vES ZfEtﬁé': mects one
al Grade 4 AES) Probably related writeris P
Definitely related
NO (unless directly
All other SAEs Nt dféf‘ted to Study YES YES related to study
P participation)
Non-
Serious . Regardless of
Adverse All non-serious AEs relationship YES NO NO
Events

* All AEs must be documented in the participant’ s source record, regardless of seriousness, severity or relatedness.
AEswill only be documented and reported to the SDMC/DAIDS as appropriate for participants in both study
arms through week 52 of follow-up.
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30. Substitution Treatment Arm Dosing has been clarified to specify that daily dosing will take place up to 21 days
(until dose stabilization).

Protocol Schema:

Treatment Arm
n=750

Intervention
STUDY ARM
Sublingual BUP/NX daily up to 21 days (until dose stabilization) and then
Substitution three times per week for 52 weeks; plus

Weekly individual drug- and risk-reduction counseling for twelve weeks,
followed thereafter by monthly counseling sessions every four weeks through
week 52.

2.3 Study Design

. “Substitution Treatment” Arm- sublingual BUP/NX administered daily up to 21 days (until dose
stabilization) and then three times per week for 52 weeks...

7.1 Study Design
Intervention
STUDY ARM
Sublingual BUP/NX daily up to 21 days (until dose stabilization) and then
Substitution three times per week for 52 weeks; plus

Treatment Arm
n=750

Weekly individual drug- and risk-reduction counseling for twelve weeks,
followed thereafter by monthly counseling sessions every four weeks through
week 52.

31. Detoxification Treatment Arm Dosing has been clarified to specify that dosing will take place up to 18 days.

Protocol Schema:

Short-term detoxification with sublingual BUP/NX for 18 days maximum
Detoxification with a second detoxification possible at week 26; plus
Treatment Arm Weekly individual drug- and risk-reduction counseling for twelve weeks,
n=750 followed thereafter by monthly counseling sessions every four weeks through
week 52.
2.3 Study Design:
o “Detoxification Treatment” Arm — short-term BUP/NX detoxification for 18 days maximum in
addition to weekly
7.1 Study Design:
Short-term detoxification with sublingual BUP/NX for 18 days maximum
Detoxification with a second detoxification possible at week 26; plus
Treatment Arm Weekly individual drug- and risk-reduction counseling for twelve weeks,
n=750 followed thereafter by monthly counseling sessions every four weeks through

week 52.
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32. APPENDIX I-A: Schedule of Procedures and Evaluations- Full Study; the table has been replaced.

Visit
Weeks0-12 Weeks Wk Wk Wk Wk Wik
16-52 26 52 78 104 130
X
X
X
X X x3 x3 X X X X X
X x*
X X X 2 % X
X3 X3 X X X X X
X
X X
X X
X
X X
X
X X X X X X
N X°
X X N
X X X
X x* X* X X
X X X
X x* X* X X
X X3 X3 X X X X X
X X X3 X3 X X
X X X X X X
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APPENDIX I-A: Schedule of Procedures and Evaluations — Full Study

Procedur es/Evaluations

Screening
Enroll/
Randomization

Intervention and Follow-up

Follow-up

Wks 1-

Wks
13-15

Wks
16-25

Wk
2610

Wks
27-51

Wk

Wk

Wk

Wk
130

Wk
156

x

Screening Informed Consent

Enrollment Informed Consent X

Demographics

Locator Information

XS

X3

X3

Eligibility Interview (incl. DSM-IV Diagnosis)

X4

X[ X| X| X

Behavioral Risk Assessment
(drug use & sexual risk)

Social Harms Assessment

Physical Examination for HIV negative pts. X

Symptom-directed Physical Exam

Intervention Acceptability Assessment

Targeted Medical History for HIV negative pts. X

Interim Medical History

Randomization X

Laboratory Tests

Rapid HIV testing®

x

Hepatitis B and C°

Platelet count

CBC

Bilirubin

X7

X7

Creatinine

ALT

X7

X7

Urine Test for Opiates and Other Drugs

XS

Urine Test for Pregnancy®

XX XXX XXX X[ X

Pre- and Post-test HIV Counseling

XX XXX XXX X[ X

X[ X| X|X[X[X|X]|Xx

Weekly Counseling Visits

Monthly Counseling Sessions

X3

X3

x

BUP/NX Dispensing Visit® X

1 Participants will be followed for a minimum of 24 months and a maximum of 36 months, depending on when they are enrolled

2 participants will provide consent for study enrollment on or before the visit at which they are randomized
3 Perform approximately every four weeks

4 Repeated if needed for Detoxification Treatment arm participants to determine eligibility for second detoxification

51f Rapid HIV tedt is positive, confirmatory testing to be performed according to one of the algorithms in Appendix 11; if confirmed, subsequent HIV tests not performed

5 After screening, hepatitis testing may be performed at any point during first year of participation if clinically indicated. Hepatitis B vaccine will be offered to randomized participants if appropriate
7 Bilirubin and ALT tests completed at weeks 12 and 40 in addition to the scheduled follow-up visits at weeks 26 and 52

8 For female participants perform Pregnancy Test, in both arms, at screening, enrollment and week 4 only. Then, approximately every four weeks through week 52 in the substitution treatment arm only

9 Completed daily for up to the first three weeks of dosing in both arms, then, three times per week through week 52 in the substitution treatment arm only

1°The week 24 counseling visit and the week 26 follow-up may be combined into one visit to reduce participant visit burden. There should be no duplication of any laboratory tests or the collection of any other study information if the visit are combined.
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33. Informed Consent Clarifications
e Appendix I1-A: Sample Screening Consent during the Safety Phase: If your HIV test shows that
you may be infected with HIV, second paragraph:

1. What will happen if you agreeto the study screening?
If you are awoman, we will also do a pregnancy test on your urine. Y ou will be given the
result of the pregnancy test during thisvisit.

2. If during the cour se of these screening tests, we find out that you have HIV or (list
communicable diseases which require reporting), we must report thisto [insert the name(s)
of thelocal health authorities and amend this paragraph to reflect the local
requirements. |f there are no local requirementsto report HI'V or other communicable
diseases, delete this paragraph.]

3. How longwill you bein thisstudy if you are eligible?
You will bein this study about 2 to 3 year s depending on when you begin. Should you
be eligible, you will be asked to sign an additional Informed Consent form which will
describe the study visits and proceduresin greater detail. You should feel freeto ask
the study site staff should you have any questionsregarding the length of the study and
your involvement. ¥Y-ou-witH-beinthisstudy-abeut-3-years:

If people think that you are infected with HIV, you may have problems finding or keeping a
job. Others may treat you unfairly, including your family and community.
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5. Arethererrsksrelated to preqnancy’>

i . Y ou must have a pregnancy test
before you enter thlsstudy You arenot eligible for thlsstudy if you are pregnant or
breastfeeding. If you arefound to be currently pregnant, therearenorisksto having

had the screenrng procedures H—yeuean—beeemepregnant—yeu—must—agreeieeusean

6. What other choices do you have besdesthis study?
Y ou do not have to agree to be screened for this research study. The staff will talk with you
about other treatment-optionsfor HI'V counseling and testing, treatment for drug use, or
research studies that may be available in your community (site to add other treatment or
research optionsfor 1 DUs depending on local situation including access to counseling and
HIV testing).

o APPENDIX I11-B: Sample Enrollment Consent for Participants Enrolled during the Safety Phase

1. What will happen if you agreeto take part in this study?
If you are awoman, we will do another pregnancy test on your urine and you will be given
theresults.

2. Treatment Vigts:
All participants will have aurinetest for opiates and other drugs every four weeksfor a
year.

3. If you arein the Substitution Treatment group
If you are awoman and you are taking Suboxone, we will do a pregnancy test every month.
You will be given theresults of these tests.

4. Follow-up Vidts:
We will also ask you questions about your drug use and sexual behavior and test your urine
for opiates and other drugs at each visit.

If during the cour se of these screening tests, wefind out that you have HIV or other (list
communicable diseases that require reporting), we must report thisto [insert the
name(s) of thelocal health authorities and amend this paragraph to reflect the
local requirements. If there are no local requirementstoreport HIV or
communicable diseases, delete this paragraph.]

5. Why would your participation in the study be stopped early?

The study staff may need to end your participation in the study early without your permission
if:

Summary of Changesincluded in HPTN 058 Final Version 2.0 Page 39 of 43
16 September 2008



o Thestudy iscanceled by the U.S. Food and Drug Administration (FDA), the U.S. National
Institutes of Health (NIH), the drug company giving the medicine for this study, the local
government or regulatory agency, or the Institutional Review Board (IRB) or Ethics Committee
(an IRB or Ethics Committee is a committee that watches over the safety and rights of research
subjects).

e The Data Safety Monitoring Board (DSMB) recommends that the study be stopped early

6. What aretherisks/discomforts of this study?

If people think that you are infected with HIV, you may have problems finding or keeping a
job.

It isalso possiblethat others may find out that you have been screened for this study
and assumethat you are an injection drug user. This could cause you problemsfinding
or keeping ajob. Othersmay treat you unfairly, including your family and community.
We will check your liver, kidneys, and blood to make sure itis they ar e healthy while you
are taking Suboxone.

7. What arethe costs or paymentsto you?
There will be no cost to you for these visits, physical examinations, the study drug
(Suboxone), laboratory tests or other procedures.

1. APPENDIX I11-C: Sample Screening Consent for Participants Screened during the Full Study

1. What will happen if you agreeto the study screening?
If you are awoman, we will also do a pregnancy test on your urine. Y ou will be given the
result of the pregnancy test during thisvisit.

2. If during the cour se of these screening tests, we find out that you have HIV or (list
communicable diseases which require reporting), we must report thisto [insert the name(s)
of thelocal health authorities and amend this paragraph to reflect the local
requirements. |f there are no local requirementsto report HIV or other communicable
diseases, delete this paragraph.]

3. How longwill you bein this study if you are €ligible?

You will bein this study about 2 to 3 years depending on when you begin. Should you be
eligible, you will be asked to sign an additional Informed Consent form which will
describe the study visitsand proceduresin greater detail. You should feel freeto ask
the study site staff should you have any questionsregarding the length of the study and
your involvement.
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If peoplethlnk that you are mfected Wlth HIV, you may have problems finding or keeping a
job. Others may treat you unfairly, including your family and community.

5. Arethererlsksrelated to preqnancv’>

i . Y ou must have a pregnancy test
before you enter thlsstudy You arenot eligible for thls study if you are pregnant or
breastfeeding. If you arefound to be currently pregnant, thereareno r|sksto having
had the screenlng procedures , . -y

6. What other choices do you have besides this study?

Y ou do not have to agree to be screened for this research study. The staff will talk with you
about other optionsfor HIV counseling and testing, treatment optionsfor drug use, or
research studies that may be available in your community. [Add other treatment or research
optionsfor IDUs depending on local situation including accessto counseling and HIV
testing.]

» APPENDIX Il1-D: Sample Enrollment Consent for Participants Enrolled during the Full Study

1. What will happen if you agreetotake part in this study?
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If you are awoman, we will do another pregnancy test on your urine and you will be given
theresults.

2. Treatment Visits:
All participants will have aurinetest for opiates and other drugs every four weeksfor a
year.

3. If you arein the Substitution Treatment group
If you are awoman and you are taking Suboxone, we will do a pregnancy test every month.
You will be given theresults of all pregnancy tests.

4. Follow-up Visdts:
We will also ask you questions about your drug use and sexual behavior and test your urine
for opiates and other drugs at each visit.

If during the cour se of these screening tests, we find out that you have HIV or other (list
communicable diseases that require reporting), we must report thisto [insert the
name(s) of thelocal health authorities and amend this paragraph to reflect the
local requirements. If there are no local requirementsto report HIV or
communicable diseases, delete this paragraph.]

5. What aretherisks/discomforts of this study?
If peoplethink that you are infected with HIV, you may have problems finding or keeping a
job.
It isalso possible that othersmay find out that you have been screened for this study
and assumethat you are an injection drug user. This could cause you problemsfinding
or keeping ajob. Othersmay treat you unfairly, including your family and community.
We will check your liver, kidneys, and blood to make sure itis they ar e healthy while you
are taking Suboxone.

6. Why would your participation in the study be stopped early?

The study staff may need to end your participation in the study early without your permission

if:

o Thestudy iscanceled by the U.S. Food and Drug Administration (FDA), the U.S. National
Institutes of Health (NIH), the drug company giving the medicine for this study, the local
government or regulatory agency, or the Institutional Review Board (IRB) or Ethics Committee
(an IRB or Ethics Committee is a committee that watches over the safety and rights of research
subjects).

e The Data Safety Monitoring Board (DSMB) recommends that the study be stopped early

7. What arethe costs or paymentsto you?
There will be no cost to you for these visits, physical examinations, the study drug
(Suboxone), laboratory tests or other procedures.

e APPENDIX IlI-E: Sample Consent for Storage and Future Use of Blood Samples
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1. Titleupdate: HPTN 058: A Phaselll randomized controlled trial to evaluatethe
efficacy of drug treatment in prevention of HIV infection and death among opiate
dependent injectors

2. What aremy rights?
Your sampleswill then not be used and will be destroyed according to local regulations

34.  Clarification of Hepatitis testing at Weeks 26 and 52
5.5.1 26 and 52 Week Visits
= Hepatitistesting (Week 26)
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