HIV Prevention Trials Network
AMENDMENT #2

Protocol 039:  A Phase III, Randomized, Double-Blind, Placebo-Controlled Trial of Acyclovir For The Reduction Of HIV Acquisition Among High-Risk HSV-2 Seropositive, HIV Seronegative Individuals

September 13, 2004

	Summary of Revisions

· Letters of Amendment 1, 2, and 3 as well as Clarification Memos 1 and 2 have been incorporated into this Amendment.

· Team Roster revised to add Sinead Delany, Karen Patterson, Stewart Reid, and replace Lydia Soto-Torres with Sheryl Zwerski.

· Typographical/nomenclature errors corrected.

· The protocol version number, date, and table of contents are updated.

· An Ancillary study for HIV seroconverters has been established.  This amendment makes reference to the fact that HIV seroconverters will be offered enrollment into this study, which has a separate consent form and protocol number.

· Johannesburg has been added as a study site, and Iquitos has been added as a sub-site of IMPACTA (Lima, Peru) in order to help complete enrollment within the targeted 18 months.
· Allowance has been made for study drug to be delivered by study staff to participants in cases in which a participant is unable to come in to the clinic and/or an on-site clinic visit is not feasible.
· Allowance has been made for study visits to be conducted off-site or via telephone by study staff in cases in which a participant is unable to come in to the clinic and/or and on-site clinic visit is not feasible.  
· Due to slow recruitment and the need to complete enrollment by June 2005, the sample size has been reduced from 3,682 participants to between 2,820 and 3012 participants.  Participant follow-up is therefore increased from 12 months to 18 months.  This assumes 90% power for a relative risk of .51, incidence rate of 3.5% in the first year and 2.7% in the second year.  Newly enrolled participants will be followed for 18 months after enrollment.  In addition, the Protocol Team will evaluate the benefit and feasibility of extending follow-up for currently enrolled participants at each site (extending from 12 to 18 months). Following this evaluation, the re-consent process will be further examined in the first month of implementation at each site involved in the process.  The protocol team will then determine whether a particular site will continue re-consenting participants at that site.  The sample size for the study will ultimately be determined by the proportion of currently enrolled participants who will be followed for 12 vs 18 months.
· The Reference section has been updated; point 28 has been removed.  The information listing the publication is incomplete.



Implementation

Prior to implementing the procedures described below, the study site will submit this amendment, the corresponding protocol version 3.0, and an updated local study informed consent forms to its Institutional Review Board (IRB).  

Upon receipt of IRB approval, protocol registration with Family Health International RA/QA, and activation by the HPTN CORE, the following protocol modifications, indicated by strikethrough and bold text, will be implemented:

SCHEMA

Purpose:
To determine the efficacy of twice daily acyclovir in preventing HIV infection among high-risk HIV-negative, HSV-2 seropositive women and men who have sex with men (WSM, MSM).

Study Size:
Between 2820 and 3012 WSM and MSM (1410 or 1506 per arm).
Treatment Regimen:
Study participants will be randomized in a 1:1 ratio to:
· Acyclovir 400 mg po bid, or

· Matching placebo po bid for 12 or 18 months of follow-up.
Study Duration:
Approximately 3 years total; 
 Participants will be followed for 12 or 18 months.

Study Sites:
- Harare, Zimbabwe;
- Lusaka , Zambia;
- Lima, Iquitos, and Pucallpa, Peru;
- Seattle, WA, USA;
- New York, NY, USA;

- San Francisco, CA, USA;

- Johannesburg, South Africa
2. Study Objectives and Design

2.3 Study Design

This is a phase III, multi-site, randomized, double-blind, placebo-controlled trial.  Between 2820 and 3012 high-risk, HIV-negative, HSV-2 seropositive WSM and MSM will be enrolled..  Women who have sex with men (WSM)  will be enrolled at study sites in Lusaka, Zambia,  Harare, Zimbabwe, and Johannesburg, South Africa. Men who have sex with men (MSM) will be enrolled at study sites in Lima, Iquitos, and Pucallpa, Peru; Seattle, WA, USA; New York City; NY, USA; and San Francisco, CA, USA.
Due to slow enrollment at the time of the printing of this version of the protocol, participant follow-up is increased from 12 months to 18 months.    Newly enrolled participants will be followed for 18 months after enrollment.  In addition, the Protocol Team will evaluate the benefit and feasibility of extending follow-up for currently enrolled participants at each site (extending from 12 to 18 months). Following this evaluation, the re-consent process will be further examined in the first month of implementation at each site involved in the process.  The protocol team will then determine whether a particular site will continue re-consenting participants at that site.  The sample size for the study will ultimately be determined by the proportion of currently enrolled participants who will be followed for 12 vs. 18 months.

HSV-2 serostatus will be determined from samples taken at screening by Focus Technologies( (formerly MRL) HSV-2 EIA. Participants with a low positive index between and including 0.9 and 3.4 according to the Focus serology, but are HSV-2 positive by the University of Washington’s HSV-2 Western blot test, will also be eligible.  HIV serostatus will be determined according to the algorithms presented in Appendices II and III. Confirmatory second samples will only be drawn in case of discordant test results on the first sample, or if mandated by local law.        

Participants who meet the study eligibility criteria will be offered enrollment in the study, and those willing to take part will be randomized to either twice daily oral 400 mg acyclovir or twice daily placebo throughout follow-up. Randomization will be stratified by site.  Within each stratum, a variable-size block randomization scheme will be implemented.  Female volunteers will also be tested for pregnancy at both screening and enrollment; pregnancy at time of screening or enrollment will be an exclusion criterion. For participants who are found to have one or more bacterial STD(s), every effort should be made to provide free treatment and follow-up care, in accordance with WHO and CDC guidelines, for international and domestic sites, respectively.  If abnormal discharge or other clinical evidence of baterial STDs is detected and/or if the wet mount demonstrates T. vaginalis or bacterial vaginosis, participants may be enrolled; however, bacterial STD treatment or a referral for free treatment at a local clinic should be offered during the enrollment visit (unless awaiting RPR/FTA confirmation of active syphilis infection).  . All participants, regardless of study arm, will be counseled on the importance of using condoms every time they have intercourse to prevent STD and HIV transmission. Participants will be followed for 12 or 18 months after enrollment.  Participants who become HIV-infected (i.e., seroconvert to HIV) at any time during this 18-month period will be offered enrollment into a six month ancillary study.  The objective of this ancillary study is to assess the affect of HSV-2 suppression on HIV-1 levels in the first six months after infection (“viral set-point”). This ancillary study will have its own protocol and Informed Consent Forms.
Monthly follow-up visits will be conducted to dispense study drug, collect bottles with any unused study drug from the prior month for a pill count, and provide adherence and condom counseling as well as condoms. A brief sexual history (number of partners, HIV serostatus of partners, if known)) will be obtained. Female participants will be asked about their menstrual history since the last visit and, if indicated, be tested for pregnancy. These monthly assessments will enable more accurate assessment of adherence (both in terms of number of doses and clustering of missed doses which may have a greater impact on efficacy than total number of missed doses).  In addition, the monthly clinical and behavioral assessments of herpes prodromal symptoms and other symptoms of genital herpes, and sexual activity will minimize recall bias, and thereby maximize the validity and reliability of the secondary outcome data. 

Every 3 months, follow-up visits will be more extensive and include the following procedures in addition to the monthly assessments: 

· A genital exam (examination of anal and genital regions)  for signs of STD and genital ulcers 
· A more extensive sexual behavior questionnaire
· HIV pre-test, risk reduction, and post-test counseling
· Blood draw for HIV antibody testing.

· For female participants: a urine pregnancy test.

HIV incidence will be ascertained by HIV-1 EIA with Western blot (WB) or IFA confirmation according to one of the HIV algorithms provided in Appendices II and III. Thus, timing of HIV seroconversion will be ascertained within a three-month interval, which will enable more precise analyses of HIV seroconversion with respect to risk behavior, HSV-2 symptoms, and adherence with study drug. The presence of concurrent STDs, including syphilis and chancroid, will be assessed via questionnaire and supplemented by directed clinical exam, swab collection,NAAT testing,   and by serologic testing for syphilis at enrollment and the end of study follow-up.

For participants in both study treatment arms who present to the clinic with clinically evident genital herpes, episodic therapy with acyclovir 400 mg tid for 5 days, a standard regimen recommended in the 2002 CDC STD Treatment Guidelines, will be offered in addition to the study regimen (2002 CDC STD Treatment Guidelines). Genital lesions and other HSV-related genital findings will be swabbed and stored at –20(C to send to the University of Washington Virology laboratory to be evaluated by PCR for pathogens at a later date.  Other symptomatic bacterial STDs will be treated in U.S. sites according to 2002 CDC STD treatment guidelines and according to WHO and local Ministry of Health guidelines in non-US sites (i.e., every effort will be made to provide or refer participants for free syndromic STD treatment to participants with vaginal and urethral discharge,genital ulcer disease or specific laboratory-confirmed STD diagnoses based on a positive wet mount, RPR, gonorrhea or chlamydia test).

2.4 Serologic Assays For HSV-2 Infection

For the purpose of participant accrual the gG2-based Focus Technologies( EIA will be used to screen and enroll subjects at each of the trial sites.  Subjects who are HSV-2 gG2 positive (index ratio >3.5) will be eligible to enroll.  All those who enter the trial will have sera sent to the University of Washington for WB confirmation; only those whose sera are confirmed by HSV-2 WB will be included in the analyses. Individuals whose index ratio is between and including 0.9 and 3.4 will not be eligible for the study unless the University of Washington’s Western blot testing is performed and shows that the individual is positive for HSV-2 antibodies. If their index ratio is between and including 0.9 and 3.4 and the UW Western blot is not performed, they will be counseled regarding the meaning of this test result. If they remain interested in study participation, they are advised to return for renewed screening after 2 months. If their index ratio is >3.5, and if they are HIV negative and meet all other eligibility criteria, they are eligible for enrollment at that time.
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Section 2.4 Serologic Assays For HSV-2 Infection, page 24, flow chart (with addition of optional HSV-2 WB confirmatory testing under the low positive/equivocal results block):
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NOTE:
Individuals whose index ratio is between and including 0.9 and 3.4 will not be eligible for the study unless Western Blot testing is performed at UW and shows that the individual is positive for HSV-2.

3.
STUDY POPULATION

Between 2820and 3012 high risk HIV-negative, HSV-2 positive WSM and MSM will be selected for the study according to the criteria in Section 3.1, 3.2, and the guidelines in Section 3.4.

The following study sites will participate in this trial, of which three sites will recruit high-risk WSM and four sites will recruit high-risk MSM.  

 -Harare, Zimbabwe;
- Lusaka, Zambia;
- Lima, Iquitos, and Pucallpa, Peru;
- Seattle, WA, USA;
- New York, NY, USA;

-San Francisco, CA, USA;

   -  Johannesburg, South Africa.

3.1 Inclusion Criteria

Men and women who meet all of the following criteria are eligible for inclusion in this study:

· HSV-2 seropositive as determined by Focus HSV-2 EIA with index ratio >3.5 (or index ratio >0.9 and ( 3.4 by conventional rounding methods with UW Western blot positive test specific for HSV-2 antibodies).  This UW Western blot positive result may precede the 60-day window between screening and enrollment).
* For study screening purposes, HIV infection status assessed viaRapid Testing only will be ascertained using two different rapid immunochromatographic tests; in the event that results from the two tests are discordant, Western Blot or IFA test will be performed. Once a participant has enrolled in the study, follow-up HIV testing will be performed according to the algorithm in Appendices II or III.
3.2 Exclusion Criteria

MSM and WSM who meet any of the following criteria are not eligible for this study:

· Current or planned use of famciclovir, valacyclovir, or acyclovir (except those medications provided by study staff prior to the enrollment visit or during the study) for genital HSV (use of short-course antiviral therapy for herpes zoster after the enrollment visit or between screening and enrollment is allowed).

Abnormal discharge, other clinical evidence of STDs, including herpes ulcers, and/or a wet mount positive for T. vaginalis or bacterial vaginosis do not constitute exclusion criteria. Participants may be enrolled at the same visit that treatment or a referral for free treatment is offered to the participant. 

3.3 Recruitment Process

Presumptively eligible participants will be provided information about their test results and the study at their second Screening Visit.  Participants who meet all eligibility criteria at this visit and remain interested in study participation will be scheduled to return for their Enrollment visit,or will be offered enrollment at this same visit. At the Enrollment Visit they will complete the informed consent process and provide written informed consent to take part in the study. They will also have the opportunity to provide informed consent to long-term storage and future testing of blood obtained from them. Participants will then be assigned at random to one of the two study treatment arms and provided with supplies of condoms and the assigned study drug, instructions for study drug use, adherence counseling, and instructions to contact study staff with questions about the study, reports of genital symptoms, side effects or other problems. 

For volunteers who do not meet the eligibility criteria, the screening process will be discontinued when ineligibility is determined.  Participants who are ineligible for any reason other than HIV infection may be re-screened, completing all screening procedures from the beginning.
3.5 Participant Retention

While study site staff is responsible for developing and implementing local standard operating procedures to achieve high levels of follow-up, the following procedures are examples of locator devices and retention techniques that will be implemented across sites:

3.6 Participant Withdrawal

Every reasonable effort will be made to complete a final evaluation (as described in Section 5 below) of participants who terminate from the study prior to the end of their 12 or 18 month follow-up period .Study staff will record the reason(s) for all withdrawals from the study in participants’ study records.
4
STUDY DRUG

4.1 Study Drug Formulation And Regimen

All participants will be asked to return to the clinic (as part of a regularly scheduled study visit, or an interim visit if outbreak occurs between visits) and receive a standard dose of open-label acyclovir (400 mg three times a day for five days) for recurrent genital herpes. Participants will only be offered this treatment if the Investigator or designee (must be a clinician) believes that it would be beneficial to the participant. Participants will be instructed to take the  open-label acyclovir along with their routine daily dose of study medication.  
If a participant is unable to report to the clinic for a scheduled visit, study drug may be delivered to the participant via in-person delivery by study staff or by certified courier.  Study drug may be delivered to a participant by in-person delivery or certified courier for up to 3 months without a study visit taking place (this includes dispensing 3 months of study medication if it is known that the participant is not willing or able to have an on-site or off-site visit).  If after three months a full study visit is not conducted (either on-site or off-site), study medication will not be provided to the participant until s/he participates in a full study visit.   Dispensation of study medication should resume after completion of a full study visit.  
Visits for the dispensation of study drug only may be conducted at the clinic, or at an off-site location approved by the participant, and local (and U.S. if applicable) Ethics Committee(s), maintaining participant confidentiality.  Every effort should be made to encourage the participant to return to the clinic for his/her regularly scheduled study visit.  
Detailed procedures for the allowance of off-site visits, telephone data collection, and study drug delivery will be provided in the SSP manual.
4.2 Study Drug Supply And Accountability

The site pharmacist or designee must maintain complete records of all study drugs received and subsequently dispensed to study participants. 

4.5  Considerations For Women Who Become Pregnant During The Study

During the informed consent process, local site staff will discuss with female study participants the available data on acyclovir and pregnancy. Based on data from a pregnancy registry that followed 749 women with first trimester exposure to acyclovir, acyclovir use does not appear to result in an increased frequency or unusual distribution of birth defects as compared with the general population. Recent trials of daily acyclovir toward the end of pregnancy to prevent abdominal deliveries, and endorsement of such approach by the American College of Obstetricians and Gynecologists, indicate the lack of safety concerns with acyclovir.  However, given limited data on safety of daily suppressive acyclovir throughout pregnancy in developing countries, women who become pregnant will discontinue use of study drug for the duration of their participation in the study; however, should the participant later have two consecutive negative pregnancy test results, she may re-start study drugs.  Episodic treatment of open label acyclovir may be offered at the discretion of the clinician to women during their second and third trimesters of pregnancy..   Urine pregnancy tests will be performed at quarterly visits and women will be asked about missed or late periods at monthly visits; those who report late menstrual periods will have urine pregnancy tests performed at that monthly visit.  Pregnant women will be maintained in follow-up to ascertain study endpoint information.  Clinical status of infants born to women who became pregnant while enrolled in the trial will be obtained by interview of the woman after delivery; if a woman exits the study prior to completion of her pregnancy, every effort will be made to obtain this information. 

5.0 STUDY PROCEDURES

5.2  Screening Visit 2 (between Day –60 and Enrollment)


Administrative, Behavioral, And Regulatory Procedures

· Provide information about the study.

· Update locator information.

· Provide condoms.

· Provide all available test results.

· Schedule next visit (unless the participant is enrolled during this visit).

· Obtain a second blood sample (only if repeat testing of HIV or HSV-2 is necessary)
5.3  Enrollment Visit - Baseline (Day 0) 

Clinical Procedures
· Obtain medical history. 

· Administer risk behavior & sexual history questionnaire (must take place prior to risk reduction counseling).

· Administer questionnaire to assess symptomatic STDs, including genital ulcer disease, vaginal discharge and rectal symptoms.

· Administer questionnaire to assess 3-month history of symptomatic STDs, such as genital ulcer disease, vaginal discharge and rectal symptoms.
· Provide risk reduction counseling.

· Perform genital exam for signs of STDs. 

· Collect specimens for STD baseline assessment:

> MSM: 
rectal swab 
 urine 


> WSM: 
cervical and vaginal swabs
urine

· Collect blood.

· Provide all available test results.

· Treat bacterial STDs, if clinically indicated, or refer for free treatment.

· Supply study drug, instructions, and adherence counseling.

Laboratory Procedures

· STD testing as follows:

> MSM:
- rectal gonorrhea culture.
- urine LE;   if > trace or urethritis symptoms:  
   gonorrhea / chlamydia rapid, or NAAT, or urethral      

                           culture

> WSM:
- cervical swabs for gonorrhea and chlamydia 
   (culture, or rapid, or NAAT)

- vaginal pH, wet mount for clue cells, whiff test and T. vaginalis
      -gram stain (to be sent for batched reading at the end of the   

        study), and 

       -trichomonas In-pouch(  local 

- urine pregnancy test (with a sensitivity of 50 mIU/ml hCG). 

· Storage of blood for confirmatory WB for HSV-2 antibodies at the University of Washington.

· Syphilis serology (including titer if initial test is reactive). Confirm with a treponemal specific test if initial test is reactive.  

· Storage of genital lesions swabs at –20oC for later evaluation of etiology of genital ulcers and any other genital lesions thought to be HSV-related by PCR testing at UW.

· Storage of left-over sera for CL and on-site specimen archive (to be tested for HIV, in case of positive result on first post-enrollment HIV test and/or creatinine, in case of renal insufficiency).
The sites will have a chain of custody that will provide for the storage conditions of the samples.  Each sample type will have a different processing and storage condition depending on the internal procedures the site uses.

5.4   Follow-Up Visits:  Monthly (Months 1 to 12 or 18)

Clinical Procedures

· Assess compliance by clinical interview and tablet count.

· Administer questionnaire to assess symptomatic STDs, including genital ulcer disease, vaginal discharge and rectal symptoms.

· Administer risk behavior & sexual history questionnaire (must take place prior to risk reduction counseling).

· Provide risk reduction counseling.

· Syndromically treat (or refer for free treatment) participant-reported symptomatic bacterial STDs.

· Provide all available test results.

For participants who report genital symptoms:

· Perform genital exam and collect swab of anogenital ulcers, or other anogenital findings thought to be HSV-related, for end of study testing.
· Treat (or refer for free treatment) symptomatic bacterial STDs syndromically.

Note:  For ongoing chronic conditions in the absence of new anogenital symptoms, the clinician should consult with the Protocol Chair and Co-Chair, FHI, and SCHARP to determine whether a genital exam is warranted.

Laboratory Procedures

For swabs from participants with genital ulcers or other possible HSV-related anogenital findings:
· Storage of swabs for end of study testing to determine etiology by PCR at UW.

For women who report missed or late menstrual period:

· Urine pregnancy test.

Site staff should make every effort to have participants  report to the clinic for study visits (Monthly, Quarterly, Interim, or Exit).  Participants may be unable to report to the clinic for a study visit for a variety of reasons.  Should the participant be willing, site staff will conduct the appropriate visit off-site (not in the clinic),  attempting to perform all protocol-required visit procedures while maintaining participant confidentiality. If a participant refuses any protocol-specified procedures, this should be appropriately documented in the clinic/chart notes.  An approved off-site/remote visit SOPmust be in place prior to conducting off-site visits, and site staff may conduct no more than three such consecutive visits.
Determining that an off-site visit is necessary will be done only after all other options for scheduling the visit have been explored (e.g., earlier or later office hours, interim visits).  All scheduling efforts will be documented in the participant’s chart notes and/or contact logs.  The actual off-site visit may take place within the visit window or after the window is closed; if it occurs outside of any study window it is considered an interim visit (see the Study Specific Procedures Manual for interim visit procedures and for more detailed approval steps for such a visit).  

In-person contact with participants is the preferred method of collecting study data.  However, there may be rare circumstances in which telephone contact may be the only method available for collecting data.  

Telephone data collection is permitted only when ALL of the following conditions have been met:

1. a participant is unable to travel to the study site (e.g., due to physical incapacitation, being out of state)

2. conducting an in-person visit prior to the next regular visit is impractical

3. the visit to be conducted is a monthly visit (Screening, Enrollment, Quarterly, and Exit Visits NOT allowed)

4. site staff can verify the participant’s correct identity

5. the participant’s confidentiality is protected

Determining that a telephone visit is necessary will be done only after all other options for scheduling the visit have been explored (e.g., earlier or later office hours, interim visits, off-site visits).  All scheduling efforts will be documented in the participant’s chart notes and/or contact logs.  The actual phone visit may take place within the visit window or after the window is closed; if it occurs outside of any study window it is considered an interim visit (see the Study Specific Procedures Manual for interim visit procedures and for more detailed approval steps for such a visit).  
5.5 Quarterly Visits (Months 3, 6, 9, 12, and 15)

Clinical Procedures

· Perform genital exam.

· Ascertain HIV risk behaviors by standardized interview prior to counseling.
(must take place prior to risk reduction counseling).

· Administer questionnaire to assess 3-month history of symptomatic STDs, such as genital ulcer disease, vaginal discharge and rectal symptoms
· Provide HIV and STD pre-test and risk reduction counseling 
· Assess whether there has been an unexplained weight gain greater than 5 pounds (2.3 kilograms), AND unexplained decreased urine output.

· Collect blood.

· Provide all available test results and post-test counseling. 


For participants with anogenital ulcers or other anogenital findings thought to be HSV-related:
· Perform genital exam and collect swab of anogenital ulcers, or other anogenital findings thought to be HSV-related, for end of study testing.

For female participants: 

· Obtain urine for pregnancy test.

Laboratory Procedures

· Storage of left over sera for HPTN CL specimen archive, if consent was obtained.

For swabs from participants with genital ulcers or other possible HSV-related genital findings:
· Storage of swabs for end of study testing to determine etiology by PCR at UW.  

5.6 Exit Visit (Month 12 or 18)

The exit visit will be identical to the quarterly follow-up visit, however, in addition, syphilis (including titer if RPR is reactive) and treponemal serologies will be performed and sites will provide results by telephone, or in person according to when the result is available and ensuring that results are communicated to the participant.  Participants with positive serology will be referred according to local standard of care.  No study medication will be dispensed at this visit.
For participants that are terminating early from the protocol due to HIV seroconversion, the syphilis test should be performed on the second or confirmatory blood draw if available.  All other syphilis serology for non-seroconverters will be performed from the first blood draw.

5.7  Interim Visit (ad hoc)

An interim visit includes any visit taking place  5 days before or after a scheduled monthly visit date. .

Participants also will be instructed to return to the clinic if they have symptoms of genital herpesbetween scheduled study visits (i.e., prodromal symptoms or anogenital lesions) for clinical evaluation and additional episodic treatment (acyclovir 400 mg tid for 5 days, as described in the 2002 CDC STD Treatment Guidelines). Genital lesions and other HSV-related anogenital findings will be swabbed and stored at –20( to subsequently assess etiology of these findings by PCR.  Symptomatic bacterial STDs will be treated or referred for free treatment according to 2002 CDC STD treatment guidelines for U.S. sites, and according to WHO or local Ministry of Health guidelines in non-US sites (i.e., free syndromic bacterial STD treatment will be offered to participants with vaginal and urethral discharge or genital ulcer disease).  

5.8 Post-Test Visits For Persons Who Test HIV-Positive After Enrollment

Individuals who test HIV-positive after enrollment will be counseled about the interpretation of the test result, and will have another blood test (on a second sample) for repeat HIV antibody testing to confirm the initial HIV positive result.  They will be counseled about clinical and social services for persons who are HIV-infected and methods to reduce the likelihood of transmitting HIV to others.  They will be scheduled for another visit in approximately two to three weeks to receive the second HIV result and for additional counseling about their HIV infection. If HIV infection is confirmed, they will be referred to any services and other studies for HIV infected persons.

Participants who are confirmed HIV positive during the first HIV test after enrollment will have their enrollment sample tested at the Central Laboratory by RNA PCR.
Additionally, participants who become HIV-infected while they are in the study will be offered enrollment into a six-month ancillary study to assess effect of HSV-2 suppression on HIV-1 levels in the first six months after infection (“viral set-point”).  This study will have its own protocol and Informed Consent Forms.  Participants will cease to have study visits for the HPTN 039 main protocol and no further data will be collected from them for this protocol once their HIV-infection has been confirmed.  

6 SAFETY MONITORING AND ADVERSE EVENT REPORTING

6.2 Adverse Event Reporting Requirements

Malaria, tuberculosis, bacterial and parasitic causes of gastroenteritis, dengue fever and other viral and parasitic febrile illnesses are endemic diseases prevalent among the populations under study. Therefore, they will not be routinely reported as SAEs during the course of this study.  However, any hospitalization of a study participant, for any reason other than childbirth or elective caesereans, will be reported as an SAE. 

7 STATISTICAL CONSIDERATIONS

7.1 Review Of Study Design

Between  2820 and 3012 high-risk, HIV-negative, HSV-2 seropositive heterosexual women and MSM will be enrolled in the study.. All efforts will be made to maintain randomized participants in follow-up for their total follow-up period of 12 or 18 months.  During this time, participants will be scheduled for testing of HIV seroconver​sion every three months. 
7.2.1 Primary Endpoints

Consistent with the primary study objective, serologically confirmed HIV infection (as determined by the algorithms in appendix II/III or as adjudicated by the Endpoint Review Committee) will be assessed as the primary study endpoint. 

7.3 Accrual, Follow-Up, And Sample Size

The overall target sample size for the trial is between 2820 and 3012 (1410 or 1506 in each arm).  WSM are anticipated to be enrolled in Zimbabwe, South Africa, and Zambia. MSM will be enrolled in Lima, Iquitos, and Pucallpa, Peru; Seattle, WA, New York City, NY, and San Francisco, CA.
The number of HIV negative individuals per arm (N) that must be followed to achieve a given number of events (L) depends on the duration of follow-up (f), the incidence rate in the baseline group (I), the relative risk (r) and the proportion lost to follow-up (ltf).  The relationship between number of persons per arm and number of events is
Narm ( L/[I*f*(1+r)*(1-ltf)]
We assume  a 3.5% annual incidence rate over the first 12 months of enrollment and a 2.7% annual seroincidence rate in year 2 in WSMand MSM averaged across the participating US and non-US sites.   We assume 8% lost to followup in the first year and 2% every 6 months thereafter. The relative risk is 0.51.   The target followup is either 12 or 18 months as outlined in section 2.3 above.   Newly enrolled participants will be followed for 18 months after enrollment.  In addition, the Protocol Team will evaluate the benefit and feasibility of extending follow-up for currently enrolled participants at each site (extending from 12 to 18 months). Following this evaluation, the re-consent process will be further examined in the first month of implementation at each site involved in the process.  The protocol team will then determine whether a particular site will continue re-consenting participants at that site, and whether participants who re-consented to additional follow-up will be followed for 12 or 18 months.  The sample size for the study will ultimately be determined by the proportion of currently enrolled participants who will be followed for 12 vs 18 months.
Given similar incidence rates and enrollment numbers in the two risk groups ( WSMand MSM), similar numbers of HIV seroconversions are expected in each group. With an expected number of 46.5  seroconversions and all other assumptions as above, the power to detect a relative risk of 0.51 in either risk group individually is 0.63 (without any adjustment for multiple testing), whereas the power to detect a relative risk of 0.427 is 0.80. 

7.7  Interim Efficacy Analysis

An independent Data Safety and Monitoring Board (DSMB) will be convened for this study.  The DSMB will meet approximately every six months throughout the study.  

8.4  Benefits

Participants randomized to acyclovir may experience fewer anogenital ulcers during therapy with the study drug.  Regardless of randomization arm, participants will be offered (at the discretion of the Investigator or designee) acyclovir 400 mg tid for 5 days during episodes of genital herpes identified during the study. 

            8.5       Access to HIV-Related Care
8.5.1 Counseling

All risk-reduction and pre-test counseling will take place after behavioral data collection.              

8.5.2    Care For Participants Identified As HIV-Infected

This study will identify persons who are infected with HIV, either as part of the study screening process or during follow-up of enrolled participants. The enrollment blood sample will be tested at the Central Laboratory via PCR technique to determine whether participants who seroconvert at their first HIV test after enrollment were HIV positive at the enrollment visit; this test result should be communicated to the participant(s).  Study staff will provide participants with their HIV test results in the context of post-test counseling. They also will refer persons found to be HIV-infected to available sources of medical and psychosocial care and support, as well as to any available research studies for HIV-infected persons.  Individuals who become HIV-infected during the trial will be referred to local providers for HIV-specific care.  In addition, protocol team members will work with the health ministries of study countries to determine means of increasing the subsequent availability of acyclovir.
Lastly, participants who become HIV-infected while they are in the study will be offered enrollment into a six-month ancillary study to assess affect of HSV-2 suppression on HIV-1 levels in the first six months after infection (“viral set-point”) through a separate protocol, Informed Consent Forms, and maintenance of the initial treatment randomization .  Participants will cease to have study visits for the HPTN 039 main study protocol and no further data will be collected from them for this protocol once their HIV-infection has been confirmed.  

All study-related information will be stored securely at the study sites.  All participant information will be stored in locked file cabinets and/or in lockable areas with access limited to study staff.  All laboratory specimens, reports, study data collection, process, and administrative forms will be identified by a coded number only to maintain participant confidentiality.  All records that contain names or other personal identifiers, such as locator forms and informed consent forms, will be stored separately from study records identified by code number.  All local databases will be secured with password-protected access systems.  
9 LABORATORY SPECIMENS AND BIOHAZARD CONTAINMENT

9.3 Quality Control And Quality Assurance Procedures

Throughout the course of the study, the HPTN CL will retest 10% of all HSV-2 positive enrollment samples for HSV-2 antibody for quality assurance (QA) purposes.  
HSV-2 WB tests will be conducted at the University of Washington in Seattle, WA, USA on all samples for enrolled participants at all sites to confirm their HSV-2 positive status. 
APPENDIX I: SCHEDULE OF STUDY VISITS AND PROCEDURES FOR HPTN 039

	VISITS

PROCEDURES
	Screening Visit 1
(Up To Day –60)
	Screening Visit 2 
(Up To Enrollment)
	Enrollment Visit 
(Day 0)
	Follow-Up Visit 
(Monthly 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12 , 13, 14, 15, 16, 17, 18 Months)
	Follow-Up Visit
(Quarterly At 3, 6, 9, 12, 15 Months)
	Exit Visit 
(12 or  4 18  Months)

	ADMINISTRATIVE, BEHAVIORAL AND REGULATORY PROCEDURES
	
	
	
	
	
	

	Obtain informed consent for screening 
	X
	
	
	
	
	

	Collect demographic information
	X
	
	
	
	
	

	Obtain/ update locator information
	X
	X
	X
	X
	X
	X

	Administer eligibility checklist
	X
	
	
	
	
	

	Obtain informed consent for enrollment and optional storage of blood
	
	
	X1
	
	
	

	Assign randomization to study drug
	
	
	X1
	
	
	

	Provide condom counseling and distribute condoms 
	X
	X
	X
	X
	X
	X

	CLINICAL PROCEDURES
	
	
	
	
	
	

	Provide HIV/STD pre-test counseling
	X
	
	
	
	X
	X

	Provide HIV/STD risk reduction counseling
	X
	
	X
	X
	X
	X

	Provide test results & HIV/STD post test counseling (as applicable)
	X
	X
	
	X2
	X
	X

	Collect unused study drug from previous month
	
	
	
	X
	X
	X

	Evaluate remaining product dose & administer clinical interview for compliance assessment
	
	
	
	X
	X
	X

	Provide adherence counseling 
	
	
	X
	X
	X
	

	Obtain medical history 
	
	
	X
	
	X
	X

	Administer risk behavior & sexual history questionnaire 
	
	
	X
	X
	X
	X

	Administer genital symptoms questionnaire 
	
	
	X
	X
	X
	X

	Collect Blood
	X
	X3
	 X
	
	X
	X

	Perform genital exam for STDs
	
	
	X
	X3
	X
	X

	Collect Samples for STD and pregnancy Baseline Assessment
	
	
	
	
	
	

	  For MSM:
	Rectal swabs and urine
	
	
	X
	
	
	

	  For WSM:
	Vaginal and cervical swabs 
	
	
	X
	
	
	

	
	Urine sample
	X
	
	X
	X3
	X
	X

	Collect swabs for participants with genital ulcers
	
	
	X3
	X3
	X3
	X3

	Treat, or refer for treatment, bacterial STDs (if clinically indicated)/syndromic management
	
	
	X
	X
	X
	X

	Dispense study product and instructions for use
	
	
	X
	X
	X
	

	LAB PROCEDURES
	
	
	
	
	
	

	HIV serology
	X
	
	X3
	
	X
	X

	HSV-2 serology
	X1
	
	
	
	
	

	Syphilis serology (including titer)
	
	
	X
	
	
	X

	PCR for end of study testing for genital ulcer etiology (stored and later shipped to CL)
	
	
	X3
	X3
	X3
	X3

	Assess SAEs/ Serum Creatinine if seizures or symptoms of renal insufficiency (unexplained weight gain AND decreased urine output)
	
	
	
	
	X
	X

	  For MSM:
	Rectal gonorrhea culture
	
	
	X
	
	
	

	
	Urine leukocyte esterase (LE)

if positive (> trace +): gonorrhea/ chlamydia  (urine NAAT, or rapid,  or urethral swab culture)
	
	
	X
	
	
	

	  For WSM:
	Cervical gonorrhea and chlamydia culture, or rapid, or NAAT 
	
	
	X
	
	
	

	
	Vaginal pH, Gram Stain & culture, (InPouch() for trichomonas, and wet mount (with whiff test)
	
	
	X
	
	
	

	
	Urine for pregnancy
	X
	
	X
	X3
	X
	X


1 If a screened volunteer returns more than 60 days after screening, he or she will need to repeat all screening visit procedures.

2 Only if this visit follows a quarterly visit, when blood was drawn for HIV testing.

3 if indicated


Appendix II: HIV Testing algorithm (NON-Rapid testing)

[NOTE: at screening only, confirmatory second samples will only be drawn in case of discordant test results on the first sample or if mandated by local law.] 


HIV Testing algorithm (NON-Rapid testing) 

[NOTE: at screening only, confirmatory second samples will only be drawn in case of discordant test results on the first sample or if mandated by local law.]
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Appendix IV: Sample Informed Consent for Screening AT SITES ENROLLING Men 

PROCEDURES:
· The visit today (Screening Visit I)
A visit in about 2 weeks (Screening Visit II) –
Screening Visit I:

The study staff will draw 10 ml of blood (less than 1 tablespoon) from you. 

Screening Visit II (after 14-60 days):

Sometimes an HSV-2 test result gives a low positive result. This means the test result is not clearly positive but is also not negative. You will not be eligible at this time to participate in the study if you have a low positive result, unless site staff have confirmed that you have HSV-2 by sending a sample of your blood to a laboratory at the University of Washington in Seattle, USA.  Should your HSV-2 test result give a low positive result, and we are unable to confirm your HSV-2 serostatus at the University of Washington,   we will ask you to come back for another test in 2 months to determine whether you are or are not infected with HSV-2. 

Appendix V: Sample Informed Consent for Screening AT SITES ENROLLING Women 

PROCEDURES:
· The visit today (Screening Visit I)
you will be interviewed;
you will receive counseling;
you will have blood drawn for HSV-2 and HIV antibody tests;

(your HIV antibody test results may be available during this vist; if so, you will receive counseling and your HIV antibody test results).
you will give urine for a pregnancy test
· A visit in about 2 weeks (Screening Visit II)


Screening Visit I:

The study staff will draw about10 ml of blood (less than 1 tablespoon) from you. 

Screening Visit II (after 14-60 days):

Sometimes an HSV-2 test result gives a low positive result. This means the test result is not clearly positive but is also not negative. You will not be eligible at this time to participate in the study if you have a low positive result, unless site staff have confirmed that you have HSV-2 by sending a sample of your blood to a laboratory at the University of Washington in Seattle, USA.  Should your HSV-2 test result give a low positive result, and we are unable to confirm your HSV-2 serostatus at the University of Washington, we will ask you to come back for another test in 2 months to determine whether you are or are not infected with HSV-2. You may be eligible for the study at that time, depending on those HSV-2 test results.

Appendix VII: Sample Informed Consent for Enrollment AT SITES ENROLLING Men 

PURPOSE OF THE STUDY:  
To learn this, we will enroll between 2820 and 3012 men and women in Zimbabwe, Zambia, Peru, South Africa, and the United States. It will take about 2 years to enroll all participants at each site. Approximately [X men (sites in Peru/ United States)] will be enrolled at this site. Each participant will be followed from 12-18 months after enrollment. 

PROCEDURES:
INSTRUCTIONS FOR SITE STAFF:  PLEASE READ SECTION A IF THIS PARTICIPANT IS BEING ENROLLED UNDER PROTOCOL VERSION 3.0 OR HIGHER.  PLEASE READ SECTION B IF THE PARTICIPANT WAS ENROLLED UNDER A PROTOCOL VERSION EARLIER THAN 3.0 AND IS BEING ASKED TO EXTEND THE LENGTH OF PARTICIPATION.  PLEASE READ SECTION C IF THE PARTICIPANT WAS ENROLLED UNDER A PROTOCOL VERSION EARLIER THAN 3.0 BUT IS NOT BEING ASKED TO EXTEND THE LENGTH OF HIS PARTICIPATION.
SECTION A:

You will be in the study for 18 months. During this time you should take one tablet of acyclovir or placebo by mouth every morning and one tablet every evening. 

You will be asked to return to the clinic once every month to pick up your next month’s supply of tablets, for a total of 18 monthly visits after today.
SECTION B:

You were enrolled prior to the extension of study participation from 12 to 18 months.  It would be beneficial to the study if you would agree to remain in the study for a further six months, making your total participation time 18 months following enrollment.  Please check and initial below whether you are willing and agree to participate in the study an additional 6 months for a total of 18 months following enrollment.  Your choice will not affect the care provided to you by participation in this clinical trial.

(  YES, I agree to continue to participate in the study up to Month 18.

(  NO, I wish to end my  study participation at Month 12.

SECTION C:

You will be in the study for 12 months. During this time you should take one tablet of acyclovir or placebo by mouth every morning and one tablet every evening. 

You will be asked to return to the clinic once every month to pick up your next month’s supply of tablets, for a total of 12 monthly visits after today.

Enrollment Visit (Today):

You will also have a genital exam (which means, we will examine your penis and your anus) to see whether you have signs of any infections passed during sex. We will draw 15 ml of blood (about 1 tablespoon) with a needle from you.  Your blood will be tested for another STD called syphilis.  If we find you have syphilis or any other bacterial STD, we will tell you as soon as possible and give you medicine free of charge or refer you to a clinic where you will be provided free treatment.
Should your test results show that you have become HIV positive during your first follow-up HIV test, we will test your enrollment sample to see whether or not you had HIV when you enrolled in the trial.  We will communicate this test result to you.
Acyclovir For Genital Sores During The Study

If you have genital and/or anal sores during the study, and your clinician feels that this will be beneficial to your health, you will be given the standard dose of acyclovir (400 mg three times a day for five days) to take along with your study medication. 

Monthly Visits

· We will collect your tablet bottle from the last visit.

· We will ask you questions and talk with you about taking the study tablets.

· You will receive new tablets for the next month.

· We will ask you questions about your health and your sexual activity since the last visit.

· If you have symptoms of STDs or a genital/anal sore, we will examine your genitals and swab the sore to test for STDs. If you have a bacterial STD you will receive treatment (or referral to a local clinic that provides free treatment).
· We will counsel you about protecting yourself and your partner from HIV and other STDs and offer you condoms.

· If you had blood drawn for HIV testing at the previous visit, we will give you your test results and information and counseling about what the results mean. 

Every Three Month Visits

Each time we collect blood from you for HIV testing, we will freeze the blood that is left over from your test here at [site/ clinic name].  It may be necessary to re-test these samples for results during the study.
If your HIV test result shows that you are infected with HIV, you will no longer be followed in this study. If you become HIV-infected, the study staff will talk with you about this test result and what this means for you. The staff will obtain a second blood test to confirm the initial positive test and you will be referred for care and additional counseling and other studies and services available to you.
In addition, if your HIV test result shows that you are infected with HIV you will be offered enrollment into a study aimed at determining whether daily acyclovir lowers the amount of HIV virus is in your blood during the first six months after you become HIV-infected. This is based on studies that have found that genital herpes may increase HIV levels in early HIV infection.  This study will last approximately six additional months and will have its own informed consent forms for you to review and sign should you decide to join this study.
Contact Outside of the Clinic
It may be necessary for site staff members to visit you at your home or to contact you via telephone or another location as part of the study.   The reasons for this include that you have missed visits or indicate that you are not able to make study visits to the research site. Your site counselor and retention specialists can explain the procedures to maintain your confidentiality in greater detail. Please check one of the boxes below as to whether site staff can visit you outside of the clinic.  Your choice will not affect the care provided to you by participation in this clinical trial.
	


  Yes, you may visit me outside of the clinic

	


No, you may not visit me outside of the clinic for any reason
Appendix VIII: Sample Informed Consent for Enrollment AT SITES ENROLLING Women 

PURPOSE OF THE STUDY:  
To learn this, we will enroll between 2820 and 3012 men and women in Zimbabwe, Zambia, Peru, and the United States. It will take about 2 years to enroll all participants at each site. 
PROCEDURES:
INSTRUCTIONS FOR SITE STAFF:  PLEASE READ SECTION A IF THIS PARTICIPANT IS BEING ENROLLED UNDER PROTOCOL VERSION 3.0 OR HIGHER.  PLEASE READ SECTION B IF THE PARTICIPANT WAS ENROLLED UNDER A PROTOCOL VERSION EARLIER THAN 3.0 AND IS BEING ASKED TO EXTEND THE LENGTH OF PARTICIPATION.  PLEASE READ SECTION C IF THE PARTICIPANT WAS ENROLLED UNDER A PROTOCOL VERSION EARLIER THAN 3.0 BUT IS NOT BEING ASKED TO EXTEND THE LENGTH OF HER PARTICIPATION.

SECTION A:

You will be in the study for 18 months. During this time you should take one tablet of acyclovir or placebo by mouth every morning and one tablet every evening. 

You will be asked to return to the clinic once every month to pick up your next month’s supply of tablets, for a total of 18 monthly visits after today.

SECTION B:

You were enrolled prior to the extension of study participation from 12 to 18 months.  It would be beneficial to the study if you would agree to remain in the study for a further six months, making your total participation time 18 months following enrollment.  Please check and initial below whether you are willing and agree to participate in the study an additional 6 months for a total of 18 months following enrollment.  Your choice will not affect the care provided to you by participation in this clinical trial.

(  YES, I agree to continue to participate in the study up to Month 18.

(  NO, I wish to end my study participation at Month 12.

SECTION C:

You will be in the study for 12 months. During this time you should take one tablet of acyclovir or placebo by mouth every morning and one tablet every evening. 

You will be asked to return to the clinic once every month to pick up your next month’s supply of tablets, for a total of 12 monthly visits after today.

Enrollment Visit (Today):

You will also have a genital exam, (which means, we will examine your outer genital area, anal area, and vagina) to see whether you have signs of any infections passed during sex.  We will draw 15 ml of blood (about 1 tablespoon) with a needle from you.  Your blood will be tested for another STD called syphilis.  If we find that you have syphilis or any other bacterial STD, we will tell you as soon as possible and give you medicine free of charge or refer you to a nearby clinic where you will be treated for free.
Should your test results show that you have become HIV positive during your first HIV test, we will test your enrollment sample to see whether or not you had HIV when you enrolled in the trial.  We will communicate this test result to you.
Acyclovir For Genital Sores During The Study

If you have genital sores during the study, and your clinician feels it would be beneficial to your health, you will be given the standard dose of acyclovir (400 mg three times a day for five days) to take along with your study medication.  This is the standard dose of acyclovir that is used to treatment a recurrence of genital herpes. 

Monthly Visits

· We will collect your tablet bottle from the last visit.

· We will ask you questions and talk with you about taking the study tablets.

· You will receive new tablets for the next month.

· We will ask you questions about your health and your sexual activity since the last visit.

· If you have symptoms of STDs or a genital sore, we will examine your genitals and swab the sore to test for STDs. If you have a bacterial STD you will receive treatment or be referred to a nearby clinic for free treatment.
· We will counsel you about protecting yourself and your partner from HIV and other STDs and offer you condoms.

Every Three Month Visits

Each time we collect blood from you for HIV testing, we will freeze the blood that is left over from your test here at [site/ clinic name].  It may be necessary to re-test these samples for results during the study.
If your HIV test result shows that you are infected with HIV, you will no longer be followed in this study. If you become HIV-infected, the study staff will talk with you about this test result and what this means for you. The staff will obtain a second blood test to confirm the initial positive test and you will be referred for care and additional counseling and other studies and services available to you.
In addition, if your HIV test result shows that you are infected with HIV you will be offered enrollment into a study aimed at determining whether daily acyclovir lowers the amount of HIV virus is in your blood during the first six months after you become HIV-infected, based on studies that have found that genital herpes may increase HIV levels in early HIV infection.  This study will last approximately six additional months and will have its own informed consent forms for you to review and sign should you decide to join this study.
Contact Outside of the Clinic
It may be necessary for site staff members to visit you at your home or to contact you via telephone or another location as part of the study.   The reasons for this include that you have missed visits or indicate that you are not able to make study visits to the research site. Your site counselor and retention specialists can explain the procedures to maintain your confidentiality in greater detail. Please check one of the boxes below as to whether site staff can visit you outside of the clinic.  Your choice will not affect the care provided to you by participation in this clinical trial.
	


  Yes, you may visit me outside of the clinic

	


No, you may not visit me outside of the clinic for any reason
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