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Trial Title

A Phase III, Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy Plus HIV Primary
Care versus HIV Primary Care Alone to Prevent the Sexual Transmission of HIV-1 in Serodiscordant
Couples.

Current Protocol Version

Final Version 3.0, dated November 20, 2006. Version 3.0, Letter of Amendment #1, dated August 7,
2007. Version 3.0, Letter of Amendment #2, dated March 20, 2008. Letter of Amendment #3, dated July
30, 2008. Letter of Amendment #4, dated December 9, 2008. Clarification Memo #1, dated August 26,
2009.

Trial Design Summary

HPTN 052 is a Phase III, two-arm, randomized, controlled, multi-center trial. The purpose of this study is
to determine whether antiretroviral therapy (ART) can prevent the sexual transmission of HIV-1 in HIV-1
serodiscordant couples, as well as to compare rate of deaths, AIDS-defining illnesses and other targeted
medical conditions by antiretroviral treatment strategies. This trial consists of a run-in period, which has
been completed, and a full study. The target sample size for the full study is approximately 1,750 couples
including 82 couples that enrolled in the run-in period. All the enrolled couples will be followed until the
last couple enrolled completes their 60-month follow-up visit.

Serodiscordant couples in which the HIV-infected index participant is ART-naive and has a CD4+ cell
count of 350-550 cells/mm’ are randomized to receive either immediate ART therapy plus HIV primary
care or HIV primary care without initiation of ART until the index participant has two consecutive
measurements of a CD4+ cell count within or below the range of 200-250 cells/mm’, or develops an
AIDS-defining illness.

The primary objective of this study is to compare rates of HIV infection among partners of HIV-infected
index participants in the two arms.

The secondary objectives of the study are to:

e Determine, characterize and compare the rates of AIDS-defining and HIV-related illnesses, sexually
transmitted diseases, opportunistic infections, immune reconstitution syndromes, and other targeted
medical conditions, with regard to outcomes and survival as observed in different geographic settings
and by antiretroviral treatment strategies.

e Determine the long-term safety of two antiretroviral treatment strategies (i.e., immediate upon
enrollment vs. ART initiation when the participant has two consecutive measurements of a CD4+
cell count within or below the range of 200-250 cells/mm’, or develops an AIDS-defining illness).

e Characterize and compare the patterns and rates of antiretroviral drug resistance of two antiretroviral
treatment strategies.

e Assess factors associated with adherence and compare the adherence rate of two antiretroviral
treatment strategies.

o Evaluate the usefulness of measures of virologic and immunologic efficacy, and measures to detect
antiretroviral drug resistance.
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e Determine and characterize the rates of antiretroviral drug-associated toxicities observed in different
geographic settings and by treatment strategies.

o [Evaluate the effectiveness of couples HIV counseling and characterize the patterns of sexual behavior
in couples in both arms of the study.

e Characterize and compare Quality-of-Life (QOL) indicators in different geographic settings and by
antiretroviral treatment strategies.

e Determine, characterize, and compare the effect of circumcision on HIV transmission in different
geographic settings and by antiretroviral treatment strategies.

Study Population

Couples are defined as sexual partners of the same or opposite sex, and who are married, living together,
or consider each other a primary partner. They must have been together for a minimum of three months at
the time of enrollment, and plan to maintain their relationship for the duration of the study.

Index participants must meet the following criteria to be eligible for inclusion in the study:
e Positive HIV serology obtained within 60 days of enrollment.

e Has a sexual partner (as defined above) who is not infected with HIV and who is willing to participate
in the study.

e Plans to maintain a sexual relationship with the person who is enrolled in the study with them.
e Reports having sex (vaginal or anal) with partner at least 3 times in the last 3 months.

e If pregnant or breastfeeding during screening or at enrollment, willing to be randomized to either
treatment arm.

The following conditions must be met for index participants for laboratory parameters within 60
days prior to enrollment:

o  CD4+ cell count of 350-550 cells/mm3

e Hemoglobin > 7.5 g/dL

e Platelet count > 50,000/ulL

e ASOT (SGOT), ALT (SGPT), and alkaline phosphatase <5 x ULN

e Total bilirubin < 2.5 x ULN

e (alculated creatinine clearance > 60 mL/min

e Absolute neutrophil count > 750 mm® or 0.750 x 10° /L

Partners must meet the following criteria for inclusion in the study:

e Negative HIV serology within 14 days prior to enrollment.

e Has a sexual partner infected with HIV who is willing to participate in the study.
¢ Plan to maintain a sexual relationship with the person who is enrolled in the study with them.

e Reports having sex (vaginal or anal) with partner at least 3 times in the last 3 months.

13 April 2010 Page 2



HPTN 052 Study Monitoring Committee Open Report

Both the index participant and partner must meet the following criteria for inclusion in the
study:

e Men and women age > 18 years.
e Willing to disclose HIV test results to partner.

e Not intending to relocate out of the area for duration of study participation and does not have a job or
other obligation that may require long absences from the area.

The following exclusion criteria apply to index participants:
e  Current or previous AIDS-defining illness.

e Current or previous use of any ART drugs (exceptions include short-term use of ART for prevention
of perinatal transmission).

e Documented or suspected acute hepatitis within 30 days prior to enrollment, irrespective of AST
(SGOT) and ALT (SGPT) values.

e Acute therapy for serious medical illness, in the opinion of the site investigator, with 14 days prior to
enrollment. Candidates with chronic, acute, or recurrent infections that are serious, in the opinion of
the site investigator, who must continue with chronic therapy (e.g., TB), must have completed at least
14 days of therapy prior to study entry and be clinically stable.

e Radiation therapy or systemic chemotherapy within 45 days prior to enrollment.
¢ Any immunomodulator or other investigational therapy within 30 days prior to enrollment.

e Active drug or alcohol use or dependence that, in the opinion of the site investigator, would interfere
with adherence to study requirements.

e Vomiting or inability to swallow medications due to an active, pre-existing condition that prevents
adequate swallowing and absorption of study medication.

e Need for a prohibited medication listed.

o Allergy/sensitivity to any study drugs or their formulations.

The following exclusion criteria apply to both the index participant and the partner:
e Reports a history of injection drug use within the last five years.

e Previous and/or current participant in an HIV vaccine study.

e Any condition that, in the opinion of the study staff, would make participation in the study unsafe,
complicate interpretation of study outcome data, or otherwise interfere with achieving the study
objectives.

e Incarceration in a correctional facility, prison, or jail; and involuntary incarceration in a medical
facility for psychiatric or physical illness.

HPTN 052 / ACTG A5245

In 2007, the HPTN and AIDS Clinical Trials Group (ACTG) undertook a collaboration that augmented
the HPTN 052 protocol to comprehensively address the question of when to start antiretroviral treatment
from a therapeutics perspective, in addition to the prevention objective of the HPTN 052. The
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collaboration (052/A5245) was implemented and is currently being conducted under Version 3.0 of the
HPTN 052 protocol document with minor modifications provided under Letter of Amendment (LOA) #1
to Version 3.0 (dated 7 August 2007). Specifically these modifications included:

e The addition of a key therapeutic endpoint capturing the occurrence of serious HIV/AIDS events
(WHO stage 4, pulmonary tuberculosis, or severe bacterial infections) or death in the HIV-
infected partner.

e The addition of secondary therapeutic endpoints and data collection capturing HIV- related
illnesses (WHO Stage 1 and 2) and other targeted medical conditions (including cardiovascular
diseases, liver disease, and non-AIDS malignancies).

e A revised interim monitoring plan that appropriately considers the transmission and key
therapeutic endpoint under the 052/A5245 collaboration.

SMC and DSMB History
The previous SMC reviews for HPTN 052 protocol took place on the following dates:

September 23, 2005
May 26, 2006
April 5, 2007

May 15,2008
October 09, 2008
May 01, 2009
October 15, 2009

The NIAID Multinational Data and Safety Monitoring Board (DSMB) reviewed the HPTN 052 protocol
on the following dates:

February 18, 2003, prior to first enrollment
November &, 2005

July 12, 2006

May 2, 2007

November 8, 2007 on interim monitoring plan.
November 5, 2008

May 19, 2009, study progress summary review
July 13, 2009

November 3, 2009
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Description of Study Data in This SMC Report

Data contained in this report describe site accrual, couple status, demographics, prior ART use, baseline
behavioral characteristics, STIs, quality of life, CD4 count and HIV RNA, HIV counseling attendance,
HIV testing completion, ART adherence, retention, and reasons for early termination. To allow adequate
time for data processing and cleaning, this report was generated from data with a visit cutoff date of
March 15, 2010.

Data in this report are presented both by site and across sites.

TABLE 1 & FIGURE 1: ACCRUAL

e Table 1 shows the monthly and cumulative accruals along with the target accruals by calendar month.

o A total of 1750 couples are expected to enroll in the study. The study started with a "run-in" phase in
April 2005, which enrolled 82 couples. The run-in phase was followed by the full study, which began
recruitment in June 2007. Recruitment into the study is expected to be completed in April
2010. After the last SMC review, Kenya site was activated in October 2009.

e The numerator and the denominator in the column “Month” are the monthly actual and target accrual
for a given calendar month respectively. Similarly, the numerator and denominator in the column
“Cumulative” represent the cumulative actual and target accrual up to the given calendar month,
respectively.

o The table reports data collected from the Enrollment Case Report Form (CRF). One couple from
Blantyre, Malawi withdrew consent soon after enrollment. No other data besides enrollment and
termination were collected for this couple.

e Graphical display of the overall cumulative target and actual accrual is presented in Figure 1. The
black solid line represents the target accrual; the red solid line represents 75% of the target accrual,;
and the black dotted line represents the actual accrual over the expected study enrollment period. The
cumulative target and actual accrual along with their ratio are shown monthly at the bottom of the
graph.

TABLE 2: PERSON-YEARS OF FOLLOW-UP

e Table 2 summarizes the person-years of follow-up for enrolled couples with regard to the composite
endpoint, and follow-up of partners with regard to the HIV transmission endpoint.

e Partner person-years of follow-up are accumulated from enrollment to the first positive HIV test
result for any infected partner, or to the last negative HIV test result, if the partner never tested
positive for HIV.

e Couple person-years are calculated based on follow-up with regard to the composite endpoint, which
is defined as occurrence of death or a WHO stage 4 event (excluding esophageal candidiasis) of the
index participant, or a HIV infection of the partner, whichever comes first.

o The table reports data collected from the Index When to Start CRF, the Index Termination CRF, the
Index Adverse Event Log, the Partner HIV Test Results CRF, the Index and the Partner Follow-up
Visit CRFs.
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TABLE 3: COUPLES’ GENDER CHARACTERISTICS

e Table 3 shows frequency distributions of couples’ gender characteristics.

e The table reports data collected from the Demographics CRF.

TABLE 4: COUPLE STATUS

e Table 4 provides a summary of follow-up status of enrolled couples, including 1) number of couples
(both index and partner) who are in active follow-up; 2) number of couples (both index and partner)
who terminated from the study; 3) number of index who is in follow-up but whose partner was
terminated; and among those index who partners were terminated 3) how many have enrolled a new
partner after termination of the original partner.

e The table reports data collected from the Index Enrollment CRF, the Index and Partner Termination
CRFs.

TABLE 5: DEMOGRAPHIC CHARACTERISTICS

e Tables 5a and 5b summarize the demographics data for index participants and partners respectively.

o The table consists of frequency distributions of the following demographics: age group, gender,
marital status, education, average monthly household, and personal income.

o The table reports data collected from the Demographics CRF.

TABLE 6: CD4+ AND HIV RNA

e Table 6 reports the frequency distributions and summary statistics of the CD4+ count collected at the
screening and the enrollment visits, and the HIV RNA viral load (in both original and log 10 scale) at
enrollment for index participants.

e Blood plasma HIV-1 RNA PCR tests have been done at all sites using Roche AMPLICOR™ v 1.5,
with a lower detection limit of 400 copies/ml. If a HIV RNA viral load is reported to be less than 400
copies/ml or “undetectable,” it is set to be 400 in the log 10 scale calculation.

e The table reports data collected from the Screening/Enrollment CD4/Viral Load Results CRF.

TABLE 7: PRIOR USE OF ART

e Table 7 summarizes the prior use of ART for prophylaxis of perinatal transmission of HIV among
female index participants, including number of participants who had any pregnancy before study
enrollment, number of participants who used ART for perinatal prophylaxis during their previous
pregnancies, the frequency distribution of ART regimen that were used, and months from their last
dose to study enrollment.

o The table reports data collected from the Enrollment and the Index Enrollment Pregnancy Report and
History CRFs.
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TABLES 8A & 8B: BEHAVIORAL CHARACTERISTICS

e Tables 8a and 8b describe the sexual behavior at enrollment for index participants and partners,
respectively.

e The table reports data collected from the Sexual History Assessment CRF.

TABLES 9A & 9B: SEXUALLY TRANSMITTED INFECTIONS

o Tables 9a and 9b consist of frequency distributions of general STIs (hepatitis B, syphilis, gonorrhea,
chlamydia trachomatis) and female-specific STIs (bacterial vaginosis, trichomonas and yeast) at
enrollment for index participants and partners, respectively.

o The table reports data collected from the Sexually Transmitted Disease CRF

TABLE 10: QUALITY OF LIFE

e Table 10 describes the quality of life within four weeks prior to enrollment for index participants.

o The table reports data collected from the Quality of Life CRF.

TABLE 11: RETENTION

e Tables 11a and 11b summarize the retention for index participants and partners for each quarterly
visit until 36 months, respectively.

e Participants are not considered “expected” for a visit until after the target visit window has closed.
Participants are considered retained if they completed the expected visits or reached the endpoint
(death or HIV infection). Partners are linked to their index participants in the partner retention table
while the relationship between the index and the partner lasts. If the index is still active, the visits
after a partner termination due to a reason other than “death” or “HIV infection” or “end of
relationship with index” will be treated as lost to follow-up in the table. If a new partner is enrolled,
s/he will be counted in the retention calculation from the visit of enrollment.

TABLES 12A, 12B, 13A & 13B: HIV COUNSELING ATTENDANCE

e Tables 12a and 12b summarize the HIV counseling attendance for index participants and partners, at
enrollment and for each quarterly visit, respectively.

o The percentage of attendance is calculated by dividing the number of participants who attended the
counseling at a visit by the number of participants who came for the visit. Only participants who
completed the quarterly visit were included in the calculation.

e Tables 13a and 13b summarize the HIV counseling attendance based on intent-to-treat (ITT) for
index participants and partners at enrollment and for each quarterly visit, respectively.

e The percentage of attendance is calculated by dividing the number of participants who attended the
counseling at a visit by the number of participants who were expected at that follow-up visit.
Participants are not considered “expected” for a visit until after the target visit window is closed. HIV
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counseling is not expected if a partner has already seroconverted, died, or terminated relationship
with his/her index.

e Data for all tables are collected from the Enrollment and Follow-up Visit CRFs.

TABLES 14A & 14B: HIV TESTING EXPECTATION AND COMPLETION

e Partner participants are scheduled to be tested for HIV every 3 months during study follow-up.

e Table 14a displays the number of partners came to a quarterly visit at which a HIV testing is
scheduled, along with the number and proportion of partners who conducted HIV testing at the visit.

e Table 14b displays the number of partners who were expected to each quarterly visit at which a HIV
testing is scheduled, along with the number and proportion of partners who conducted HIV testing at
the visit. Participants are not considered “expected” for a visit until the visit window has closed. HIV
testing is not expected if the participant has already seroconverted, died, or terminated relationship
with his/her index.

e The table reports data collected from the Partner HIV Test Results CRF, the Partner Follow-up Visit
CRF, and the Partner Termination CRF.

TABLE 15: ART ADHERENCE BY PILL COUNT

e Asan objective assessment of ART adherence, pill count is conducted each time study medications
are returned and dispensed. The number of pills returned by participants is subtracted from the
number given at the previous visit to determine the number of pills that were taken. The number of
pills the participant should have taken is determined by the prescribed dose multiplied by the number
of days between two sequential visits, subtracting the number of pills held by a clinician. For a
participant, percentage adherence is calculated as the total number of pills taken divided by the total
number of pills the participant should have taken since ART initiation.

e Participants who are on peripartum treatment or on ART for less than a month are not included in the
calculation.

e The table reports data collected from the Index Antiretroviral Treatment Regimen Log and the Index
Pill Count CRF.

TABLES 16A & 16B: REASONS FOR EARLY TERMINATION

e Tables 16a and 16b provide the number of early termination from the study for index participants and
partners, as well as reasons associated with each termination.

e Terminations due to death of indexes or HIV acquisition of partners are not included.

e The table reports data collected from the Termination CRF.

Database Completeness

As of April 02, 2010, there were 267,600 CRFs in the HPTN 052 database. Note that Appendix [ is a
cumulative report dating from May 1, 2005, to January 31, 2010. Excluded from the calculation for the
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‘mean days to fax in’ are CRFs with expected delays in receipt at SCHARP, such as lab results. All CRFs
confirmed as missing are excluded from this report but are included in each site’s QC report asking that
the missing CRF be submitted as soon as possible.

SCHARP has been working closely with sites to ensure that information in the database is accurate and
complete. SCHARP continues to add new data checks and queries as we become aware of potential issues
or identify data that need additional scrutiny. This can result in QCs that are requests for confirmation
(e.g., confirmation of an unusually low viral load in an ART-naive participant), or to retrospectively
require a new form (e.g., circumcision CRF at enrollment). Thus the QC totals seen in the Data
Management Quality Report reflects not only site data discrepancies and transcription errors, but also
these new data checks and queries.
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Table 14a — Expectation and Completion of HIV Testing per Quarterly Visit — Partner

HPTN 052 - ART in the Prevention of HIV in Serodiscordant Couples

SMC Open Report — April 13, 2010
Visit Cutoff Date: March 15, 2010

Study Monitoring Committee Open Report

Africa
Gaborone, Kisumu, Blantyre, Lilongwe,  Johannesburg, Harare,
Total Botswana Kenya Malawi Malawi South Africa South Africa  Zimbabwe
Month 27 Visit
Partners Came to Visit 170 0 0 6 10 0 18
Partners Tested for HIV 169 (99%) 0 0 6 (100%) 10 (100%) 0 18 (100%)
Month 30 Visit
Partners Came to Visit 97 0 0 6 9 0 8
Partners Tested for HIV 97 (100%) 0 0 6 (100%) 9 (100%) 0 8 (100%)
Month 33 Visit
Partners Came to Visit 62 0 0 6 7 0 8
Partners Tested for HIV 62 (100%) 0 0 6 (100%) 7 (100%) 0 8 (100%)
Month 36 Visit
Partners Came to Visit 62 0 0 5 8 0 7
Partners Tested for HIV 62 (100%) 0 0 5 (100%) 8 (100%) 0 7 (100%)
Month 39 Visit
Partners Came to Visit 60 0 0 5 7 0 7
Partners Tested for HIV 60 (100%) 0 0 5 (100%) 7 (100%) 0 7 (100%)
Month 42 Visit
Partners Came to Visit 56 0 0 4 7 0 5
Partners Tested for HIV 56 (100%) 0 0 4 (100%) 7 (100%) 0 5 (100%)
Month 45 Visit
Partners Came to Visit 55 0 0 4 7 0 5
Partners Tested for HIV 55 (100%) 0 0 4 (100%) 7 (100%) 0 5 (100%)

Source: SCHARP (sou) - /trials/art/p052/analysis/smc/2010_04/code/open/t_hivtest_expct.sas, SAS Version 9.1 (03apr2010,14:47)
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HPTN 052 - ART in the Prevention of HIV in Serodiscordant Couples

SMC Open Report — April 13, 2010
Visit Cutoff Date: March 15, 2010
Table 14b — Expectation and Completion of HIV Testing per Quatrterly Visit (ITT) — Partner

Study Monitoring Committee Open Report

North/South America Asia
Porto Alegre, Rio de Janeiro, Boston, Chennai, Pune, Chiang Mai,
Total Brazil Brazil us India India Thailand

N Enrolled 1697 87 180 2 250 169 105
Month 3 Visit

HIV Testing Expected 1474 83 172 2 241 153 98

Partners Tested for HIV 1367 (93%) 78 (94%) 159 (92%) 2 (100%) 214 (89%) 152 (99%) 95 (97%)
Month 6 Visit

HIV Testing Expected 1277 75 161 2 205 143 92

Partners Tested for HIV 1160 (91%) 73 (97%) 147 (91%) 2 (100%) 176 (86%) 140 (98%) 86 (93%)
Month 9 Visit

HIV Testing Expected 1055 64 150 2 182 127 72

Partners Tested for HIV 953 (90%) 62 (97%) 135 (90%) 1 (50%) 164 (90%) 124 (98%) 68 (94%)
Month 12 Visit

HIV Testing Expected 843 54 141 1 159 112 62

Partners Tested for HIV 759 (90%) 51 (94%) 128 (91%) 0 (0%) 140 (88%) 109 (97%) 61 (98%)
Month 15 Visit

HIV Testing Expected 689 49 132 1 144 101 a7

Partners Tested for HIV 608 (88%) 44 (90%) 111 (84%) 0 (0%) 120 (83%) 97 (96%) 46 (98%)
Month 18 Visit

HIV Testing Expected 562 35 111 1 128 83 39

Partners Tested for HIV 484 (86%) 32 (91%) 92 (83%) 0 (0%) 103 (80%) 80 (96%) 38 (97%)
Month 21 Visit

HIV Testing Expected 419 20 76 1 108 68 37

Partners Tested for HIV 373 (89%) 20 (100%) 65 (86%) 0 (0%) 93 (86%) 64 (94%) 36 (97%)
Month 24 Visit

HIV Testing Expected 288 11 49 1 74 53 29

Partners Tested for HIV 254 (88%) 11 (100%) 35 (71%) 0 (0%) 65 (88%) 50 (94%) 28 (97%)

Source: SCHARP (sou) - /trials/art/p052/analysis/smc/2010_04/code/open/t_hivtest_expct_itt.sas, SAS Version 9.1 (03apr2010,14:48)
13 April 2010
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Source: SCHARP (sou) - /trials/art/p052/analysis/smc/2010_04/code/open/t_hivtest_expct_itt.sas, SAS Version 9.1 (03apr2010,14:48)
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HPTN 052 - ART in the Prevention of HIV in Serodiscordant Couples
SMC Open Report — April 13, 2010
Visit Cutoff Date: March 15, 2010

Table 14b — Expectation and Completion of HIV Testing per Quatrterly Visit (ITT) — Partner

Study Monitoring Committee Open Report

North/South America Asia
Porto Alegre, Rio de Janeiro, Boston, Chennai, Pune, Chiang Mai,
Total Brazil Brazil us India India Thailand
Month 27 Visit
HIV Testing Expected 186 10 24 1 52 38 22
Partners Tested for HIV 165 (89%) 10 (100%) 20 (83%) 0 (0%) 45 (87%) 35 (92%) 21 (95%)
Month 30 Visit
HIV Testing Expected 106 5 12 1 28 27 8
Partners Tested for HIV 93 (88%) 5 (100%) 11 (92%) 0 (0%) 23 (82%) 25 (93%) 7 (88%)
Month 33 Visit
HIV Testing Expected 70 5 12 1 9 10 8
Partners Tested for HIV 61 (87%) 5 (100%) 9 (75%) 0 (0%) 9 (100%) 10 (100%) 7 (88%)
Month 36 Visit
HIV Testing Expected 69 5 12 1 9 10 8
Partners Tested for HIV 62 (90%) 5 (100%) 11 (92%) 0 (0%) 9 (100%) 10 (100%) 7 (88%)
Month 39 Visit
HIV Testing Expected 66 5 12 1 9 10 8
Partners Tested for HIV 58 (88%) 5 (100%) 10 (83%) 0 (0%) 9 (100%) 10 (100%) 7 (88%)
Month 42 Visit
HIV Testing Expected 63 5 12 0 9 10 8
Partners Tested for HIV 55 (87%) 5 (100%) 9 (75%) 0 9 (100%) 10 (100%) 7 (88%)
Month 45 Visit
HIV Testing Expected 63 5 12 0 9 10 8
Partners Tested for HIV 55 (87%) 5 (100%) 8 (67%) 0 9 (100%) 10 (100%) 7 (88%)
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Visit Cutoff Date: March 15, 2010
Table 14b — Expectation and Completion of HIV Testing per Quatrterly Visit (ITT) — Partner

Africa
Gaborone, Kisumu, Blantyre, Lilongwe,  Johannesburg, Soweto, Harare,
Total Botswana Kenya Malawi Malawi South Africa South Africa  Zimbabwe

N Enrolled 1697 69 44 224 251 44 44 228
Month 3 Visit

HIV Testing Expected 1474 46 8 199 225 39 12 196

Partners Tested for HIV 1367 (93%) 45 (98%) 2 (25%) 185 (93%) 205 (91%) 39 (100%) 8 (67%) 183 (93%)
Month 6 Visit

HIV Testing Expected 1277 32 0 173 196 32 2 164

Partners Tested for HIV 1160 (91%) 29 (91%) 0 160 (92%) 172 (88%) 30 (94%) 1 (50%) 144 (88%)
Month 9 Visit

HIV Testing Expected 1055 17 0 120 161 25 1 134

Partners Tested for HIV 953 (90%) 16 (94%) 0 105 (88%) 140 (87%) 24 (96%) 1 (100%) 113 (84%)
Month 12 Visit

HIV Testing Expected 843 0 0 75 120 19 0 100

Partners Tested for HIV 759 (90%) 0 0 63 (84%) 104 (87%) 15 (79%) 0 88 (88%)
Month 15 Visit

HIV Testing Expected 689 0 0 53 84 13 0 65

Partners Tested for HIV 608 (88%) 0 0 45 (85%) 73 (87%) 12 (92%) 0 60 (92%)
Month 18 Visit

HIV Testing Expected 562 0 0 40 57 8 0 60

Partners Tested for HIV 484 (86%) 0 0 31 (78%) 50 (88%) 6 (75%) 0 52 (87%)
Month 21 Visit

HIV Testing Expected 419 0 0 24 38 1 0 46

Partners Tested for HIV 373 (89%) 0 0 20 (83%) 32 (84%) 1 (100%) 0 42 (91%)
Month 24 Visit

HIV Testing Expected 288 0 0 18 21 0 0 32

Partners Tested for HIV 254 (88%) 0 0 17 (94%) 19 (90%) 0 0 29 (91%)

Source: SCHARP (sou) - /trials/art/p052/analysis/smc/2010_04/code/open/t_hivtest_expct_itt.sas, SAS Version 9.1 (03apr2010,14:48)
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Table 14b — Expectation and Completion of HIV Testing per Quatrterly Visit (ITT) — Partner

SMC Open Report — April 13, 2010
Visit Cutoff Date: March 15, 2010

HPTN 052 - ART in the Prevention of HIV in Serodiscordant Couples

Study Monitoring Committee Open Report

Africa
Gaborone, Kisumu, Blantyre, Lilongwe,  Johannesburg, Harare,
Total Botswana Kenya Malawi Malawi South Africa Zimbabwe

Month 27 Visit

HIV Testing Expected 186 0 0 8 10 0 21

Partners Tested for HIV 165 (89%) 0 0 6 (75%) 10 (100%) 0 18 (86%)
Month 30 Visit

HIV Testing Expected 106 0 0 8 8 0 9

Partners Tested for HIV 93 (88%) 0 0 6 (75%) 8 (100%) 0 8 (89%)
Month 33 Visit

HIV Testing Expected 70 0 0 8 8 0 9

Partners Tested for HIV 61 (87%) 0 0 6 (75%) 7 (88%) 0 8 (89%)
Month 36 Visit

HIV Testing Expected 69 0 0 8 8 0 8

Partners Tested for HIV 62 (90%) 0 0 5 (63%) 8 (100%) 0 7 (88%)
Month 39 Visit

HIV Testing Expected 66 0 0 6 8 0 7

Partners Tested for HIV 58 (88%) 0 0 4 (67%) 7 (88%) 0 6 (86%)
Month 42 Visit

HIV Testing Expected 63 0 0 6 7 0 6

Partners Tested for HIV 55 (87%) 0 0 4 (67%) 6 (86%) 0 5 (83%)
Month 45 Visit

HIV Testing Expected 63 0 0 6 7 0 6

Partners Tested for HIV 55 (87%) 0 0 4 (67%) 7 (100%) 0 5 (83%)

Source: SCHARP (sou) - /trials/art/p052/analysis/smc/2010_04/code/open/t_hivtest_expct_itt.sas, SAS Version 9.1 (03apr2010,14:48)
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Visit Cutoff Date: March 15, 2010
Table 15 — ART Adherence by Pill Count, by Site — Index (Modified Open Version)

North/South America Asia
Rio de
Porto Alegre, Janeiro, Boston, Chennai, Pune, Chiang Mai,
Total Brazil Brazil us India India Thailand
Summary of Adherence
Missing 1% 0% 1% 0% 0% 0% 0%
Adherence>120 2% 2% 1% 0% 0% 0% 4%
Evaluated 97% 98% 98% 100% 100% 100% 96%
Adherence>=75% 94% 92% 96% 100% 90% 97% 100%
Adherence>=95% 75% 62% 82% 0% 66% 78% 97%
% Mean (SD) 95 (14) 95 (10) 96 (9) 85 () 88 (25) 95 (14) 100 (3)
% Median 99 97 99 85 97 99 100
% Min, Max 0,120 64, 111 33, 107 85, 85 0, 108 0, 109 88, 117
% Q1, Q3 95, 100 93, 100 97, 100 85, 85 92,99 96, 100 100, 100

Source: SCHARP (sou) - /trials/art/p052/analysis/smc/2010_04/code/open/t_pillcount_bysite_overall.sas, SAS Version 9.1 (03apr2010,14:48)
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SMC Open Report — April 13, 2010
Visit Cutoff Date: March 15, 2010
Table 15 — ART Adherence by Pill Count, by Site — Index (Modified Open Version)

HPTN 052 - ART in the Prevention of HIV in Serodiscordant Couples

Africa
Gaborone, Kisumu, Blantyre, Lilongwe,  Johannesburg, Soweto, Harare,
Total Botswana Kenya Malawi Malawi South Africa South Africa  Zimbabwe
Summary of Adherence
Missing 1% 8% 13% 0% 3% 0% 4% 0%
Adherence>120 2% 0% 0% 2% 3% 4% 9% 1%
Evaluated 97% 92% 88% 98% 94% 96% 87% 99%
Adherence>=75% 94% 97% 100% 93% 92% 100% 95% 95%
Adherence>=95% 75% 79% 71% 7% 70% 71% 85% 75%
% Mean (SD) 95 (14) 95 (14) 98 (8) 95 (13) 94 (13) 95 (9) 96 (10) 96 (10)
% Median 99 99 98 99 98 98 99 100
% Min, Max 0,120 17,101 76, 120 44,112 21,117 76, 108 55, 100 41,111
% Q1, Q3 95,100 97,100 94, 100 95, 100 93, 100 94, 100 97, 100 95, 100

Source: SCHARP (sou) - /trials/art/p052/analysis/smc/2010_04/code/open/t_pillcount_bysite_overall.sas, SAS Version 9.1 (03apr2010,14:48)
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HPTN 052 - ART in the Prevention of HIV in Serodiscordant Couples
SMC Open Report — April 13, 2010
Visit Cutoff Date: March 15, 2010
Table 16a — Reasons for Early Termination, by Site — Index

North/South America Asia Africa
Porto Rio de Chiang Soweto,
Alegre, Janeiro, Boston, Chennai, Pune, Mai, Gaborone, Kisumu, Blantyre, Lilongwe, Johannesburg, South Harare,
Total Brazil Brazil us India India Thailand  Botswana Kenya Malawi Malawi South Africa Africa Zimbabwe

N Terminated 31 1 4 2 7 0 1 0 0 7 7 0 0 2

Refused further participation 16 1 0 0 5 0 0 0 0 7 2 0 0 1

Unable to adhere to visit schedule 4 0 0 0 2 0 0 0 0 0 2 0 0 0

Relocated 2 0 0 0 0 0 0 0 0 0 2 0 0 0

Investigator decision 1 0 0 1 0 0 0 0 0 0 0 0 0 0

Unable to contact participant 5 0 2 0 0 0 1 0 0 0 1 0 0 1

Inappropriate enroliment 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Invalid ID 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Early study closure 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Other 3 0 2 1 0 0 0 0 0 0 0 0 0 0
Note: This table does not include terminations due to death of indexes.

Table 16b — Reasons for Early Termination, by Site — Partner
North/South America Asia Africa
Porto Rio de Chiang Soweto,
Alegre, Janeiro, Boston, Chennai, Pune, Mai, Gaborone, Kisumu, Blantyre, Lilongwe, Johannesburg, South Harare,
Total Brazil Brazil us India India Thailand  Botswana Kenya Malawi Malawi South Africa Africa Zimbabwe

N Terminated 89 6 13 1 8 1 6 1 0 23 17 1 0 12

Death 5 0 0 0 1 0 0 0 0 1 2 0 0 1

Refused further participation 16 1 1 0 5 0 0 0 0 8 1 0 0 0

Unable to adhere to visit schedule 4 0 0 0 1 0 0 0 0 0 2 0 0 1

Relocated 6 0 0 0 1 0 0 0 0 0 4 0 0 1

Investigator decision 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Unable to contact participant 4 0 1 0 0 1 1 0 0 0 0 0 0 1

Inappropriate enroliment 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Invalid ID 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Early study closure 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Relation Ended 49 5 10 0 0 0 5 1 0 12 7 1 0 8

Other 5 0 1 1 0 0 0 0 0 2 1 0 0 0

Note: This table does not include terminations due to death of indexes, or HIV aquistion of partners.

Source: SCHARP (gheauchamp) - /trials/art/p052/analysis/smc/2010_04/code/open/t_termination_i_o.sas, SAS Version 9.1 (03apr2010,14:48)
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SCHARP %

HPTN 052 DATA MANAGEMENT QUALITY REPORT
April 2010 - SMC Report

Cumulative: 01-May-2005 through 28-Feb-2010

Total Total QCs QC RatePer  Mean Days
Site Records Total QCs Resolved (%) 100Records ToFaxlIn
Botswana, Gabarone: Gaborone Prevention/Treatment Trials CRS 4605 466 94.6% 10.1 71
Kenya, Kisumu: KEMRI/CDC CRS 959 129 51.2% 13.5 15.1
Zimbabwe, Harare: Parirenyatwa Hospital 29702 2176 94.9% 7.3 5.5
India, Chennai: YRGCare 41613 1212 98.8% 29 2.8
India, Pune: National AIDS Research Ingtitute (NARI, Bhosari) 12452 389 99.2% 3.1 3.5
India, Pune: National Institute of Virology (NARI Clinic) 14358 383 98.7% 2.7 3.7
India, Pune: Gadikhana Hospital (GDK) 5820 130 97.7% 2.2 1.6
Thailand, Chiang Mai: Research Institute of Health Sciences 20655 435 100.0% 2.1 4.1
Brazil, Porto Alegre: Hospital Nossa Senhora de Conceicao 13376 786 99.7% 5.9 9.3
Brazil, Manguinhos: Instituto de Pesquisa Clinica Evandro Chagas 20912 1185 98.4% 5.7 6.6
Brazil, Nova Iguacu: Hospital Geral de Nova lguacu 15270 1028 97.9% 6.7 7.9
South Africa, Johannesburg: Witwatersrand 4642 705 98.7% 15.2 8.3
Malawi, Lilongwe: Lilongwe Central Hospital 33781 2228 95.6% 6.6 6.7
Malawi, Blantyre: Queen Elizabeth Central Hospital 29235 1701 98.0% 5.8 6.3
South Africa, Johannesburg: Soweto HPTN CRS 1522 245 28.9% 16.1 6.3
TOTAL 249800 13394 90.2% 5.4 55

DEFINITION OF TERMS
Total Records: Total number of CRF pages received by SCHARP DataFax. Thisincludes refaxes.

Total QCs: Total number of quality control (QC) notes sent to the site during the specified time period. Does not include "missing page" reminders
that appear on QC Reports.

Total QCsResolved (%): The percentage of QCs sent to the site that have been resolved. Obtained by taking the number of QCs that have been
resolved and dividing by the total number of QCs sent to the site ("Total QCs"). This percentage is expected to be close to 100% for the cumulative
time frame but may not be for the previous month (due to the time needed by the site and SCHARP to resolve QCs).

QC Rate Per 100 Records: Thisisthe rate of QCs applied based on a set rate of 100 records. Obtained by dividing "Total QCs" by "Tota
Records’.

Mean Daysto Fax In: Mean number of daysit takes for records to be received at SCHARP. Calculated by taking the date the record was receivec
at SCHARP and subtracting the date the visit was conducted (as recorded on the CRF).
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HPTN 052 Network Laboratory
SMC Report

Dates: September 11, 2009 to March 31, 2010
Prepared:  April 5, 2010
Prepared by: Estelle Piwowar-Manning,

HPTN NL Deputy Director, 052 NL QA rep.

1. Operational/Communiques: Any operational or communiqués that were
released from the laboratory during the period of time of the report will be
reported.

The NL issued a Laboratory Communique: HPTN 052 Laboratory
Communique #2, dated September 14, 2009, for SSP section 10, version 1.6
The communiqué contained:
a. Clarification to the SSP regarding usage of FDA approved kits for
HIV testing
b. Correction to the SSP on instructions for PBMC isolation. Sites were
advised to follow the Cross Network SOP for PBMC isolation
c. Correction to the SSP on ordering of Fetal Bovine Serum.
d. Reminders were given out regarding submitting monthly QC reports to
the NL, submitting monthly inventory reports, and performing weekly
LDMS reconciliations with the clinic staff.

{
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2. Proficiency testing: a summary report of the proficiency performed during

this period of time, or an update on any poor performance during the last SMC

report.

a. any failures (<80%)
b. number of IRs for anything <100%

C. number of IRs not completed within 30 days

Any Failures <80%

Number of IRs

Number of IRs not
completed in 30

days
UNC-Lilongwe 7/96 analytes 6 0
Malawi 7.3%
COM- Blantyre 2/101 analytes 4 0
Malawi 2.0%
UZ-UCSF Harare 2/81 analytes 5 0
Zimbabwe 2.5%
YRGcare Chennai 2/73 analytes 2 1
India 2.7%
NARI Pune India 4/76 analytes 5 0
5.3%
RIHES Chiang Mai | 0/75 analytes 0 0
Thailand 0.0%
HGNI Rio Brazil 0/10analytes 0 0
0.00% ****
0/48
0.00% 1 0
IPEC Rio Brazil 4/70 analytes 4 0
5.7%
HNSC Porto Alegre | 1/75 analytes 1 0
Brazil 1.3%
Wits and Soweto 2/72 analytes 5 3
Johnannesburg 2.8%
(using CLS)
0/2 analytes per
clinic 0 0
0.0%
Gaborone Botswana | 6/71 analytes 8 4
8.5%
CDC Kisumu 1/83 analytes 4 0
Kenya 1.2%

**** Majority of the testing done at Diagnostica America. No problems
noted. Some done at IPEC
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3. Notes to file /Corrective actions
a. YRGcare, RIHES, UNC Lilongwe and Blantyre have been reporting
sample storage concerns on a monthly basis
b. Botswana clinic ran out of FDA Rapid Kits and had to send samples to
their lab for testing on the FDA EIA assay. - Resolved
C. Botswana lab is sending several analytes from their chemistry samples
to their backup lab due to 3 analyte failures in a row — On going
d. UZ-UCSF had an issue with pregnancy QC at the clinic — resolved
e. UZ-UCSF had a delay in hepatitis testing for screening due to lack of
reagents — resolved
f. HNSC and IPEC have both experienced problems with obtaining FDA
approved EIA kits. Both have been able to back each other up — issue
is being carefully monitored
g. IPEC/FIOCRUZ has been having issues obtaining Roche Kkits for viral
load testing.
4. LDMS reconciliation issues

Several sites (Kenya, UZ-UCSF, Botswana) need reminders to complete
the monthly task.

5. Special reports issued (not included above)
The NL was asked to complete additional ARV testing on:

a.
b.
C.

d.

Enrollment samples with VL <1000c/mL

10% random QA of enrollment sample regardless of VL result
Follow up on the original 12 participants with ARV on board at
enrollment (with VL undetectable)

Random QA of participants on the delayed arm

The NL has completed the random 10% QA of enrollment samples
through January 2010. The NL will complete this testing on the
remaining QA samples now that enrollment has closed. The Random
QA of participants on the delayed arm along with follow up on the 12
original participants is on-going.

The PK lab has added on the additional ARVs and is testing the
samples they have to date.

The NL QAed the VL results for the samples <1000 ¢/mL and found
several discrepancies with the site results. Because of this, the NL is
in the process of QAing all of the 10% enrollment samples from the
Blantyre site.

7. Any other issues
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Inventory has been an issue at several sites. The NL has requested that the
sites submit their inventory on a monthly or periodic basis. This is still an
ongoing issue at UNC Lilongwe.
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P052 Protocol Deviations

September 2009 — March 2010

n Report

site Site ptid Deviation Summary

awareness
Date

Soweto 10-Dec-09 | 671-034 | Couple enrolled 2 days after screening consent expired — screening period is 60 days, took 62 days to
enroll,

Blantyre 08-Nov-09 | 633-121 | Ppt denied previous use of ART, later discovered to be on ART for 2 years prior.

01-Jan-10 | 633-001 | Delay arm participant, with consent of CMC, put on ART due to deteriorating health, even though he did
not meet the protocol criteria of two consecutive CD4s < 250.

Harare 26-Mar-10 | 543-248 | Ppt was discovered at screening to be on ART, but the medical officer did not fully document this;
screening and enrollment continued because staff were unaware of ART use until enrollment.

Lilongwe 10-Sept-09 | 632-009 | Delay arm participant initiated ART (Combivir and Aluvia ) due to pregnancy two years post-enrollment.
She developed aneamia on this regimen which was attributed to AZT and was switched to stavudine,
lamivudine and Aluvia. This regimen was stopped on March 8, 2009, six weeks post delivery as per
protocol.

At subsequent visits, participant had two consecutive low viral loads and initiated Truvada and Nevirapine
-Truvada due to history of anemia and Nevirapine due to her history of psychosis. At month two visit she
was given combivir instead of Truvada due to mislabelling of the bottle and proceeded to take combivir
and Nevirapine for 1 month until error was discovered. Therefore, the patient took NVP 200mg twice
daily and AZT/3TC once daily (Suboptimal dosing) for one month. In the event that she has failed to
suppress, it is possible that she may have developed resistance and we will monitor her more closely.
02-Mar-10 | 632-163 | 3 ppts enrolled between 11 May 09 and 20 Jan 2010 were reported under same event: Ppt denied previous

632-173 | use of ART, later discovered to be on ART.

632-266

Chiang 11-Mar-10 | 579-079 | Incorrect age was used to calculate eligibility wrt creatinine

Mai

Botswana | 23-Sept-09 | 501-031 | Due to a protocol misinterpretation, the first 32 Index participants did not receive confirmatory HIV

through | testing via Western Blot or plasma RNA. When error was discovered, all screening samples were
501-062 | confirmed with WB. Partners of these Index participants were tested using non-FDA approved Kkits.
16-Mar-10 | 501-096 | Incorrectly enrolled with two ALT results rather than one ALT and one AST (second ALT result mistaken
for required AST).

IPEC 05-Nov-09 | 594-122 | Shortly after enrollment, an inclusion criteria violation was identified regarding MTCT: Patient used ART
during pregnancy and 28 days after delivery, rather than the required 7 days or less post-partum as
documented in the Study Specific Procedures.
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