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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 2.0, dated May 24, 2004. Version 2.0, Letter of Amendment #1, dated December 23, 2004. 
Version 2.0, Letter of Amendment #2, dated July 13, 2005. Clarification Memo #1, dated September 24, 
2004. Clarification Memo #2, dated December 24, 2004. 

Trial Design Summary 
HPTN 052 is a Phase III, two-arm, randomized, controlled, multi-center trial. The study team did not 
secure commitments for the appropriate ART drugs for the full study at the time when the trial was 
started. Therefore, HPTN 052 began with a run-in period using the ART drugs available then. The run-in 
period will follow the same study design as well as clinical and laboratory evaluations as the full study, 
but with limited enrollment and follow-up. Fifteen couples at the Rio site, five at the Porto Alegre site, six 
at the Boston site, and ten couples each at all the other sites will enroll over a 3-month period. Each 
couple will be followed until the last couple enrolled at the site completes their six-month follow-up visit. 
The run-in period will also serve as a means of allowing the study sites an opportunity to optimize local 
study procedures before the full study proceeds.  

Serodiscordant couples in which the HIV-infected index participant is ART-naïve and has a CD4+ cell 
count of 300–500 cells/mm3 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 < 200 cells/mm3, 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: 

• Determine the long-term safety profile of the two ART regimen strategies, i.e., immediate vs. 
delayed strategies. 

• Characterize and compare the patterns and rates of ART resistance of two ART regimen 
strategies. 

• Assess factors associated with adherence and compare the adherence rate of two ART regimen 
strategies. 

• Determine, characterize, and compare the rates of AIDS-defining illnesses, sexually transmitted 
infections (STIs), opportunistic infections, and immune reconstitution syndromes with regard to 
outcomes and survival as observed in different geographic settings and by treatment strategies. 

• Determine and characterize the rates of ART-associated toxicities observed in different 
geographic settings and by treatment strategies.  

The target sample size for the full study is approximately 1,750 couples, with 86 couples that will take 
part in the run-in period. Accrual into the full study will require approximately 18 months and all couples 
will be followed until the last couple enrolled completes their 60-month follow-up visit.  

As of May 31, 2006, all study sites have completed the run-in enrollment except for Boston, US.  
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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, which is up to 
eight years. 

Index participants must meet the following criteria to be eligible for inclusion in the study: 

• Positive HIV serology obtained within 60 days of enrollment. 

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

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

• FOR RUN-IN PERIOD ONLY: For female participants of reproductive potential, a negative 
pregnancy test performed within 48 hours before study enrollment. 

• FOR FULL STUDY ONLY: If pregnant or breastfeeding 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: 

• CD4+ cell count of 300–500 cells/mm3 

• Hemoglobin > 7.0 g/dL 

• Platelet count ≥ 50,000/uL 

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

• Total bilirubin < 2.5 x ULN 

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

• Negative HIV serology within 14 days prior to enrollment. 

• Has a sexual partner infected with HIV who is willing to participate in the study. 

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

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

• Men and women age ≥ 18 years. 

• Willing to disclose HIV test results to partner. 

• 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: 

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

• In cases where the index participant’s starting regimen contains ATV or NVP, documented or 
suspected acute hepatitis within 30 days prior to enrollment, irrespective of AST (SGOT) and 
ALT (SGPT) values. 
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• Current or previous AIDS-defining illness. 

• RUN-IN PERIOD ONLY: pregnancy. 

The following exclusion criteria apply to both the index participant and the partner: 

• Reports a history of injection drug use within the last five years. 

• Receipt of an experimental HIV vaccine. 

• 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. 

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

DSMB History 
The NIAID Vaccine and Prevention Science Data and Safety Monitoring Board (DSMB) reviewed the  
HPTN 052 protocol on February 18, 2003, prior to first enrollment, and then on November 8, 2005. 

Description of Study Data in this DSMB Open Report 
Data contained in this report describes site accrual goals, enrollment, baseline demographics, prior use of 
ART for perinatal prophylaxis, behavioral characteristics, sexually transmitted infections (STIs), quality 
of life, CD4+ count and HIV RNA, HIV counseling attendance, retention, adherence to visit schedule, 
reasons for termination, adverse events (AEs) and lab abnormalities. To allow adequate time for data 
processing and cleaning, this report was generated from data with a visit cut-off date of May 31, 2006.  

Accrual 
Table 1 shows the accrual target number of couples in the run-in period, site activation date, first 
enrollment date, monthly and cumulative enrollment number by site. As of May 31, 2006, all 
sites achieved 100% of the target run-in enrollment except for Boston, US. 

Person-years of Follow-up 
The primary endpoint of this study is HIV infections among partners of HIV-infected index. HIV testing 
is done at quarterly visits for the partners. Table 2 summarizes the follow-up in person-years for the 
partners. Overall, total number of person-years for the partner is 40.78.  

Couples’ Gender Characteristics 
Table 3 describes couples’ gender characteristics by site. Among the 81 couples enrolled, 40 (49%) are 
male (index)-female (partner) couples, 38(47%) are female-male couples, and three (4%) are male-male 
couples.  

Demographics 
Tables 4a and 4b summarize the demographics data for the index and partner, respectively. Porto Alegre, 
Brazil, Chennai and Pune, India; Lilongwe, Malawi; and Harare, Zimbabwe sites have enrolled higher 
percentage of male index participants, while Rio de Janero, Brazil; Blantyre, Malawi; and Chiang Mai, 
Thailand have enrolled more female index participants. The overall median age is 33 years for index and 
32 years for partner. All but two couples are married or living with partners. Overall, 56% of the index 
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participants and 50% partners have had secondary school or higher education. Personal and household 
incomes are summarized in local currency.  

Table 5 summarizes site-specific ethnicity. Note that a participant may claim multiple ethnicities, hence 
the percentage may total to more than 100%. 

Prior ART 
Table 6 summarizes the prior use of ART for prophylaxis of perinatal transmission of HIV among female 
index participants. Among the 38 female indexes, 32% reported prior ART, including AZT monotherapy 
(18%), AZT/3TC/Nevirapine (5%), AZT/Nevirapine (5%) and Nevirapine monotherapy (3%). Five 
female index participants (13%) reported use of ART within the 12 months prior to enrolling into the 
study. Two of the five female participants reported use of ART within the three months prior to 
enrollment. 

Behavioral Characteristics 
Tables 7a and 7b describe the sexual behavior at enrollment for index participants and partners 
respectively. Overall, five (6%) index and six (7%) partner reported having had more than one sex partner 
in the last three months. The median number of sexual (vaginal and anal) intercourse with primary and 
non-primary partners in the last week is 1.0 for both index and partner. For those participants with sexual 
intercourse in the last week, the majority of index participants (96%) and partners (93%) reported using a 
condom each time during the intercourse. Two (4%) index participants and two (4%) partners reported no 
condom use when having sexual intercourse. 

Sexually Transmitted Infections (STIs)  
Tables 8a and 8b summarize STIs at enrollment for index participants and partners, respectively. Overall, 
among the 81 index participants, six (7%) tested positive for hepatitis B, four (5%) tested positive for 
syphilis, one (1%) tested positive for gonorrhea and two (2%) tested positive for chlamydia trachomatis at 
enrollment. Among the 81 partners, three (4%) tested positive for syphilis, one (1%) tested positive for 
chlamydia trachomatis and none of the partners tested positive for gonorrhea. Partners are not tested for 
hepatitis B. Among all sites, six (16%) female index participants and five (13%) female partners tested 
positive for bacterial vaginosis. Two (5%) female index participants and none of the female partners 
tested positive for trichomonas. Six (16%) female index participants and seven (18%) female partners 
tested positive for yeast.  

Quality of Life 
Table 9 describes the quality of life within four weeks prior to enrollment for index participants. Overall, 
13 (16%) reported that health problems have sometimes prevented them from going to work, school, or 
doing work around the house, twenty one (26%) reported having experienced moderate to very severe 
pain, and four (4%) reported that physical health or emotional problems had interfered with normal social 
activities at a moderate to extreme level.  

CD4+ and HIV RNA  
Table 10 reports the CD4+ count at screening and enrollment, and the HIV RNA at enrollment for index 
participants. The average number of days between screening and enrollment is 13. At screening, the 
median CD4+ count is 380, with a range of 301–498 cells/mm3. At enrollment, the median CD4+ count is 
376, with a wider range of 190–881 cells/mm3, the largest variation coming from Lilongwe, Malawi. At 
enrollment across all sites, the median HIV RNA in log10 scale is 4.6, with a range of 2.6–5.9 copies/ml. 
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At enrollment, three of the participants from Harare, Zimbabwe, tested below the lower limit of 
400 copies/ml. 

HIV Counseling Attendance 
Tables 11a and 11b summarize the HIV counseling attendance for index participants and partners, 
respectively. Percent calculation is performed for those who have completed the expected visits. Overall, 
attendance to HIV counseling is 98 % or higher for index participants and partners at enrollment and at 
follow-up visits.  

Visit Adherence 
Tables 12a and 12b show the number of days between the target and actual visit date at follow-up visits. 
Index and partner adherence is reported separately because the couples are not required to come to a visit 
together, although they are strongly encouraged to do so. In general, participants tend to come in for a 
visit one to five days before the target.  

As another assessment of visit adherence, Tables 13a and 13b show the number of days between 
sequential monthly visits. As in Table 12a and 12b, index and partner adherence is reported separately. 
Overall, the average number of days between sequential monthly visits is approximately 30. 

Reasons for Early Termination 
Tables 14a and 14b provide the number of early terminations from the study for index participants and 
partners, as well as reasons associated with each termination. At Lilongwe, Malawi, one partner was 
terminated early because the relationship ended. This partner’s index was also terminated early due to 
refusal to continue participation in the study. At Blantyre, Malawi, one index participant was terminated 
and the reason is death. This index participant’s partner was also terminated early, but this data was sent 
to SDMC past the data cut-off date (May 31, 2006) on June 9, 2006. 

Retention  
Tables 15a and 15b summarize the retention for index participants and partners, respectively. Overall, the 
retention rate for index participants is 88%–100% at all the follow-up visits. For partners, the retention 
rate at follow-up visits range from 82%–99%. Partners miss more follow-up visits than do index 
participants.  

Graphical representations of the expected follow-up visits and completion for the index participants and 
partners are presented in graphs 1a and 1b.  

Adverse Events (AEs) 
Potential AEs are graded in severity as either mild, moderate, severe, life threatening, or resulting in 
death. Only those AEs graded as severe or worse are reported by the site to the SDMC. AE data is not 
collected for partners. 

Table 16 summarizes adverse events among index participants according to graded severity and 
relationship to study drugs. A total of 31 AEs were reported, of these events twelve (38%) were judged by 
the site investigator to be “probably related” or “possibly related” to study drugs, while the remaining 
62% were judged to be “probably not related” or “not related.” It should be noted that site investigators 
are instructed to indicate that an AE is “not related” if the participant has not yet initiated ART at the 
onset of the event. The majority (84%) of the reported AEs was rated severe, with three events (10%) of 
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life-threatening severity, and two AEs (6%) were reported to have resulted in the death of one participant. 
Seventeen (55%) of the AEs were reported by Chiang Mai, Thailand. 

Table 17 summarizes AE incidence by MedDRA body system and study site. Overall, 17 (21%) index 
participants reported one or more AEs.  

Table 18 summarizes AE incidence by severity, MedDRA body system, and preferred terminology. 

Table 19 summarizes AE incidence by relationship to study drugs, MedDRA body system, and preferred 
terminology. Sixty percent of the participants in Chiang Mai, Thailand reported one or more AEs.  

Table 20 also looks at AE incidence by relationship to study drugs. For this table, any event that is 
definitely, probably, or possibly related is considered “related” to study treatment. One participant death 
has occurred on study, the AEs reported to have lead to this death were cerebral malaria and meningitis. 
The participant had not yet initiated ART, thus the AEs are reported as not related to treatment. 

Laboratory Safety Data 
Tables 21 and 22 summarize graded laboratory abnormalities for index participants by study month and 
overall. All grade 3 and 4 events are required to be reported as AEs, with grade 3 lab abnormalities 
corresponding to severe AEs and grade 4 abnormalities corresponding to life-threatening AEs. Graded lab 
abnormalities meeting grade 3 (severe) criteria were reported for hemoglobin, neutrophils, total bilirubin, 
AST, and phosphate. Two participants had grade 4 (life-threatening) abnormalities of hemoglobin 
reported. 

Pregnancies and Pregnancy Outcomes 
Table 23 summarizes pregnancy reports and pregnancy outcomes. One participant at Rio de Janeiro, 
Brazil, has become pregnant while on study, no outcome has yet been reported for this pregnancy. 

Database Completeness  
As of May 12, 2006, there were 8,113 CRFs in the HPTN 052 database. Note that Table 15 is a 
cumulative report dating only from July 1, 2005, to present, and addresses data quality for a total of 7,685 
CRFs. Data received April–June, 2005, was excluded from Data Management Quality Reports to ensure 
that QCs caused by early CRF and instruction changes made by SCHARP were not reflected in a site's 
data management report. Also excluded from the Report are CRFs with expected delays in receipt at 
SCHARP, such as lab results. In addition, our QC checks indicate that eight CRFs that should be in the 
database are missing. All CRFs confirmed as missing are included in each sites' QC report asking that the 
missing CRF be submitted as soon as possible. 

 


