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filed, or if the application is not approved, the records must be retained for two years after the
FDA is notified that the IND is discontinued. Publication of the results of this study will be
governed by HPTN policies. Any presentation, abstract, or manuscript will be submitted to the
HPTN Manuscript Review Committee, DAIDS, and the product Co-Sponsors for review prior to
submission.

| have read and understand the information in the Investigator's Brochures or Package Inserts,
including the potential risks and side effects of the products under investigation, and will ensure
that all associates, colleagues, and employees assisting in the conduct of the study are informed
about the obligations incurred by their contribution to the study.

Name of Investigator of Record

Signature of Investigator of Record Date
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HPTN 052

A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy Plus
HIV Primary CareversusHIV Primary Care Aloneto Prevert the Sexual
Transmisson of HIV-1 In Serodiscordant Couples

LIST OF ABBREVIATIONSAND ACRONYMS

31C lamivudine

AACTG Adult AIDS Clinical Trials Group

AE adverse event

AIDS acquired immunodeficiency syndrome
AIDSCAP  AIDS Control and Prevention

ALT alanine aminotransferase

ART antiretroviral therapy

AST aspartate aminotransferase

AUC area under the curve

BID twice daily

BMD bone mineral density

BV bacteria vaginosis

CBC complete blood count

CDC Center for Disease Control

CL (HPTN) Central Laboratory

CMC (HPTN 052) Clinical Management Committee
CNS central nervous system

CORE (HPTN) Coordinating and Operations Center
CRF case report form

CT Chlamydia trachomatis

aaT stavudine

DAIDS Division of AIDS

ddi didanosine

DEXA dual-energy x-ray absorptiometry

DSVB Data Safety Monitoring Board

EC ethics committee

ELISPOT enzyme linked immunosorbent spot assay
EFV efavirenz

EIA enzyme immunoassay

GC Neisseria gonorrhea

FDA (United States) Food and Drug Administration
HAART highly active antiretroviral therapy

HBV hepatitis B

HCV hepatitis C

HIV human immunodeficiency virus

HLA human leukocyte antigen

HPTN HIV Prevention Trials Network

HSR hypersensitivity reaction

IATA International Air Transport Association
ICH International Conference on Harmonization
ID identification

IFA immunofloresence assay

IDV indinavir

INH isoniazid
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IRB
ITT
LDMS
LFT
LPA
LPV
MTCT
NBAC
NFV
NIAID
NIH
NRTI
NNRTI
NVP
ol
PBMC
PCR
Pl
PRN
PSRT
PTT
QD
RNA
RTV
SAE
SDMC
SGOT
SGPT
sMC
SOP
SsP
STD
T8
TDF
TID
v
ULN
UNAIDS
us.
USPHS
VCT
WHO
ZDV

institutional review board

intent-to-treat

Laboratory Data Management System
liver function tests

lymphoproliferation assay

lopinavir
maternal-to-child-transmission

National Bioethics Advisory Committee
nelfinavir

(United States) Nationa Institute of Allergy and Infectious Diseases

(United States) National Institutes of Health
Nucleoside reverse transcriptase inhibitor
Nonnucleos de reverse transcriptase inhibitor
nevirapine

opportunistic infection

peripheral blood mononuclear cells
polymerase chain reaction

protease inhibitor

as occasion requires

Protocol Safety Review Team

partial thromboplastin time

once daily

ribonucleic acid

ritonavir

serious adverse event

(HPTN) Statistical and Data Management Center
serum glutamic oxal oacetic transaminase
serum glutamate pyruvate transaminase
(HPTN) Study Management Committee
standard operating procedure

Study- Specific Procedures

sexualy transmitted disease

tuberculosis

tenofovir disoproxil fumarate

three times a day

Trichomonas vaginalis

upper limit of normal

The Joint UN Programme on HIV/AIDS
United States

United States Public Health Service
voluntary counseling and testing

World Health Organization

zidovudine
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HPTN 052

A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy Plus
HIV Primary CareversusHIV Primary Care Alone to Prevent the Sexual
Transmisson of HIV-1 In Serodiscordant Couples

SCHEMA

Purpose: The purpose of this study isto determine whether antiretroviral therapy (ART) can
prevent the sexual transmission of HIV-1 in HIV-1 serodiscordant couples.

Design: The study isaPhase 11, two-arm, randomized, controlled, multi-center trial. A run-in
period is planned prior to fully enrolling the study.

Study Population: HIV serodiscordant couplesin which the HIV-infected partner is ART- naive and
has a CD4+ cdll count of 300-500 cellsimn’.

Study Size: Approximately 1750 total, with a maximum of 90 who will take part in the run-in
period.

Sudy Arms. HIV-infected index cases will be assigned at random in a 1:1 ratio to one of two
treatment arms:

Arm 1. ART upon enrollment plus HIV primary care.

Arm 2. HIV primary care without initiation of ART until the participant has two consecutive
measurements of a CD4+ cell count < 200 cells/ mn?, or develops an AIDS-defining
illness.

The ART drugs currently available through the study are Combivir® [3TC/ZDV] and its
components (zidovudine [ZDV] and lamivudine [3TC]), nevirapine (NVP), and tenofovir (TDF).
Due to this limited supply of ART study drugs, the study will begin with arun-in period where
the starting regimen will be Combivir® [3TC/ZDV] and NVP. ZDV, 3TC, and TDF will be
available for toxicity management or virologic failure. (The sites may choose to use other ART
drugs if they can provide them via non-National Institutes of Health [NIH] resources, or if
participants can afford to buy them.) Enrollment beyond the run-in period will continue only if
additional ART study drugs are obtained by the study. If the studyis not able to provide
additional ART study drugs, the study will be stopped.

HIV virologic failure will also be measured in this study, and will be defined as
HIV RNA =1000 copies/mL at week 16 of ART therapy or later.

Study Duration: Approximately 87 months total. Accrual into the run-in period will require 3
months, and all couples will be followed until the last couple enrolled completes their 6-month
follow-up visit. Accrual into the full study will require approximately 18 months total, and all
couples will be followed until the last couple enrolled completes their 60- month follow-up visit.
Study Objectives:

The primary objective of the study isto compare threratesof HIV infection among partners of
HIV-infected participants in the two study arms below:

(1) ART upon enrollment plus HIV primary care.

2 HIV primary care without initiation of ART until the participant has two consecutive
measurements of a CD4+ cell count < 200 cells'mm?®, or develops an AIDS-defining
illness.

The secondary objectives of the study are to:
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Determine the long-term safety of two ART regimen strategies (ART immediately upon
enrollment vs. ART when the participant has two consecutive measurements of a CD4+
cell count < 200 cellsymm? or develops an AIDS-defining illness) for the trestment of
HIV-1 infection.

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

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

Evaluate the usefulness of measures of virologic and immunologic efficacy, and measures
to detect antiretrovira drug resistance.

Determine, characterize, and compare the rates of AIDS-defining illnesses, sexually
transmitted diseases, 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 antiretroviral drug-associated toxicities observed
in different geographic settings and by treatment strategies.

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

Study Sites:
Porto Alegre and Rio de Janeiro, Brazil (considered one site)
Chennai, India
Pune, India
Blantyre, Malawi
Lilongwe, Malawi
Chiang Mai, Thailand
Boston, Massachussetts, USA
San Francisco, California, USA
Harare, Zimbabwe
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INTRODUCTION
Background

The Joint United Nations Programme on HIV/AIDS (UNAIDS) estimates that 42 million
adults and children were living with the human immunodeficiency virus (HIV) or living
with acquired immunodeficiency syndrome (AIDYS) at the end of 2002, of which 5
million were new infections occurring in 2002 alone.* Of the 42 million, 29.4 million are
in sub-saharan Africal. Over 95 percent of new infections are acquired in developing
countries, and the mgjority of new infections are transmitted through heterosexual contact.
Assuch, it is clear that prevention of HIV will depend on a multi- pronged strategy that
employs all available biological and behavioral prevention interventions. The UNAIDS
and AIDS Control and Prevention (AIDSCAP) approach — including safer sex counseling,
provision of condoms, and sexually transmitted disease (STD) control — has had
considerable success in some countries. Vaccines” and topical microbicides® have entered
into clinical testing, and male circumcision may also be studied as a means of prevention.

This study is designed to determine whether ART can prevent the sexual transmission of
HIV. ART iswidely available in developed countries, and is now being introduced into
many developing countries’>. The separation between HIV treatment and HIV
prevention may represent an unfortunate “false dichotomy” for the following reasons:

HIV treatment affects HIV transmissiorf;
HIV prevention strategies in the trestment setting have essential value’; and

HIV treatment may become a central prevention strategy in the coming years, as
appropriate new agents are devel oped.

This study addresses these issues by providing HIV treatment, specifically by
administering ART drugs according to their U.S. FDA approved use, and then measuring
the effect on further sexua transmission of the virus.

Partnership with the Adult AIDS Clinical Trials Group (AACTG)

The NIAID-sponsored Adult AIDS Clinical Trids Group (AACTG) is developing an
HIV treatment study for implementation at each HPTN 052 site, and other additional
international sitesin the ACTG International Therapeutic Clinical Trials Training and
Research Initiative. The AACTG study may be able to serve as an dternative clinical tria
for some index cases that are not eligible for HPTN 052 due to screening with a CD4+ cell
count less than 300 cells/mn.

Rationale
Can Antiretroviral Therapy Reduce the Sexual Transmission of HIV?

In the absence of therapy, HIV leads to inexorable destructionof critical immune cells
(CD4+), opportunistic infections that can be correlated with the magnitude of CD4+ cell
loss, and death. ART developed in the late 1980s has been shown to dramatically reduce
the morbidity and mortality of HIV infection through sustained reduction in HIV viral
replicatiorf. However, such therapy does not cure HIV infection, and viral resistance
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can be expected to develop in most patients on regimens that are not completely
suppressive. Therefore, the modification of ART is usually required to maintain vird
suppressior?. Although the use of combination ART has dramatically improved clinical
outcomes and decreased mortality, recent evidence suggests that patients who initiate
therapy with CD4+ cell counts below 200 cells'mm?® have a greater risk of disease
progression and death when compared to those who initiate treatment with CD4+ cell
counts above 200 cellsmn? *°. However, some antivira agents have side effects that limit
their long-term application. For this last reason, ART is often withheld until some degree
of immunosuppression has developed

Deductive reasoning strongly suggests that ART might render HIV-infected people less
contagious. First, plasmaHIV-1 ribonucleic acid (RNA) levels can be correlated with the
sexual transmission of HIV. In astudy of 415 HIV serodiscordant couples in Uganda,
21.7% of theinitially uninfected partners became infected over 30 months of follow-up,
translating to a transmission rate of approximately 12 infections per 100 person years.
No transmission events occurred in those couples in which the infected partner had a
plasmaHIV-1 RNA level of less than 1500 copies/mL, and the transmission risk
increased as plasma HIV-1 RNA levelsincreased. In a prospective study of 1067
counseled HIV serodiscordant couples in Zambia, 15% of the initially uninfected
partners became infected®?, yielding a slightly lower transmission rate of 8.5 infections
per 100 person years. Again, plasmaHIV-1 RNA level was the best predictor for HIV
transmission. This bears particular significance for the ongoing AIDS epidemic, as many
African people with clade C HIV infection have markedly elevated plasmaHIV-1
RNA levels'®, possibly leading to increased transmissibility. While arecent study in
Thailand also demonstrated a similar relationship between plasma HIV-1 RNA levels and
sexual transmission, the mgjority of transmission events were observed at avery low
plasmaHIV-1 RNA level, suggesting that plasma HIV-1 RNA leve is not the only
determinant and that efficiency of transmission may vary by clade.

Plasma HIV-1 RNA levels generdly correlate positively with the concentration of HIV in
genital secretions, rectal mucosa, and saliva, although inflammation can stimulate local
replication’>. ART decreases the concentration of HIV-1 RNA in mde'® and female
genital secretions®’, rectal mucosa, '8 and sdliva®®, thereby reducing the levels of HIV
inoculum to which the susceptible partner is exposed. Further, studies of the pharmacology
of ART in penetrating male and female genital secretions (i.e. semen and vagina
secretions) indicate that the degree of penetration into genital secretions varies according to
physical characteristics of the drug. For example, nucleoside reverse transcriptase
inhibitors (NRTIs) and nonnucleoside reverse transcriptase inhibitors (NNRTIS)
penetrate the semen to a greater degree than do protease inhibitors (PIs). Also,
zidovudine (ZDV) and lamivudine (3TC) achieve greater concentrations in semen than in
blood®®. ART could be particularly effective in prevention of transmission of HIV from
men to their sexual partners since the high concentration of drugs may be transferred with
the gjaculate?®. ART sdlects for resistant viral variants which grow in the presence of
ZDV>2! other nucleoside analogues’?, and protease inhibitors™; however, these variants
are often less “fit” to replicate in vitro. It isunclear to what degree areduction in
“fitness” affects HIV transmissibility.

A single retrospective study demonstrated the expected benefit of ART on HIV
transmission. Musicco et al observed a 50% reduction in expected transmission events
in more than 400 HIV serodiscordant couples when a small number of HIV-infected
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participants used ZDV®. Even greater reductions would be expected with ART designed
to maximally suppress plasma HIV-1 RNA and concentrate in genital secretions.

In amode generated by Gray et al from the Uganda transmission study, ART would be
predicted to reduce incident HIV by 80%*. Subsequent models by Blower® and Law?®
also have concluded that ART could decrease HIV transmission. However, these models
question the overall effectiveness of ART for HIV prevention based on the assumption
that increases in high-risk behavior and evolution of viral resistance might offset the benefit
of decreased vira burden.

1.3.2 Limitationsto Antiretroviral Therapy asan Intervention

While it seems likely that ART might reduce the risk of sexual transmission of HIV, this
hypothesis requires definitive proof with specia attention to the many criticisms of this
method of prevention:

deductive reasoning alows the conclusion that ART prevents the sexual
transmission of HIV; therefore, no further proof of this approach is required;

conversaly, studies in humans demonstrate persistent excretion of HIV DNA (or
even positive culture) in the genital secretions of some participants on ART?’;

ART could promote risky sexual behavior (disinhibition)?®%;

success of the approach requires a high and often unrealistic degree of patient
adherence; development of antiretroviral resistance is inevitable, and could
compromise therapy of the partner as well as the community’;

the available regimens are too complex or expensive to be employed to prevent
transmission; and

since HIV transmission may be greatest during primary infection, intervention
directed at chronically infected patients will have little public health benefit.

Asindicated in Section 1.1, the effects of ART on prevention (both positive and negative)
are inevitable whether they are understood or not. Second, the limitations cited are based
on assumptions that may not be entirely correct. Third, and perhaps most important, by
understanding the benefits and limitations of this approach, we will be able to modify
therapy and develop new drugs that might have the desired impact on HIV transmission.

To this end, this study has been designed to determine the ability of ART regimens plus
HIV primary care to prevent the sexual transmission of HIV over severa years.
HIV-infected individuals with CD4+ cell counts of 300 - 500 cells/mm?® and their
HIV-uninfected sexual partners will be enrolled to compare the effects of two treatment
strategies: (1) ART upon enrollment plus HIV primary care (primary care defined in
Section 1.3.4), and (2) HIV primary care, without the initiation of ART until the
participant has two consecutive measurements of a CD4+ cell count < 200 cells/mm?,
or develops an AIDS-defining illness. As further developed below, the current
understanding of the costs and benefits of ART allows for ethical comparison of these two
treatment strategies among persons with CD4+ cell counts in this range. Since short-term
interruption of transmission of HIV could be offset by delayed transmission of resistant
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variants, ng rates of HIV transmission over a five year time period will provide data
on the long-term effectiveness and public health utility of ART in preventing the sexual
transmission of HIV.

Antiretroviral Therapy Considerations

It seems inevitable that ART will become available on a global basis, regardless of its
current cost and infrastructure limitations. Recent World Health Organization
(WHO)/UNAIDS Guidance Modules provide guidelines for the use of ART in resource
poor settings, and the initiation and changes of regimens proposed in this study are
consistent with these guidelines®. In addition, the successful introduction of these agents
in UNAIDS pilot programs in several developing countries*™ are especially relevant and
instructive to this study.

This study plansto use U.S. FDA-approved ART drugs that are believed to provide
maximal viral suppression in order to treat the index case and potentially minimize
transmission of HIV from the index case to the partner. The drugs used in thistrial must also
address and balance concerns related to ease of use, pill burden, tolerability, toxicity, drug
interactions, and penetration into genital compartments.

1.3.3.1 Antiretroviral Drugs

The ART drugs that are available now for use in the run-in period and full study are
Combivir® [3TC/ZDV] and its components (ZDV and 3TC), NVP, and TDF. Itis
planned to make EFV available as an aternative NNRTI for the starting regimen in the
full study, but it is not currently available, and therefore will not be used in the run-in
period. The study team hopes to obtain other drugs for use during the full study. The
package inserts of these drugs and any other ART drug used in this study will be on file
at the sites.

The following provides background safety and efficacy datafor Combivir® [3TC/ZDV],
ZDV, 3TC, NVP, EFV, and TDF:

L amivudine/Zidovudine Combination (Combivir® [3TC/ZDV])

A combination tablet of ZDV 300 mg and 3TC 150 mg is approved for marketing by the
United States (U.S.) Food and Drug Administration (FDA) and the European Agency of
the Evaluation of Medicina Products (EMEA), at a dosage regimen of one tablet twice
daily. The 3TC/ZDV-combination tablet has been shown in aclinical study to be
bioequivalent to the two individual antiretroviral drugs®!.

A randomized, openlabel, parallel- group, multicenter study (n = 223) conducted to
establish the clinical equivalence of aregimen using the 3TC/ZDV combination tablet
given BID plus a Pl versus aregimen containing ZDV TID plus 3TC BID plusaPl, has
been completed®2. Prior to entry into this study, each subject must have been receiving a
three-drug regimen consisting of ZDV 200 mg TID (or ZDV 300 mg BID) plus 3TC 150
mg BID plusaPl for at least 10 weeks, and have a plasma HIV-1 RNA <10,000
copiessmL and a CD4+ lymphocyte count of >300 cellsmm?. At enrollment, subjects
were randomized to either continue their current three-drug regimen or switch to
3TC/ZDV BID, while continuing their current Pl. Results from this study indicate that
the 3TC/ZDV combination tablet given twice daily with a Pl is at least as effective as the

HPTN 052 Final Version 1.0, October 10, 2003 Page 21 of 176



three-drug regimen of ZDV 200 mg TID plus 3TC 150 mg BID plus a Pl in suppressing
plasma HIV-1 RNA to <400 copies/mL at 16 weeks (80% and 74% of subjectsin the
combination tablet and standard groups, respectively). No rew or serious adverse events
attributed to the 3TC/ZDV-combination tablet were observed. Results from a self-
reported adherence questionnaire (Pain Medications Attitude Questionnaire [PMAQ)]
version 1.0) used in this study indicated that subjects in the combination tablet group
were less likely to miss doses of nucleoside analogue medication at weeks 8 (p = 0.007)
and 16 (p = 0.046).

Refer to the Combivir® [3TC/ZDV] package insert for more information.

Zidovudine (Retrovir®, ZDV)

ZDV is anucleoside analogue reverse transcriptase inhibitor (NRTI) that has been
extensively studied and shown to be active in the treatment of subjects with HIV
infection at all stages of disease. In subjects with advanced HIV disease, ZDV reduces
the risk of disease progression and death. Thislatter observation provides a strong
rationale for including this drug in combination regimens.

ZDV is generally well tolerated, particularly in persons with CD4+ > 200 cellsmm?®. The
major side effects include headache, fatigue, malaise, nausea, anemia, and neutropenia.
Long-term ZDV therapy is associated with myopathy and rare cases of steatosis with
hepatic failure and desth.

Refer to the Retrovir® package insert for more information.

Lamivudine (Epiviro, 3TC)

3TC is a potent nucleoside that is widely used in the management of HIV-1-infected
patients. Although 3TC is an effective NRTI, virus with a resistance mutation at codon
184 rapidly emerges within 2 weeks of monotherapy and is also seen with dual
nucleoside regimens.

3TC is one of the best-tolerated nucleoside analogues. Adverse events occur in less than
5% of patients. Toxicities include headache, nausea and vomiting, malaise, fatigue and
deeplessness, anorexia, dizziness, rash, depression, anemia, neutropenia, and
hyperamylasemia.

Persons who are co- infected with hepatitis B may experience increased valuesin liver
function tests and exacerbation of hepatitis symptoms when 3TC is stopped. Usually
these symptoms are self- limiting; however, desath has been reported. The causa
relationship to 3TC discontinuation is unknown. Patients should be followed closely for
the first several months following 3TC discontinuation.

Refer to the package insert for Epivi r® for more information.

Efavirenz (Sustiva®/ Stocrin®, EFV)

EFV isaonce daily NNRTI that has been shown to be effective in the treatment of HIV
disease. Published 48-week data from an openlabel, randomized study showed that the
combination 3TC/ZDV/EFV was superior to the combination of 3TC/ZDV/IDV in
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persons naive to 3TC, PIs, and NNRTIs. Inan ITT analysis, 68% of patients taking
3TC/ZDV/EFV had viral loads <400 copies/mL versus 49% of those taking
3TC/ZDV/IDV at week 48, and 62% of the 3STC/ZDV/EFV group versus 43% of the
3TC/ZDV/IDV group had vira loads <50 copies/mL at week 48*. Preliminary follow-
up data at 72 weeks were also recently presented. At 144 weeks of follow-up, inan ITT
analysis, 55% and 52% of the 3TC/ZDV/EFV group and 34% and 30% of the
3TC/ZDV/IDV group had HIV-1 RNA <400 and <50 copies/mL, respectively**. In
ACTG 364, adouble-blind, placebo-controlled study of NRTI-experienced patients, 33%
on NFV plus NRTIs and 60% on EFV plus NRTIs had <500 copies/mL of HIV at

week 48%.

EFV has been studied in over 2000 persons. The most notable side effects associated
with EFV are central nervous system (CNS) symptoms and rash. Fifty-three percent of
those receiving EFV reported CNS symptoms. These symptoms included, but were not
limited to, dizziness, impaired concentration, somnolence, abnormal dreams, and
insomnia. Symptoms usually begin during the first or second day of therapy and
generally resolve after the first 2 to 4 weeks of therapy. Symptoms may also be less
noticeable if EFV istaken at bedtime. Potentia for additive symptoms may occur if used
concomitantly with alcohol or psychoactive drugs. In controlled trials, nervous system
symptoms were severe in 2.0% of patients receiving EFV 600 mg QD and in 1.3% of
patients receiving control regimens. In clinical trials, 2.1% of EFV-treated patients
discontinued therapy because of nervous system symptoms.

There have been reports (approximately 1 or 2 per thousand EFV-treated patients) of
delusions and aberrant behavior, predominantly in those with a history of mental illness
or substance abuse. Severe acute depression (including suicidal ideation/attempts) has
also been infrequently reported in both EFV-treated (0.9%) and control-treated (0.5%)
patients. Persons who experience these symptoms should contact their doctor
immediately to assess the possibility that the symptoms may be related to EFV.

In controlled clinical trials, 26% (266/1008) of subjects treated with EFV 600 mg QD
experienced new onset skin rash compared with 17% (111/635) of patients treated in
control groups (see the package insert). Rash associated with blistering, moist
desquamation, or ulceration occurred in 0.9% (9/1008) of patients treated with EFV.
Among approximately 2200 treated subjectsin all studies and expanded access programs,
the incidence of Grade 4 rash (e.g., erythema multiformed and Stevens-Johnson
syndrome) was 0.14%. The median time to onset of rash in adults was 11 days, and the
median duration was 16 days. The discontinuation rate for rash in clinical trials was
1.7% (17/1008). EFV should be discontinued in persons developing severe rash
associated with blistering, desquamation, mucosal involvement, or fever. Appropriate
antihistamines and/or corticosteroids may improve the tolerability and hasten the
resolution of rash.

Other side effects associated with EFV include upset stomach, diarrhea, anorexia,
headache, tiredness, pancreatitis, elevated cholesterol (including HDL), elevated
triglycerides, and elevated transaminases.

Data from a developmental toxicology study in cynomolgus monkeys dosed with 30
mg/kg BID of EFV from gestational day 20 through day 150 revealed gross
malformationsin 3 of 20 fetuses upon delivery or cesarean section. Anencephaly and
unilateral anophthalmia were observed in one fetus, microphthalmia was observed in
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another fetus. A cleft palate was observed in the vehicle control group. The plasma EFV
concentrations in pregnant monkeys approximate those in humans given 600 mg EFV
QD. EFV-related fetal malformations were not observed in completed toxicology studies
in pregnant rabbits or rats at or above plasma concentrations that approximate those
achieved with the EFV dose recommended for humans.

Refer to the EFV (Stocrin®/Sustiva®) package insert for more information.

Nevir apine (Viramune®, NVP)

NVPisan NNRTI with activity against HIV-1. The most frequently reported adverse
events related to NVP therapy are rash, fever, nausea, headache, and abnormal liver
function tests (LFTs). The safety of NV P has been assessed in more than 2800 patients
in clinical trials. The experience from clinical trials and clinical practice has shown that
the most serious adverse reactions are clinical hepatitis/hepatic failure, Stevens-Johnson
syndrome, toxic epidermal necrolysis, and hypersensitivity reactions (HSRS)
characterized by rash, constitutional findings, and organ dysfunction.

Hepatic toxicity

In clinical trials, the risk of hepatitis is approximately 1%. Increased AST or ALT levels
before the start of ART and/or history of hepatitis B or C infection are associated with a
greater risk of hepatic adverse events. Cases of hepatitis, severe and life-threatening
hepatotoxicity, and fatal fulminant hepatitis have been reported in patients treated with
NVP. These events have progressed to hepatic failure with transaminase el evation, with
or without hyperbilirubinemia, prolonged PTT, or eosinophilia. Symptoms of clinical
hepatitis include fatigue, malaise, anorexia, nausea, jaundice, acholic stools, liver
tenderness, or hepatomegaly. NV P-related hepatotoxicity can occur in the setting of
norma LFTsor in the presence of a possible alternative diagnosis. Hepatic dysfunction
may be isolated or associated with signs of hypersensitivity including, but not limited to,
severe rash or rash accompanied by fever, general malaise, fatigue, muscle or joint aches,
blisters, oral lesions, conjunctivitis, facial edema, and/or hepatitis, eosinophilia,
granulocytopenia, or renal dysfunction.

During the first 12 weeks of therapy, intensive monitoring of personsis required to detect
potentially life-threatening hepatic events and skin reactions. However, approximately
one third of cases have been reported to occur after the critical 12-week period. The
optimal frequency of monitoring has not been established. Some expert’ s recommend
clinical and laboratory monitoring more often than once per month and, in particular,
would include monitoring of LFTs at baseline, prior to dose escalation and at two weeks
post dose escalation. After theinitial 12-week period, clinical and laboratory monitoring
should continue every 2 to 3 months throughout NV P treatment.

Physicians and subjects should be vigilant for the appearance of signs or symptoms of
clinical hepatitis or hypersensitivity reaction (HSR). Patients should be instructed to seek
medical attention should they develop any of the symptoms of clinical hepatitis or HSR.
LFTs should be performed if a patient experiences signs or symptoms suggestive of
clinical hepatitis and/or HSR. The diagnosis of hepatotoxicity should be considered,
even if LFTsareinitialy norma or aternative diagnoses are possible, and monitoring
should be done more frequently.
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Rash

The most common clinical toxicity of NVP is rash, with NV P-attributable rash occurring
in 16% of patients on combination regimens in phase 11/111 controlled studies. Severe and
life-threatening skin reactions, including fatal cases, have occurred in subjects treated
with NVP. These have included cases of Stevens-Johnson syndrome, toxic epidermal
necrolysis, and HSR characterized by rash, congtitutional findings, and organ
dysfunction.

Thirty-five percent of patients treated with NVP plus either ZDV + ddl or ZDV aone
experienced rash compared with 19% of control group patients treated with either ZDV
plus ddl or ZDV alone (tridls ACTG 241, Bl 1037, Bl 1011, and Bl 1046). Severeor
life-threatening rash occurred in 6.6% of NV P-treated patients compared with 1.3% of
patients treated in the control groups. Rashes were usually mild-to- moderate,

macul opapul ar, erythematous cutaneous eruptions, with or without pruritis, located on the
trunk, face, and extremities. The majority of rashes occurred within the first 6 weeks of
therapy. Severe rashes occurred most frequently within the first 28 days of treatment;
25% of the patients with severe rashes required hospitalizationand one patient required
surgical intervention. Overall, 7% of patients discontinued NV P due to rash.

In arecent trial, concomitant use of prednisone to prevent NV P-associated rash increased
the incidence and severity of rash during the first 6 weeks of NV P therapy. The use of
prednisone to prevent NV P-associated rash is not recommended. Patients should be
advised to promptly notify their health care provider if they develop any rash or signs and
symptoms of a hypersensitivity reaction. Patients who experience rash during the first 2
weeks of treatment should not have their dose of NV P increased until the rash has
resolved.

Patients developing signs or symptoms of clinical hepatitis, of severe skin reactions, or of
hypersensitivity reactions must discontinue NV P and not be re-challenged.

Refer to the Viramune® package insert for more information.

Tenofovir Disoproxil Fumarate (VireadO, TDF)

Tenofovir disoproxil fumarate (TDF), (9-[(R)-2-[[big[[(isopropoxycarbonyl)oxy]
methoxy] phosphinyl]methoxy]propyl] adenine fumarate (1:1)) (formerly known as
PMPA prodrug or GS-4331-05) is licensed for the treatment of HIV-1 infection. TDF is
an orally bioavailable acyclic nucleotide analogue with activity in vitro against
retroviruses, including HIV-1 and HIV-2 and hepadnaviruses. TDF is metabolized
intracellularly to the active metabolite, tenofovir diphosphate (PMPApp), whichisa
competitive inhibitor of HIV-1 reverse transcriptas that terminates the growing DNA
chain.

Clinical Experience

Study 907 was a 24-week, double-blind, placebo-controlled, multicenter study of TDF
added to a stable background regimen of antiretroviral agents in 550 treatment-
experienced patients. Thistrial showed that the addition of TDF resulted in areduction
of HIV vira load of approximately -0.6 logip copies/mL compared with the addition of
placebo (Figure 1). Only 3% of patientsin each arm discontinued treatment because of

HPTN 052 Final Version 1.0, October 10, 2003 Page 25 of 176



adverse events. This study suggests that TDF has potent antiretroviral activity in a
treatment-experienced cohort.
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Figure 1: Mean change from baseline in plasma HIV-1 RNA (logio copies/mL) through
Week 24: Study 907 (all available data).

Study 903, in treatment- naive patients, indicates that TDF is safe and efficacious
component of initial antiretroviral regimens. Study 903 is a randomized, double-blind,
active-controlled clinical trial conducted at 81 sites in the United States, Europe, and
South America. The trial was designed to compare the efficacy and safety of a treatment
regimen of TDF QD + 3TC BID + EFV QD to aregimen of d4T BID + 3TC BID + EFV
QD in 600 antiretroviral-naive patients with HIV infection. In the interim analysis of the
ITT population, in which missing data are counted as failures, an identical 87% of
patients in the TDF arm (n=299) and the d4T arm (n=301) achieved suppression of HIV-
1 RNA below 400 copies/mL at 48 weeks of treatment (95% Cl: -6%, +5%). The
proportion of patients achieving HIV-1 RNA suppression below 50 copies/mL was aso
evauated in the study. The missing-equals-failure analysis demonstrates that 82% of
patients in the TDF arm compared with 81% of patientsin the d4T arm achieved this
result (95% Cl: -6%, +6%). Additionaly, patients in both treatment groups experienced
significant increases in CD4+ cell count. At 48 weeks, combination treatment including
TDF was associated with a mean increase from baseline of 169 cellsmm?®, and treatment
including d4T was associated with a mean increase from baseline of 167 cellsmm?. In
each treatment group, therapy was generally well tolerated and the study discontinuation
rate was 9%. The incidence of Grade 3/4 adverse events in the TDF-containing study
arm was 19% compared with 17% in the d4T-containing study arm. The incidence of
Grades 3/4 laboratory abnormalities in the TDF arm was 28% compared with 31% in the
d4T arm. In both arms the most common resistance mutations in treatment failures were
mutations associated with 3TC and/or NNRTI resistance. However, the K65R mutation
was more common among treatment failures in the TDF-containing study arm.
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Safety Profile

More than 1000 patients have been treated with TDF alone or in combination with other
antiretroviral medications for periods of 28 days to 143 weeks in phase I-111 clinical trials
and a compassionate access study. Assessment of adverse events is based on two studies
(902 and 907) in which 653 treatment-experienced patients received double-blind
trestment with TDF 300 mg (n=443) or placebo (n=210) for 24 weeks followed by
extended treastment with TDF.

The most common adverse events in patients receiving TDF with other antiretroviral
agentsin clinical trials were mild to moderate gastrointestinal events, such as nausea,
diarrhea, vomiting, and flatulence. Lessthan 1% of patients discontinued participation in
the clinical studies because of gastrointestinal adverse events. A summary of treatment-
related adverse eventsis provided in Table 1.

Table 1. Treatment-Related Adverse Events (Grades 1-4) Reported in 3 3% of
TDF-Treated Patients in the Pooled 902 - 907 Studies (0-24 weeks)

TDF 300 mg Placebo
Number of Patients Treated 443 210
Nausea 11% 10%
Diarrhea % 8%
Aghenia 8% 8%
Headache 6% 7%
Vomiting 5% 2%
Flatulence 4% 0%
Abdomina Pain 3% 3%
Anorexia 3% 1%

Laboratory Abnormalities

Laboratory abnormalities observed in these studies occurred with similar frequency in the
TDF and placebo-treated groups. A summary of Grades 3 and 4 |aboratory abnormalities
is provided in Table 2 below.
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Table 2: Grades 3/4 Laboratory Abnormalities Reported in 2 1% of TDF-Treated
Patients in the Pooled 902 - 907 Studies (0-24 weeks)

TDF 300 mg Placebo

Number of Patients Treated 443 210
Number of Patients with

. 117 (26%) 78 (37%)
Grade 3 or 4 Laboratory Abnormalities
Laboratory Abnormalities
Triglycerides (> 750 mg/dL) 37 (8%) 28 (13%)
Creatine kinase (> 782 U/L) 53 (12%) 38 (18%)
Serum amylase (> 175 U/L) 21 (5%) 14 (7%)
AST
(Male: > 180 U/L) 16 (4%) 6 (3%)
(Female: > 170 U/L)
Urine glucose (3+ or 4+) 12 (3%) 6 (3%)
ALT elevation
(Mae: > 215 U/L) 10 (2%) 4 (2%)
(Female: > 170 U/L)
Serum glucose (> 250 mg/dL) 8 (2%) 8 (4%)
Neutrophil (< 650/mm?®) 6 (1%) 3 (1%)

In study 903, adverse events rates were similar between the d4T/3TC/EFV and
TDF/3TC/EFV arms, though cholesterol levels and triglyceride levels were generaly
higher in the d4T-containing arm.

Subjects who are co-infected with hepatitis B may experience increased liver function
tests and exacerbation of hepatitis symptoms when TDF is stopped. Usually these
symptoms are self- limiting; however, serious complications have been reported. The
causal relationship to TDF discontinuation is unknown. Participants should be followed
closely for the first several months following TDF discontinuation.

Bone Toxicity

The nonclinical toxicology of tenofovir DF has been studied in mice, rats, rabbits, dogs,
and rhesus monkeys. The principal organs of toxicity following oral administration of
tenofovir DF were limited to the kidney and bone. Changes in bone growth and strength
were seen in study animals given TDF (based on AUC), at exposures of 6 to 12 fold of
the exposure of 300 mg tenofovir DF in humans. Bone abnormalities were seenin
preclinical studies evaluating the efficacy of tenofovir in the juvenile macague/simian
immunodeficiency virus (SIV) model. These abnormalities included reduced bone
minera density (BMD), joint swellings, and bone fractures. The hypothesized
pathophysiological mechanism responsible for the reduced bone mineral density is a
mineral imbalance secondary to renal tubular dysfunction.

Study 902 was a randomized, double blind, placebo controlled study of the safety and
efficacy of tenofovir DF administered in combination with other antiretroviral agents for
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the treatment of 189 HIV-1 infected patients who were receiving antiretroviral therapy at
enrollment. Sixty two patients at selected sites were monitored for bone mineral density
using DXA. Basdline bone mineral density was similar among the four groups, with
mean values ranging from 1.071 to 1.160 g/cn?. The median percentage changes from
baseline at week 24 were —2.00%, —0.16%, —0.15%, and —1.19% for the placebo,
tenofovir DF 75 mg, 150 mg, and 300 mg dose groups, respectively, and were within the
range of measurement error and not statistically significant. At week 48, the median
changes from baseline were +0.68%, —1.64%, and —1.35% for the 75 mg, 150 mg, and
300 mg dose groups, respectively, suggesting no dose effect.

Study 907 was a phase 11, randomized, double-blind, placebo-controlled study of the
safety and efficacy of tenofovir DF administered in combination with other antiretroviral
agents in 552 treatment-experienced patients. Through 24 weeks the bone fracture rate in
the placebo arm was 3 per 100 patient years compared to O per 100 patient years in the
tenofovir DF arm. Through the remainder of the 48 week study, the bone fracture rate
remained less than the placebo rate.

Study 926 is an on-going phase | dose ranging study in pediatric patients which examines
single and multiple dose pharmacokinetics of tenofovir DF. The study includesan
analysis of bone metabolism. In this open label uncontrolled study, decreases in bone
thickness (density) in some patients have been observed. At baseline, 7 of 12 patients
(58%) had lumbar z scores that were at least 1 standard deviation from the norm,
indicating a much greater than expected prevalence of osteopenia in these patients at the
onset of TDF treatment. Four patients were shown to have a protocol-defined decrease in
BMD at week 24 relative to baseline. Three of the 4 patients had confirmatory scans
performed at week 36 (during their next scheduled study visit); all 3 patients were
continued on tenofovir DF based on good virologic responses. Future pediatric studies
will evaluate bone mineral density changes in a controlled setting, to better assess the
effect of drug on bone in children.

In conclusion, this summary provides preliminary pharmacokinetic results, aswell as
bone-related, and other safety findings from patients enrolled at the first dose level

(175 mg/nt) in Study 926 Based on these results, escalation to the second dose level
(350 mg/nf) will not be undertaken. Patientsin Study 926 with confirmed >6%
reductionsin BMD at 24 weeks be allowed at the investigator’ s discretion to continue
receiving study medication provided all criteriain the amended protocol are met. Finaly,
the dose selected for the second pediatric phase 2 study (GS-01-928) will be
approximately 175 mg/mz2 for children older than 8 years of age. Dose selection for
younger children (ages 2 to 8 years) is pending the results of another study (GS-02-983).

Teratogenicity/devel opmental toxicity

No adverse effects on embryo/fetal development were seen when TDF was given in
doses up to 450 mg/kg/day to pregnant rats and 300 mg/kg/day to pregnant rabbits. When
TDF was administered to pregnant rats in doses of 450-600 mg/kg/day, which are
maternally toxic doses, peri- and post-natal development studies of their offspring
showed reduced survival and dlight delay in sexual maturation. However, there were no
adverse effects on growth, development, behavior, or reproductive parameters when
tenofovir was administered to pregnant rodents at doses that were not associated with
maternal toxicity (150 mg/kg/day). Chronic exposure of fetal monkeysto TDF at a high
dose of 30 mg/kg (exposure equivalent to 25 times the AUC achieved with therapeutic
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dosing in humans) from days 20-150 of gestation did not result in gross structural
abnormalities.[11] However, significantly lower fetal circulating insulin-like growth
factor (IGF)-1 (a primary regulator of linear growth) and higher IGF binding protein
(IGFBP)-3 level s were shown and were associated with overall body weights
approximately 13% lower than untreated controls. A dight reduction in fetal bone
porosity was also observed. Effects on these parameters were observed within 2 months
of maternal treatment. Significant changes in maternal monkey bone biomarkers were
noted but were primarily limited to the treatment period and were reversible.

Continued administration of TDF at 30 mg/kg/day to the infant monkey postnatally
resulted in significant growth restriction and severe bone toxicity in 25% of eight infants
and effects on bone biomarkers and defective bone mineraization in al animals. Chronic
administration of tenofovir to immature animals of multiple species has resulted in
reversible bone abnormalities; these effects were dose-, exposure-, age-, and species-
specific. Abnormalities ranged from minimal decrease in bone mineral density and
content (with oral dosing in rats and dogs that achieved drug exposures 6 to 10 times that
achieved with therapeutic dosing in humans) to severe, pathologic osteomalacia (with
subcutaneous dosing given to monkeys). Juvenile monkeys given chronic subcutaneous
TDF at 30 mg/kg/day (exposure equivalent to 25 times the AUC achieved with
therapeutic dosing in humans) developed osteomalacia, bone fractures, and marked
hypophosphatemia. However, no clinical or radiologic bone toxicity was seen when
juvenile monkeys received subcutaneous dosing of 10 mg/kg/day (exposure equivalent to
8 times the AUC achieved with therapeutic dosing in humans). Evidence of
nephrotoxicity was observed in newborn and juvenile monkeys given tenofovir in doses
resulting in exposures 12 to 50 times higher than the human dose based on body surface
area comparisons.

Placental and breast milk passage: Studies in rats have demonstrated that TDF is secreted
in milk. Intravenous administration of tenofovir to pregnant cynomolgus monkeys
resulted in a fetal/maternal concentration of 17%, demonstrating that TDF does cross the
placenta [12]. There are no data on whether tenofovir crosses the placenta or is excreted
in breast milk in humans,

Human studies in pregnancy: No studies of TDF have been conducted in pregnant
women Or neoretes.

Rena |mpairment

Evidence of renal toxicity was noted in 4 animal species. Increasesin serum creatinine,
BUN, glycosuria, proteinuria, phosphaturia and/or calciuria and decreases in serum
phosphate were observed to varying degrees in these animals. These toxicities were
noted at exposures (based on AUCS) 2-20 times higher than those observed in humans.

Study 903, involving 592 treatment- naive patients treated for up to 96 weeks, changesin
renal function were observed with similar frequency in the tenofovir DF-containing arm
as compared to the stavudine-containing arm.
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Table 3: Maximum Toxicity Gread (0-96 Weeks)

TDF+3TC+EFV DAT+3TC+EFV
(n=296) (n=296)
Serum Creatininein (mg/dL)
Grade 1 (= 0.5 from basdline) 3% 2%
Grade 2 (21-30 <1% 0
Grade 3 (31-6.0) 0 <1%
Grade 4 (>6.0 0 0
Serum Phosphorusin (mg/dL)
Grade 1 (20-<22 3% 3%
Grade 2 15-19 3% 2%
Grade 3 (1.0-149 <1% <1%
Grade 4 (<10 0 0
Proteinuriain (mg/dL)
Grade 1 (30-99 12% 16%
Grade 2 (100-300) 6% 6%
Grade 3 (>300) 0 0
Grade 4 Nephrotic Syndrome 0 0
Glucosuriain (mg/dL)

Grade 1 (<250) <1% 1%
Grade 2 (250 — 500) <1% <1%
Grade 3 (500 — 1000) <1% 1%
Grade 4 (> 1000) 0 0

In studies 902 and 907, tenofovir DF or placebo was added to a stable regimen in patients

with measurable HIV RNA. After 24 weeks, all patients

were treated with open label

TDF in addition to their background ARVs. In 687 treatment-experienced patients,
treated with tenofovir DF in combination with other antiretroviral agents for amean
duration of 95 weeks, no patient permanently discontinued the studies for serum
creatinine elevation or hypophosphatemia. Serum creatinine elevations and mild
hypophosphatemia were infrequent, generally transient, and resolved with continued
tenofovir DF treatment.
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Table4: Maximum Grade of Laboratory Toxicity (902 and 907 pooled data)

Placebo TDF 300 mg All TDF
(0-24 weeks) |  (0— 24 weeks) (N = 687)
(N = 210) (N =443)
Mean Duration of Treatment 23.0 23.0 122
(Weeks)
Serum Creatinine
Grade 1
(= 0.5 mg/dL over BL*) 1% 1% 7%
Grade 2
(21-3.0mg/dL) 0% 0% 0%
Grade 3
(3.1-6.0mg/dL) 0% 0% 0%
Grade 4
(>6.0 mg/dL) 0% 0% 0%
Serum Phosphorus
Grade 1
(20-22mg/dL) 5% 6% 8%
Grade 2
(1.5-19mg/dL) 2% 6% 10%
Grade 3
(1.0 - 1.4 mg/dL) <1% 0% <1%
Grade 4
(< 1.0mg/dL) 0% <1% <1%
* BL = Baseline

Serious renal adverse events were reported in 0.3% of patients (N = 8870) treated with
tenofovir DF in the Viread global expanded access program.

Reports of postmarketing renal events have been rare with tenofovir DF-containing
regimens. The majority of these cases occurred in patients with underlying systemic or
renal disease, or in patients taking concomitant nephrotoxic agents, although some cases
occurred in patients without identified risk factors. Renal events reported in clinica
practice include increased serum creatinine, renal insufficency, renal failure, acute rena
failure, proximal tubulopathy, proteinuria, acute tubular necrosis and Fanconi syndrome.

Tenofovir DF should be avoided with concurrent or recent use of a nephrotoxic agent.
Patients at risk for, or with a history of, renal dysfunction and patients receiving
concomitant nephrotoxic agents should be carefully monitored for changes in serum
creatinine and phosphorus.

Pharmacokinetic studies in patients with renal impairment indicate that the dosing
interval of tenofovir DF should be adjusted in patients with creatinine clearance
<50 mL/min.
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Table5: Dosage Adjustment for Patients with Altered Creatinine Clearance

Hemodialysis
Creatinine Clear ance (mL/min)* Patients
Recommended
300mg =50 30-49 10-29 <10
Dosng
Interval

Every 24 hours | Every 48 hours | Twiceaweek Every 7 days or
after a total of
approximately
12 hours of
dialysis*

* Calculated using ideal (lean) body weight
** Generally once weekly dosing assuming three hemodialysis sessions aweek of approximately 4 hours
duration. Viread should be administered following completion of dialysis.

The safety and effectiveness of these dosing interval adjustment recommendations have
not been clinically evaluated, therefore, clinical response to treatment and renal function
should be closely monitored in these patients.

Refer to the VireadO package insert and the TDF Investigator Brochure for further
information.

1.3.3.2 Initiation of Antiretroviral Therapy

Another important issue is the timing of ART initiation. Currently there is considerable
scientific debate as to the precise time at which therapy should be initiated. The United
States Public Health Service (USPHYS) guidelines for the use of ART in adults
recommend that therapy be initiated when CD4+ cell count reaches 350 cells/mm® or
lower *°. The UNAIDS guidelines recommend initiation of therapy at a CD4+ cell count
of 200 cellsg/mm?® *°. The National Institute of Allergy and Infectious Diseases (NIAID) is
also supporting atrial designed to compare early versus delayed ART, entitled “A Large
Simple Trial Comparing Two Strategies for Management of Antiretroviral Therapy”
(SMART study); however, the results from that study will not be available for several
years. HPTN 052 will randomly assign participants infected with HIV with CD4+ cell
counts of 300 to 500 cells'mm? to receive ART and HIV primary care either upon
enrollment in the study or when the participant has a CD4+ cell count of 200 cell/mm? or
experiences an AIDS-defining ilIness. Given the current state of knowledge, both
treatment strategies offer potential benefit to study participants and the withholding of
therapy among some participants with a CD4+ cell count above 200 cells/mm?® will not
disserve this group.

1.3.3.3HIV-1Drug Resistance

Regardless of use of multi-drug ART cocktails, the mutability of HIV ultimately
leads to selection of variants with some degree of resistance, and such variants may
permit clinically important viral rebound. Because some resistance mutations also confer
cross-resistance to other antiretroviral drugs in the same class, emergence of drug resistance
may severdy limit a patient’s future treatment options. For these reasons, HIV genotyping
isnow recommended in the U.S. to help guide ART  http://www.aidsinfo.nih.gov] .
However, for al study sites except the two in the U.S,, the current plan isto perform
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resistance testing retrospectively, as the resources are not available to perform resistance
testing for patient management at many of the sites, nor isit clear that this technology
could be used cost-effectively in these settings in the future. Therefore, the
patient management algorithm for ART depends on prospective evaluation of HIV vira
load and other laboratory markers, clinical evauation, and adherence behavior.

In addition, interpretation of resistance testing in a population is complex because: 1) not
all genotypic resistance is associated with phenotypic resistance; 2) the magnitude of
resistance observed in different countries where ART isused is changing rapidly and (in
some cases) in unexplained ways 3) resistant variants may on occasion be less fit for
transmission or less pathogenic; 4) continued ART in the face of resistance may have a
salutory effect; 5) resistant variants cannot be easily detected in the absence of selective
pressure, and their re-emergence a alater timeis only now being studied; and 6) resistance
mutations have been characterized predominantly in subtype B and there is little information
about how to interpret resistance mutations in other subtypes.

Considering all these issues, a plan for resistance testing in HPTN 052 has been
developed (excluding the two U.S. sites). Samples will be collected from a subset
of study subjects receiving ART for retrospective analysis of ART resistance. Three
regional laboratories (located in India, South Africa, and Brazil) will perform resistance
testing for HPTN 052. Selected samples will be tested at the HPTN Central Laboratory
for quality control. Some specialized testing (e.g., fitness or phenotypic resistance
testing) may be performed in commercial laboratories. These data will not be used for
routine management of patients, but will be conveyed to the investigators as trends.
However, all viruses transmitted to partners will be studied for evidence of resistance.

While resistance testing in HPTNO52 is not designed to guide patient management (except
at U.S. gites), it is expected that the results will offer critical information about inception
of resistance in the countries involved, the epidemic spread of resistance, and the
durability of resistance in these settings. It isrecognized that the use of
resistance testing for patient management might be introduced at some point over the
course of this 7-year study as infrastructure and technology improves at the study
sites. Should this occur, any changes in monitoring and use of data will be brought
to the attention of the sponsor, IRBS/ECs and the NIAID Vaccine and Prevention Data
and Safety Monitoring Board (DSMB). Finally, it must emphasized that development of
resistance to ART and transmission of resistant HIV variants is an inevitable consequence
of the biology of HIV and therapy, and not specific to HPTN 052. HPTN 052 does,
however, provide an opportunity to measure these important events prospectively, so as
to better inform public health policy.

It is anticipated that a variety of regional factors may influence the effectiveness of ART
regimens and the emergence of resistant strains. The effectiveness of treatment programs
may be influenced by cultural, behavioral, and logistical factors that vary from one
region to another. There are also likely to be regional differences in the prevalence
of other infectious diseases (e.g. TB, hepatitis) and other clinical illnesses, which could
influence immunologic and other factors important in viral containment. Such
co-morbidities are dso likely to be associated with regiond differencesin use of other
medications, which may in turn influence the activity and pharmacokinetics of
antiretroviral drugs. Regiona differences in host genetics may aso influence response to
antiretrovira regimens, and regional differencesin HIV-1 strains may not only influence
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the susceptibility of the virus to antiretroviral drugs, but also the emergence of resistant
strains under treatment.

Finally, in developing countries, regimens used for perinatal prophylaxis are likely to
include single drug regimens (e.g. ZDV monotherapy or single dose NVP), increasing the
probability that resistance may result from the use of prophylaxis. Any of these factors
could potentialy influence outcome and emergence of drug resistancein HPTN 052.
Anaysisin HPTN 052 will allow a comparison of resistance rates across the study
sites for each treatment regimen. Data collected in the trial may also help
identify other regional variables that influence resistance rates.

Analysis of drug resistance in HPTN 052 will include an analysis of the HIV-1 subtypes
in thisregion. Major (M) group HIV-1 viruses can be categorized into nine pure
subtypes (A, B, C, D, F, G, H, J, K), six circulating recombinant forms, and incidental vird
variants 3. Different subtypes predominate in different geographical regions. To date,
amogt al studies of HIV drug resistance have been performed for subtype B, the most
common subtype in the U.S. In contrast, there is remarkably little information on drug
resistance in other subtypes. Research on drug resistance in cohorts infected with
non-subtype B HIV-1 is becoming increasingly important for two reasons: (1) the
prevaence of nonsubtype B isincreasing in the U.S. and other regions where antiretroviral
drugs are widely used, and (2) the availability and use of antiretroviral drugsis growing
throughout the world, where most infections are caused by non-B HIV-1. In HPTN 052,
most HIV-1 infections are expected to be caused by non-B subtypes, with different subtype
distributions at each site (Table 6).

Table 6: Predominant subtypes found in countries with HPTN 052 enrollment sites.

Country Predominant Subtypes (approx. %) References
39
Brazil B (80%), F (14%), C (3%) (39
[40]
. [41]
India C (80-95%), B (2-10%), A (2%) (42]
Malawi C (>90%) [43]
[44]
Thailand CRFO01_AE (80-95%), B (5-20%) [45]
[46]
. [47]
Zimbabwe C (70%), B (12%), A (12%), D (7%) 8]

Although data are limited, some studies suggest that the natural susceptibility of HIV-1
to antiretroviral drugs may be influenced by subtype®®*°, and polymorphisms
associated with drug resistance are frequently detected in antiretrovira drug naive
individualswith non-subtype B infectiorr®.

In the Ugandan HIVNET 012 tria, the rate of NV P resistance following single dose NVP
prophylaxis was different for women with subtype A vs. D HIV-1°2. This suggests that
the rates of resistance emerging during antiretroviral drug exposure may vary from region
to region, depending on which subtypes are prevalent. Recent studies have shown that
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HIV-1 subtype may influence the pattern of resistance mutations thet emerge after
exposure to antiretroviral drugs®™™>*. Subtype-specific differences in protease and RT
sequences may influence the rate at which a specific mutation emerges®, and the type of
amino acid selected at a given position under drug pressure®®>’. Differences in sequences
of non-subtype B viruses may also lead to emergence of novel subtype-specific drug
resistance mutations at positions not associated with drug resistance in subtype B,
HIV-1 subtype may also affect viral fitness, in the presence or absence of drug resistance
mutations. Such differences could in turn influence the dynamics of emergence drug
resistance following antiretrovira drug exposure.

It is not known whether HIV-1 subtype will influence treatment response in HPTN 052. A
retrospective study comparing 50 patients with subtype B and 50 patients with nonB
subtypes did not find a difference in virologic responses to highly active antiretrovira
therapy (HAART)>®. However, that study did not compare the response among patients
with different non-B subtypes. In another study, 79 drug naive African patients with
different non-B subtypes had a similar response to HAART®. However, the number of
patients in that study with each subtype was small. Furthermore, in both studies, different
antiretroviral regimens were used to treat individual patients; this may have made it
difficult to detect a subtype-based difference in response to treatment.

Methods used for HIV-1 genotyping in HPTN 052 will allow determination of the HIV-1
subtype (based on pol region sequences). Thiswill allow exploration of the relationship
between subtype, treatment response and drug resistance. Samples will also be stored to
examine potentially complex relationships between HIV-1 subtype, phenotypic drug
susceptibility (in the presence and absence of known drug resistance mutations), viral
fitness, and host genetics.

Theissue of ART for prophylaxisin pregnancy has been considered for this study and it
has been determined that women who have received either single dose NVP or ZDV
monotherapy for perinatal prophylaxis are eligible for enrollment. While this study
focuses on implementation of ART regimens in developing countries, it is recognized that
implementation of effective regimens for prevention of HIV-1 mother-to-child
transmission in these countries is also extremely important. Cost and other factors
currently limit availability of highly active multi-drug regimens for perinatal prophylaxis
in many developing countries. However, less expensive, smpler regimens are being
implemented in resource-poor countries throughout the world. 1t is recognized that
resistance to ZDV and NV P can emerge when these drugs are used for perinatal
prophylaxis . However, it is not known whether emergence of resistance in this setting
will compromise subsequent treatment of HIV - infection with a multi-drug regimen.
As described below, resistance is relatively uncommon following short courses of
ZDV monotherapy. While NV P resistance is frequently seen after single dose NVP
prophylaxis, resistance mutations fade from detection in plasma after delivery. It is not
known whether this brief exposure to NVP is sufficient to establish resistant variants (e.g.
in latent reservoirs or as minor variants in plasma) at sufficient levels to compromise
subsequent treatment with an NNRTI-containing regimen. If a sufficient number of
women who have received these regimens are enrolled in HPTN 052, it will alow for
examination as to whether prior perinatal prophylaxis limits the efficacy of treatment
regimensin HPTN 052. Resstance studiesin HPTN 052 will aso determine the rate of
emergenceof ZDV and NNRTI resistance following treatment with each of the HPTN
052 regimens. This information will help evaluate the potential impact of the HPTN
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052 regimens on the efficacy of ZDV and NV P prophylaxis in future pregnancies.
Additional information on emergence of drug resistance following ZDV monotherapy
and single dose NV P perinatal prophylaxisis provided below.

Drug resistance following ZDV prophylaxis

ACTG 076 was thefirst clinical trial to demonstrate a reduction in the rate of HIV-1
mother-to-child transmission with antiretroviral drug prophylaxis®. In that trial,
women received ZDV or a placebo from 1434 weeks of gestation to delivery, in
addition to intrapartum ZDV. Some women had also received ZDV prior to
pregnancy. Prior experience with longer regimens of ZDV monotherapy for treatment
of HIV-1infection suggested that the rate of resistance would be low in the first few
months of drug exposure®?.

Resistance studies performed on a subset of women in ACTG 076 detected only 1 woman
with selection of the K 70R mutation at delivery, and none with T215Y/F®3; however, that
study did not analyze other ZDV resistance mutations. Analysis of resistance in
women who received ZDV during pregnancy in the Swiss Collaborative HIV and
Pregnancy Study®* and the Women and Infants Transmission Study (WITS)®® found
higher rates of ZDV resistance. Shorter regimens of ZDV monotherapy have also
been introduced for use in developing countries. In one study from Cote d’Ivoire,
where ZDV was started at 36 weeks in ZDV naive women, no development of ZDV
resistance was detected in 20 women analyzed®®. A number of other studies have
examined ZDV following ZDV perinatal prophylaxis. Rates of resistance vary from study
to study, and are likely influenced by the duration of ZDV exposure, the assay(s) used for
resistance testing, the timing of testing, and other factors.

Drug resistance following NVP prophylaxis

The HIVNET 012 trial in Uganda demonstrated that a regimen of single dose NVP was
superior to a short course of ZDV for prevention of HIV-1 vertical transmissiorf’. In
HIVNET 012, pregnant women received a single dose of NVP at the onset of labor. NVP
resistance mutations were detected in 21 of 111 (19%) of women 6-8 weeks after delivery’2.
Those mutations faded from detection in all evaluable women by 12-24 months. The
most common NV P resistance mutation detected was K103N, which is associated with
cross-resistance to all NNRTIs. Emergence of NV P resistance was associated with
higher baseline viral loads and lower baseline CD4 cell counts. Furthermore, the rate of
NV P resistance was higher in women with subtype D than subtype A, suggesting that
resistance rates may vary from one geographical region to another, depending on
which subtypes are prevalent®. The rate of NV P resistance was also examined in
HIVNET 023, where Zimbabwean women received the same single dose NV P regimen
asin HIVNET 012. Most women in HIVNET 023 had subtype C infection, and the rate of
resistance in those women was similar to that seen in Ugandan women with

subtype D*3.

The SAINT trial, which was conducted in South Africa, compared two maternal
doses of nevirapine (the first dose given during labor, the second given 48 hours
post-partum) with 7 days of ZDV/3TC. The use of the 2 dose maternal NVP
regimen resulted in a 67% selection frequency of resistance mutations, which is
three times greater than observed in HIVNET 012 (19%). The predominant NVP
mutations found were K103N (62%) and Y 181C (45%)°°.
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1.3.3.4 Additional Substudies

In addition to laboratory evaluations related to the primary and secondary endpointsin
this study, it is anticipated that substudies may be proposed during the course of the main
study to address a variety of immunologic, pharmacologic, virologic, and other questions
related to HIV-1 and HIV-1 transmission.

Sub-study protocols may be developed that optimize the unique scientific opportunities
within this study, as well asto facilitate consistency in assay methods utilized by the
various related NIAID-sponsored networks. Table 7 outlines the types of samplesto be
collected and stored during the course of the study, along with a brief list of the types of
assays that are likely to be required for sub-studies:

Table 7. Sample Storage and Assays for Potential Substudies

Sample Assay

Plasma Extended resistance studies (e.g. analysis of regions other those
routinely analyzed that may influence resistance to antiretrovira
drugs), extended HIV subtyping, etc, timing of emergence of
resistance, analysis of minority variants, etc.

Serum Additional serologic studies (e.g. hepatitis C (HCV), hepatitis B
(HBV) serology), neutralizing antibody, chemokine and cytokine
assays, seroconversion for other diseases (e.g. pneumococcus,
syphilis, etc.).

Whole Blood | Genomic characterization (e.g. human leukocyte antigen (HLA)
typing, co-receptor polymorphisms, genetic polymorphisms that
may be related to drug transport, hypersusceptibility). Note: special
consent will be required for genomic testing of study subjects.

PBMCs HIV subtyping, T cell immunity (e.g. ELISPOT, flow cytometry),
tetramer assay, lymphoproliferation assay (LPA), microarray
analysis for gene expression (e.g. cytokines, chemokines, etc.).

1.34 HIV Primary Care and Counseling Considerations

Currently, many HIV-infected people living in developing countries receive no care for
their HIV infection, let alone access to affordable antiretroviral therapy. Based on several
studies of morbidity and mortality in developing countries, standardized “HIV primary
care” can be expected to benefit both arms of this study. In addition, HIV primary care
can be expected to produce a modest reduction in plasma HIV-1 RNA, decrease
progression to AIDS, reduce serious opportunistic infections, and reduce or eliminate
desth.

The HIV primary care being delivered in this study is derived from WHO/UNAIDS
guidelines in combination with local standards of care at the study sites, and will
include systematic attention to vitamin deficiency, STDs, tuberculosis, endemic
infections (e.g. enteric parasites and malaria), expected opportunistic pathogens, and
other AIDS-related conditions. Participants will receive prompt and effective
symptomatic care as clinically indicated per local guidelines and locally-devel oped study
operating procedures (SOPs). The study team believes that it would be unethical to
perform this study if such care were not provided.
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In addition, an important component of this study is the individual and couples HIV
counseling , which will be provided on an ongoing basis throughout the entire study in
accordance with standard study counseling methods. Participants will be counseled that
consistent use of condoms is the only known way to potentially prevent sexual
transmission of HIV, and condoms will be provided free of charge to al participants at
each study visit. In addition, counseling will emphasize the unknown efficacy of ART in
preventing HIV infection.

1.4  Study Implementation Plan

The study team has received commitments for Combivir® [3TC/ZDV] and its
components (ZDV and 3TC), NVP, and TDF for the full duration of the study. However,
before the full study can be initiated, at a minimum, another nucleoside (such as ddl),
and a protease inhibitor (such as Kaletra® [lopinavir/ritonavir]) must be obtained.
These are considered “second-line” ART drugs, and the study team has not yet
secured these type of drugs for the study. Therefore, HPTN 052 will begin with arun-in
period using the ART drugs currently available. While the run-in period isbeing
conducted, it is planned to obtain additional ART study drugs (like the examples
mentioned above) in order to embark on the full study. If additional second-line ART
drugs do not become available by the time the run-in period is completed, the full study
will not proceed, and the study will end.

The run-in period will follow the same study design and clinical and laboratory
evauations as the full study (refer to Section 2.0 and 5.0 respectively), but with limited
enrollment and follow-up. Accordingly, up to 10 couples per site (humber enrolled may
vary across sites) will enroll over a 3 month period, and each couple will be followed until
the last couple enrolled at the site completes their 6 month follow-up visit. Index cases
randomized to receive ART drugs immediately (Arm 1) will receive a starting regimen
of Combivir® [3TC/ZDV] and NVP. ZDV, 3TC, and TDF will be available for toxicity
management or virologic failure. During the run-in period, study sites will accept
responsibility for providing ART drugs beyond those currently available through the
study now to those participants who clinically require them during or after the run-in
period is completed, for a period of time deemed appropriate by the individual study
sites. For couples enrolling into the run-in period, a separate informed consent that
explains the components of the run-in period will be used.

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. As such, for each study
site participating in the run-in period, a study-conduct review will take place after the last
couple enrolled has completed their 6- month follow-up visit. This review will be
conducted in part by the HPTN Study Management Committee (HPTN SMC). The
review will include evaluation of screening, enrollment, and retention data. It may also
involve a general evaluation of other key operational componerts of the study such as
adherence to clinical management and counseling procedures, data management
procedures, and laboratory procedures, al in accordance with International Conference
on Harmonization (ICH) guidelines for Good Clinical Practice (GCP). Follow-up of the
couples enrolled in the run-in period will continue uninterrupted during the time the
run-in period is being evaluated. This provides for continuity of study operations at the
study sites should the full study proceed.
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2.3

STUDY OBJECTIVESAND STUDY DESIGN
Primary Objectives

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

@ ART upon enrollment plus HIV primary care.

2 HIV primary care, without initiation of ART until the participant has two
consecutive measurements of a CD4+ cell count < 200 cells/mn?, or develops
an AIDS-defining illness.

Secondary Objectives
The secondary objectives of the study are to:

Determine the long-term safety of two ART regimen strategies (ART immediately
upon enrollment vs. ART when the participant has two consecutive measurements
of aCD4+ cell count < 200 cellsymm? or develops an AIDS-defining illness) for
the trestment of HIV-1 infection.

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

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

Evaluate the usefulness of measures of virologic and immunologic efficacy, and
measures to detect antiretroviral drug resistance.

Determine, characterize, and compare the rates of AIDS-defining illnesses,
sexually transmitted diseases, 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 antiretroviral drug-associated toxicities
observed in different geographic settings and by treatment strategies.

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

The secondary objectives will be evaluated through clinical procedures, laboratory
evaluations, and behavioral assessments outlined in Section 5.0, and Appendix | A and B.

Study Design

The study is a Phase l11, two-arm, multi-site, randomized, controlled trial to determine the
effectiveness of two treatment strategies in preventing the sexua transmission of HIV in
HIV serodiscordant couples. Only one person infected with HIV and their one HIV
negative primary sexual partner, same or opposite sex, will be considered asa
serodiscordant couple. The study will be implemented in two parts, arun-in period
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followed by the full study. Accrua of a maximum of 90 participants into the run-in
period will require 3 months, and al couples will be followed until the last couple
enrolled completes their 6-month follow-up visit. Accrual of a maximum of 1660
participants into the full study will require approximately 18 months total, and al couples
will be followed until the last couple enrolled completes their 60 month follow-up visit.
Therefore, the total number of couplesin the study is 1750 (3500 people), and the total
length of thetria will be up to 87 months.

The HIV Prevention Trials Network (HPTN) sites participating in the run-in period and
the full study include sites in Brazil, India, Malawi, Thailand, Zimbabwe, and the
United States of America.

Once an HIV serodiscordant couple is determined to be eligible for the run-in period
or full study, the index case will be randomized to one of two treatment arms:

Arm 1 ART upon enrollment plus HIV primary care.

Arm 2 HIV primary care without initiation of ART until the participant has two
consecutive measurements of a CD4+ cell count < 200 cells/mm?, or
develops an AIDS-defining illness.

The starting regimen available for the run-in period is Combivir® [3TC/ZDV] and NVP.
The starting regimen for the full study is Combivir® [3TC/ZDV] and NVP or EFV (if it
becomes available through the study), where the choice of the NNRTI will be at the
discretion of the study clinicians. Also available for the run-in period and full study are
the components of Combivir® [3TC/ZDV], and TDF, for toxicity management or
virologic fallure. The sites may choose to use other ART drugs if they can provide them
via non-NIH resources, or if participants can afford to buy them (e.g. if during the run-in
period a site can provide EFV for the starting regimen, they may do so).

Secondary or salvage regimens are not defined by this protocol, and will be determined at
the discretion of the study clinicians. However, guidelines for the appropriate use of
secondary and salvage regimens will be provided, and documentation of their use will be
included in the participant’s study chart, and on applicable case report forms (CRFS).

Clinical procedures, behavioral procedures, and laboratory evaluations will be performed
for both partners of a couple throughout the course of the study for primary and secondary
endpoint determination.

Index cases in both arms will receive care for their HIV, both defined by the protocol
and as clinically indicated. This care will consist of screening, prophylaxis, treatment for
various disease manifestations, and monitoring of disease progression (refer to Section 5.0
and Appendix | A). Treatment for disease manifestations found during the study will be
consistent with host country guidelines, local standards of care, and locally developed
standard operating procedures (SOPS).

Partners of index cases will receive treatment for those conditions screened for
during their clinical study visits (refer to Section 5.0 and Appendix | B.) Treatment for
disease manifestations found during the study will be consistent with host country
guidelines, local standards of care, and locally developed SOPs.
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Criteria For Switching Antiretroviral Therapy Regimen Dueto Virologic Failure

The U.S. sites participating in this study will follow local standards of care regarding
resistance testing.

For study sites outside of the U.S., index cases will switch ART due to virologic failure
based on the following definition that is deemed appropriate for the majority of
settings in which this study will take place: virologic failure will be defined as two
consecutive plasma HIV RNA measurements greater than 1,000 copies/mL at week 16
or later (in the absence of recent systemic illness, vaccination, or obvious nor+
adherence to study medications) and will prompt a switch to a secondary regimen.

Index cases in whom failure to respond is believed to be due to non-adherence, systemic
illness, vaccination, or other circumstances determined by the study clinicians, will be
evaluated and will not be required to switch therapy. The starting regimen should
continue and the index case will be re-evaluated for plasma HIV-1 RNA monthly unless
the study clinician advises that therapy should be changed. If plasmaHIV-1 RNA is still
greater than 1,000 copies/mL eight or more weeks later after virologic failure,
adherence will be re-evaluated and a switch to a secondary regimen may be undertaken.
An appropriate secondary regimen will be determined at the discretion of the study
clinicians.

Index cases who have a confirmed virologic failure while on a secondary regimen may
require salvage therapy (athird regimen). However, they may remain on the
secondary regimen if it is determined that a further switch would not be in the best
interest of the participant. This decision will be at the discretion of the study clinicians.
In addition, while antiretroviral resistance testing will not be used as part of clinical
management in HPTN 052, sites that have the capability to perform resistancetesting
in red time may do so in order to guide the choice of antiretroviral drugsONLY in
instances of confirmed virologic failure to a secondary regimen.

Index Case and Partner Follow-Up Visit Schedule

The follow-up visit schedule for index cases and their partners enrolled in both the run-in
period and full study will be the same. It should be noted that clinical procedures and
laboratory evaluations may be performed at any study visit, scheduled or unscheduled, if
clinically indicated. Such procedures and evaluations will be recorded in the participant’s
study chart, and on applicable case report forms (CRFs).

All enrolled study participants will complete monthly follow-up visits throughout their
participation in the study. These regular visits should be conducted every 30 days, and
couples should return for the visit together. For example, for a couple enrolled on
September 15, follow- up visits will be targeted to take place on October 15, November
15, December 15, etc. For couples enrolled on the last day of a month with 31 days,
follow-up visits will be targeted to take place on the last day of all subsequent months
(e.9., February 28, April 30, June 30, September 30, November 30). Acknowledging that
it will not always be possible to complete follow- up visits on the targeted dates, visits
may be completed within a one-week window around the target date (i.e., +/- 7 daysfrom
the target date).
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For participants who do not complete scheduled visits within the allowable window, the
visit will be considered “missed” and relevant case report forms will be completed to
document the missed visit.

Refer to the SSP Manual for more information related to study visit scheduling.

All on-study procedures and evaluations for index cases and partners are outlined in
Sections 5.0, and Appendix | A and B.

2.3.2.1 Index Case Follow-up

As stated in Section 2.3.2, index cases will be required to report for monthly follow-up
vigtsfor the entire study. For those on ART, these visits will consist of obtaining
a monthly allotment of ART drugs, completing clinical procedures and laboratory
evaluations, completing adherence assessments, participating in adherence counseling,
completing sexual history assessments monthly for the first 3 months and then quarterly
thereafter, and participating in couples HIV counseling with their partner. For
those not on ART, visits will include completing clinical procedures and laboratory
evaluations, completing sexua history assessments monthly for the first 3 months and
then quarterly thereafter, and participating in couples HIV counseling with their partner.
For both arms of the study, most clinical procedures and laboratory evaluations will occur
at screening, enrollment and during the quarterly visits. However, once an index caseis
placed on their initial ART regimen, it is recommended that a closer safety assessment be
performed two weeks after. Assessments should include hematology, liver function, and
blood chemistry assessments, as well as a directed history and physical exam. In cases
where the index case stops ART, they and their respective partner should continue to be
followed monthly and complete the required study assessments per the protocol (except
the adherence assessment).

2.3.2.2 Partner Follow-up

As stated in Section 2.3.2, al partners are required to report for monthly visits with the
index case to complete a sexua history assessment (monthly for the first 3 months and
then quarterly thereafter), participate in couples HIV counseling, and adherence
counseling (only while partner ison ART). Clinical procedures and laboratory
evaluations will take place during screening, enrollment, quarterly, and yearly visits.

2.3.2.3 STD Management

233

Both index cases and their partners will be screened for STDs (chlamydia, gonorrhea,
syphilis, BV, TV, candida, and genital ulcer disease) at enrollment and at the yearly visit.
Moreover, if the partner seroconverts, both the index case and partner will be examined
for genital ulcer disease. In addition to these protocol-dictated procedures, clinicians will
diagnose and treat STDs at any time during the study if clinically indicated. Whenever a
genital ulcer isfound during examination, a swab will be taken and sent to the HPTN CL
for etiology determination.

Rules of Participation for Both Index Case and Partner

The following rules for participation will apply throughout the course of the run-in period
and full study for the index case and the partner.
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2.3.3.1 Both Partners of a Discordant Couple:

Only one person infected with HIV and their HIV-negative primary sexua partner will be
considered a serodiscordant couple. Additional sexual partners of either the index case or
their partner will not be eligible to enroll while the initial couple is being followed, and
will not be considered in the analysis.

2.3.3.2Index Case

In cases where the partner is lost to follow-up, withdraws from the study permanently, the
relationship with the index case has permanently ended (based on sdlf-report), has
become infected with HIV, or dies, the index case should continue to be followed for
assessment of secondary endpoints per the protocol.

A new partner of the index case will be dligible to enroll provided that this new couple
meets the definition of a serodiscordant couple and the partner meets the digibility
criteria (see Section 3.1). Theindex case and partner would then be followed per the
protocol.

If the index case does not have a new partner, he or she should still be followed for
assessment of secondary endpoints per the protocol.

2.3.3.3 Partner

In cases where the index case is lost to follow-up or withdraws from the study
permanently, but the partner reports that the couple still meets the study definition
of a serodiscordant couple and are still involved in a sexual relationship (per the
inclusion criteria), the partner should continue to be followed per their study visit schedule
for assessment of the primary endpoint.

In cases where the index case dies (based on self-report or verification if available, e.g.
death certificate or notice) or the partnership has permanently ended (based on
self-report), the partner’s participation in the study will end.

In cases where the partner becomes infected with HIV, the partner’ s participation in the
study will end. (Refer to Section 8.3 regarding a partner becoming infected with HIV
during the course of thetrid).

It is difficult to predict at this time the full range of scenarios that might affect the
participation of couplesin this study. The study-specific procedures (SSP) Manua will be
updated to include any scenarios that may occur throughout the course of the study
that are not included above.
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STUDY POPULATION AND SCREENING, RECRUITMENT, AND
ENROLLMENT PROCEDURES

Inclusion Criteria

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

Additional sexual partners of either the index case or their partner will not be digible to
enroll while the initial couple enrolled is being followed. Each partner of an HIV
serodiscordant couple must meet the criteria presented below to be eligible for inclusion
in this study.

Index Case

Positive HIV serology obtained within 60 days (NOTE: during screening, a 2nd
confirmatory blood draw is not necessary for positive HIV serology.)

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

Plans to maintain a sexua relationship with partner.

Reports having sex (vagina or and) with partner at least 3 timesin the last 3
months.

If pregnant or breast-feeding at enrollment, willing to be randomized to either arm
of the study.

Femal e participants who are not pregnant but are of child-bearing age, in
conjunction with the study clinician, who choose to receive EFV must use a
reliable barrier method of contraception (condoms or cervical cap) together with
another reliable form of contraception (condoms, with or without a spermicidal
agent; a diaphragm or cervical cap with spermicide; an IUD; or hormonal-based
contraception) while receiving the regimen containing EFV and for 6 weeks after
stopping the regimen.

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

CD4+ cell count of 300-500 cells/mm?
Hemoglobin > 7.0 g/dL

Platelet count > 50,000/pL.

Creatinine < 1.5 x upper limit of normal (ULN)

AST (SGQOT), ALT (SGPT), and alkaline phosphatase < 5 x ULN
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Totd bilirubin< 25 x ULN
3.1.2 Partner
Negative HIV serology within 14 days prior to enrollment.
Has a sexua partner infected with HIV who is willing to participate in the study.
Plans to maintain a sexua relationship with partner.

Reports having sex (vaginal or ana) with partner at least 3timesin the last 3
months.

3.1.3 Both Index Case and Partner

Men and women age > 18 years. Note: Participants <18 years may enroll with the
agreement of the site investigator plus legal guardian/representative written
informed consent.

Willing to disclose HIV test results to partner.

Not intending to relocate out of the areafor the duration of study participation and
does not have ajob or other obligations that may require long absences from the
area.

3.2 Exclusion Criteria
3.2.1 Index Case

Current or previous use of any HIV ART (exceptions will be outlined in the SSP
Manual. For example, previous short-term use of ART for prevention of perinatal
transmission will be waived as an exclusion).

Hemoglobin < 7.0 g/dL

In cases where the participants’ starting regimen contains NV P, documented or
suspected acute hepatitis within 30 days prior to enrollment, irrespective of AST
(SGOT) and ALT (SGPT) values.

Current or previous AIDS-defining illness (as defined by WHO-Derived AIDS
Case definition in Appendix 111), and/or opportunistic infection (note: active TB,
as defined by the AACTG Appendix 60 International Diagnoses Appendix, is an
exclusion, aswell as currently being on intensive phase of TB treatment, but
previoudly treated cases of pulmonary TB may be waived at the discretion of the
study clinician. Specific guidelines for TB treatment at each site will be included
in the SSP.)

3.2.2 Both Index Case and Partner
Reports a history of injection drug use within the last five years.

Receipt of an experimental HIV vaccine.
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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.

Screening and Enrollment Procedures

Identification of HIV serodiscordant couples will vary across sites and within an
individual site (e.g. couples aready identified as HIV serodiscordant and referred to the
site by alocal voluntary counseling and testing (VCT) center, referral of HIV-infected
individuals from local STD/HIV clinics or other research protocols, or referral of
HIV-uninfected individuals to the study site). Thus, it will be the responsibility of the site
to determine the best screening methods for their locae, and will likely be dictated on a
case-by-case basis.

The protocol will not define an algorithm for HIV screening for study eligibility. Study
sites will be responsible for developing alocal SOP for this study component; however,
the HPTN Central Laboratory should approve the screening algorithm employed. In
addition, previous HIV screening with positive test results will be accepted as eligibility
for this study only if:

the testing occurred within the dictated timeframe for this study (within 60 days)

the testing was performed during a time that the site had HPTN Central
Laboratory certificate of accreditation

the testing has appropriate documentation (i.e. documentation is consistent with
what would otherwise be required for research purposes such as test date, test
results, and identification of the testing laboratory)

Anyone with aprior HIV negative test result must be re-tested for screening for this
studly.

Screening Procedures

Both individuals of a couple must provide independent written informed consent for
screening, be assigned a screening identification (D) number, undergo an
interviewer-administered eligibility checklist, provide demographic and locator
information, undergo individual HIV counseling and testing, and participate in HIV
couples counseling. Potential index cases must also have samples collected for the
laboratory inclusion criteria (CD4+ cell count measurement, hematology, and liver and
renal function testing.) If the potential index case is female, urine pregnancy
testing must be performed. Potential index cases must also undergo a directed history
and physical exam to rule out any AIDS-defining illnesses.

Regardless of the number of screening visits required, enrollment must be completed
within 60 days from the time of the first screening tests and exams. These procedures are
outlined in Section 5.0, and Appendix | A and B.
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Enrollment Procedures

Each partner will be asked to provide independent written informed consent to take part
in the study. If both partners agree to take part, the couple will be assigned at random to a
study treatment arm and on-study procedures will be completed as described in Section
5.0, and Appendix | A and B.

Co-Enrollment Guidelines

Due to the complex nature of this study, participation in other clinical trials will be
strongly discouraged; however, if participants choose to participate in amother study,
decisions about their continued participation will be made by the study staff on a
case-by-case basis depending on the nature of the other study.

STUDY TREATMENT CONSIDERATIONS

The run-in period will employ a starting regimen of Combivir® [3TC/ZDV] and NVP.
The full study will employ a starting regimen of Combivir® [3TC/ZDV] and NVP or
EFV (if available), where the choice of the NNRTI will be at the discretion of the study
clinicians. Also available for the run-in period and full study are the components of
Combivir® [3TC/ZDV], and TDF, for toxicity management or virologic failure.

Siteswill also provide care for HIV which will consist of systematic attention to vitamin
deficiency, STDs, tuberculosis, endemic infections (e.g. enteric parasites and malaria),
expected opportunistic pathogens, and other AIDS-related conditions. Treatment for
disease manifestations found during the study will be consistent with host country
guidelines, local standards of care, and locally developed SOPs.

Individual and couples counseling will be provided to participants in accordance with
standard study counseling methods. Participants will be counseled that consistent use of
condoms is the only known way to prevent sexual transmission of HIV, and condoms
will be provided free of charge to all participants at each study visit. In addition,
counseling will emphasize the unknown efficacy of ART in preventing HIV infection.

Supply and Accountability
Antiretroviral Drugs

The ART study drugs provided through this study will be distributed to the study sites by
the NIAID Clinical Research Products Management Center (CRPMC). The study site
pharmacist can obtain the ART study drugs by following the instructions provided in the
latest version of the Pharmacy Guidelines and Instructions for DAIDS Clinical Trial
Networks. The site pharmacist is required to maintain records of al ART study drugs
received from the CRPM C and subsequently dispensed to study participants. Each study
gteisrequired to have a DAIDS Pharmacy Plan in place, which will be reviewed and
approved by the DAIDS Pharmacy Affairs Branch (PAB).
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4.1.2 HIV Primary Care Agents

4.2

Each site will be responsible for purchasing and maintaining their own supply of the HIV
primary care medications for this study. All medications will be dispensed to participants
in the amount required to prevent or treat its indication, and according to other applicable
local practice standards (e.g. directly observed daily therapy for TB treatment.)

Regimensand Administration

The starting regimen for the run-in period will be Combivir® [3TC/ZDV] 150/300 mg 1
tablet BID plus nevirapine (NVP) 200 mg BID (the initial dose is 200 mg QD for 14
days, then 200 mg BID). The starting regimen for the full study will be Combivir®
[3TC/ZDV] 150/300 mg 1 tablet BID plus efavirenz (EFV) 600 mg QHS or nevirapine
(NVP) 200 mg BID (theinitial doseis 200 mg QD, then 200 mg BID). zZDV, 3TC, and
tenofovir disoproxil fumarate (TDF) 300 mg QD will be available for toxicity
management and virologic failure.

Table 8 outlines specifications related to the ART study drugs used for this protocol.
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Table 8. Antiretroviral Therapies

M edication Class Formulation Daily Dose Frequency Storage
Combivir® 150 mg/300 mg BID 2°-30°C
3TC/ZDV NRTI 150 mg/300 mg tablet 300 mg/600 mg with or without food 36°- 86°F
Lamivudine 150 mg BID with or 2-30°C
3T_C. o NRTI 150 mg tablets 300 mg without food 36° - 86° F
Epivir protect from light
Zidovudine . 2°-30°C
ZDV NRTI 300 mg capsules 600 mg 300 mg BID with or 36°- 86° F

.0 without food .
Retrovir protect from light

600 mg QD, bedtime
Efavirenz recommended, take on 15°-30° C
EFV . NNRTI 600 mg tabl et 600 mgy an empty stomach (1 50° - 86° F
Sustiva® or Stocrin® hour before or 2 hours -
after ameal)
200 mg QD for first 2
Nevirapine - weeks (lead-in), room temperature
NVP NNRTI 200 mg tablet 2%0 r;‘f’tﬂ;‘;‘ﬁg ‘r’r': 141 200 mg BID or 400 QD 15°-30° C
Viramune® &y 9 thereafter, with or 59° - 86° F
without food.
lﬁ:qo;c’;’ti; Disopr oxil room temperature
TDF NRTI (nucleotide) 300-mg tablet 300-ng 300 mg QD with food 15°-30° C
Viread® 59°-86° F
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4.3

431

4.3.2

4.3.3

Concomitant M edications
Required Medications

No concomitant medications are required. Medications recommended for prophylaxis of
AIDS-defining or other conditions will be outlined in site-specific local SOPs, and will
be based on prevaence of the conditions in the host country (e.g. some study sites are not
located in a malarious region).

Prohibited M edications

Table 9 lists medications that CANNOT be used in combination with efavirenz,
nevirapine, or protease inhibitors.

Table 9: Prohibited Concomitant Medications with Efavirenz, Nevirapine, and Protease
Inhibitors

M edication Class M edication

. Astemizole (Hismanal®)
Antihistaminics

Terfenadine (Seldane®)
Anti-infectives Systemic Ketoconazole
Gl Motility Cisapride (PropulsidO)
Psychiatric Medications St. John’s wort (Hypericum perforatum)

. . Midazolam* (Versed®)

Sedative/hypnotics

Triazolam (Halcion®)

Dihydroergotamine

Ergonovine
Other -

Ergotamine

Methylergonovine

*Midazolam can be used with caution as a single dose, when given in amonitored situation for procedural
sedation.

Precautionary M edications

Package inserts of antiretroviral and concomitant agents should be referred to whenever a
concomitant medication isinitiated or dose changed to avoid drug interaction adverse
events.

Some of the precautionary medications include, but are not limited to, those listed in
Table 10. Use of these agents while on study may require additional monitoring of drug
levels or for adverse events.
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Table 10: Precautionary Concomitant Medications

Medication Class

Medication

Anticonvulsants

Carbamazepine (Tegretol O)

Phenobarbital

Phenytoin (DilantinO)

Anti-infectives

Arternotil

Atovaguone (Mepron, MaaroneO)

Caspofungin (CancidasO )

Clarithromycin (Biaxin®)

Dapsone

Fluconazole (DiflucanO)

Systemic Itraconazole (SporonoxO )

Proguanil (Malarone)

Alternative/Complementary

Milk thistle (Silymarin, Slybum, marianum)

Hormonal Agents

Glucocorticoids

Hypoglycemics

Pioglitazone (ActosO )

Sedative/Hypnotics

All benzodiazepines.

Alprazolam (Xanax®)

Diazepam (Vaium®)

Estazolam (ProSomO)

Flurazepam (DalmaneQ )

Oxazepam (SeraxO)

Temazepam (RestorilO)

Buspirone (BuSparO)

Zaeplon (SonataO )

Zolpidem (AmbienO)

Other Agents

Theophylline

Warfarin

NOTE:Information on drugs without trade names, those that either have many marketed

forms, or are not available inthe U.S. is available at:
http://www.hiv-druginteracti ons.org/drug/pdf/pi col.pdf and

http://www.ucsf.edu/hiventr/pharmacy/Drug Intxn Web.htm

Methadone: The dose of methadone may need to be increased in regimens containing
EFV or NVP. Subjects on NVP- or EFV-containing regimens should be closely
monitored for symptoms of opiate withdrawal.
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4.4

Oral contraceptives: Alternative or additional contraceptive measures should be used
when estrogen-based oral contraceptives and NVP are co-administered. The
effectiveness of estrogen-based contraceptives when co-administered with
EFV-containing regimens is unknown. Female index cases who are receiving EFV will
be counseled to use areliable barrier method of contraception (condoms or cervical cap)
together with another reliable form of contraception (condoms, with or without a
spermicidal agenda a diaphragm or cervical cap with spermicide; an I[UD; or hormonal-
based contraception) while receiving the EFV-containing regimen and for 6 weeks after
stopping the drugs. NV P will be substituted for EFV if participants are unable, or
unwilling, to use two forms of contraception simultaneously.

Rifampin and rifabutin: EFV decreases rifampin and rifabutin serum levels. The clinical
significance of this effect is unknown for rifampin. Rifabutin (Mycobutind ) dose should
be increased when co-administered with EFV. Data assessing dose adjustments of
rifampin or rifabutin when coadministered with NV P are insufficient, and therefore no
recommendation can be made.

Sildendfil (Viagraa ): Sildenafil is metabolized by the CYP 3A4 pathway. EFV and
NVP are inducers of this pathway. Data defining any interaction with sildenafil are
insufficient to determine a clinical significance.

Tenofovir: TDF has been shown to increase the serum concentrations of ddl, even when
the drugs are dosed 2 hours apart or with ameal. Subjects taking TDF and ddl
concomitantly should be monitored closely for ddi-associated adverse events, such as
pancredtitis and neuropathy. In addition, when TDF and ddI are coadministered, ddi
doses should be adjusted as follows. reduce 400 mg QD to 250 mg QD for subjects who
weigh > 60 kg; and reduce 250 mg QD to 200 mg QD day for subjects who weigh

<60 kg.

Coadministration of agents with either a nephrotoxic potential (for example,
amphotericin B, aminoglycosides, cidofovir, acyclovir, ganciclovir) or agents that are
renally excreted with TDF may increase serum drug concentratiors of TDF and/or
increase the concentrations of the other renally excreted agents. Additional monitoring
may be indicated if subjects are placed on these agents while on TDF.

Adherence Counseling and Assessment

Adherence counseling will be provided to study participants who are on ART study drugs
at each study visit. This counseling will be provided in accordance to local SOPs
developed using standardized materials devel oped by the protocol team and external
experts. These materials will address topics such as the complexity of the regimen,
regimen, potential side-effects, the length of the regimen, and the need to continue
treatment despite symptomatic improvement. As aresult, guidelines for adherence
counsaling will help to ensure that participants understand their own regimen, understand
the importance of adherence to their health, and can strategize with their clinicians about
barriers and facilitators to adherence.

Assessment of adherence will involve both self-report and at least one additional
objective indicator of adherence. The self-report adherence assessment will adapt items
from the AACTG adherence assessment instruments. These measures ask individuals to
recall the number of pills they took for varying time periods, including “yesterday,” “the
day before,” and the “ past four days.” Additiondly, it asks participants how they typically
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4.5

take their pills, using a Likert-type scale with anchor points ranging from “all of the
time,” to “sometimes’ to “never.” A similar assessment will be used. It is also planned
to ask about discrete time periods as well asa“typical” week.

An example of an objective adherence assessment that may be employed is using pill
counts. If adopted, atypical visit would involve counting the number of pills (per
medication) that are left when the next month’s supply of medications is dispensed. The
number remaining would be subtracted from the number given to determine how many
pills were actually taken. Percent adherence would then be calculated by dividing
the number of pills prescribed (per medication) by the number of pills taken.

Additiona or alternative objective adherence assessments may be implemented during the
course of the study.

Strategies and methods for optimizing adherence will be provided to sites for adoption
into site-specific SOPs.

Toxicity Management

Toxicity management related to the use of ART in the developing world setting will rely
on both laboratory markers, clinical symptoms and study clinician judgment since
alternatives to study-provided medications may be very limited and baseline levels of
certain laboratory parameters (e.g. hemoglobin) may be different than in the developed
world setting. Since toxicity management needs to be more directly relevant to the setting
of this particular study, and considering the objectives of this study, a guiding
principle for all study clinicians (U.S. and in-country) will be to reduce the risks of
antiretroviral to index cases on treatment regimens to the greatest extent possible.

This study will follow the Division of AIDS Table for Grading Adult Adverse
Experiences(dated August 1992) developed for HIV infected adults as a guideline for
managing toxicities related to study treatment (table can be found at http://rcc.tech-res-
intl.comin the AACTG SAE section, and will also be included in the SSP Manual.) The
measures contained in this table are based on adult individuals infected with HIV.

This section provides guidelines for management of toxicities related to study drugs only,
and includes specifications for drugs not outlined in this protocol, or not provided
through the study. Study site clinicians will be encouraged to discuss toxicity
management-related questions and concerns with the HPTN 052 Clinical Management
Committee (CMC), which consists of designated protocol team members such as co-
chairs and investigators, protocol statistician, DAIDS Medical Officer and Pharmacist,
SCHARP Protocol Operations Coordinator , HPTN CORE Clinical Trial Managers, and
other protocol team members deemed necessary by the HPTN 052 CMC.

In general, when one study drug is held for resolution of toxicity, all study drugsin a
particular regimen should be held concurrently.

Every attempt should be made to continue to follow subjects who discontinue study
treatment because of a Grade 3 or 4 adverse event until resolution of the adverse event
can be documented.
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451

4.5.2

4.5.3

454

Gradelor 2

Index cases who develop a Grade 1 or 2 adverse event or toxicity may continue study
drugs without ateration of the dosage except as stated in the following sections. Index
cases experiencing Grade 1 or 2 toxicities will be managed at the discretion of the study
clinicians.

Grade3

If there is compelling evidence that the adverse event has NOT been caused by the ART
drug(s), dosing may continue. Participants who develop a Grade 3 adverse event or
toxicity, except as stated in the following sections, should have one or more of their
ART study drugs withheld, at the study clinicians discretion. The participant should
be reevaluated weekly to the extent possible, until the adverse event returns to Grade <2,
at which time the study drugs may be reintroduced at the discretion of the study clinician.

Grade4

Parti cipants who devel op a symptomatic Grade 4 adverse event or toxicity not
specifically addressed below will have all ART study drug(s) withheld until resolution of
the adverse event to a Grade < 2. Under certain circumstances the ART study drug
thought most likely to be related to the adverse event may be resumed at the
discretion of the study clinicians. Alternative medications should be considered.

Index cases with Grade 4 asymptomatic laboratory abnormalities, not specifically
addressed below, may continue ART drug therapy if the study clinician has
compelling evidence that the toxicity is NOT related to the ART study drug(s).

Asymptomatic elevations of triglycerides or creatine kinase (CPK) do not require that
study medications be withheld.

Every attempt should be made to continue to follow participants who discontinue ART
drug therapy due to a Grade 3 or 4 adverse events until resolution of the adverse
event can be documented.

Antiretroviral Therapy Dosage Reductions

Recommended dosage reductions are presented in Table 11 and include arange of ART
drugs that may or may not be used during the course of the study, but are included for
guidance.
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Table 11: ART Dosage Reduction Table

DAILY
REDUCED REDUCED
DRUG INITIAL DOSE DAILY DOSE DOSE DOSE
EFV 600 mg QHS 600 mg None None
31C 150 mg BID 300 mg None None
3TC 300 mg QD 300 mg None None
ddl EC! 400 mg QD 400 mg 250 mg QD 250 mg
ddl EC 250 mg QD 250 mg 125 mg QD 125 mg
TDF 300 mg QD 300 mg None None
4T 40 mg BID 80 mg 20 mg BID 40 mg
o4T? 30 mg BID 60 mg 15mg BID 30mg
200mg QD x 14 d, 200 mg x 14 d,
NVP then 200 mg BID then 400 mg None None
NFV? 1250 mg BID 2500 mg mg |58 M9 | 1000-1500 mg
1333 mg
lopinavir/33.3 mg
LPV/IRTV ritonavir 800 mg/200 mg None None
3 capsules BID

For subjects weighing >60 kg.
2For subjects weighing <60 kg.
3Dose reduction of NVF is not standard of practice, but it may be necessary in the case of limited treatment
options. First dividing dose to 750 mg TID may improve tolerance.

455 Guidelinesfor the Specific Management of Laboratory Abnormalities and Clinical
Syndromes

455.1 Rash

Any rash that occurs in the setting of EFV or NVP use should prompt an investigation for
NNRTI hypersensitivity and to include clinical evaluation for systemic symptoms and
laboratory evaluation of liver transaminases and CBC with differential. Clinical
symptoms and supporting laboratory values consistent with NNRTI hypersensitivity
include fever, rash, elevated transaminases >2 °~ ULN, peripheral eosinophilia, arthralgia
or myalgia. If the subject has arash without symptoms of NNRTI hypersensitivity then
once symptoms have resolved to Grade £ 2, the NNRTIs may be reintroduced along with
an alternative agent such as ddI-EC, TDF, or NFV.

Partcipants experiencing hypersensitivity reactions (HSR) to NVP or EFV must not be
rechallenged with the causal agent. Isolated rash in the setting of NVP or EFV therapy
does not constitute an HSR.

Participants who experience rash during the first 2 weeks of NV P may increase the dose
of NVP when the rash resolves.
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For Grade 1 rash(erythemawith or without pruritus), study drug(s) should be continued.
If rash persists for more than 14 days then the HPTN 052 CM C should be contacted.

For Grade 2 rash, antihistamines or topical corticosteroids may be prescribed.
Participants may continue all study drugs except in the event of urticaria. Participants
should be advised that the rash may worsen and to seek medical care or contact the study
site clinicians as soon as possible if there is any worsening of the rash, or if systemic
signs or symptoms develop that could be compatible with an HSR. It isimportant to
monitor the subject, especially if EFV or NVP has not been interrupted because of rash,
to ensure that symptoms do not worsen or that signs or symptoms consistent with clinical
hepatitis or with hypersensitivity to NNRTI do not develop.

Grade 2A rashes, as outlined in the table in The Supplemental Toxicity Table for Grading
Severity of Cutaneous/Skin Rash/Dermatitis Adverse Experiences (refer to the SSP
Manual), are diffuse erythematous macular or maculopapular rash or dry desquamation
with or without pruritus, but without constitutional findings, or target lesions without
blister/vesicle or ulceration in lesions. For and of these rashes study drug(s) should be
continued. If rash persists for more than 14 days then the HPTN 052 CMC should be
contacted.

Grade 2B (urticaria): If participants are receiving NVP or EFV the drug should be
discontinued. EFV or NVP may be temporarily discontinued at the study clinician’s
discretion until the cutaneous toxicity returns to Grade <1, at which time therapy may be
reinstituted. 1f a Grade 2 cutaneous/allergic reaction recurs, the study clinician should
discuss with the HPTN 052 CMC whether the subject should be further rechallenged.
Participants should be closely monitored for recurrence of the rash, HSR, clinical
hepatitis, or isolated changesin LFTs. If any of these conditions develop on the NNRTI,
then participants should immediately and permanently discontinue the NNRTI.

If the rash is considered most likely due to concomitant illness or medication, standard
management, including discontinuation of the likely causative agent, should be
undertaken. If no other causative factor is found after clinical evaluation, participants
should be treated symptomatically until the rash resolves.

For Grade 3 rash participants should discontinue all study drugs. If the Grade 3 rashis
considered most likely to be due to concomitant illness or medications, standard
management, including discontinuation of other likely causal agent should be undertaken.
Upon resolution to Grade <1, the study clinician should discuss with the HPTN 052 CMC
whether rechallenge is appropriate and which agents should be part of the rechallenge
regimen (except for NVP or EFV). If rash remains at Grade? 3, al study drug(s) should
be discontinued. Upon resolution to < or equal to Grade 1, the study clinician in
conjunction with the HPTN 052 CMC may decide to reingtitute therapy with alternative
antiretroviral medications.

For Grade 4 rashes (e.g., exfoliation, mucosal involvement, or target lesions [erythema
multiforme]) or any evidence of Stevens-Johnson syndrome (SJS), participants should
discontinue al study drugs. Upon resolution to Grade <1, the study clinician’s should
discuss with the HPTN 052 CM C whether rechallenge is appropriate and which drugs
should be part of the rechallenge regimen.

For persistent rash: In the event that Grade 2, 3, or 4 rash fails to resolve, increasesin
severity, is associated with systemic (fever, malaise, nausea) or alergic (e.g., urticaria)
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symptoms, or is associated with mucosal or target lesions, al study drugs should be
temporarily discontinued until symptom resolution.

Upon resolution to Grade <1, the study clinician should discuss with the HPTN 052 CMC
whether rechallenge is appropriate and which drugs should be part of the rechallenge
regimen.

If the rash that resulted in temporary discontinuation of study medications is thought
secondary to EFV or NV P then, once symptoms have resolved to Grade<1, the NRTIs
may be reintroduced along with an alternative agent such as ddi-EC, TDF, or NFV.
There are few data to support substitution of EFV with NVP or NVP with EFV in case of
rash, although this may be considered in consultation with the HPTN 052 CMC if other
alternatives are unsafe or not available.

The Supplementa Toxicity Table for Grading Severity of Cutaneous/Skin
Rash/Dermatitis Adverse Experiences supersedes any criterialisted for cutaneous toxicity
in the stardard DAIDS toxicity tables and is to be followed for grading of any cutaneous
adverse event. For any grade rash, treatment should be provided according to the
judgment of the study clinician. Pruritus or rash with pruritus and minor accompanying
symptoms may be managed with antihistamines, antipyretics, and/or nonsteroidal anti-
inflammatory medications.

NV P has been rarely associated with the development of severe rash, including SJS and
toxic epidermal necrolysis (TEN). A new onset prodromal syndrome consisting of
clinical symptoms manifested as fever (> 39°C), malaise, cough, lymphadenopathy,
edema, myalgia, and/or arthralgia may occur prior to the development of cutaneous
manifestations of SIS, TEN, or the SIS TEN overlap syndrome. The presence of
constitutional symptoms makes the rash Grade 3 or 4.

All Grade 2B, 3, and 4 skin rashes should be reported to the HPTN 052 CMC.
4.5.5.2 Lipase Elevations and Pancreatitis

Pancreatitis will be reported as aclinical finding (i.e., symptomatic pancreatitis). The
enzyme abnormality that will be used for making diagnoses is the lipase level. When
obtained, lipase determinations will be recorded in the CRF. A triglyceride level should
be drawn with the lipase.

Lipase will be obtained for participants if development of clinical symptoms suggest
pancredtitis. If a baseline measurement is needed, it will be performed from stored
samples.

For symptomatic (gastrointestinal symptoms, particularly abdominal pain) participants
with elevations in lipase:

Grade <1: Searchfor other causes of symptoms. If none are found and symptoms
persist, repeat lipase within 2 weeks.

Grade 1 or 2: Follow participants and repeat lipase as soon as possible; within 2
weeksisoptimal. If lipase remains elevated, but is Grade <3 and symptoms

persist, then participants should either be considered to have clinical pancreatitis
or continue to be followed at frequent intervals, depending on the best available
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clinical judgment. CT scan of the abdomen, if available, may be helpful in
determining whether clinical pancreatitisis present.

Grade >3: Exclude other possible diagnoses (e.g., rena insufficiency causing
fase elevationsin lipase). If none isfound, diagnose as clinical pancredtitis.

For adiagnosis of pancreatitis (clinical), al study medications should be held.

After complete resolution of the episode in a setting in which other concomitant illness
might have reasonably contributed to the development of pancreatitis, rechallenge with
study medications may be performed in consultation with the HPTN 052 CMC. If the
study regimen included ddl, substitute with TDF. If the study regimen included d4T,
substitute with ZDV and then the subject can be rechallenged with the new regimen.

Upon rechallenge, lipase determinations should be performed at approximately monthly
intervals. Any elevation of lipase of Grade >2 or any recurrence of symptoms during this
period will lead to a re-evaluation.

4553 CK Elevation

CK measures will not be performed routinely as part of the protocol. CK will be
measured only if participants develop clinical symptoms consistent with a diagnosis of
myositis. If a baseline measurement is needed, it will be performed from stored samples.

For persistent CK eevations >3000 mg/dL (about 20 x ULN) in symptomatic
participants, CK should be redrawn after participants abstain from exercise for 24 hours
before treatment modifications are made. If CK is still >3000 mg/dL, ZDV should be
discontinued and replaced with d4T, if appropriate.

45.5.4 Grade?® 2 Creatininefor Participants Recelving TDF

For confirmed Grade 3 2 increase in creatinine, TDF should be discontinued.
Participants should be followed as medically indicated until the creatinine returns to
Grade < 2. ddi-EC may be substituted for TDF.

4555 AST and ALT Elevation

Nearly al the antiretrovirals and INH (isoniazid) can cause alterationsin liver functions
tests. Further, concomitant illness may also alter these laboratory parameters. Therefore,
changesin AST or ALT should be evaluated within the clinical context of the
abnormalities. Initiation of ART and INH has been staggered to facilitate the
interpretation of liver function tests. Because INH and the NNRTIs have been associated
with serious, life-threatening hepatitis, evaluation of LFTsin the setting of these drugs
will be highlighted separately.

General Considerations: For asymptomatic elevation in AST or ALT =5-10" ULN
(Grade £ 3), medications may be continued at the discretion of the study clinicians.
Careful assessments should be done to rule out the use of acohol, nonstudy medication
related drug toxicity, the lactic acidosis syndrome, and viral hepatitis as the cause of the
transaminase elevation. If the AST/ALT elevation is considered most likely to be due to
concomitant illness or medication, standard management, including discontinuation of
the likely causative agent, should be undertaken.
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For asymptomatic elevation 5-10 © ULN (Grade 3) believed secondary to study
medications, al agents should be held until levels are Grade £ 2, at which time therapy
may be reintroduced with the substitution of NFV for EFV or NVP, if applicable. For
asymptomatic or symptomatic elevation of AST or ALT >10" ULN (Grade 4), al
medications should be discontinued and held until levels are Grade £ 2, at which time
therapy may be reintroduced with the substitution of NFV for EFV or NVP, if applicable.
All medications may be restarted if the laboratory abnormalities were thought secondary
to a concomitant illness. If the subject was receiving an NNRT1 (EFV or NVP), either of
these medications should be considered the most likely cause of the elevations. The
medi cations should be substituted and the NRTI medications can be resumed. |If
elevations>10" ULN (Grade 4) recur in the absence of an NNRTI drug, all current ART
and INH (if subject isreceiving INH) should be discontinued. Alternative ART and TB
prophylactic regimens may be considered, at the discretion of the study investigator.

INH Prophylaxis. Participants will not start INH if AST/ALT are>3 " ULN. At 1 month
following initiation of INH, if AST/ALT > 3 times the baseline value, INH will be
discontinued. Inthe event of AST or ALT >5" ULN (Grade? 3), at any point thereafter
INH should be discontinued.

NNRTI: The magor hepatic toxicities related to NNRTI occur within the first 8 weeks of
therapy. Therefore, any substitution with NV P will require monthly AST/ALT
monitoring for the first 3 months of therapy and abnormalities during this time period
should be considered likely secondary to NVP.

Clinical (Symptomatic) Hepatitis with NVP or EFV: Participants taking EFV or NVP
should be monitored for the development of signs and symptoms of hepatitis, which
include fatigue, malaise, anorexia, nausea, acholic stools, bilirubinuria, jaundice, liver
tenderness, or hepatomegaly, with or without initially abnormal serum transaminase
levels. Anyone with these signs and symptoms must seek medical attention immediately
and have LFTs performed. They must discontinue NVP immediately if AST or ALT is
even 2~ higher than baseline. If the study clinician determines that the participant has
clinical hepatitis, and NV P cannot be excluded as the cause, NV P should be permanently
discontinued. For asymptomatic elevation in AST (SGOT) or ALT (SGPT) >5° ULN
(Grade 3 3), NVP should be discontinued.

Hepatitis B or C Coinfection: At enrollment, hepatitis B surface antigen (HBsAQg), will be
obtained. Results will be made available to study clinicians. The purpose of this
procedure is to facilitate management of hepatitis B coinfected participants in the event
3TC or TDF need to be discontinued, which would potentially worsen hepatitis B

disease. Hepatitis C serologies will not be performed prospectively. Hepatitis B or C
seropositivity is not an inclusion or exclusion criterion nor a criteria for enrollment into
specific study arms.

4.5.5.6 Anemia/Neutropenia/ Thrombocytopenia

If a subject experiences treatment- limiting (in the opinion of the study clinician) anemia
(hemoglobin > 7.0 but < 7.9 g/dL), neutropenia, or thrombocytopenia, d4T or another
appropriate nucleoside analogue (TDF, ddI) may be substituted for ZDV. If Grade 2
anemiais present at enrollment, d4T or another appropriate nucleoside analogue (TDF,
ddl) may be substituted for ZDV at the start of Step 1 treatment.
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Participants with Grade 2 anemia considered treatment limiting in the opinion of the
study clinician may have the ZDV dose reduced to 200 mg BID.

For Grade 3 anemia, neutropenia, or thrombocytopenia believed secondary to ZDV, d4T,
or another appropriate nucleoside analogue (TDF, ddl) may be substituted for ZDV.
Alternatively, ZDV may be held until the toxicity event returns to Grade £ 2, at which
time ZDV may be resumed at areduced dose. If the same Grade 3 adverse event recurs
on areduced dose of ZDV, then ZDV should be replaced with d4T or another
appropriate nucleoside analogue (TDF, ddl). The study clinician in conjunction with the
study team may choose to continue ZDV at areduced dose in the setting of Grade 3
anemiaif the risks of discontinuing the ZDV outweigh the benefits and a switch to an
aternative NRTI (preferably d4T) is not feasible.

Participants with Grade 4 anemia or neutropenia attributed to ZDV will have treatment
interrupted until the adverse event has returned to Grade £ 2.  Once the toxicity has
returned to Grade £3, all ART should be restarted, with d4T or another appropriate
nucleosie analogue substituted for ZDV (TDF, ddl), or if necessary, ZDV administered at
areduced dose of 200 mg BID.

Recurrent Grade 4 anemia, neutropenia, or thrombocytopenia will result in
discontinuation of ZDV and substitution of d4T or an equivalent NRTI or NtRTI.

4.55.7 CNS Symptoms with EFV

Participants should be informed that EFV may cause dizziness, impaired concentration,
and/or drowsiness and instructed that if they experience these symptoms they should
avoid potentially hazardous tasks such as driving or operating machinery.

Participants should be informed that these symptoms are likely to improve with continued
therapy. Dosing at bedtime improves the tolerability of these symptoms and is
recommended during the first weeks of therapy and in participants who continue to
experience these symptoms. Those receiving EFV should be aerted to the potential for
additive CNS effects when EFV is used concomitantly with alcohol or psychoactive
drugs.

There have been reports of delusions and inappropriate behavior, predominantly in

participants with a history of mental illness or substance abuse. Severe acute depression
has also beeninfrequently reported in both EFV-treated and control-treated participants.
Discontinuation of EFV may be required and substitution of NV P or NFV implemented.

In the event that a participant experiences treatment- limiting CNS adverse events
attributable to EFV, EFV should be discontinued and may be replaced with NVP.

4.5.5.8 Peripheral Neuropathy

Participants should be monitored for the development of peripheral neuropathy, which is
usually characterized by numbness, tingling, or pain in the feet or hands.

Those experiencing Grade £ 2 symptoms will be managed per study clinician discretion,
which may include dose reduction or temporary cessation of d4T or ddI, or symptom
management. Participants who experience symptoms consistent with periphera
neuropathy that is unrelieved with non-narcotic analgesics (Grade 3 3) should have d4T
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and/or ddI discontinued, and another medication such as TDF should be substituted.
Treatment of the peripheral neuropathy is according to the study clinician, but generally
begins with nonopioid analgesics, including nonsteroidal anti-inflammatory agents and
acetaminophen, and the use of tricyclic antidepressants when more severe pain is present.

4.5.5.9 Nausea (with or without vomiting)

Although common, nausea following initiation of therapy with antiretroviral medications
usually subsides or resolves during the first few weeks of treatment.

Steps in the management of nausea include taking the medication with food (with the
exception of ddl) and administration of antiemetics. 1n the event of intractable nausea
despite medication, substituting d4T for ZDV is permitted.

455.10L actic Acidosis

The relevance of asymptomatic lactic acid elevations is unclear. Routine lactate
monitoring is not currently recommended. No baseline lactic acid levels will be obtained
in this study.

A sometimes fatal syndrome of lactic acidosis, often associated with evidence of hepatic
steatosis, is a recognized but rare complication of NRTI therapy. This syndromeisfelt to
be secondary to mitochondrial toxicity induced by the inhibitory effect of NRTIson
DNA polymerase gamma, a key enzyme needed for mitochondrial DNA synthesis.
Current knowledge regarding this syndrome is incomplete. Obesity, gender, and
prolonged NRTI exposure may be risk factors. Symptoms of lactic acidosis frequently
involve nonspecific symptoms such as fatigue, weakness, and fever, but in the majority of
cases also involve symptoms suggestive of hepatic dysfunction such as nausea, vomiting,
abdominal or epigastric discomfort, abdominal distension, hepatomegaly, and new onset
elevated liver enzymes. A high index of suspicion may be required to diagnose this
condition. Alternatively, it is possible that unwarranted concern may be raised by over
interpretation of lactic acid levels. NRTI toxicity isonly one cause of lactic acidosis.
Lactic acid elevations are also seen in the context of diabetes mellitus, uremia, liver
disease, infections, malignancies, alkaloses, and drug and toxin ingestion of such
substances as ethanol, methanol, ethylene glycol, and salicylates.

The following case definition of lactic acidosis, defined differently for symptomatic
versus asymptomatic individuals, will be used in HPTN 052:

Symptomatic Hyperlactatemia

New, otherwise unexplained, and persistert (3 2 weeks) occurrence of one or more of the
following symptoms:

Nausea and vomiting
Abdominal pain or gastric discomfort
Abdominal distention

Increased LFTs
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Unexplained fatigue
Dyspnea
AND

Lactate levd (if available) >2”° ULN confirmed by repeat |lactate level analysis. Inthe
absence of lactate levels, serum bicarbonate levels and anion gap should be assessed.
The presence of depressed bicarbonate levels or an increased anion gap would suggest
the possibility of lactic acidosis.

NOTE: All lactates >2 ~ ULN should be repeated as soon as possible, generally within 1
week. If the second result confirms hyperlactatemia (>2~ ULN), participants should
immediately discontinue their current study regimen. Substitution of TDF for ZDV or
d4T should be considered once symptoms resolve and lactate levels return to <2 “ ULN.

455.11Diarrhea

Diarrhea is a common side effect of infection and medication toxicity. If no infectious
cause of diarrheais found and onset is temporally related to new medication,
symptomatic management with antidiarrheal agents is appropriate.

45.5.12Fatigue

4.5.6

d4T or another appropriate nucleoside analogue (TDF, ddl) may be substituted for ZDV
in participants who, in the opinion of the study clinician, experience treatment- limiting
fatigue.

Drug Substitutions

In the case of treatment- limiting toxicity, the following drug substitutions will be
permitted:

d4T or another appropriate nucleoside analogue (TDF, ddl) may be substituted for
ZDV if asubject experiences treatment- limiting adverse events attributed to ZDV.
d4T or another appropriate nucleoside analogue (TDF, ddl) may also be
substituted for ZDV for Grade 2 anema (hemogoblin 7.0 to 7.9 g/dL) at
enrollment or at any regimen switch. d4T AND ZDV SHOULD NEVER BE
USED SIMULTANEOUSLY.

NVP may be substituted for EFV if a subject has treatment- limiting adverse
events attributed to EFV. There are little data available about the risks/benefits of
changing from EFV to NVP for EFV-related adverse events. NV P should be
started at a dose of 200 mg daily for the first 14 days, followed by 200 mg BID
and will require monthly LFT monitoring for the first 3 months of therapy. NFV
may be substituted if the subject experiences treatment-limiting adverse events
attributable to both EFV and NVP.

EFV may be substituted for NVP if a subject has treatment- limiting adverse
events attributed to NVP.
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45.7

TDF may be substituted for ddI-EC if participants experience dose- limiting
toxicity to ddl, such as pancreatitis

ddI-EC may be substituted for TDF if participants experience dose- limiting
toxicity to TDF, such asa Grade 3 2 increase in serum creatinine.

Management of ART and Pregnancy, Contraception, and Breast-Feeding

HPTN 052 will not provide prenatal care for women who become pregnant, postpartum
testing, or care to infants born to women. All women who become pregnant will be
referred to local care facilities for the appropriate prenatal and postpartum care.

Women who become pregnant will be allowed to remain on study treatment and in
follow-up after pregnancy informed consent has been obtained. Monitoring for toxicity
related to ART will continue during and after pregnancy.

4.5.7.1 Pregnant Women on a Regimen Containing EFV

If awoman is on EFV and becomes pregnant, EFV will be discontinued immediately and
replaced with NV P for the full course of pregnancy. It will be at the discretion of the
study clinician to determine whether a woman should remain on NVP following
pregnancy or return to EFV.

4.5.7.2 Pregnant Women on a Regimen Containing ddl and d4T

ddI will be replaced with 3TC, and d4T will be replaced with ZDV. Women in this case
may return to their secondary regimen following pregnancy at the discretion of the study
clinician.

4.5.7.3 Contraception and a Regimen Containing NVP, NFV or LPV/RTV

Interactions of study drugs with oral contraceptives: the effectiveness of estrogen
based contraceptives when co-administered with NVP, NFV, or LPV/RTV is unknown;
NVP, NFV, and LPV/RTV decrease plasma levels of ethinyl estradiol; therefore,
estrogen-based oral contraceptives are not reliable for women receiving LPV/RTV or
NVP.

45.7.4\Women who Breast-Feed

4.5.8

Changes in ART for women who are breast-feeding while enrolled in HPTN 052 will be
at the study clinician’s discretion. EFV is an evauable drug for use in HIV-exposed
infants and HIV-infected children. For this reason, breast- feeding participants receiving
EFV will be allowed to continue study drugs while breast-feeding.

WHO guidelines for breast-feeding and replacement feeding will be made available in the
SSP Manual, and sites will be encouraged to tailor these guidelines for local use as

appropriate.

Management of ART and |mmune Reconstitution Inflammatory Syndromes

Inflammatory syndromes have been reported to occur shortly after the initiation of potent
combination ART. When these syndromes are suspected the following management plan
should be followed. Consultation with the HPTN 052 CMC is recommended.
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Continue antiretroviral treatment.
Confirm diagnosis of opportunistic infection (Ol).
Continue or initiate specific therapy for the infection.

Evaluate the subject clinically to exclude a new infectious process if the subject
was aready receiving therapy for the Ol.

Initiate anti- inflammatory agents, initially non-steroidals or, if needed
corticosteroids, at the discretion of the study clinician in consultation with the
HPTN 052 CMC.

459 Management of ART When Ols Occur

When Ol s are associated with inflammatory signs or symptoms and accompanied by an
increase in the CD4+ T lymphocyte count and adrop in HIV-1 RNA level.

These events may not represent clinical failure and should not initially be
considered clinical endpoints.

These events should be captured as clinical events without virologic and
immunologic failure and managed as outlined above (i.e.. continue study
trestment while treating the Ol.)

When Ols occur despite complete virologic suppression and/or immunologic
improvement (but without an inflammatory component):

Confirm and document the clinical event.

Initiate trestment for the OI.

Altering of the ART regimen will be at the discretionof the study clinician.
When Ols occur in the setting of virologic and/or immunologic failure

These events will be considered as primary study endpoints.

Initiate specific therapy for the clinical event.

Switch ART regimen if criterion for virologic failure is met (refer to Section
2.3.1)
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5 STUDY PROCEDURES, CLINICAL PROCEDURES, AND LABORATORY
EVALUATIONS

An overview of the study visit and procedures schedule for both partnersis presented in
Appendix | A and B. Presented below is additional detail on visit-specific, and genera
study procedures. The procedures listed below and in Appendix | A and B must be
performed at the visit indicated. It isimportant to note, however, that clinical
examinations and laboratory evaluations can be performed at any time the study clinician
thinks it is warranted (during a scheduled or unscheduled visit); such instances will be
documented in the participants study records and on applicable CRFs.

5.1  Screening Visits

It is the responsibility of the local site to determine the best approach to screening. For
each participant, independent written informed consent for screening will be obtained
before screening procedures are initiated. For each couple, the screening process will
proceed in a step-wise manner until either all screening procedures are completed or one
of the partnersis found to be ineligible. Enrollment must occur within 60 days from the
time of the first screening tests and exams. See Section 3.3 for important screening
information.

511 Screening

5.1.1.1 Administrative, Behavioral, and Regulatory Procedures Both Index Case and
Partner

Screening informed consent
Demographic information
Eligibility checklist
Locator information
HIV pre-test, risk-reduction, and post-test counseling
Couples HIV counseling
5.1.1.2 Clinical Procedures—Index case
Urine collection (women only)
Blood collection

Directed history and physical exam to ascertain/rule out AIDS-defining illnesses
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5.1.1.3 Laboratory Evaluations— Index Case
Urine pregnancy test (women only)
HIV EIA antibody test/\Western blot/IFA
CBC (including hemoglobin and platelets)

Blood chemistry (defined as sodium, potassium, chloride, phosphate, bicarbonate,
creatinine, and albumin)

LFTs (defined as AST [SGOT], ALT [SGPT], akaline phosphatase, and total
bilirubin)

CD4+ cell count

Sample storage:

- plasma

- serum
5.1.1.4 Clinical Procedures— Partner

Blood collection
5.1.1.5Laboratory Evaluations— Partner

HIV EIA antibody test/Western blot/IFA
52  Enrollment

Note: Screening and treatment for malaria, and parasitic diseases will be performed
only at sites located in endemic areas, and is denoted throughout the sections
below with the term “site specific’.

5.2.1 Administrative, Behavioral, and Regulatory Procedures— Both Index and Partner
Study informed consent
Locator information
Randomization
Sexua history assessment
CouplesHIV counsdling
5.2.2 Clinical Procedures—Index Case
Urine collection

Fecal collection (Site specific)
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Semen collection
Blood collection
Complete medical history, concomitant medications, and physical exam including
signs and symptoms, height, weight, vital signs (temperature, blood pressure and
pulse) and directed evaluation for HIV and/or AIDS related conditions
Chest x-ray
Genital exam (swab if genital ulcer is observed for multiplex PCR)
Pelvic exam (women only) including cervical swab
Provide treatment (as clinically indicated)
Provide study medications (ART and/or HIV primary care, if applicable)
Adherence counseling (only while on study medication)
5.2.3 Laboratory Evaluations—Index Case

Urine pregnancy test (women only)

Urine PCR for chlamydia trachomatis (CT) and Neisseria gonorrhea (GC) for men,
vagina swab for PCR for GC and CT for women

Urine smear for parasites (Site specific)
Fecal smear for parasitic diseases (Site specific)
Cervica/seminal HIV-1 RNA PCR

Wet mount for TV, BV, candida

Multiplex PCR (if genital ulcer is observed)
CBC

Blood chemistry

Other blood chemistries prn

LFTs

CDA4+ cell count

Blood plasma HIV-1 RNA PCR

Hepatitis B serology

Syphilis serology
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HIV genotyping (when instructed by HPTN Central Lab)
Malaria thick/thin smears (Site specific)
Samples for storage:
- plasma, to include a separate sample for HIV genotyping
- serum
- whole blood (subset)
- PBMCs (subset)
- genita secretions
5.2.4 Clinical Procedures—Partner
Urine collection
Blood collection

Complete medical history and physical exam including signs and symptoms,
height, weight, vital signs (temperature, blood pressure and pulse)

Genital exam (swab if genital ulcer is observed)

Pelvic exam (women only) with cervical swab

Provide treatment (as clinically indicated)

Adherence counseling (only while index case is on study mediceation)
525 Laboratory Evaluations— Partner

Urine PCR for chlamydia and gonorrhea for men and vaginal swab for PCR for
GC and CT in women

Wet mount for TV, BV, candida

Multiplex PCR (if genital ulcer is observed)

Syphilis serology
Samples for storage:

- plasma

- serum

- whole blood (subset)

- PBMCs (subset)
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53  On-Study Followup
531 Week Two
5.3.1.1 Administrative, Behavioral, and Regulatory Procedures— Both Index and Partner
Locator information
Couples HIV counsdling
Adherence assessment (index case only, while on study medications)
5.3.1.2 Clinical Procedures—Index Case
Blood collection

Directed history, concomitant medications, and physical exam to assess signs and
symptoms, and ascertain any HIV/AIDS related conditions

Provide treatment (as clinically indicated)
Provide study medications (ART and/or HIV primary care, if applicable)
Adherence counseling (only while on study medication)
5.3.1.3 Laboratory Evaluations—Index Case
CBC
Blood chemistry
Optional blood chemistries prn
LFTs
Multiplex PCR (if genital ulcer is observed)
5.3.1.4 Clinical Procedures— Partner
Provide treatment (as clinically indicated)
Adherence counsaling (only if index caseis on study medications)
5.3.1.5 Laboratory Evaluations— Partner
Multiplex PCR (if genital ulcer is observed)
5.3.2 Monthly Visits (monthsother than quarterly or yearly vist months)

Monthly study visits are required for al couples regardless of treatment arm.
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5.3.2.1 Administrative, Behavioral, and Regulatory Procedures— Both Index and Partner
Locator information
Sexud history assessment (Month 1 and 2)
Couples HIV counseling
Adherence assessmert (index case only, while on study medications)
5.3.2.2 Clinical Procedures—Index Case
Urine collection (women only)
Blood collection (first two months after initiation of ART only)

Directed history, concomitant medications, and physical exam to assess signs and
symptoms, and ascertain any HIV/AIDS related conditions

Provide treatment (as clinically indicated)
Provide study medications (ART and/or HIV primary care, if applicable)
Adherence counseling (only while on study medication)
5.3.2.3 Laboratory Evaluations—Index Case
Urine pregnancy test (women only)
CBC
Blood chemistry
Optional blood chemistries prn
LFTs
Multiplex PCR (if genital ulcer is observed)

Note: CBC, blood chemistry, LFTs will be measured at two consecutive monthly study
visits immediately following initiation of ART only.

5.3.2.4 Clinical Procedures— Partner

Provide treatment as clinically indicated

Adherence counsealing (while index case is on study medications)
5.3.2.5 Laboratory Evaluations— Partner

Multiplex PCR (if genital ulcer is observed)
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5.3.3 Quarterly Visits
5.3.3.1 Administrative, Behavioral, and Regulatory Procedures— Both Index and Partner

Locator information

Sexual history assessment

HIV pre-test, risk reduction, and post-test counseling (partner only)

Couples HIV counseling

Adherence assessment (index case only, while on study medications)
5.3.3.2 Clinical Procedures—Index Case

Urine collection (women only, for pregnancy testing)

Blood collection

Directed history, concomitant medications, and physical exam

Provide treatment (as clinically indicated)

Provide study medications (ART and/or HIV primary care, if applicable)

Adherence counseling (only while index case is on study medication)
5.3.3.3Laboratory Evaluations—Index Case

Urine pregnancy test (female only)

CBC

Blood chemistry

Optional blood chemistries prn

LFTs

CD4+ cell count

Blood plasma HIV-1 RNA PCR

Multiplex PCR (if genital ulcer is observed)

Samples for storage:

- plasma

- sarum

- PBMCs (subset only)
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5.3.3.4 Clinical Procedures—Partner
Blood collection
Directed history and physical exam
Adherence counseling (only if index case is on study medications)
Provide treatment (as clinically indicated)
5.3.3.5Laboratory Evaluations- Partner
HIV EIA test/Western blot/IFA
Multiplex PCR (if genital ulcer is observed)
Samples for storage:
- plasma
- PBMC's (subset only)
534 Yearly Visits
5.3.4.1 Administrative, Behavioral, and Regulatory Procedures— Both Index and Partner
Locator information
Sexual history assessment
HIV pre-test, risk reduction, and post-test counseling (partner only)
Couples HIV counseling
Adherence assessment (index case only, while on study medications)
5.3.4.2 Clinical Procedures—Index Case
Urine collection
Fecal collection (site specific)
Semen collection
Blood collection

Directed history, concomitant medications, and physical exam to assess signs and
symptoms, and ascertain any HIV/AIDS related conditions

Genital exam (swab if genital ulcer is observed for multiplex PCR)

Pelvic exam (women only) with cervical swab
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Provide treatment (as clinically indicated)

Provide study medications (ART and/or HIV primary care, if applicable)

Adherence counseling (only while on study medication)
5.3.4.3 Laboratory Evaluations—Index Case

Urine pregnancy test (women only)

Urine PCR for chlamydia and gonorrhea for men, and vaginal swab for PCR for
GC and CT for women

Urine smear for parasitic protozoa (site specific)
Fecal smear for paraditic diseases (Site specific)
Cervical/seminal HIV-1 RNA PCR

Wet mount for TV, BV, candida

Multiplex PCR if genital ulcer is observed

CBC

Blood chemistry

Optional blood chemistries prn

LFTs

CD4+ cdll count

Blood plasma HIV-1 RNA PCR

Syphilis serology

Malaria thick/thin smears (Ste specific)

Samples for storage:

plasma
serum
PBMCs (subset only)

genital secretions

5.3.4.4 Clinical Procedures— Partner

Urine collection
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Blood collection

Directed history and physical exam

Genita exam (swab if genital ulcer is observed)
Pelvic exam (women only) with cervica swab
Provide treatment (as clinically indicated)

Adherence counseling (only while index case is on study medication)

5.3.4.5 Laboratory Evaluations— Partner

Urine PCR for chlamydia and gonorrhea for men, and vaginal swab for PCR for
GCand CT

Wet mount for TV, BV, candida

Multiplex PCR if genita ulcer is observed
HIV EIA antibody test/Western blot/IFA
Syphilis serology

Samples for storage:

- plasma

- serum

- PBMCs (subset only)

5.3.5 ProceduresFor Off Study Regimen/On Study

5.3.6

“Off study regimen” will be defined as permanently stopping al study treatment prior to
study completion. In these situations, participants should be encouraged to continuein
the study to receive their on-study evaluations through the completion of the study to the
extent possible for secondary endpoint evaluations as defined in Table 12.

Proceduresfor Both Index Case and Partner if Partner Becomes HIV Infected

In the event that a partner seroconverts at any time during the course of the study, the
following procedures and evaluations should be performed, unless they are aready being
performed as part of aregularly scheduled study visit.

5.3.6.1 Clinical Procedures—Index Case

Semen collection
Blood collection

Pelvic exam (women only) including cervical swab for HIV-1 RNA PCR
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Provide treatment (as clinically indicated)
5.3.6.2 Laboratory Procedures—Index Case
Cervical/seminal HIV-1 RNA PCR
Multiplex PCR if genital ulcer is observed
Blood plasma HIV-1 RNA PCR
HIV genotyping
Samples for storage:
- Plasma, to include a separate sample for HIV genotyping
- PBMCs (subset)
- genita secretions
5.3.6.3 Clinical Procedures — Partner
Semen collection
Blood collection

Directed history, concomitant medications, and physical exam to assess
signs and symptoms, and ascertain any HIV/AIDS related conditions

Genital exam (swab if ulcer is observed)

Pelvic exam (women only) with cervical swab for HIV-1 RNA PCR

Provide treatment (as clinically indicated)
5.3.6.4 Laboratory Evaluations - Partner

Cervica/semina HIV-1 RNA PCR

Multiplex PCR if genita ulcer is observed

CBC

Blood chemistry

Optional blood chemistries prn

LFTs

CDA4+ cell count

Blood plasma HIV-1 RNA PCR

HPTN 052 Final Version 1.0, October 10, 2003 Page 76 of 176



HIV genotyping
Samples for storage:
- plasma, to include a separate sample for HIV genotyping
- serum
- PBMCs (subset)
- genita secretions
5.3.7 Proceduresfor Confirmed Virologic Failure

The following clinical procedures and laboratory evaluations should be performed, unless
they are already being performed as part of aregularly scheduled study visit.

5.3.7.1 Administrative, Behavioral, and Regulatory Procedures— Index Case
Adherence assessment
5.3.7.2 Clinical Procedures—Index Case
Blood collection
Adherence counseling
Provide treatment (as clinically indicated)
5.3.7.3 Laboratory Evaluations—Index Case
Blood plasma HIV-1 RNA
HIV genotyping (when instructed by HPTN Central Lab)
Sample collection for storage:
- plasma, to include a separate sample for HIV genotyping
5.3.7.4 Clinical Procedures— Partner
Adherence counseling
Provide treatment (as clinically indicated)
5.3.8 Interim Visit (Ad Hoc)
Interim visits may be conducted at participant request, or study clinician request, at any
time during the study. Interim visits include any unscheduled visit taking place within a
fixed amount of time from the previous visit, or before the next scheduled visit. Clinical
reasons may include follow- up care for particular infections, or follow- up care for

responses to particular treatments. Study staff will aso ingtruct the index case to report to
the study clinic at any time for any symptoms possibly related to HIV or their study
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5.4

54.1

54.2

54.3

5.4.4

medications. Partners will be instructed to report to the study clinic at any time for
symptoms suggesting acute HIV infection.

All visits will be documented in participants study records and on applicable CRFs.
Proceduresto be Followed in the Event of Pregnancy

In addition to what is outlined below, refer to Section 4.5.7.

Procedures For Pregnancy or Breastfeeding at Enrollment

Pregnant or breastfeeding women are eligible for enrollment, and must agree to be
randomized. Breastfeeding or pregnant women randomized to Arm 1 (immediate ART
arm) should be prescribed ART drugs that are known to be safe during pregnancy or
breastfeeding. (e.g. EFV, and the combination of ddl and d4T together should not be
prescribed to these women.)

Procedures For Female Index Case on ART Who Becomes Pregnant During Study

A pregnancy informed consent must be obtained. If the pregnant index caseis aready on
aregimen containing EFV, EFV will be discontinued immediately and replaced with
another NNRTI or PI during the remainder of the pregnancy. It will be at the discretion of
the study clinician to determine whether a woman should remain on NV P following
pregnancy or return to EFV.

Proceduresfor Breast-Feeding Women on ART

Changes in ART for women who are breast-feeding will be at the study clinician’s
discretion. EFV isan evauable drug for use in HIV-exposed infants and HIV-infected
children. For this reason, breast-feeding women receiving EFV will be allowed to
continue study drugs while breast-feeding.

Procedures for Women Not on ART

Pregnant index cases not on ART (Arm 2) should be followed per study procedures. Site
clinicians can choose one of two options. 1) provide al such women the local standard
of carefor pMTCT (prevention of maternal to child transmission) available at the study
site location; or 2) site clinicians can put such women on triple ART therapy. The ART
in either option will be provided through the study. In the latter case, sites should
contact the CMC for guidance as to when such women should be placed on triple
therapy. In either case, the choice of pMTCT should be documented in the study
participant’s chart and on any applicable CRF's.

Certain follow-up procedures during pregnancy may be modified in consultation with the
CMC, asthe study clinician may deem certain procedures as not appropriate in the
pregnant woman at the time of the study visit. For example, after 24 weeks of pregnancy,
blood collection may be limited. Study site clinicians should also refer to package inserts
(onfile at the sites) regarding the specific ART drug of concern for use during pregnancy.

This study will not provide prenatal care for women who become pregnant, postpartum
testing, or care to infants born to women. All women who become pregnant will be
referred to local clinics or other research studies for prenatal and postpartum care.
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5.5

5.6

Participant Retention

Once a couple enrollsin this study, the study site will make every reasonable effort to
retain them for the entire length of follow-up in order to minimize possible bias
associated with loss-to-follow up. Optimally, participant retention procedures will be
established at each site such that loss rates do not exceed the incidence rate of the primary
study outcome. The study site staff is responsible for developing and implementing local
SOPs to target this goal. Components of such procedures may include:

Thorough explanation of the study visit schedule and procedural requirements
during the informed consent process, and re-emphasis a each study visit.

Thorough explanation of the importance of both treatment arms to the overall
success of the study.

Collection of detailed locator information at the study Screening Visit, and active
review and update of this information at each subsequent visit.

Use of mapping techniques to establish the location of participant residences and
other locator venues.

Use of appropriate and timely visit reminder mechanisms.
Immediate and multifaceted follow-up on missed visits.

Mobilization of trained outreach workers or “tracers’ to complete in-person
contact with participants at their homes or other community locations.

Regular communication with the study community at large to increase awareness
about HIV/AIDS and explain the purpose of HIV prevention research and the
importance of completing research study visits.

Participant Withdrawal

Participants may voluntarily withdraw from the study for any reason at any time. The site
Investigator may withdraw participants from the study in order to protect their safety
and/or if they are unwilling or unable to comply with required study procedures, after
consultation with the Protocol Chair, SDMC Protocol Statistician, and CORE Protocol
Specialist. Participants also may be withdrawn if the study sponsor, government or
regulatory authorities, or site IRBS/ECs terminate the study prior to its planned end

date.

Every reasonable effort will be made to complete afinal evaluation of participants who
terminate from the study prior to their final study visit. Study staff will record the
reason(s) for all withdrawals from the study in participants study records and any
applicable CRFs.
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6 SAFETY MONITORING AND ADVERSE EVENT REPORTING

Safety monitoring and adverse event reporting will only be considered for index cases;
the study drugs used in this study are defined in Section 4.0.

This study will follow standard SAE reporting requirements (Grade 4 and higher)
throughout the study period. Grade 3 and higher AE’ s will be collected on standard case
report forms (CRF' s) for entry into the study database, with one exception where Grade
2B skin rash will be collected and included in the study database.

For partners, medical history and physical exam information will be recorded on CRFs
for entry into the study database.

This study will follow the DAIDS Serious Adverse Event (SAE) Reporting Manual for
the AACTG, PACTG, CPCRA, and IRP (dated 01 August 1998) and grade AEs using the
DAIDS Table for Grading Severity of Adverse Experiences. Both the DAIDS SAE
Reporting Manual, and the DAIDS Table for Grading Severity of Adult Adverse
Experiences (dated August, 1992) can be found at the Regulatory Compliance Center
website at http://rcc.tech-res-intl.comin the AACTG SAE section. Both documents will
also be included in the SSP Manual.

The study site investigators are responsible for continuous close safety monitoring of all
study participants, and for alerting the study team if unexpected concerns arise. The
HPTN SDMC will prepare routine clinical data reports for review by a Protocol Safety
Review Team (PSRT) comprised of the NIAID Medical Officers, the protocol chair, the
protocol statistician, and other members of the study team. The content, format and
frequency of the clinical datareports will be agreed upon by the PSRT and the SDMC in
advance of study implementation. The PSRT will convene via conference call routinely
(approximately every month) or as needed throughout the study to review the data and
discuss any potential safety concerns. In addition, the study will be monitored by the
NIAID Vaccine and Prevention DSMB, as described in Section 7.7.2.

Study participants will be provided instructions for contacting the study site to report any
untoward medical occurrences they may experience, except for possible
life-threatening events, for which they will be instructed to seek immediate emergency
care. Where feasible and medically appropriate, participants will be encouraged to seek
medical care where the study clinician is based. With appropriate permission of the
participant, whenever possible records from all non-study medical providers related to
AEs will be obtained and required data elements will be recorded on study case report
forms. All participants reporting an AE will be followed clinically, until the AE
resolves, returnsto baseline, or stabilizes.

Information on Grade 3 and higher AE’swill be included in reports to the U.S. FDA, and
other applicable government and regulatory authorities as applicable. Site staff will
report information regarding AE’ s to their IRB/EC in accordance with all applicable
regulations and local IRB/EC requirements.
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7.1

7.2

7.21

7.2.2

STATISTICAL CONSIDERATIONS
Review of Study Design

This is a multi-Site, two-arm, randomized, controlled trial comparing two treatment
strategies over 5 to 7.25 years of follow up (for an average of 5.82 years) for the
prevention of HIV transmission in HIV serodiscordant couples.

Since short-term interruption of transmission of HIV could be offset by delayed
transmission of resistant variants, evaluation of HIV transmission over 5 to 7.25 years
will provide data on the longer-term effectiveness and public health utility of
antiretrovira therapy. A 5to 7.25 years follow-up will provide data on the relative utility
of the strategies of immediate versus delayed antiretroviral therapy. Therefore,
it is expected that the reduction in HIV rates after 5 to 7.25 years of follow-up will be
smaller than observed during the first 18 months of follow-up because many participants
will stop therapy, fail therapy, or develop resistant HIV variants (at |east based on
experience in the United States).

A rurrin period of up to 9 monthsin duration will precede full enrollment in thetrid. A tota
of up to 90 couples will be recruited over a 3 month period during this run-in period in
which the index case has a CD4+ cell count of 300-500 cells'mn will be enrolled and
assigned at random in equal proportions to the two treatment strategies. If the
run-in period is successfully completed and the necessary ART drugs are
obtained to continue enrollment, a total of up to 1660 serodiscordant couples will
be recruited in 12 to 18 months. These couples will be followed for a minimum of 5
years. Therefore, the total trial duration is up to 7.25 years (87 months). All participants,
regardless of entrance date, will be followed until the end of study that is 7.25 years after
enrollment in the run-in period begins.

Couples enrolled during the run-in period will have an expected median follow-up of
7.125 years while couples enrolled during the full study will have an expected median
follow-up of 5.75 years. Thus, atotal of 1750 participants will be recruited with an overall
expected median followup of 5.82 years.

Study Endpoints
Primary Endpoints

Corresponding to the primary objective of the study, incident HIV infections occurring in
the partners of randomized HIV-infected index cases will be assessed as the primary
endpoint for the study. Only acquisition from the index partner will be included in the
primary analysis, therefore, each endpoint will need to be confirmed (by genotyping)
such that the vira envelope sequence in the index case matches that of the partner. A
complementary analysiswill consider acquisition from index partners and nortindex
partners. Therefore, all transmission eventswill be included in this analysis. The
effectiveness obtained via this latter analysis will provide a measure of the overall
public health effect of ART in the prevention of HIV transmission.

Secondary Endpoints

Corresponding to the secondary objectives specified in Section 2.2, Table 12 outlinesthe
secondary endpoints and how they will be measured:
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Table 12: Secondary Endpoints

SECONDARY
ENDPOINT

MEASURED AS:

Survival of index cases

Time from enrollment to death (all causes)

Immunologic response
of index case

CD4+ cell count over time

Time from enrollment to first measurement of CD4< 200 cellssfmm3. In
Arm 2, this corresponds to time of enrollment to initiation of antiretroviral
therapy (ART)

Time from initiation of ART to first measurement of CD4<200 cells/mm?.
Time from initiation of secondary regimen to first measurement of CD4 <
200 cells/mn’.

Virologic response of
index case

Blood plasma HIV-1 RNA level over time.

Seminal plasma HIV-1 RNA levels over time in males.

Cervico vaginal HIV-1 RNA levels over timein females.

Time from initiation of the starting regimen to confirmed virologic failure.
Time from initiation of secondary regimen to confirmed virologic failure.

Initiation of secondary
regimen

Timeto initiation of secondary regimen (any reason).

Safety and toxicity of
treatment

Time from enrollment to time of first development and any subsequent
occurrence of Grade 3 or 4 ART -related toxicities

Time from enrollment to time to first serious AIDS related events (Grade 4
and higher)

Time from enrollment to timeto first serious cardiovascular or other
metabolic events (Grade 4 and higher)

Time from enrollment to time to first Grade 4 and higher events (any event)

HIV drug resistant
virus

Prevalence of drug resistant HIV virus
Proportion of infected partners acquiring adrug resistant HIV virus.

Incidence of STDsin
index case and
partners

Time from enrollment to the time of first development and subsequent
development of STDs

Adherencein index
case

Adherenceto al treatment over time.

Adherence to treatment over time following initiation of antiretroviral therapy
starting regimen.

Adherence to treatment over time following initiation of an

antiretroviral therapy secondary treatment regimen.

Sexual behavior of
index cases on ART,

and their partners

Sexual behavior over time following initiation of starting regimen.
Sexual behavior over time following initiation of a secondary regimen.

Accrual, Follow -up, and Sample Size

In order to achieve sufficient statistical power, atotal of 1750 serodiscordant couples in
which the index case has a CD4+ cell count of 300-500 cellsmnt will be enrolled in this
study over a period of 27 months. As mentioned in Section 7.1, up to 90 couples (6-10
couples for each of the 9 sites) will be enrolled in the first 3 months during the run-in
phase of the trial. A total of 1660 couples will be enrolled from month 9 to 27 after the
completion of the run-in phase. All couples will be followed until the end of the trial at

7.25 years (87 months).

For the purpose of simplifying the sample size and power calculations, it is assumed that
1750 coupleswill be recruited and enrolled over 18 months and that the total trial duration is
6.5 years (78 months). This yields a median follow- up of 5.75 years instead of 5.82
years, if the run-in phase is taken into account. This has negligible effect on the
sample size and power calculations.
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The rationae for the sample size determination revolves on three key assumptions: (1) risk
of HIV transmission within a couple will decline over time, (2) effectiveness of ART may
decrease over time, and (3) the time of delay before the initiation of ART in Arm 2 will
impact transmission. Given these three assumptions, expected differences in
cumulative HIV rates at the end of the trial between Arm 1 and Arm 2 can be computed
and used to establish the sample size. Tables 13, 14, 15, and 16 describe the assumptions
used for (1), (2), and (3), respectively. The power calculations for the trid, under severa
scenarios, are given in Table 18.

The sample size was determined in two steps:

Step 1: Expected differences in cumulative HIV rates at the end of thetrial are
computed under the assumption that participants in Arm 2 do not initiate
antiretrovira therapy at any point in time during follow-up. Under this assumption,
the expected differencesin rates are between 5.5% and 8.3%. These differences
trandate into an average effectiveness (favoring Arm 1) between 35% and 52% (see
Table 12). A sample size of 1750 couples would provide 90% power to detect an
average effectiveness > 37% (see Table 16).

Step 2 : Using the assumption on the delay time before initiation of antiretroviral
therapy in Arm 2 (see Table 17), the average effectiveness (and power) computed
in Step 1 are re-computed in order to account for the delay initiation of
antiretroviral therapy in Arm 2. Of course, initiation of antiretroviral therapy in
Arm 2 will lower the expected effectiveness computed in Step 1. The decreasein
the expected effectiveness can be seen in Table 15, they range from 17% to 46%
under different scenarios. A sample of 1750 couples provides high and moderate
statistical power to detect expected effectiveness under most of the scenarios (see
Table 18).

The five (5) assumptions used in the two above steps are described in more details below.

Assumption 1: Table 13 provides the cumulative one year HIV incidence rates
(rates of acquisition) among the partners of index cases who received HIV
primary care plus no treatment only (e.g., no initiation of antiretroviral therapy
at any point in time):

Table 13: Cumulative 1-year HIV Incidence Rates Among Partners of Index Cases
Receiving HIV Primary Care

Year Year Y ear Y ear Y ear Y ear Y ear

Parameter 1 2 3 4 5 6 7

Cumulative 1-year

HIV incidence rates S % 30 Fb e Db D

Thisyields acumulative HIV rate at the end of the trial of 16.6%.

Assumption 2: Table 14 outlines the expected effectiveness for Arm 1
(immediate initiation of antiretroviral therapy) compared to HIV primary care
only over time under two scenarios of decreasing effectiveness over time:
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Table 14: Expected Effectiveness of Arm 1 Compared to HIV Primary Care Alone

. Year Year Y ear Y ear Y ear Y ear Y ear
Scenario 1 2 3 4 5 6 7
(1) High effectiveness
early with rapid decrease 80% 60% 4% 2% 2% 2% 2%
to 20%
(2) Medium effectiveness
early with decreaseto 10% 5% 40% 30% 20% 10% 10% 10%

Each of the above two scenarios (combined with assumption 1) yields a different
expected cumulative HIV incidence rate among partners of index casesin Arm 1.

Table 15 outlines the expected cumulative HIV incidence rates at the end of the trial for
Arm 1 under the two above scenarios for the expected effectiveness over time. The
average effectiveness is computed by subtracting the following quotient from 1: the
expected incidence rate in Arm 1 divided by the expected rate among partners of index

cases who receive HIV primary care only .

Table 15: Expected Cumulative HIV Incidence Rates at the end of the trial for Arm 1

Scenario CumulaUveHI\( Rates at Aver age Effectiveness
end of trial
HIV primary care done 16.6%
(1) High effectiveness
early with rapid decrease 8.3% 52%
to 20%
(2) Medium effectiveness
early with decrease to 10% 11.1% %

Assumption 3: Table 16 provides the total sample size required for different
power and effectiveness assuming the HIV rate of assumption 1 (i.e. cumulative
HIV rate of 16.6% at the end of the trial).

Table 16: Total Sample Size Required for a Total Tria Duration of 6.5 Years Tria with
1.5 years accrual, cumulative HIV rate of 16.6% at the end of the trial and 5% per Y ear

Loss to Follow-up.

Number of Required Study Couples

Effectiveness
80% Power 90% Power
50% 640 860
45% 820 1100
40% 1070 1440
35% 1450 1940
25% 3020 4050
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A total sample size of 1750 provides 87% power to detect an effectiveness of 35% asin
the case of scenario (2) in Table 14. Given the above assumptions, a 35% effectiveness
trangdlates into an approximately 5.5% absolute difference in the cumulative HIV rates
(from 16.6% to 11.1%). Under scenario (1), 1750 couples provides >99%% power to
detect a 52% effectiveness which trandates into an approximately 8.3% absolute
difference in the cumulative HIV rates (from 16.6% to 8.3%).

Assumption 4: The expected effectiveness obtained in Table 16 has been
obtained by comparing the effectiveness of immediate antiretroviral therapy to
HIV primary care alone (with no initiation of antiretroviral therapy at any point
in time). Participants in the delayed arm in this trial will receive antiretroviral
therapy if their CD4+ cell count drops below 200 cells/mm? during follow-up
and/or because of AIDS-defining illness. Therefore, it is expected that the
initiation of antiretroviral therapy during follow-up for participantsin Arm 2 will
decrease the overall risk of acquisition in Arm 2 described in assumption 1.

In order to assess the impact on HIV rates of the initiation of antiretroviral
therapy for some participants in Arm 2, further assumptions on the number of
participants initiating antiretroviral therapy during follow-up must be made.

Assuming uniform distribution of CD4+ cell count in the study population

(300 < CD4 < 500), arate of CD4 cell loss of 60 cells per year, and 10% annual
incidence of AIDS-defining illnesses (independent of CD4+ cell counts), Table 17
represents the expected proportion of participants on Arm 2 who will initiate
antiretroviral therapy over follow-up:

Table 17: Expected Cumulative Percentage of Index Casesin Arm 2 Initiating ART
because of CD4+ Cdll Count < 200 cdllSmn? or an AIDS-defining IlIness

Y ear Year Year Y ear Y ear Year Year
Parameter 1 2 3 4 5 6 7
Percentage of
participants in Arm 2 10% 2% 56% 8% 100% 100% 100%
initiating ART

Based on the Table 17 and on uniformly distributed starting time for ART within year
intervals, the average delay time before initiating antiretroviral therapy for participantsin
Arm 2 is approximately 2.8 years. More than three quarters (78%) of al the participants
will be on antiretroviral therapy after three (3) years of follow-up (100% and 56% of
participants in arm 1 and 2, respectively).

Assumption 5: In order to compute expected HIV incidence rates for partners of
index casesin Arm 2, afurther assumption needs to be made on the rates of HIV
acquisition for the partners of those initiating antiretrovira therapy during follow-
up (the participants from assumption 4). A risk reduction from 25% to 50% is
anticipated for these participants. This assumption combined with
assumptions 1 and 4 will yield an expected HIV cumulative rate for the
participants of Arm 2. For instance, the expected cumulative HIV rate for HIV
primary care alone drops from 16.6% to 14.9% if initiation of antiretroviral
therapy during follow-up for participants of Arm 2 is taking into account with a
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25% reduction in the rates for those participants (14.2% and 13.2% expected
cumulative HIV rate for 35% and 50% reduction in rates, respectively).

In addition, the above assumes the risk of acquisition to be homogenous. That is, the risk
of acquisition for partners of those with CD4+ cell count dropping below

200 cells'mm?® and/or developing AIDS-defining illnesses is similar to the one for partners
of those with CD4+ cell count above 200 cells/mn® with no AIDS-defining illnesses. This
is areasonable assumption because, if the risks were quite different, the overall risk of
acquisition would greatly increase over time. In the absence of ART, the number of
infected partners with CD4+ cell count dropping below 200 cells/mm?® and/or experiencing
AIDS-defining illnesses is increasing rapidly over time, which would greatly increase
the overall rates over time. This increase would contradict assumption 1 which is
based on observed data from the literature.

Table 18 represents the power under different scenarios for atotal sample size of 1750

participants, atotal trial duration of 6.5 years, an accrual period of 1.5 years, and 5% per
year loss to follow-up per arm.

Table 18: Power and Effectiveness of the Trial Under Scenarios (1) and (2)

Expected per ceRn;te;ge of Expected
Famiatve | meotionor | Cumiae
Scenario € Index Cases aes Power Effectiveness
the End of . the End of
. in Arm 2 .
Trial for Initiating Trial for
Arm 1 ART Arm?2
(1) High % 14.9% 98% 46%
effectiveness o
early with rapid 8.3% S0 14.2% B 43%
decrease to 20%
50% 13.2% 87% 3%
0,
(2) Medium % 14.9% 61% 2%
effectiveness o
early with 111% I 14.2% 46% 1%
decrease to 10%
50% 13.2% % 1™

Under Scenario (1), power is greater than 87% to detect effectiveness > 39% which
trandates to a > 4.9% absolute difference between the cumulative rate (13.2% versus 8.3%
for scenario (1)). This power is achieved with an upper limit of a 50% reduction of risk of
acquisition for partners of index case who initiate antiretroviral therapy in Arm 2 during
follow-up.

Under Scenario (2), atotal sample size of 1750 couples provides 61% power to detect a
3.8% absolute decrease in the cumulative HIV incidence rate (14.9% versus 11.1%). If
the decrease in risk of acquisition for partners of those on arm 2 who initiate
antiretroviral therapy is more than 25%, the trial will be greatly underpowered under this
scenario. However in this case, the absolute difference in the cumulative HIV rate will be
less than 3.1%, which would not be of clinical importance.
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Assumptions on the cumulative one year HIV incidence rates of acquisition (e.g.,
assumption 1) were made conservatively. Power calculations performed in Table 18 were
re-computed using higher HIV rates. Higher HIV rates will increase the power. For
instance if the year 1 to year 7 HIV rates are 7%, 7%, 5%, 5%, 2%, 2%, and 2% the power
under Scenario 1 are all above 90%. For Scenario 2, moderate power

(i.e. 50% < power < 75%) is achieved if the decrease in risk of acquisition for partners of
those on arm 2 who initiate antiretroviral therapy is 25% or 35%.

7.4 Randomization

Eligible couples will be randomized in a 1:1 ratio to either the Arm 1 group or the Arm 2
group. Randomization will be stratified by site using permuted block randomization
such that approximately equal numbers of couples are assigned to each treatment group
within each site. Instructions for how randomization will be conducted at the sites will be
provided in the SSP Manual.

7.5 Blinding

Thisis an unblinded study. Participants are not blinded since the aim of the tria isto
estimate and to compare the long-term effectiveness of the two treatment strategies.
Treatment effects on behaviors, for instance, are part of the intervention that need to be
included in the assessment of effectiveness. Furthermore, an unblinded design will allow
for the proper clinical management of index cases.

7.6  Data Analysis
7.6.1 Primary Analyses

The primary analysis will be performed on an intent-to-treat basis. The primary analysis
will be based on incident HIV infections in the partrers as defined in section 7.2.1. More
specifically, follow-up of partners will be censored for the following situations:

If the index case dies, the partner’s follow- up will be censored at the time of death
of the index partner.

If the sexual relationship between the partner and the index case ends, the partner’s
follow-up will be censored at the time when the relationship ended.

Follow-up of new partner will be included (see description of analysis below) if
the index case forms a relationship with a new partner after hisher previous
relationship has ended and/or the previous partner died, and this new partnership
meets all the inclusion criteria. The period of time between partnership, if any, will
be excluded from the risk set in the analyses.

If the transmission of the virus to the partner is proven to be not from the index
case (by HIV genotyping), the partner’s follow-up will be censored at the time of
HIV infection (and will not be counted as a primary endpoint).

If the partner is lost to follow- up, the partner’ s follow- up will be censored at the
time of his’her last vigit.
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For each treatment arm, the distribution of time to HIV infection will be described using
Kaplan-Meier curves. Treatment differences will be evaluated using the Andersen Gill
Proportiona hazard model with robust variance estimates. A two-sided stratified test at a
5% level of significance with strata defined by the participant siteswill be used. The
Andersen Gill modd alows the censoring scheme described above, in particular, the
exclusion from the risk set of time period between partnerships.

The Andersen Gill model is equivaent to the Cox model if there are no breakups among all
the couples. If theinitiation of treatment affects the partnership duration, the analyses could
be confounded by the effect of this informative censoring. Given the countries of the
participant sites and the inclusion and exclusion criteria, we are expecting that only a small
proportion of partnership will end during follow-up. Nevertheless, the possible effect of
informative censoring induced by the above censoring scheme will be investigated by
adapting the methods of Robins and Scharfstein %",

Given that the effectiveness is expected to decrease over time, the proportional hazards
assumption will be evaluated formally using a test similar to the one describein
Grambsch and Therneau. If the effectiveness is found to be varying over time, methods
smilar to the one describe in Gilbert et al will be used to describe the effectiveness curve
over time along with simultaneous confidence bands. This analysis should provide
evidence if the short-term effectiveness differs substantially from the long-term-
effectiveness, that is, treatment difference that favors one arm early in follow-up but
that is reversed with more follow-up.

The effect of baseline characteristics (e.g., plasma HIV-1 RNA baseline level, CD4 count,
age, gender, etc) will be explored using the Andersen Gill proportional hazards model. In
addition, the effect of potential prospective confounders (e.g., adherence, HIV risk
behaviors) will be explored (see next section for more details).

Using a similar approach as the one described above, a complementary analysis will be
performed where all the transmission endpoints will be included in the analysis. For this
analysis, unlike the previous analysis where HIV infections proven to be not from the
index partner (by HIV genotyping) were censored, all HIV infections will be counted as
primary endpoints. The effectiveness obtained via this latter analysis will provide some
measure of the overall public health effect of ART in the prevention of HIV transmission.
Although, the assessment of the overall public health effect of ART would need to
include all transmissions including transmissions from the index cases outside the
partnership and all the secondary transmissions. These cannot be assessed within the
design of the trial.

Secondary Analyses

Many secondary analyses will be performed using the secondary endpoints describe in
Table 12. Time to event data will be analyzed according to the Kaplan-Meier method
where treatment strategy differences will be tested using the stratified logrank test while
secondary endpoints involving repeated assessment over time (e.g., adherence and sexual
behavior) will be compared at selected time points. At each of the selected time points,
comparison of the two treatment arms will be made using Fisher exact test or Wilcoxon
rank-sum test as appropriate. More generally, GEE (Generalized Estimating Equation) ">
methods and robust variance estimates will be used to evaluate treatment effect and
trends over time. These analyses will be used to compare between the two arms
outcomes related to mortality, disease progression, morbidity, safety, toxicity, and
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transmission of HIV drug resistant virus. See the complete list of secondary endpointsin
Table 9. Asfor the primary analysis, the proportionality of the hazards over time will be
evaluated using similar methods as describe in Section 7.6.1.

In addition, within each treatment arm, many exploratory analyses will be performed in
order to identify predictors of plasmavira load, drug resistance, CD4 cell count, toxicity,
opportunistic disease, clinical responses and outcomes.

Given that the trial is unblinded, an important secondary analysis will focus on adherence
to study treatment strategy and sexual behavior. Self- reported adherence and sexual
behavior will be measured monthly and quarterly, respectively. The main
self-reported sexual behavior outcome that will be used in the analysesis the
proportion of sexual acts, vaginal and anal, unprotected by condom.

For adherence, this data structure will permit the estimation of:
1.  Adherence rates

2. Thetesting of differences in adherence between the two treatment strategies

w

The testing of trends over time in adherence rates and
4.  The examination of the relationship between adherence and HIV infection.

Descriptive statistics will be used to estimate (1) at selected time points. Since the
analysis will involve repeated observations, GEE methods and robust variance estimates,
will be used to evaluate statistical significance and compute confidence intervals for (2)
and (3). The Andersen Gill proportional hazards model with robust variance estimates will
be used for (4) with HIV infection as the endpoint. Similar analyses as described above
will be performed for the sexual behavior outcome. The relationship between adherence,
sexua behavior and risk of incident HIV infection will also be examined. For this analysis,
an Andersen Gill proportiona hazards model with HIV infection as the endpoint and
treatment arm, time-dependent adherence and sexual behaviors as covariates will befit to
the data.

Study Monitoring Plan

Both treatment strategies are expected to differentially affect the immunologic and
virologic responses throughout follow-up. It is expected that initially the HIV-1 RNA
levels will be lower in the ART ‘immediate’ arm compared to the ‘delayed’ arm. Early
in the trial, this should result in a reduced rate of HIV acquisition in the ‘immediate
arm compared to the ‘delayed’ arm. Later in follow-up, these differences may diminish or
even be reversed. Therefore, we are expecting short-term differences in effectiveness with
apossible reversal in effectiveness in the longer term

Thus, the study data monitoring plan must balance the need to protect tria participants,
while enabling the trial to address its primary objective regarding the evaluation of the
relative long-term effectiveness of two intervention strategies (‘immediate’ versus
'delayed).

The HPTN Study Monitoring Committee (SMC) and the Division of AIDS Data and
Safety Monitoring Board (DSMB) will monitor the study. The SMC and DSMB will
review the study data at least once per year. For each review, two reports will be produced:
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the open and closed report. The open report will include, at a minimum, data on
recruitment, baseline characteristics, eligibility violations, adherence to study regimens,
subject retention, and follow-up information. Most of the information inthe open report
will be pooled by treatment arm. The closed report will include, at a minimum, al the
information presented in the open report by treatment arm. In addition at each formal
interim analysis review, analyses of efficacy and safety endpoints by treatment arm will be
included. Typicaly, the SMC review of the open report will take place one to two weeks
prior to the DSMB review.

The SMC review minutes of the open report will be sent to the DSMB along with the
closed report. The closed report will only be reviewed by the DSMB. The open report
will/may be used during the open session of the DSMB meeting. The study
database will be closed no later than 8 weeks prior to the date of the DSMB
meeting. The HPTN Statistical Data Management Center (SDMC) and the study
statistician will prepare both reports.

Review of the safety and operational characteristics of the study will take place during
each DSMB meseting (see Section 7.7.2). Based on these reviews, the DSMB could
recommend early termination (or nodification) if thereis clear evidence of benefit or harm
and/or if the quality of the study is judged as unacceptable. Continuation of the study will
be recommended if the balance of benefit to harm remains adequate and if the study
quality is acceptable.

Monitoring Quality of Study Conduct Operational Characteristicsand
I mplementation

The study may be terminated or modified for poor recruitment, adherence, and/or
retention. The following guidelines and measures will be used for stopping or
modifying the study early. These guidelines are not intended to be kept as strict rules.

Recruitment: The study sites are expected to begin enrollment in the full study over
the course of up to an 18 month period. Stopping or modifying the study may be
considered if the study team fails to recruit 500 couplesin the first 15 months,
1200 couples by the end of 21 months, and 1750 within 27 months after all sites
have been opened for enrollment.

Retention and losses to follow-up: Based on the expected incidence of HIV
transmission, the target retention rate for the study is 98% per year (i.e. 2% lost to
follow-up per year). At thisrate, about 11% of couples will be lost to follow- up after
at the end of follow-up. Stopping or modifying the study may be considered if the
study team fails to retained less than 96% of couples per year (i.e. 4% lost to
follow-up per year). At arate of 96% per year, about 1 in 5 couples will be lost to
followup at the end of follow-up.

Differentia (by study arm) “loss to follow-up” and site specific “loss to follow-up” data
should be reviewed carefully since participants might choose to leave the study if
treatment appears to fail and/or if other treatments become available. This type of
informative censoring could seriously bias the gudy primary analysis.

This retention guideline may be modified if the baseline incidence is determined to be
much lower/higher than predicted.
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Delay time: The primary objective of the study cannot be addressed if the time
before initiation of ART in the “delayed” arm istoo small. Based on various
assumptions outlined in Section 7.3, it is expected that ART will be initiated 2 to
3 years (median 2.8 years) after enrollment of participantsin the “delayed” ART
arm of thetrial.

Stopping or modifying the study may be considered if the median delay time is less
than 1 year. For amedian delay of 6 and 12 months (under scenario (1)), the expected
differences between the two arms in the cumulative HIV incidence rates are in the range of
[0.3%-4.3%)] and [1.4%-4.9%)], respectively, compared to arange of [4.9%-6.6%)] for a
median delay time of 2.8 years.

This delay time guideline should be evaluated in light of the safety and efficacy endpoint
data collected since the expected differences in HIV transmission rely heavily on
assumptions about the effectiveness of ART over time.

Adherence: Given that the rationale for the study is based on the suppression of
viral load, the primary objective of the study may not be addressed if viral
suppression is not achieved in those initiating ART. However, given the ability of
ART to concentrate in the genital tract, it is possible that HIV transmission will be
prevented even if suppression of vira burden is less than optimal. Regardless of
these possibilities, the overall benefits of ART depend on adherence to the
regimens prescribed. Therefore, direct and indirect measures of
adherence will be reviewed: (1) adherence to the study medication (e.g., pill
counts, self-report), (2) measurement of viral load assess by blood plasma HIV-1
RNA levels, and (3) for index cases in the “delayed” arm, the difference between
the time of ART initiation and the time CD4+ cell count drops below 200 cells/mn?®
and/or the occurrence of an AIDS-defining illness. The latter is assessing if index
cases in the “delayed” arm are initiating ART when they should have according to
the protocol, that is, when CD4+ cell count drops below 200 cells’'mm?® and/or the
occurrence of an AIDS-defining illness.

The difference in viral load between the two arms at a giventime point will depend on the
CD4+ cdl count decline rate, the incidence of AIDS-defining illnesses, and the rate of
treatment failures. In the first 3 years of follow-up it is expected that the differencein
viral load will be substantial, therefore for (2), stopping or modifying the study should be
consdered if there is less than a 3-fold difference in viral load between the two arms
(favoring the immediate arm) within the first 3 years of follow-up (i.e. lessthan 0.5
differencein log10 viral load).

For (3), the adherence to the treatment strategy in the ‘delayed” arm, stopping or modifying
the study should be considered if the median time (absolute) difference between the ART
initiation time and the time the CD4+ cell count drops below 200 cells/mm?® and/or the
occurrence of an AIDS-defining illness is more than 4 weeks.

Monitoring of Efficacy and Safety Endpoints

A tota of five forma interim analyses are planned. After the first couple is enrolled in the
study, two safety only analyses will be reviewed at 6 and 12 months. In addition, three
safety and efficacy analyses will be reviewed at 2, 3.5, and 5 years after the first couple
is enrolled in the study. The final analysiswill take place at the expected end of the study
(i.e. 6.75 years after the first couple is enrolled in the study).
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Acquisition of HIV will be the only efficacy endpoint to be reviewed while four safety
endpoints will be reviewed:

Acquisition of drug resistant HIV virus**
Serious AIDS related events (Grade 4 and higher)
Serious cardiovascular and other metabolic events (Grade 4 and higher)

Any Grade 4 and higher events

For example, it is possible that, in the short-term, the “immediate” arm may have a lower
rate of HIV acquisition and of AIDS related SAES while possibly having a higher rate of
cardiovascular and metabolic SAEs than the “delayed” arm.

** ART resistance can be expected to arise in participants (index cases) receiving
therapy. Virologic assays to measure resistance are difficult to obtain and
interpret. Accordingly, during the course of the trial the DSMB will be provided
information about virologic failure and ART adherence in al index cases. In addition,
we recognize that HIV-infected participants receiving ART through enrollment in the
"immediate arm™ could transmit resistant HIV variants to their sexual partners.
However, the clinical consequences of acquisition of such HIV variants are
currently not well understood because such resistance may not be sustained in the new
host, genotypic resistance markers may not confer clinically relevant resistance, and the
resistant variants transmitted may be less pathogenic. In addition, we will not be able to
prove prospectively that the virus causing a new infection was actually acquired from
the relevant sexual partner. Furthermore, participants with newly acquired HIV in this
study will be unlikely to receive ART therapy themselves during the course of the study.
We will, however, review al clinical and virologic information available about newly
acquired HIV with the DSMB.

The DSMB may recommend early termination of the study or modification when there is
clear evidence of benefit or harm or may recommend continuation of the study if the
balance between benefit and harm remains adequate. Therefore, the DSMB may
recommend stopping or modifying the study early in the following situations:

Clear evidence of serious safety problems including:

An excess in frequency of serious AIDS related events (Grade 4 and higher) among
the “delayed” arm participants compared to the immediate arm participants.

An excess in frequency of serious cardiovascular and other metabolic events
(Grade 4 and higher) among the “immediate” arm participants compared to the
“delayed” arm participants.

An excess in frequency of serious any serious adverse events (Grade 4 and
higher) in one of the arm.

Excess transmission of drug resistant HIV variants in the “immediate’ arm AND
clear-cut evidence that such resistance will compromise the immediate and future
health and clinical care of the study participants.
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8.1

8.2

Clear evidence of benefit:

A statistically significant difference in the rate of HIV acquisition between the two
arms appropriately adjusted for the sequential analysis.

Interim and final analyses will be adjusted to maintain an overall 5% type | error rate.
Adjustments will be based on Lan and DeMet's implementation of the
O'Brien-Fleming grouped sequential stopping boundary with time measured on the
cumulative number of primary endpoints. Thisimplementation permits early stopping only
for very strong positive or negative effects and maintains nearly all the nominal power for
the final analysis.

HUMAN SUBJECTSCONSIDERATIONS
Ethical Review

Studies such as this one raise issues unique to research in resource-limited settings. The
protocol team has considered many of these issues, with specia attention to the “World
Medical Association Declaration of Helsinki: Ethical Principles for Medical Research
Involving Human Participants” Report, and the recent National Bioethics Advisory
Committee (NBAC) Report. In addition, this protocol, any subsequent modifications
to the protocol, and all initial site-specific informed consent forms will be reviewed and
approved by the HPTN Protocol Review Committee and DAIDS Prevention Science
Review Committee with respect to scientific content and compliance with research and
human subjects regulations.

The protocol, site-specific informed consent forms, participant education and recruitment
materials, and other requested documents — and any subsequent modifications — will
also be reviewed and approved by the ethical review bodies responsible for oversight of
research conducted at the study site.

Subsequent to initial review and approval, the responsible local Institutional Review
Boards/Ethical Committees (IRBS/ECs) will review the protocol at least annually. The
Investigator will make safety and progress reports to the IRBS/ECs at |east annually, and
within three months of study termination or completion. These reports will include the
total number of participants enrolled in the study, the number of participants who
completed the study, all changes in the research activity, and all unanticipated problems
involving risks to human subjects or others.

Informed Consent

Written informed consent will be obtained from each study participant (or a mark for
those who are illiterate, which will be witnessed by athird party). Each study siteis
responsible for developing study informed consent forms for local use, based on the
templates in Appendix 1V, that describe the purpose of the study, the procedures to be
followed, and the risks and benefits of participation, in accordance with all applicable
regulations.
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8.3

8.4

8.5

The study site is aso responsible for trandating the template formsinto local languages,
and verifying the accuracy of the trandation by performing an independent
back-trandation.

Participants will be provided with a copy of their informed consent formsiif they are
willing to receive them.

Accessto HIV-Related Care

This study will enroll men and women who are infected with HIV and their uninfected
partners. At all study sites, HIV testing and counseling and couples HIV counseling will
be provided. Condoms will be provided to participants throughout the duration of their
participation.

Index cases will either begin on ART immediately upon enrollment (Arm 1) or when two
consecutive measurements of their CD4+ cell counts becomes < 200 cells/mm?, or they
develop an AIDS-defining illness (Arm 2). Index caseswill remain on therapy as long as
clinically possible during their participation in the study. Index cases on both armswill be
provided free HIV clinical care and other primary care during the course of the study to
include screening and treatment for a variety of disease manifestations. This clinical care
will be provided to index cases under the best clinical judgment of the study clinicians.

HIV-infected individuals identified through screening for all parts of the study who do not
meet eligibility criteria, or who do not wish to enroll in the study, will be referred to local
HIV care services, or other agencies that provide care or access to treatment. They will

also be referred for possible enrollment into other available HIV treatment clinical trials.

For partners who become infected with HIV during the course of all parts of the study,
the site will make every effort possible to provide HIV-related care to those individuals as
resources will allow. They will also be referred to local HIV care services, NGO'’s, or
other agencies that provide care or access to treatment. They will aso be referred for
possible enrollment into other available HIV treatment clinical trials.

The study Principal Investigator will work closely with the individual study sitesto
identify funding sources for HIV related care (e.g. access to, or provision of, ART and
ART-related care) for enrolled index cases after the discontinuation of the study’s
financial support by the National Institutes of Health (NIH). Individual study sites will
provide to the NIH a written plan for provision of ART or HIV-related care. The plans
will focus on those index cases in whom ART and HIV-related care would be considered
required according to local standards of care and accepted guidelines

(e. 9. WHO/UNAIDS, USPHS for U.S. sites).

I ncentives

With IRB/EC approval, participants can be compensated for their time and effort in this
study. Site-specific reimbursement amounts will be specified in the study informed
consent forms.

Confidentiality

All study-related information will be stored securely at the study site. All participant
information will be stored securely in areas with access limited to study staff. To
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8.6

8.7

9.1

maintain participant confidentiality a coded number will identify all study specific
laboratory specimens, reports, study data collection, process, and administrative forms.
All study records that contain names or other personal identifiers will be stored
separately from other study records. All local databases will be secured with
password-protected access systems. Forms, lists, logbooks, appointment books, and any
other listings that link participant ID numbers to other identifying information will be
stored in a separate areawith limited access. A participant’s study information will not be
released without the written permission of the participant, except as necessary for
monitoring by the NIAID and/or its contractors; pharmaceutical companies; representatives
of the HPTN CORE, SDMC, and/or CL; the U.S. FDA, other government and regulatory
authorities, and/or the site IRB/EC.

Communicable Disease Reporting Requirements

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

Study Discontinuation

The study may be discontinued at any time by NIAID, the HPTN, pharmaceutical
companies, the U.S. FDA , in-country government or regulatory authorities, and/or the
study site IRB/EC.

LABORATORY SPECIMENSAND BIOHAZARD CONTAINMENT
Local Laboratory Specimens
The following types of specimens will be collected for testing at the local 1aboratory:

Blood for HIV-1 EIA, Western blot, IFA, HIV-1 RNA PCR, syphilis serology,
CD4+ cell count, CBC, blood chemistry, LFTs, Hepatitis B serology, maaria
thick/thin smears, and plasma, serum, whole blood, and PBMC storage;

Urine for pregnancy testing, gonorrhea and chlamydia PCR, and parasitic protozoa
smear;

Vaginal wet mount for TV, BV, and candida;
Genital secretions for storage;
Fecal smearsfor parasitic diseases

Each study site will adhere to standards of GCP, and local standard operating
procedures for proper collection, processing, labeling, transport, and storage of
specimens to the local 1ab. Specimen collection, testing, and storage at the local 1ab will
be documented using the HPTN Laboratory Data Management System (LDMS).

HPTN guidelines require that the HPTN Central Lab (CL) certify each local |aboratory
for all protocol-specified assays, and that each local |aboratory must maintain proficiency
as certified by the HPTN CL throughout the duration of the study.
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9.3

94

9.5

Central Laboratory Specimens

As described in Section 5.0, the following types of specimens will be collected for
storage and testing at the HPTN CL.:

Plasma for HIV genotyping (See “Note” below)
Cervical swab for HIV-1 RNA;

Semen for HIV-1 RNA; and

Genital ulcer swab for multiplex PCR.

Each study site will adhere to standards of GCP , the SSP Manual, and local SOPs for
proper collection, processing, labeling, and transport of specimens for the CL.

Note: Three regional |aboratories will test plasmafor HIV genotyping. If aregional
laboratory is unable to perform this test, these samples will be sent to the HPTN CL.
Procedures for shipment of specimens to the appropriate laboratory will be outlined in the
SSP Manual.

Quality Control and Quality Assurance Procedures

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

On a quarterly basis throughout the study, the HPTN CL will select arandom sample of
stored specimens to test for quality assurance (QA) purposes.

The CL will inform site staff of the samples selected for quality assurance testing,
and site staff will ship the selected specimens to the CL. All specimens will be shipped in
accordance with the SSP Manual and IATA specimen shipping regulations. All shipments
will be documented using the HPTN LDMS.

Specimen Storage and Possible Future Resear ch Testing

Study site staff will store all collected specimens in this study until all quality assurance
testing at the HPTN Central Lab has been completed. In addition, a separate
consent will be administered asking for permission for specimens to be stored after the
end of the study for possible future testing. The specimens of participants who do
not consent to long-term storage and additional testing will be destroyed at the end of the

studly.
Biohazard Containment

As the transmission of HIV and other blood-borne pathogens can occur through contact
with contaminated needles, blood, and blood products, appropriate blood and secretion
precautions will be employed by all personnel in the drawing of blood and shipping and
handling of all specimens for this study, as currently recommended by the U.S. Centers
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for Disease Control and Prevention (CDC). All infectious specimens will be transported
in accordance with U.S. regulations.

10 ADMINISTRATIVE PROCEDURES
10.1 Study Activation

Following ethical review and approval, study sites will submit required administrative
documentation — aslisted in the SSP Manual — to the HPTN CORE. CORE staff will
work with study site staff and complete DAIDS protocol registration in accordance with
the current DAIDS Protocol Registration Policy and Procedure Manual. Included in this
step will be CORE and DAIDS review of each site-specific study informed consent form.

Pending successful protocol registration and submission of all required documents,
CORE staff will “activate” the site to begin study operations. Study implementation may
not be initiated until a study activation notice is provided to the site.

10.2 Study Coordination

Study implementation will be directed by this protocol as well as the SSP Manual. The
SSP Manual —which will contain reference copies of the DAIDS SOPs for Source
Documentation and Essential Documents, as well as the DAIDS SAE Reporting Manual
for the AACTG, PACTG, CPCRA, and IRP and the DAIDS Table for Grading Severity
of Adverse Experiences— will outline procedures for conducting study visits; data and
forms processing; AE assessment, management and reporting; dispensing study

medi cations and documenting drug accountability; and other study operations. The SSP
will be submitted to the sponsor prior to implementation of the study and will be made
available to the IRBYECs, the U.S. FDA, and other in-country regulatory authorities
upon request.

The study team and HPTN SDMC will develop study case report forms. Datawill be
transferred to the HPTN SDMC, where the data will be entered and cleaned. Quality
control reports and queries will be routinely sent back to sites for verification and
resolution.

Close cooperation between the study Investigator, NIAID Medical Officer, HPTN
Clinical Research Manager, Biostatistician, Data Managers, and other study team
members will be necessary in order to track study progress, respond to queries about
proper study implementation, and address other issues in atimely manner. The study team
will monitor rates of accrual, adherence, follow-up, and AE incidence closely.
Representatives of the HPTN CORE and SDMC will also evaluate these rates on a
regular basis.

10.3 Study Monitoring

Ontsite study monitoring will be performed in accordance with DAIDS policies. Study
monitors will visit the site to:

verify compliance with human subjects and other research regulations and
guidelines;
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assess adherence to the study protocol and local SOPs; and

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

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

10.4 Protocol Compliance

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

10.5 Investigator's Records

The Investigator will maintain and store in a secure manner complete, accurate, and
current study records throughout the study. In accordance with U.S. regulations, for each
of the products tested, the Investigator will retain all study records for at least two years
following the date of marketing approval for the study product for the indication in which
it was studied. If no marketing application is filed, or if the application is not approved,
the records must be retained for two years after the FDA is notified that the IND is
discontinued. Study records include administrative documentation — including protocol
registration documents and all reports and correspondence relating to the study — as well
as documentation related to each participant screened and/or enrolled in the study —
including informed consent forms, locator forms, case report forms, notations of al
contacts with the participant, and all other source documents.

10.6 Use of Information and Publications

Publication of the results of this study will be governed by DAIDS and HPTN policies.
Any presentation, abstract, or manuscript will be submitted by the Investigator to the
HPTN Manuscript Review Committee, DAIDS, and pharmaceutical companies for
review prior to submission.
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Appendix I. A. Schedule Of Procedures And Evaluations—Index Case

BlE| o |2y 3| 2|yt
Bl | BS3 | BlFE ez
3 E g = 3 > | a 3 g [
g s 8

Administrative, Behavioral and Regulatory Procedures

Informed consent (screening or study informed consent form) X X

Demographic information X

Eligibility checklist X

Locator information X X X X X X

Randomization X

Sexual history assessment X x> X | X

HIV pre-test, risk reduction, and post-test counseling X

Couples HIV counseling X X X X X X

Adherence assessment X*T T xX* | x*] xX* X?

Clinical Procedures

Urine collection Xt X Xt | Xt X

Fecal collection [X] [X]

Semen collection X X X

Blood collection X X X X3 X1 X X X

Complete medical history, con meds, physical exam X

Directed history, con meds, physica exam X X X3 X | X

Chest x-ray X

Genital exam (swab if ulcer is observed) X X

Pelvic exam (women only, including swab) X X X

Provide treatment [X] XT 1 IXT | X1 X1 [XT] X

Provide study medications (ART and/or primary HIV medications) X X X X X

Adherence counseling X*T X* 1 x* T x*] x* X

Laboratory Evaluations

Urine pregnancy test (women only) X X X X X

Urine PCR for GC and CT (men only) X X

Urine smear (O&P) [X] [X]

Fecal smear (O&P) [X] (X]

Cervical/seminal HIV-1 RNA X X X

Wet mount for TV, BV, candida X X

Multiplex PCR (if genital ulcer observed) (see Footnote #6) [X] [X] [XT | X1 X1 [X]

PCR for GC and CT (vaginal swab) X X

HIV EIA/Western blot/IFA X

CBC X X X X3 X X

Blood chemistry X X X X3 X | X

LFTs X X X X3 X X

CD4+ cdll count X X X X

Blood plasmaHIV-1 RNA X X X X X

Hepatitis B serology X

Syphilis serology X X

HIV genotyping (see Footnote # 2) X X X

Malaria thick/thin smear [X] [X]

SampleStorage

Plasma X X“ X | X xX“| X

Serum X X X X

Whole Blood (see Footnote #2) X

PBMC's (see Footnote #2) X X X X

Genital Secretions X X X

BV, bacterid vaginos's, CBC, complete blood count; IFA immunofloresence assay; LFT (liver

PBMC (peripheral blood mononuclear cells); TV (Trichomonas vaginalig.
1=Womenonly
2 = Refer to SSP for specific instructions.

3 = Perform at the first two months following initiation of antiretroviral therapy

4 = Administer/perform only if index case is on study medication.
5 = Perform a Study Month 1 and 2 only

6 = A swab should be taken for mulitplex PCR at any time an ulcer is observed upon examination for shipment to the HPTN CL.

unction tests); O&P (ova and parasites);
[1=1If clinicaly indicated, or site specific
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Appendix |. B. Schedule Of Procedures And Evaluations— Partner

o 5 ~ | B 2 g E
B| & £g| © z | 8
: ¢ Pl s

Administrative, Behavioral and Regulatory Procedures

Informed consent X X

(screening or study informed consent form)

Demographic information X

Eligibility checklist X

Locator information X X X X X X

Randomization X

Sexual history assessment X X3 X X

HIV pre-test, risk reduction, and post-test counseling X X X X

Couples HIV counseling X X X X X X

Clinical Procedures

Urine collection X X

Semen collection X

Blood collection X X X X X

Complete medical history and physical exam X

Directed history and physical exam X X X

Genital exam (swab if ulcer is observed) X X X

Pelvic exam (women only, including swab) X X X

Provide treatment [X] [X] [X] [X] [X] [X] [X]

Adherence counseling Xt X! Xt X1 X1 X

Laboratory Evaluations

Urine PCR for GC and CT (men only) X X

Cervical/seminal HIV-1 RNA X

Wet mount for TV, BV, candida X X

PCR for GC and CT (vaginal swab) X X

Multiplex PCR (if genital ulcer observed) (see Footnote # 4) [X] [X] [X] [X] [X] [X]

HIV EIA/Western blot/IFA X X X

CBC X

Blood chemistry X

LFTs X

CD4+ cell count X

Blood plasma HIV-1 RNA X

Syphilis serology X X

HIV genotyping (see Footnote # 2) X

Sample Storage

Plasma X X X X2

Serum X X X

Whole Blood (see Footnote #2) X

PBMC's (see Footnote #2) X X X X

Genital Secretions X

1 =Performonly if index caseison ART.

2 = Refer to SSP for specific ingtructions.

3 = Peaform a Study Month 1 and 2 only

4= A swab should be taken for mulitplex PCR &t any time an ulcer is observed upon examination for shipment to the HPTN CL.
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Appendix I1. HIV Antibody Testing Algorithm for Endpoint Ascertainment at
Follow-up

(Partner Only)

rapid or standard
EIA

Report asindeterminate. Requires
additional testing.

Sample 1
WB or IFA

STOP: Report asHIV-uninfected.
A

ind or +

Sample 2
WB or IFA

STOP: HIV infection confirmed. <

Repeat specimen collection and
WB/IFA until statusis confirmed.
Consult theHPTN Central Lab if

needed.
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Appendix 1. WHO-Derived AIDS Case Definition

The WHO-Derived AIDS Case Definition is defined as at least 2 major clinical signs and

1 minor clinica sign:

Major signs

Significant loss of body weight (10% from
baseline weight)

Chronic diarrhea for 1 month or more (3
or more watery stools/day)

Prolonged or intermittent documented
fever over aperiod of 1 month or more

Minor signs

®Pop o

Persistent cough for >1 month, productive
or nontproductive

Generalized skin rash

Herpes zoster

Oropharyngeal candidiasis

Generalized lymphadenopathy
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Appendix V. Informed Consent Form Templates:

Index Case and Partner Screening: Run-1n Period and Full Study
Index Case Enrollment: Run+In Period and Full Study

Partner Enrollment: Run-1n Period and Full Study

Index Case and Partner Screening: Full Study

Index Case Enrollment: Full Study

Partner Enrollment: Full Study

Specimen Storage

Index Case Pregnancy
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SAMPLE INFORMED CONSENT FORM
DIVISION OF AIDS, NIAID, NIH
HPTN 052

A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV Primary Care
versuisHIV Primary CareAloneto Prevent the Sexual Transmission of HIV-1 In Serodiscor dant
Couples

Version [X.X]

INDEX CASE AND PARTNER SCREENING: RUN-IN PERIOD AND FULL STUDY

PRINCIPAL INVESTIGATOR: [insert name]
PHONE: [insert number]

INTRODUCTION:

Y ou are being asked to volunteer for screening teststo find out if you are digible for the investigationa
research study named above. This study is sponsored by the United States National Ingtitutes of Health.
The person in charge of the study at this Site is[insert name of principal investigator].

Thisisastudy for couplesin which one person is infected with HIV and the other person is not. HIV is
the virus that causes AIDS. The study will be conducted in two parts. In the first part, about 90
couples will participate (up to 10 couples at your clinic) for up to about one year. In the second
part, about 1660 more couples will participate for at least 5 years. The 90 couples from the first
part of the study will also participate in the second part. About 1750 couples will participate in
the whole study, which includes both parts (about 245 couples total at your clinic). The couples
participating in this study will come from Asia, Africa, South America, and North America. The first
part of the study will help to find out if the study can be conducted at your clinic. If it cannot, the
second part of the study will not happen.

The screening tests for the study include interview questions and at least one blood test. Y ou may also
have another blood test, a physical exam, and a pregnancy test (if you are female).

Before you decide whether or not to take part in the screening tests for this research study, you need to
know the purpose of the screening tests, the possible risks and benefits of being screened, and what will be
expected of you during the tests. This consent form provides that information. The study staff will
discuss the information with you. They will answer any questions you may have. After the screening
tests have been fully explained to you, you can decide whether or not you want to participate. If you
understand the tests and agree to partcipate, you will be asked to sign this consent form or make your
mark in front of someone. You will be offered a copy of this form to keep.

After the screening tests, you will find out if you are eligible for the research study. If you are éigible,
the study staff will fully explain the research study to you and answer any questions you have. After the
research study has been fully explained to you and if you decide to participate, you will be asked to sign
another consent form.
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Please note that:

Your participation in the screening tests is entirely voluntary.

Y ou may decide not to take part or to withdraw from the screening tests at any time without losing
the benefits of your standard hedlth care.

You are only being asked to take part in the screening tests at thistime. Even if you agree to
have the screening tests, you do not have to join the research study.

DESCRIPTION OF THE STUDY:

The main purpose of the study isto find out whether treating people infected with HIV with anti-HIV
drugs will prevent them from passing the virus to their partner through sex. Another purpose is to
determine when the best time is to start taking anti-HIV drugs in order to prevent passing the virus
to a partner through sex. Also, even though these drugs are used in other places in the world, we will
study more about how safe they are to take, especially over a long period of time. We do not know if
what we are doing in this study will work and so it is called an investigational study.

During the study, everyone with HIV will receive health care which may include medications to
treat infections or other conditions that we find. Some people will also receive anti-HIV drugs to
treat their HIV infection, and will start taking these drugs as soon as they join the study. Others
may start take the anti-HIV drugs later in the study, after their T-cell count [or whatever termis
commonly used locally] islower or if they become sick. The T-cdll count is ablood test that we use to
measurethe amount of damage that HIV has done to your body. Regardless of which group you are
in, you will be started on anti-HIV drugs before your T-cell count gets to a point that would make you
very sick.

There are two parts to the research study: the run-in period, and the full study. The main purpose
of the first part of the research study is to find out whether the full study can be done at your
clinic. At the end of the first part, a decision will be made whether the full study can be done.
The first part of the study will be the same as the second part; including how often you return to
the clinic and when you receive treatment and/or anti-HIV drugs.

PURPOSE OF THE SCREENING TESTS:

The purpose of the screening testsis to find out if you are eligible for the research study described
above. Some people may not be able to join the research study because of information found during the
screening tedts.

The screening tests for the study include interview questions and at least one blood test. Y ou
may also have an additional blood test, a physica exam, and a pregnancy test (if you are female).

After the screening tests, you will find out if you are eigible for the research study. If you are digible,
the study staff will fully explain the research study to you and answer any questions you have. After the
research study has been fully explained to you and if you decide to participate, you will be asked to sign
another consent form.

PROCEDURES:

If you agree to have the screening tests, you may be asked to come back to the clinic severd times over
the next few weeks.
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During these visits:

We will ask you where you live and how to find you.

We will ask you questions about you (like your age), your sexual activities, and your sexud
partners.

We will talk with both you and your partner about HIV and we will provide you information about
how to prevent the spread of HIV.

We will draw some of your blood (no more than 5 mL each time, which is about 1 teaspoon
[change to local equivalent, if appropriate]). This blood will be tested to see if you are infected
with HIV. We may test you more than once for HIV. Before we draw your blood, we will talk
with you about the HIV test, what it may mean to know your HIV status, and whether you are
prepared to receive your HIV test result. Sometimesan HIV test isnot clearly positive or negative. If
this happens, we will test your blood again until we know the result for sure. Wewill tdll you if your

HIV test is positive or negetive. [If the Steisusing an HIV rapid test for screening, this bullet point
should be changed to reflect the procedure]

If you do not have HIV:

If your blood test shows that you do not have HIV, you may be igible to participate in the study. Wewill
ask you other questions related to your sexual practices, and whether or not you are willing to talk to your
partner about your sexual activities together with a counselor. Your partner must be willing to
participate in the study. We may need to test you again to see that you till do not have HIV.

If you have HIV:

If your blood test shows that you do have HIV, we will continue with the following activities:

We will examine your body to see if you are sick.

We will draw additional blood (ho more than 30 mL, which is about 6 teaspoons [change to local
equivalent, if appropriate]). This blood will be tested to see how much damageHIV has done to
your body’s ability to fight off infections (your immune system). This blood will also be tested to
find out if your kidneys, liver, and blood are healthy. We may store some of this blood for
possible future HIV -related testing.

If you are awoman, we will ask for aurine sample. This sample will be tested to find out if you
are pregnant.

If the results of your screening tests show that you have HIV, but that the virus has not done too much
damage to your body, you may be digible to participate in the study. We will ask you other questions
related to your sexual practices, and whether or not you are willing to talk to your partner about your
sexual activities together with a counselor. Your partner must be willing to participate in the

study.

RISKSand/or DISCOMFORTS:

If you participate in the screening, there are a few risks or discomforts you should know about.

You may fed discomfort, dizzy, or even faint when your blood is drawn. Redness, pain, swelling,
bruising, or an infection may occur where the needle goes into your arm.
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Y ou may become embarrassed, worried, or anxious when discussing your sexua practices, talking about
HIV or sex with your partner, or discussing or waiting for your test results. Learning that you have HIV
may make you worried or anxious. It isalso possible that participation in this screening process may
cause disagreements between you and your partner. A trained counselor will help you deal with any
feelings or questions you may have.

We will make every effort to protect your privacy and confidentiaity while you are being screened for this
study. Your visits here will take place in private. However, it is possible that others may learn of your

participation here, and think you or your partner has HIV. Because of this, others may treat you
unfairly or discriminate against you. For example, you could have problems getting or keeping a job.

Y ou could also have problems being accepted by your family or community.

POTENTIAL BENEFITS:

Y ou may get no direct benefit from the screening tests. However, you will receive counseling about HIV
and information on your HIV status. Y ou and your partner will receive information about how to
prevent the spread of HIV and you will get free condoms. If you are infected with HIV, but not
eligible to be in the study, you will be told where you can receive hedth care, counseling, and other
services, as well as information about other research studies.

REASONSWHY YOU MAY BE WITHDRAWN FROM THE SCREENING TESTS
WITHOUT YOUR CONSENT:

Y ou may be removed from the screening tests without your consent for the following reasons:

The study is stopped or cancelled.
Undergoing the screening tests would be harmful to you.
Y ou are not able to attend the screening visits or complete the screening tests.
Your partner is not willing or able to attend screening visits or complete the screening tests.
You are not willing to find out your HIV test result.

Y ou are not willing to tell your partner your HIV test result or have HIV counseling with him or
her.

COSTSAND COMPENSATION:

There is no cost to you for the screening tests. At the end of each visit, you will be given
[insert amount of money or incentive package to compensate participant for food, travel expenses, lost
work time, etc]

CONFIDENTIALITY:

Efforts will be made to keep your screening records and test results confidentia to the extent permitted
by law. However, we cannot guarantee confidentiaity. You will be identified by a code (a number),
and personal information from your records will not be released without your written
permission. You will not be personally identified in any publication about this study. However,
your records may be reviewed, under guidelines of the United States Federal Privacy Act [U.S sites
only], by the United States Food and Drug Administration (FDA); the sponsor of the study (United States
National Ingtitutes of Health [NIH]), the [insert name of site] Ingtitutional Review Board (IRB), study
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staff, study monitors, the companies that make the drugs used in this study, and [insert applicable local
authorities].

If you are infected with HIV, some of the blood collected for these screening tests may be stored for tests
done later. These samples will be stored in containers that do not have your name on them but
that use a code to protect your privacy. These tests are to help learn more about HIV and anti-HIV
drug treatment.

If during the course of these screening tests, we find out that you have [insert all applicable reportable
diseases (e.g., HIV)], we must report it to [insert the name(s) of the local health authorities]. Although
we must report that we have treated someone with [insert all applicable reportable diseases], your
name will not be reported to the agency. [Amend this paragraph to reflect the local requirements. If
there are no local requirementsto report communicable diseases, delete this paragraph.]

[For U.S sitesonly:] In addition to the efforts made by the study staff to keep your persona information
confidential, a Certificate of Confidentiality has been obtained from the U.S. Federal Government for this
study. This Certificate protects study staff from being forced to tell people who are not connected with
this study, such as the court system, about your participation or information you give for study purposes.
Even with the Certificate of Confidentiality, however, if the study staff learn of possible child abuse
and/or neglect or arisk of harm to you or others, they will be required to tell the proper authorities.

RESEARCH-RELATED INJURY:

[Ste-specific: insert institutional policy] If you are injured as a result of these screening tests, the study
clinic will give you immediate necessary treatment for your injuries. Y ou will then betold
where you may receive additional treatment for your injuries. The cost of this treatment may be charged
toyou. Thereisno programto pay for the treatment of such injuries. Y ou do not give up any legal
rights by signing this consent form.

PROBLEMSor QUESTIONS:
For questions about this study or a research-related injury, contact:

[insert name of the investigator or other study staff]

[insert telephone number and physical address of above

For questions about your rights as a research subject, contact:

[insert name or title of person on the Ingtitutional Review Board (IRB) or other organization
appropriate for the site]

[insert telephone number and physical address of above]
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SIGNATURE PAGE: SCREENING: RUN-IN PERIOD AND FULL STUDY

HPTN 052: A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV
Primary CareversusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-11n
Serodiscordant Couples, Version [X.X]

If you have read this informed consent, or have had it read and explained to you, and understand the
information, and you voluntarily agree to undergo the screening tests for this research study, pleasesign
your name or make your mark below.

Participant Name (print) Participant Signature and Date

Study Staff Conducting Study Staff Signature and Date
Consent Discussion (print)

Witness Name (print) Witness Signature and Date
(Asappropriate)
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SAMPLE INFORMED CONSENT FORM
DIVISION OF AIDS, NIAID, NIH
HPTN 052

A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV Primary Care
versusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-1 In Serodiscor dant
Couples

Version [X.X]

INDEX CASE ENROLLMENT: RUN-IN PERIOD AND FULL STUDY

PRINCIPAL INVESTIGATOR: [insert name]
PHONE: [insert number]

INTRODUCTION:

Y ou are being asked to volunteer for the investigational research study named above. This study is
sponsored by the U.S. National Instiutes of Health. The person in charge of the study at this siteis
[insert name of principal investigator].

Thisisastudy for couplesin which one person is infected with HIV and the other person is not. HIV is
the virus that causes AIDS. The study will be conducted in two parts. In the first part, about 90
couples will participate (up to 10 couples at your clinic) for up to about one year. In the second
part, about 1660 more couples will participate for at least 5 years. The 90 couples from the first
part of the study will also participate in the second part. About 1750 couples will participate in
the whole study, which includes both parts (about 245 couples total at your clinic). The couples
participating in this study will come from Asia, Africa, South America, and North America. The first
part of the study will help to find out if the study can be conducted at your clinic. If it cannot, the
second part of the study will not happen.

Before you decide whether or not to take part in this research study, you need to know the purpose,
the possible risks and benefits to you, and what will be expected of you during the study. This
consent form provides that information. The study staff will discuss the information with you.
They will answer any questions you may have. After the study has been fully explained to you, you
can decide whether or not you want to participate. Once you understand this study, and if you agree
to take part, you will be asked to sign this consent form or make your mark in front of someone.

Y ou will be offered a copy of this form to keep.

Please note that:

Your participation in this study is entirely voluntary.

You may decide not to take part or to withdraw from this study at any time without losing the
benefits of your or your partner’s standard health care.

PURPOSE OF THE STUDY:

The main purpose of the study isto find out whether treating people infected with HIV with anti-HIV
drugs will prevent them from passing the virus to their partner through sex. Another purpose is to
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determine when the best time is to start taking anti-HIV drugs in order to prevent passing the virus
to a partner through sex. Also, even though these drugs are used in other places in the world, we will
study more about how safe they are to take, especially over a long period of time. We do not know if
what we are doing in this study will work and so it is called an investigational study.

During the study, everyone with HIV will receive health care which may include medications to
treat infections or other conditions that we find. Some people will also receive anti-HIV drugs to
treat their HIV infection, and will start taking these drugs as soon as they join the study. Others
may start take the anti-HIV drugs later in the study, after their T-cell count [or whatever termis
commonly used locally] is lower or if they become sick. The T-cell count is ablood test that we use to
measurethe amount of damage that HIV has done to your body. Regardless of which group you are
in, you will be started on anti-HIV drugs before your T-cell count getsto a point that would make you
very sick.

There are two parts to the research study: the run-in period, and the full study. The main purpose
of the first part of the research study is to find out whether the full study can be done at your
clinic. At the end of thefirst part, a decision will be made whether the full study can be done.
The first part of the study will be the same as the second part; including how often you return to
the clinic and when you receive treatmert and/or anti-HIV drugs.

Study Groups

If you decide to take part in the study, you and your partner will be placed in 1 of 2 groups. Y our group
will be chosen “by lot” [or other equivalent local term]. Y ou have an equa chance of being placed in
each group, but you cannot choose your group. Both groups are very important to this study. Couplesin
both groups will have the same study visits.

During the study, one group will start anti-HIV drugs as soon as they join the study. Others may
start the anti-HIV drugs later in the study, if their T-cell count [or whatever termis commonly used
locally] islower or if they become sick. The T-cell count is ablood test that we use to measurethe
amount of damage that HIV has done to the body. Regardless of which group you arein, you will be
started on treatment before your T-cell count falsto alow level.

PROCEDURES:

If you agree to join this study, you will be asked to come back to the clinic with your partner on a

regular basis. We will aso tell you the results of any tests we do in this study as soon as they become
available. If we find any infections or other conditions during your physical examination or from your
laboratory tests, you will receive free trestment for the conditions to the extent possible.

The procedures conducted at each visit are the same for both parts of the study. During the first part
of the study, you will come to the clinic for the enroliment visit and at least 5 monthly follow-up
visits. If you start anti-HIV drugs during the first part, you will return to the clinic two weeks after
starting the drugs.

First Study Visit (Enrollment):

During your first study visit, the study will be explained to you. You will have time to ask questions
and discuss any concerns you may have with the study staff. This visit may last up to 4 hours.
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We will ask you for detailed information about where you live and how we can find you. This
information will be very important because we may need to contact you to give you new information
or we may need to find you if you miss an appointment. If you miss an appointment during the
study, we will try to reach you through the contact information you provide. If we talk to people on
thislist, we will not tell them why we are trying to reach you. If you are not willing to give us this
information, you should not agree to be in this study.

We will ask you to answer afew questions about your health, how you have been feeling, and about
your sexual activities. You will then have a complete physical examination. During the exam, we
will measure your temperature, blood pressure, height, and weight, and we will take an x-ray of your
chest. In addition, we will examine your penisif you are a man, or we will look in your vagina if
you are awoman. |If you are awoman, we will collect fluid from your vagina with a swab to find out
if thereis HIV in your vagina or if you have any infections. Some of this sample will be stored for
future HIV-related testing. If you are a man, we will ask you to give a semen sample by masturbation
so we can seeif thereis HIV in the semen. Some of this semen will be stored for future HIV-related
testing. If sores are found on your penis or in your vagina, a swab sample will be taken to find out what
has caused it.

Wewill draw a blood sample (no more than 45 mL, which is about 7 teaspoons| can be changed to local
equivalent] ). This blood will be tested to see how much HIV isin your blood, and how much
damage HIV has done to your body’s ability to fight off infections. We will also check your blood for
malaria [site-specific: sites located in endemic regionsinclude malaria testing], hepatitis B, and syphilis,
and make sure your kidneys, liver, and blood are healthy. Some blood may be stored for future HIV-
related testing. We will ask you to give a urine sample to test for sexually transmitted diseases and
parasites[ Ste-specific: sites located in endemic regions include parasitic protozoa testing]. If you are a
woman, we will also check your urine to seeif you are pregnant.

[Instruction to Site personnd: Insert the following language ONLY if enteric parasites are endemic for your
region: We will ask you to give astool sample so we cantest it for parasites.]

At thisvigt, you and your partner will find out which group you arein. The groups are:

Group 1: Health care for your HIV plus getting anti-HIV drugs immediately

Group 2: Health care for your HIV plus anti-HIV drugs after your T-cell count is alow number or
after you become sick

If you are assigned to Group 1, you will be given enough anti-HIV pillsto last you until your next visit to
the clinic. The study staff will tell you exactly how and when to take them. Itisvery
important that you take this medication every day in theway that thestudy staff tellsyou to. If you are
not willing to take medication every day, you should not agree to be in this study.

During the course of the study, you may get many different kinds of drugs as part of caring for your HIV
infection. The study staff will tell you how and when to take these drugs. Y ou must take these drugs as
directed by the study staff.

Y ou and your partner will be told how to prevent the spread of HIV infection. We will give you condoms
and advise you or your partner to wear acondom every time you have sex. You must under sand that
we do not know if anti-HIV drugswill prevent your partner from getting HIV from you, so you
should avoid all activities where you could pass your HIV infection to someone else, even if you are
taking the anti-HIV drugs.

HPTN 052 Final Version 1.0, October 10, 2003 Page 119 of 176



Two Week Study Visit:

After you start taking anti-HIV drugs, you will be asked to return to the clinic two weeks later. This visit
will last about an hour. At this visit:

We will ask you to bring back any study pills that you did not take if you are in the group taking
anti-HIV drugs. We will count any left over study pills you may have and give you enough new
pillsto last until your next visit. We will ask you questions and talk with you about taking your

study pills.
We will confirm where you live and how to find you.
You will have aphysical exam. If we find that you are sick, we will treat your symptoms.

We will counsel you and your partner about using condoms during sex and give you condoms.
Even if you come to the clinic done, we will till talk to you about how to prevent the spread of
HIV.

We will draw blood (no more than 10 mL, which is about 2 teaspoons [ can be changed to local
eguivalent]) to check the hedlth of your kidneys, liver, and blood.

Monthly Study Vidts

Y ou will come back to the clinic every month during the entire study. These visitswill last about an hour.
At each monthly visit:

If you are taking anti-HIV drugs, we will ask you to bring back any study pills that you did not
take. We will count any left over study pills you may have and give you enough new pills to last
until your next visit. We will ask you questions and talk with you about taking your study pills.

If you are awoman, we will take urine to test for pregnancy.
We will confirm where you live and how to find you.
If you are sick, we will treat your symptoms.

We will counsel you and your partner about using condoms during sex and give you condoms.
Even if you come to the clinic alone, we will still talk to you about how to prevent the spread of
HIV.

At the first two monthly visits of the study, we will ask you questions about your sexua activities.

At the first two monthly visits after you start taking anti-HIV drugs:

We will draw blood (no more than 10 mL, which is about 2 teaspoons [can be changed to local
equivalent]) to check the health of your kidneys, liver, and blood.

We will ask you questions about your hedlth and examine your body to seeif you aresick.

Quarterly Study Visits (Every Three Months):

In addition to the regular monthly procedures, at every 3-month visit:

We will ask you questions about your health and sexud activities.

You will have a physical exam.
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We will draw blood (no more than 30 mL, which is about 6 teaspoons[can be changed to local
equivalent]). Thisblood will be tested to see how much HIV isin your blood, how much
damage HIV has done to your body’s ability to fight off infections, and the health of your
kidneys, liver, and blood. Some of this blood may be stored for future HIV -related testing.

The visit every 3 months will last about 1 and 1/2 hours.
Yearly Visits:

Once ayear we will include afew more procedures that will make your visit last longer (about 2
hours):

We will examine your penisif you are aman, and we will look in your vaginaiif you are awoman.
During the exam for women, we will collect fluid from your vagina with a swab to test how much
HIV you may have in your vaginaand to find out if you have other infections. Some of this
sample may be stored for future HIV-related testing. We will ask the men to give a semen
sample by masturbation so we can see how much HIV infection isin the semen. Some of this
semen may be stored for future HIV-related testing. If any sores are found on your penisor in
your vagina, a swab sample will be taken to determine what has caused it.

Wewill ask you to give a urine sample to test for sexually transmitted diseases (gonorrhea
and chlamydia) and parasites [ dte-specific: Sites located in endemic regions include parasitic
protozoa testing].

[Instruction to site personnel: Insert the following language ONLY if enteric parasites are
endemic for your region. Y ou will be asked to give astool sample so we can test it for parasites)]

We will check your blood for malaria [Ste-gpecific: siteslocated in endemic regions include malaria
testing] and syphilis.

Additional Study Visits:

If you become sick during the study, you may be asked to return to the clinic morefrequently than every
month. We will let you know if thisis necessary and help you schedule any additional visits.

IF YOUR PARTNER BECOMESINFECTED WITH HIV WHILE PARTICIPATING IN THIS
STUDY:

If your partner becomes infected with HIV while participating in this study, the following procedures
will take place and your partner’s participation in the study will end.

We will draw blood (no more than 30 mL, which is about 4 teaspoons [change to local equivalent]).
Some of this sample will be used to measure the HIV in your blood, and to check to see if the
infection in your blood is the same as the infection in your partner’s blood. The rest of the blood will
be stored for future HIV-related testing.

If you are awoman, we will look in your vaginaand collect fluid with aswab to test how much HIV you may
haveinyour vagina Some of this sample may be stored for fuure HIV -rdated testing. If you are aman, we will
ask you to give asemen sample by masturbation so we can see how much HIV isin your semen. Some of this
semen may be tored for future HIV -rdaed testing. If any sores are found on your penis or in your vaging, a
swab sample will be taken to determine what has caused it.
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Even if your partner is no longer a part of the study, you will till be a part of the study and will
return to the clinic on aregular basis.

RISK S and/or DISCOMFORTS:

Anti-HIV Drugs:

There are many drugs available to treat HIV and AIDS. The study doctors will determine the best
combination of these drugs to treat you. It is possible that the study pills will make you feel sick or
will affect your blood tests, in which case the study doctor may either switch you to different drugs
or stop them all together. It isvery important for you to return to the clinic whenever you feel sick.
Feeling sick may be due to the pills or it may be due to a sickness caused by your HIV infection.
Either way, we want to see you when you feel sick so we can take care of you.

All anti-HIV drugs can cause side effects, which can be more serious or severe with long-term use.
Some of these side effects are mild and may go away after you have taken the drugs for a few
weeks. Examples of these types of side effects include upset stomach, vomiting, headache, and
changes in your mood, sleep, or concentration. Other side effects are severe and may require
treatment or hospitalization. Examples of these types of side effects include rash, liver problems,
severe depression or psychosis, and pancreas problems. Rarely, some people taking HIV
medications can develop a condition called “lactic acidosis.” Some symptoms that might be caused
by lactic acidosis include: unexplained weight loss, stomach upset, nausea, vomiting, fatigue,
weakness, and shortness of breath. Lactic acidosis, along with an enlarged and fatty liver, may
result in problems such as liver failure. In some cases, this condition results in death. The liver
problems and death have been seen more in women on these drugs.

The anti-HIV pills may stop working against HIV. If that happens, we will try to give you different
drugs that will work. We may have to draw your blood (no more than 30 mL, which is about 4 teaspoons
[can be changed to local equivalent]) to figure out how well your drugs are working against the virus.
Some of this blood may be stored for future HIV -related testing.

At the end of this consent form, there is information that describes the side effects for anti-HIV drugs
that you may receive during this study. When the study doctor gives you the study pills, he or she
will review the possible side effects with you. Throughout the study, these side effects will be
reviewed with you. |f the study doctor gives you an anti-HIV drug that is not listed in this
information, he or she will make sure that you understand the side effects of the drug. If you
have guestions concerning study drug side effects, please ask the study staff.

After you begin taking the anti-HIV drugs, do not stop taking any of them unless you discuss it with the
study doctor.

Thereisarisk of serious and life-threstening side effects when some non-study medications are taken with
study drugs. For your safety, you must tell the study doctor about any medications you are taking before
you gtart the study and before taking any non-study medications while you are on the study.

Risks Associated with Early versus Delayed Treatment with Anti-HI1V Drugs:

During this study, you may receive anti-HIV drugs as soon as you start the study, or later, if your body
becomes weak or you become sick. There are risks associated with both ways the anti-HIV drugs are given
in the sudy.
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If you get the drugs immediately, when you are feding hedlthy, the drugs may make you fed sick. Also,
by taking the drugs right away and staying on them, you may experience side effects that last along time.
These side effects can be very serious. Also, when you take anti-HIV drugs there is always arisk that
the drugs will stop working to fight the virus. The longer you take the drugs, the greater the
chance is that the drugs may stop working. If this happens, your HIV infection may develop into
AIDS.

It is possible that taking anti-HIV drugs right away when you are healthy may help your body stay strong.
If you receive the drugs only when you become sick, you may be too sick for the drugs to fully help
your immune system in fighting the infection. The damage done to your immune system by the virus
may be permanent, even when you are treated with theanti-HIV drugs. Also, by waiting to take the anti-
HIV drugs, you may be more likely to pass the HIV to your partner through sex.

Primary Care Drugs:

There may be side effects to the other drugs given to you to treat other infections. If the study doctor
gives you these drugs, he or she will explain the possible side effects that you may experience.

Pregnancy and Breastfeeding:

If you are not pregnant but are on a drug combination that includes a drug called efavirenz, or EFV for
short, you and your partner must use two methods of birth control. One method must be from number 2
or 3 below. You must continue to use both methods until 6 weeks after stopping EFV. (If you are a
woman and are unable to use two methods, your doctor will talk with you about taking a drug called
nevirapine, or NVP for short, rather than EFV.)

If you are not taking EFV, you must use one method of birth control that you discuss with the study staff.
Y ou may choose from any of the birth control methods listed below:

1. Birth control drugs that prevent pregnancy given by pills, shots or placed under the skin (some birth
control drugs will not work if you are taking certain anti-HIV drugs, your doctor will tell you if thisis
aproblem for you) ;

2. Mae or femae condoms with or without a cream or gel that kills sperm
3. Diaphragm or cervical cap with acream or gel that kills sperm
4. Intrauterine device (IUD)

If you become pregnant while taking study medication, you must notify the study doctor
immediately. You will be asked to sign another consent form stating that you understand that you are
pregnant and either taking anti-HIV drugs or you may become sick during pregnancy and the doctor may
want you to start taking anti-HIV drugs. The consent form will explain to you the risks associated with
pregnancy and anti-HIV drugs because some of the anti-HIV drugs are unsafe for unborn babies. Women
will betested for pregnancy at every study visit except for the two-week visit after starting anti-HI'V
drugs. Even if you are assigned to Group 2 and have not received study pills, we will make sure that you
and your baby get anti-HIV drugs to reduce the chance of giving HIV to your baby.

A mother who is infected with HIV may infect her baby through breastmilk. It is unknown whether the
study drugs pass through the breast milk and cause harm to your infant. It is also unknown whether the
study drugs reduce the chances that HIV can pass to your baby through your breastmilk.
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Other Risks:

You may fed discomfort, dizzy, or even faint when your blood is drawn. Redness, pain, swelling,
bruising, or an infection may occur where the needle goes into your arm.

Y ou may fedl discomfort during the examination of your vagina or penis, especially if you have asore.
Y ou may be exposed to low levels of radiation by getting a chest x-ray.

Y ou may become embarrassed, worried, or anxious when discussing your sexua practices, ways to protect
your partner against HIV, or discussing or waiting for your test results during the study. Knowing
that you have HIV or other infections passed through sex may make you worried or anxious. A
trained counselor will help you deal with any fedling or questions you have.

We make every effort to protect your privacy and confidentiality while you arein thestudy. Your visits
here will take place in private. However, it is possible that others may learn of your participation here,
and think you or your partner has HIV. Because of this, others may treat you unfairly or discriminate
against you. For example, you could have problems getting or keeping a job. You could aso have
problems being accepted by your family or community.

POTENTIAL BENEFITS:

There may be no direct benefit to you from this study. However, you will receive the anti-HIV drugs
either at the beginning of the study, or if your T-cell count hasfalen. The anti-HIV drugs are not a cure for
HIV infection or AIDS, but we know that they can make people infected with HIV fed better, not get as
sick, and live longer. You will dso get other treatments for your HIV if you need them.

You will dso get physica exams, urine tests, and blood tests that will help us evauate your overal
health and will alow us to treat you for problems we might find. We will aso check to see if you
have any other infections passed during sex. We will tell you the results of any tests we do as soon as
they become available. During the study, you will receive information related to your health.
Y ou will be able to talk to counselors about your health and feelings. You and your partner
will get counseling to talk about ways to avoid spreading HIV. You will also receive free
condoms throughout the entire course of the study. In addition, knowledge gained from this
study may help others infected with HIV in the future.

Although participation in this study may help you to prevent giving your partner HIV, no guarantee
can be made.

ACCESSTO CARE AFTER THE STUDY ENDS

Whenever the study ends, you (will/will not) have on-going access to anti-HIV drugs to treat your
infection if you need them. (This section will need to be tailored for each site. Sateif ART is
available for free or at cost, and include the length of time that participants will have access to
these drugs after the run-in period (if the study ends) and after the full study. If ART is not
clinically indicated, state if monitoring of status would be available, e.g. CD4+ testing, etc, and
also state if other primary care would be offered If the site doesknow if ART or other carewill be
available or not, it should state that.)
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NEW FINDINGS:

You will be told of any new information learned during the course of the study that might cause you to
change your mind about staying in the study. At the end of the study, you will be told when
study results may be available and how to learn about them.

REASONSWHY YOU MAY BE WITHDRAWN FROM THE STUDY WITHOUT YOUR
CONSENT:

Y ou may be removed from the study without your consent for the following reasons:

The study is stoppedor cancdlled.

Staying in the study would be harmful to you.

Y ou are not able to attend study visits or complete the study procedures.

Your partner is not able to attend study visits or complete the study procedures.

PREMATURE DISCONTINUATION OF STUDY TREATMENT:

You may decide to stop taking your anti-HIV drugs during the study. If you decide to do this, the study
doctors will discuss with you the risks to your health. We would aso like for you to continue to come to the
study clinic with your partner just like you did when you were taking your anti-HIV drugs. Y ou will
undergo many of the same procedures that you did when you taking your anti-HIV drugs and your sutdy
doctor will discuss this with you.

ALTERNATIVESTO PARTICIPATION:
If you choose not to take part in this study, it will have no effect on your regular hedlth care at this clinic.

This clinic [can or cannot — site specific] provide you with drugs to prevent or treat infections
related to HIV. However, the clinic [can or cannot] provide anti-HIV drugs. In order to receive
anti-HIV drugs, you would have to buy the drugs from a private doctor or local pharmacy. [This
paragraph should be changed to be site-specific, indicating what kind of HIV-care can be normally
provided by the clinic to the HIV-infected individual ]

Even if you choose to participate in this study, it is not known whether taking anti-HIV drugs can
prevent you from giving HIV to your partner.

COSTSAND COMPENSATION:

There will be no cost to you for study-related visits, study pills, physical examinations, laboratory tests or
other procedures. At the end of each visit, you will be given [insert amount of money or incentive
package to compensate participant for food, travel expenses, lost work time, etc. Additional incentives may
be given for particular procedures, such as semen collection, stool collection, or pelvic exams.]

CONFIDENTIALITY:

Efforts will be made to keep your study records and test results confidential to the extent permitted by
law. However, we cannot guarantee absolute confidentiality. You will beidentified by a code,
and persona information from your records will not be released without your written permission.
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Y ou will not be personally identified in any publication about this study. However, your records
may be reviewed, under guidelines of the United States Federa Privacy Act [U.S dtesonly], by the
United States Food and Drug Administration (FDA); the sponsor of the study (United States National
Institutes of Health [NIH]), the [insert name of site] Institutional Review Board (IRB), study staff,
study monitors, the companies that make the drugs used in this study, and [insert applicable local
authorities].

During the study, some of your samples (blood, semen, or vagind fluid) may be stored for testsdone later.
These samples will be stored in containers that do not have your name on them but rather a code to protect
your privacy. Thesetestsareto help learn more about HIV and anti-HIV drug treatment.

If during the course of the study, we find out that you have [insert all applicable reportable diseases (e.g.,
HIV, gonorrhea, chlamydia, syphilis)], we must report it to [insert the name(s) of the local health authoritieg.
Although we must report that we have treated someone with [insert all applicable reportable diseases], your
name will not be reported to the agency. [Amend this paragraph to reflect the local requirements. If thereare
no local requirementsto report communicable diseases, delete this paragraph.]

[For the U.S siteonly:] In addition to the efforts made by the study staff to keep your personal
information confidential, a Certificate of Confidentiality has been obtained from the U.S. Federa
Government for this study. This Certificate protects study staff from being forced to tell people who are
not connected with this study, such as the court system, about your participation or information you give
for study purposes. Even with the Certificate of Confidentiality, however, if the study staff learn of
possible child abuse and/or neglect or arisk of harm to you or others, they will be required to tell the
proper authorities.

RESEARCH-RELATED INJURY:

[Ste-specific: insert ingtitutional policy] If you are injured as aresult of being in this study, the study clinic
will give you immediate necessary treatment for your injuries. Y ou will then be told where you may
receive additional treatment for your injuries. The cost of this treatment may be charged to you. Thereis

no program to pay for the treatment of such injuries. Y ou do not give up any legal rights by
signing this consent form.

PROBLEMSor QUESTIONS:
For questions about this study or a research-related injury, contact:

[siteinsert name of the investigator or other study staff]

[siteinsert telephone number and physical address of above]
For questions about your rights as a research subject, contact:

[siteinsert name or title of person on the Institutional Review Board (IRB) or other organization
appropriatefor the site]

[site insert telephone number and physical address of above]
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Anti-HIV Drug

Side Effects

Combivir®
[3TC/ ZDV]

Same side effects aslisted for 3TC and ZDV.

Lamivudine[3TC]

Headache

Feeling of vague overall discomfort

Lack of energy, tiredness

Dizziness

Depression

Stomach ache, upset stomach, throwing up, loose or watery stools
Have trouble falling asleep or cannot sleep at all

Skin rash

Not hungry, eating |less than usual

Numbness, tingling, and pain in the hands or feet

Decrease in the number of white blood cells that help fight infection
Anincreasein asubstancein the blood (atype of pancreatic enzyme) that could mean a problem with the pancreas

Increased liver function tests, which could mean liver damage. The signs of liver damage that you may notice are: upset stomach,
throwing up, stomach pain, yellow skin or eyes, dark urine, and pale stool. Severe liver damage can cause death. For patients with HIV
and hepatitis B, liver damage can get worse when the drug is stopped, possibly leading to death.

Lactic acidosis. The signs of lactic acidosis that you may notice are: unexplained weight loss, stomach ache, upset stomach, throwing up,
tiredness, weakness, and shortness of breath. Lactic acidosis can cause death.
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Anti-HIV Drug

Side Effects

Zidovudine[ZDV]

Decrease in the number of white blood cells that help fight infection

Decrease in the number of red blood cells (anemia), which may cause weakness, dizziness, and tiredness
Muscle aches, weakness, and wasting

Headache

Upset stomach, throwing up, heartburn

Not hungry, eating |less than usual

Feeling of vague overall discomfort

Lack of energy, tiredness

Have trouble falling asleep or cannot sleep at all

Liver damage. The signs of liver damage that you may notice are: tiredness, not feeling hungry, upset stomach, throwing up, stomach
pain, yellow skin or eyes, dark urine, and pale stool. Severe liver damage can cause death.

Lactic acidosis. The signs of lactic acidosis that you may notice are: unexplained weight loss, stomach ache, upset stomach, throwing up,
tiredness, weakness, and shortness of breath. Lactic acidosis can causedeath.

Efavirenz [EFV]

Problems of the nervous system, mental health, and/or sleep— like dizziness, feeling disconnected, sleeping too much, difficulty sleeping
or falling asleep, vivid dreams or nightmares, seeing visions when you are awake, confusion, inability to concentrate, feeling nervous or
having extra energy, an exaggerated feeling of well-being. For most people, these problems disappear after afew days or weeks.

Although it is much less common, some people may experience severe mental problens such as severe depression, thinking about or
attempting suicide, acting aggressively, having strange, unreal thoughts, or thinking that people are trying to hurt you.

Skin rash

Upset stomach, loose or watery stools

Headache

Increasesin the fat and cholesterol found in your blood, which can cause cardiovascular disease

Increased liver function tests, which could mean liver damage. The signs of liver damage that you may notice are: tiredness, not feeling
hungry, upset stomach, throwing up, stomach pain, yellow skin or eyes, dark urine, and pale stool. Severe liver damage can cause death.

Anincrease in asubstance in the blood (atype of pancreatic enzyme) that could mean a problem with the pancreas
Trouble seeing

Fever

Abnormal or unusual distribution of body fat

Birth defects have been observed when giving this drug to pregnant monkeys. Therefore, you should not become pregnant while taking
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Anti-HIV Drug

Side Effects

efavirenz. If you are not pregnant and choose to take EFV, you must agree to use two forms of birth control.

Nevirapine [NV P]

Skin rash, which in some cases may become severe

Hypersensitivity reaction (“allergic reaction”). The symptoms that you may notice are: skin rash, fever, tiredness, joint pain, muscle pain
and weakness, blisters, soresin your mouth, swelling of the face, red or sore eyes, feeling of vague overall discomfort.

Liver damage. The signs of liver damage that you may notice are: tiredness, not feeling hungry, upset stomach, throwing up, stomach

pain, yellow skin or eyes, dark urine, and pale stool. Severe liver damage can cause death. Patients with hepatitis B or C, or with
abnormal liver function tests are at greater risk for liver damage.

If you stop taking nevirapine because of severe skin rash, a hypersensitivity reaction, or liver damage, you should never take it again.
Fever

Headache

Upset stomach

Tenofovir [TDF]

Stomach ache, loose or watery stools, upset stomach, throwing up, passing gas
Dizziness

Lack of energy

Shortness of breath

Skinrash

Allergic reaction. The symptoms that you may notice are: skin rash, fever, upset stomach, throwing up, loose or watery stools, stomach
ache, joint or muscle pain, shortness of breath, or general feeling of illness.

Damage to the pancreas, an organ in your abdomen. The signs of pancreas damage that you may notice are stomach pain, upset stomach,
throwing up, and lack of appetite.

Anincreasesin creatinine or adecrease in phosphate (substances in the blood) that could mean kidney damage or failure

Liver damage. Thesignsof liver damage that you may notice are: tiredness, not feeling hungry, upset stomach, throwing up, stomach
pain, yellow skin or eyes, dark urine, and pale stool. Severe liver damage can cause death.

Lactic acidosis. The signs of lactic acidosis that you may notice are: unexplained weight |oss, stomach ache, upset stomach, throwing up,
tiredness, weakness, and shortness of breath. Lactic acidosis can cause death.
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SIGNATURE PAGE: INDEX CASE ENROLLMENT: RUN-IN PERIOD AND FULL STUDY

HPTN 052: A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV
Primary CareversusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-11n
Serodiscordant Couples, Version [X.X]

If you have read the informed consent, or have had it read and explained to you, and understand the information,
and you voluntarily agree to join the run-in period and full study, please Sign your name or make your mark
beow.

Participant Name (print) Participant Signature and Date

Study Staff Conducting Study Staff Signature and Date
Consent Discussion (print)

Witness Name (print) Witness Signature and Date
(Asappropriate)
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SAMPLE INFORMED CONSENT FORM
DIVISION OF AIDS, NIAID, NIH
HPTN 052

A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV Primary Care
versusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-1 In Serodiscor dant
Couples

Version [X.X]

PARTNER ENROLLMENT: RUN-IN PERIOD AND FULL STUDY

PRINCIPAL INVESTIGATOR: [insert name]
PHONE: [insert number]

INTRODUCTION:

Y ou are being asked to volunteer for the investigational research study named above. This study is
sponsored by the U.S. National Instiutes of Health. The person in charge of the study at this siteis
[insert name of principal investigator].

Thisisastudy for couples in which one person is infected with HIV and the other personisnot. HIV is
the virus that causes AIDS. The study will be conducted in two parts. In the first part, about 90
couples will participate (up to 10 couples at your clinic) for up to about one year. In the second
part, about 1660 more couples will participate for at least 5 years. The 90 couples from the first
part of the study will also participate in the second part. About 1750 couples will participate in
the whole study, which includes both parts (about 245 couples total at your clinic). The couples
participating in this study will come from Asia, Africa, South America, and North America. The first
part of the study will help to find out if the study can be conducted at your clinic. If it cannot, the
second part of the study will not happen.

Before you decide whether or not to take part in this research study, you need to know the purpose,
the possible risks and benefits to you, and what will be expected of you during the study. This
consent form provides that information. The study staff will discuss the information with you.
They will answer any questions you may have. After the study has been fully explained to you, you
can decide whether or not you want to participate. Once you understand this study, and if you agree
to take part, you will be asked to sign this consent form or make your mark in front of someone.

Y ou will be offered a copy of this form to keep.

Please note that:

Your participation in this study is entirely voluntary.

You may decide not to take part or to withdraw from this study at any time without
losing the benefits of your or your partner’s standard health care.

PURPOSE OF THE STUDY:

The main purpose of the study isto find out whether treating people infected with HIV with anti-HIV
drugs will prevent them from passing the virus to their partner through sex. Another purpose is to
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determine when the best time is to start taking anti-HIV drugs in order to prevent passing the virus
to a partner through sex. Also, even though these drugs are used in other places in the world, we will
study more about how safe they are to take, especially over a long period of time. We do not know if
what we are doing in this study will work and so it is called an investigational study.

During the study, everyone with HIV will receive health care which may include medications to
treat infections or other conditions that we find. Some people will also receive anti-HIV drugs to
treat their HIV infection, and will start taking these drugs as soon as they join the study. Others
may start take the anti-HIV drugs later in the study, after their T-cell count [or whatever termis
commonly used locally] is lower or if they become sick. The T-cell count is ablood test that we use to
measure the amount of damage that HIV has done to your body. Regardless of which group you are
in, your partner will be started on anti-HIV drugs before their T-cell count gets to a point that would
make them very sick.

There are two parts to the research study: the run-in period, and the full study. The main purpose
of the first part of the research study is to find out whether the full study can be done at your
clinic. At the end of thefirst part, a decision will be made whether the full study can be done.
The first part of the study will be the same as the second part; including how often you return to
the clinic and when you get tested for HIV infection.

Study Groups

If you decide to take part in the study, you and your partner will be placed in 1 of 2 groups. Y our group
will be chosen “by lot” [or other equivalent local term]. Y ou have an equa chance of being placed in
each group, but you cannot choose your group. Both groups are very important to this study. Couplesin
both groups will have the same study visits.

PROCEDURES:

If you agree to join this study, you will be asked to come back to the clinic with your partner on a
regular basis. You will be told the results of any tests you undergo as soon as they become
available, and will be treated if you are sick to the extent possible.

During this study, your blood will be tested for HIV at least every 3 months. Y ou must receive your HIV
test result to be in this research study. Every time you are tested, the study staff will talk to you about
your HIV test results. Sometimes HIV test results are not clearly positive or negative. If this
happens, we will test your blood again until we know the result for sure. If at any point during the
study the test shows that you have HIV, your participation in the study will end.

The procedures conducted at each visit are the same for both parts of the study. During the first part,
you will come to the clinic for the enrollment visit and at least 5 monthly follow-up visits. Whenever
your partner starts anti-HIV drugs, you will return to the clinic two weeks later with your partner.

First Study Visit (Enrollment):

During your first study visit, which may last up to 4 hours, the study will be explained to you. You
will have time to ask questions and discuss any concerns you may have with the study staff.

We will ask you for detailed information about where you live and how we can find you. This
information will be very important because we may need to contact you to give you new information
or we may need to find you if you miss an appointment. If you miss an appointment during the
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study, we will try to reach you through the contact information you provide. If we talk to people on
this list, we will not tell them why we are trying to reach you. If you are not willing to give us this
information you should not agree to be in this study.

We will ask you to answer afew questions about yourself, how you have been feeling, and about your
sexua activities. You will then have a complete physical examination. During the exam, we will
measure your temperature, heart rate, blood pressure, height, and weight. In addition, we will
examine your penis if you are a man, or we will ook in your vaginaif you are awoman. If you are a
woman, we will collect fluid from your vagina with a swab to test for infections. If any soresare
found on your penis or in your vaging, a swab sample will be taken to find out what has caused it.

We will draw a blood sample (no more than 25mL, which is about 5 teaspoons [ change to local
equivalent, if appropriate]). Thisblood will be tested to see if you have a sexually transmitted
disease called syphilis. Someblood may be stored for future HIV-related testing. We will also
ask you to give a urine sample to test for other sexually transmitted diseases.

At thisvisit, you and your partner will be told what group you arein. The groups are:

Group 1: Y our partner will get health care for his or her HIV and immediately get anti- HIV
drugs.

Group 2: Your partner will get health care for his or her HIV and will get anti-HIV drugs
after his or her T-cell count fallsto alow level or he or she becomes sick.

You and your partner will be told how to prevent the spread of HIV. We will supply you with condoms
and advise you or your partner to use a condom every time you have sex. You must under stand that we
do not know if anti-HIV drugswill keep you from getting HIV from your partner, so you should
avoid all activitieswherethe HIV infection can passto you, even if your partner istaking the anti-

HIV drugs.

Two Week Study Visit:

After your partner starts taking anti-HIV drugs, you will be asked to return to the clinic two weeks later.
This visit will last about an hour. At this visit:

We will confirm where you live and how to find you.

If you are sick, we will treat your symptoms.

We will counsel you and your partner about using condoms during sex and give you
condoms. Even if you come to the clinic alone, we will still talk to you about
ways to protect yoursdlf from getting HIV.

If your partner is taking anti-HIV drugs, we will talk to you about how you can help your
partner continue to take the study pills.

Monthly Study Visits.

Y ou will come back to the clinic every month during the study for a study visit. Most of these
vistswill last about an hour.
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At each visit;

Wewill confirm where you live and how to find you.
If you are sick, we will treat your symptoms.

We will counsel you and your partner about using condoms during sex and give you
condoms. Even if you come to the clinic alone, we will till talk to you about waysto
protect yoursdlf from getting HIV.

If your partner istaking anti-HIV drugs, we will talk to you about how you can help your
partner continue to take the study pills.

At the first two monthly visits, we will ask you questions about your sexual activities.
Quarterly Study Visits (Every Three Months):

In addition to the regular monthly procedures, at every 3-month visit:

We will ask you questions about your sexual activities.
Youwill get aphysca exam.

We will draw blood (no more than 15 mL, whichis about 3 teaspoons [ change to local
equivalent, if appropriate]). This blood will be tested to seeif you have HIV. Before
you have this blood drawn, we will talk with you about the HIV test and what it may mean
to know your HIV status. Some blood may be stored for future HIV-related testing.

The visit every 3 months will last about 1 and ¥ hours.
Yearly Vidits:

Once a year, we will include a few additional procedures that will make your visit last longer
(about 2 hours):

We will examine your penisif you are a man, and we will look in your vaginaif you are
awoman. During the exam for women, we will collect fluid from your vaginawith a
swab to find out if you have any infections. If any sores are found on your penisor in
your vagina, a swab sample will be taken to determine what has caused it.

Another 5ml of your blood, which is about 1 teaspoon {change to local equivalent if
appropriate] will be drawn to test your blood for syphilis.

We will also ask you to give a urine sample to test for other sexudly transmitted diseases.

Additional Study Visits:

There may be additiona times when you will be asked to return to the clinic with your partner. For
example, if the anti-HIV drugs stop working for your partner and he or sheis given new ones, you will be
asked to return to talk about the new drugs and ways that you can help your partner take them correctly.

HPTN 052 Final Version 1.0, October 10, 2003 Page 134 of 176



IF YOU BECOME INFECTED WITH HIV WHILE PARTICIPATING IN THIS STUDY:

If you become infected with HIV while participating in this study, the following procedures will take
place and your participation in the study will end:

We will draw blood (no more than 40 mL, which is about 8 teaspoons [ change to local
equivalent, if appropriate]). This blood will be tested to see how much HIV isin your
blood, how much damage the virus has done to your body’s ahility to fight off infections, to
determine the health of your kidneys, liver, and blood, and to see if the infection in your
blood is the same as the infection in your partner’s blood. Some of this blood may be
stored for future HIV-related testing.

We will examine your penisif you are aman, and we will look in your vaginaif you are
awoman. During the exam for women, a swab sample will be taken to test how much
HIV you may have in your vagina. Some of this sample may be stored for future
HIV-related testing. We will ask the men to give a semen sample by
masturbation so we can see how much HIV isin the semen. Some of this semen
may be stored for future HIV-related testing. If any sores are found on your penis
or in your vagina, a swab sample will be taken to determine what has caused it.

We will examine your body to see if you are sick. If you are sick, we will treat your
symptoms.

The study staff will refer you to places where you can receive health care for your HIV
infection. If there are other research studies that you can join, the study staff will tell you
about them.

RISKS and/or DISCOMFORTS:

You may fed discomfort, dizzy, or even faint when your blood is drawn. Redness, pain, swelling,
bruising, or an infection may occur where the needle goes into your arm.

You may fed discomfort during the examination of your vagina or penis, especidly if you have asore.

Y ou may become embarrassed, worried, or anxious when discussing your sexua practices, ways to protect
yourself against HIV, or discussing or waiting for your test results during the study. Learning that
you have HIV or other infections passed through sex may make you worried or anxious. A
trained counselor will help you deal with any fedling or questions you have.

If the anti-HIV drugs stop working to fight the infection in your parter and then you become infected with
HIV, the anti-HIV drugs may not be able to fight your infection when you need them.

We will make every effort to protect your privacy and confidentiality while you are in the study. Y our
visits here will take place in private. However, it is possible that others may learn of your participation
here, and think you or your partner has HIV. Because of this, others may treat you unfairly or
discriminate against you. For example, you could have prablems getting or keeping ajob. You could
aso have problems being accepted by your family or community.
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POTENTIAL BENEFITS:

There may be no direct benefit to you from this sudy. However, you will get physica exams and urine
tests, and you will be tested for HIV on aregular basis. We will also check to see if you have any
infections that passed during sex. |If these exams or tests show that you have a health problem, we
will treat you. This treatment, which may include medication, may help you fedl better.

During the study, you will receive information related to your health. You will be able to talk
to counselors about your health and feelings. Y ou and your partner will get counsdling to talk
about ways to prevent spreading HIV. Y ou will also receive free condoms throughout the entire course of
the study.

If you take part in this study, your partner may receive anti-HIV drugsto treat his or her HIV infection.
These drugs are not a cure for HIV infection or AIDS, but anti-HIV drugs may help HIV-infected
people feel better and live longer. Your partner will also receive other care, which will include
other drugs to prevent or treat HIV-related symptoms and other illnesses. These medications may help
your partner feel better.

Because your partner will be treated for HIV, your chance of getting HIV from your partner may be
reduced. In addition, knowledge gained from this study may help othersinfected with HIV in the
future.

NEW FINDINGS:

You will betold of any new information learned during the course of the study that might cause you to
change your mind about staying in the study. At the end of the study, you will be told when
study results may be available and how to learn about them.

REASONSWHY YOU MAY BE WITHDRAWN FROM THE STUDY WITHOUT YOUR
CONSENT:

Y ou may be removed from the study without your consent for the following reasons:

The study is stopped or cancelled.

Staying in the study would be harmful to you.

You are not able to attend study visits or complete the study procedures.

Y our partner is not able to attend study visits or complete the study procedures.
Y ou are unwilling to be tested for HIV on aregular basis.

ALTERNATIVESTO PARTICIPATION:
If you choose not to take part in this study, it will have no effect on your regular hedlth care at this clinic.

This clinic can provide your partner with drugs to prevent or treat infections related to HIV.
However, the clinic will not be able to provide anti-HIV drugs. To receive that treatment your partner
would have to buy the drugs from a private doctor or local pharmacy. [This paragraph should be
changed to be site-specific, indicating what kind of HI'V-care can be normally provided by the clinic to
the HIV-infected individual.]
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Even if you choose to participate in this study, it is not known whether giving anti-HIV drugs to
your partner can prevent the spread of HIV to you. The only known way to prevent the sexua spread of
HIV infection is to use condoms properly every time you have sex.

COSTSAND COMPENSATION:

There will be no cost to you for study-related visits, physical examinations, laboratory tests or other
procedures. At the end of each visit, you will be given [insert amount of money or incentive
package to compensate participant for food, travel expenses, lost work time, etc. Additional incentives
may be given for particular procedures, such as semen collection or pelvic exams.]

CONFIDENTIALITY:

Efforts will be made to keep your study records and test results confidential to the extent permitted by law.
However, we cannot guarantee absolute confidentiality. You will be identified by a code, and personal
information from your records will not be released without your written permission. Y ou will not be
personaly identified in any publication about this study. However, your records may be reviewed, under
guidelines of the United States Federal Privacy Act[U.S sitesonly]; the United States Food and Drug
Administration (FDA); the sponsor of the study (United States Nationa Institutes of Health [NIH]), the
[insert name of site] Institutional Review Board (IRB), study staff, study monitors, the companies that
make the drugs used in this study, and (insert applicablelocal authorities].

During the study, some of your samples (blood, semen, or vagina fluid) may be stored for tests done
later. These samples will be stored in containers that do not have your name on them but rather a
code to protect your privacy. These tests are to help learn more about HIV and anti-HIV drug treatment.

If during the course of the study, we find out that you have [insert all applicablereportable diseases (e.g.,
HIV, gonorrhea, chlamydia, syphilis)], we must report it to [insert the name(s) of the local health
authorities]. Although we must report that we have treated someone with [insert all applicable
reportable diseases], your name will not be reported to the agency. [Amend this paragraph to reflect
the local requirements. If thereare no local requirements to report communicable diseases, delete this

paragraph.]

[For U.S sitesonly:] In addition to the efforts made by the study staff to keep your personal information
confidential, a Certificate of Confidentiality has been obtained from the U.S. Federal Government for this
study. This Certificate protects study staff from being forced to tell people who are not connected with
this study, such as the court system, about your participation or information you give for study purposes.
Even with the Certificate of Confidentiality, however, if the study staff learn of possible child abuse
and/or neglect or arisk of harm to you or others, they will be required to tell the proper authorities.

RESEARCH-RELATED INJURY:

[Site-specific: insert institutional policy] If you are injured as a result of being in this study,
the study clinic will give you immediate necessary treatment for your injuries. Y ou will then be
told where you may receive additional treatment for your injuries. The cost of this treatment
may be charged to you. There isno program to pay for the treatment of such injuries. You do not
give up any legal rights by signing this consent form.
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PROBLEMSor QUESTIONS:

For questions about this study or aresearch-related injury, contact:

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

For questions about your rights as a research subject, contact:

[siteinsert name or title of person on the Institutional Review Board (IRB) or other
organization appropriate for the site]

[site insert telephone number and physical address of above]
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SIGNATURE PAGE: PARTNER ENROLLMENT: RUN-IN PERIOD AND FULL STUDY

HPTN 052: A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV
Primary CareversusHIV Primary CareAloneto Prevent the Sexual Transmission of HIV-11n
Serodiscordant Couples, Version [X.X]

If you have read the informed consent, or have had it read and explained to you, and understand the informetion,
and you voluntarily agree to join the run-in period and full study, please Sign your name or make your mark
beow.

Participant Name (print) Participant Signature and Date

Study Staff Conducting Study Staff Signature and Date
Consent Discussion (print)

Witness Name (print) Witness Signature and Date
(Asappropriate)
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SAMPLE INFORMED CONSENT FORM
DIVISION OF AIDS, NIAID, NIH
HPTN 052

A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV Primary Care
versusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-1 In Serodiscor dant
Couples

Version [X.X]

INDEX CASE AND PARTNER SCREENING: FULL STUDY

PRINCIPAL INVESTIGATOR: [insert name]
PHONE: [insert number]

INTRODUCTION

Y ou are being asked to volunteer for screening tests to find out if you are digible for theresearch study
named above. This study is sponsored by the United States Nationa Ingtitutes of Health. The person in
charge of the study at this Site is [insert name of principal investigator].

Thisisastudy for couples in which one person is infected with HIV and the other personis not. HIV is
the virusthat causes AIDS. About 1750 couples will participate in the full study (about 245 couples
at your clinic). The couples participating in this study will come from Asia, Africa, South America,
and North America. Each couple will be in the study for at least 5 years.

The screening tests for the study include interview questions and at least one blood test. Y ou may also
have another blood test, a physical exam, and a pregnancy test (if you are female).

Before you decide whether or not to take part in the screening tests for this research study, you need to
know the purpose of the screening tests, the possible risks and benefits of being screened, and what will be
expected of you during the tests. This consent form provides that information. The study staff will
discuss the information with you. They will answer any questions you may have. After the screening
tests have been fully explained to you, you can decide whether or not you want to participate. 1f you
understand the tests and agree to partcipate, you will be asked to sign this consent form or make your
mark in front of someone. Y ou will be offered a copy of thisform to keep.

After the screening tests, you will find out if you are dligible for the research study. If you are€dligible,
the study staff will fully explain the research study to you and answer any questions you have. After the
research study has been fully explained to you and if you decide to participate, you will be asked to sign
another consent form.

Please note that:

Y our participation in the screening tests is entirely voluntary.

Y ou may decide not to take part or to withdraw from the screening tests at any time without losing
the benefits of your standard hedlth care.
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You are only being asked to take part in the screening tests at thistime. Even if you agree to
have the screening tests, you do not have to join the research study.

DESCRIPTION OF THE STUDY:

The main purpose of the study is to find out whether treating people infected with HIV with anti-HIV
drugs will prevent them from passing the virus to their partner through sex. Another purpose is to
determine when the best time is to start taking anti-HIV drugs in order to prevent passing the virus
to a partner through sex. Also, even though these drugs are used in other places in the world, we will
study more about how safe they are to take, especially over a long period of time. We do not know if
what we are doing in this study will work and so it is called an investigational study.

During the study, everyone with HIV will receive health care which may include medications to
treat infections or other conditions that we find. Some people will also receive anti-HIV drugsto
treat their HIV infection, and will start taking these drugs as soon as they join the study. Others
may start take the anti-HIV drugs later in the study, after their T-cell count [or whatever termis
commonly used locally] is lower or if they become sick. The T-cell count is ablood test that we use to
measurethe amount of damege that HIV has done to your body. Regardless of which group you are
in, if you have HIV we will start you on anti-HIV drugs before your T-cell count gets to a point that
would make you very sick.

PURPOSE OF THE SCREENING TESTS:

The purpose of the screening testsisto find out if you are eligible for the research study described
above. Some people may not be able to join the research study because of information found during the
screening tests.

The screening tests for the study include interview questions and at least one blood test. Y ou
may also have an additiona blood test, a physica exam, and a pregnancy test (if you are female).

After the screening tests, you will find out if you are dligible for the research study. If you are éigible,
the study staff will fully explain the research study to you and answer any questions you have. After the
research study has been fully explained to you and if you decide to participate, you will be asked to sign
another consent form.

PROCEDURES:

If you agree to have the screening tests, you may be asked to come back to the clinic severd times over
the next few weeks.

During these visits:

We will ask you where you live and how to find you.

We will ask you questions about you (like your age), your sexua activities, and your sexud
partners.

We will talk with both you and your partner about HIV and we will provide you with information
about how to prevent the spread of HIV.

We will draw some of your blood (ho more than 5 mL, which is about 1 teaspoon [change to local
equivalent, if appropriate]). Thisblood will be tested to seeif you are infected with HIV.
Before you have this blood drawn, we will talk with you about the HIV test, what it may mean to
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know your HIV gtatus, and whether you are prepared to receive your HIV test result. Sometimes an
HIV tegt isnot dearly poditive or negative. |If this happens, we will test your blood again until we
know the result for sure. We will tdl you if your HIV test is podtive or negative. [If the Steisusing an
HIV rapid test for screening, this bullet point should be changed to reflect the procedure]

If you do not have HIV:

If your blood test shows that you do not have HIV, you may be digible to participate in the study. Wewill
ask you other questions related to your sexual practices, and whether or not you are willing to talk to your
partner about your sexual activities together with a counselor. Your partner must be willing to
participate in the study. We may need to test you again to see that you till do not have HIV.

If you have HIV:

If your blood test shows that you do have HIV, we will continue with the following activities:

We will examine your body to seeif you are sick.

We will draw additional blood (no more than 30 mL, which is about 6 teaspoons [change to local
equivalent, if appropriate]). This blood will be tested to see how much damage HIV has doneto
your body’s ability to fight off infections. This blood will dso be tested to find out if your
kidneys, liver, and blood are healthy. We may store some of this blood for possible future
HIV -related testing.

If you are awoman, we will ask for aurine sample. This sample will be tested to find out if you
are pregnant.

If the results of your screening tests show that you have HIV, but that the virus has not done too much
damage to your body, you may be digible to participate in the study. In order to participate in the study,
you must have along-term sexual partner who does not have HIV. You must be willing to tell this
partner that you have HIV and to talk about your sexual activities together with a counselor.
Your partner must be willing to participate in the study.

RISKS and/or DISCOMFORTS:
If you participate in this screening, there are afew risks or discomforts you should know about.

Y ou may fed discomfort, dizzy, or even faint when your blood is drawn. Redness, pain, swelling,
bruising, or an infection may occur where the needle goes into your arm.

Y ou may become embarrassed, worried, or anxious when discussing your sexual practices, talking about
HIV or sex with your partner, or discussing or waiting for your test results. Learning that you have HIV
may make you worried or anxious. It isaso possible that participation in this screening process may
cause disagreements between you and your partner. A trained counselor will help you deal with any
feelings or questions you may have.

We will make every effort to protect your privacy and confidentiaity while you are being screened. Y our
visits here will take place in private. However, it is possible that others may learn of your
participation here, and think you or your partner has HIV. Because of this, others may treat you
unfairly or discriminate against you. For example, you could have problems getting or keeping a job.
Y ou could also have problems being accepted by your family or community.
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POTENTIAL BENEFITS:

You may get no direct benefit from the screening tests. However, you will receive counsding about HIV
and information on your HIV status. Y ou and your partner will receive information about how to
prevent the spread of HIV and you will get free condoms. If you are infected with HIV, but not
eligible for the study, you will be told where you can receive health care, counseling, and other services,
aswell asinformation about other research studies.

REASONSWHY YOU MAY BE WITHDRAWN FROM THE SCREENING TESTS
WITHOUT YOUR CONSENT:

Y ou may be removed from the screening tests without your consent for the following reasons:

The study is stopped or cancelled.

Undergoing the screening tests would be harmful to you.

Y ou are not able to attend the screening visits or complete the screening tests.

Y our partner is not willing or able to attend screening visits or complete the screening tests.
You are not willing to find out your HIV test result.

Y ou are not willing to tell your partner your HIV test result or have HIV counseling with him or
her.

COSTSAND COMPENSATION:

There is no cost to you for the screening tests. At the end of each visit, you will be given
[insert amount of money or incentive package to compensate participant for food, travel expenses, lost
work time, etc]

CONFIDENTIALITY:

Efforts will be made to keep your screening records and test results confidential to the extent permitted
by law. However, we cannot guarantee absolute confidentiality. You will be identified by a code,
and personal information from your records will not be released without your written
permission. You will not be personally identified in any publication about this study. However,
your records may be reviewed, under guidelines of the United States Federal Privacy Act [U.S sites
only], by the United States Food and Drug Administration (FDA); the sponsor of the study (United States
Nationa Ingtitutes of Health [NIH]), the [insert name of site] Ingtitutional Review Board (IRB), study
dtaff, study monitors, the companies that make the drugs used in this study, and [insert applicable local
authorities).

If you are infected with HIV, some of the blood collected for these screening tests may be stored for tests
done later. These samples will be stored in containers that do not have your name on them but
that use a code to protect your privacy. These tests are to help learn more about HIV and anti-HIV
drug treatment.

If during the course of these screening tests, we find out that you have [insert all applicable reportable
diseases (e.g., HIV)], we must report it to [insert the name(s) of the local health authorities]. Although
we must report that we have treated someone with [insert all applicable reportable diseases], your
name will not be reported to the agency. [Amend this paragraph to reflect the local requirements. If
there are no local requirementsto report communicable diseases, delete this paragraph.]
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[For U.S sitesonly:] In addition to the efforts made by the study staff to keep your persona information
confidential, a Certificate of Confidentiality has been obtained from the U.S. Federal Government for this
study. This Certificate protects study staff from being forced to tell people who are not connected with
this study, such as the court system, about your participation or information you give for study purposes.
Even with the Certificate of Confidentiality, however, if the study staff learn of possible child abuse
and/or neglect or arisk of harm to you or others, they will be required to tell the proper authorities.

RESEARCH-RELATED INJURY:

[Ste-specific: insert institutional policy] If you are injured as aresult of these screening tests, the study
clinic will give you immediate necessary treatment for your injuries. You will then betold
where you may receive additional treatment for your injuries. The cost of this treatment may be charged
toyou. Thereisno program to pay for the treatment of such injuries. You do not give up any legal
rights by signing this consent form.

PROBLEMSor QUESTIONS:

For questions about this study or a research-related injury, contact:
[insert name of the investigator or other study staff]
[insert telephone number and physical address of above
For questions about your rights as a research subject, contact:
[insert name or title of person on the Ingtitutional Review Board (IRB) or other organization
appropriate for the site]
[insert telephone number and physical address of above]
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SIGNATURE PAGE: SCREENING: FULL STUDY

HPTN 052: A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV
Primary CareversusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-11n
Serodiscordant Couples, Version [X.X]

If you have read this informed consent, or have had it read and explained to you, and understand the
information, and you voluntarily agree to undergo the screening tests for the study, please sign your name or
make your mark below.

Participant Name (print) Participant Signature and Date

Study Staff Conducting Study Staff Signature and Date
Consent Discussion (print)

Witness Name (print) Witness Signature and Date
(Asappropriate)
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SAMPLE INFORMED CONSENT FORM
DIVISION OF AIDS, NIAID, NIH
HPTN 052

A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV Primary Care
versusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-1 In Serodiscor dant
Couples

Version [X.X]

INDEX CASE ENROLLMENT: FULL STUDY

PRINCIPAL INVESTIGATOR: [insert name]
PHONE: [insert number]

INTRODUCTION:

Y ou are being asked to volunteer for the research study named above. This study is sponsored by
the U.S. National Instiutes of Health. The person in charge of the study at this siteis [insert name of
principal investigator].

This study includes couples in which one person is infected with HIV and the other person is not.
HIV is the virus that causes AIDS. Before you decide whether or not to take part in this research
study, you need to know the purpose, the possible risks and benefits to you, and what will be
expected of you during the study. This consent form provides that information. The study staff
will discuss the information with you. They will answer any questions you may have. After the
study has been fully explained to you, you can decide whether or not you want to participate. Once
you understand this study, and if you agree to take part, you will be asked to sign this consent form or
make your mark in front of someone. You will be offered a copy of thisform to keep.

Please note that:

Y our participation in this study is entirely voluntary.

Y ou may decide not to take part or to withdraw from this study at any time without losing the
benefits of your or your partner’s standard health care.

PURPOSE OF THE STUDY:

The main purpose of the study is to find out whether treating people infected with HIV with anti-HIV
drugs will prevent them from passing the virus to their partner through sex. Another purpose is to
determine when the best time is to start taking anti-HIV drugs in order to prevent passing the virus
to a partner through sex. Also, even though these drugs are used in other places in the world, we will
study more about how safe they are to take, especially over a long period of time. We do not know if
what we are doing in this study will work and so it is called an investigational study.

During the study, everyone with HIV will receive health care which may include medications to
treat infections or other conditions that we find. Some people will also receive anti-HIV drugs to
treat their HIV infection, and will start taking these drugs as soon as they join the study. Others
may start take the anti-HIV drugs later in the study, after their T-cell count [or whatever termis
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commonly used locally] is lower or if they become sick. The T-cell count is ablood test that we use to
measure the amount of damage that HIV has done to your body. Regardless of which group you are
in, you will be started on anti-HIV drugs before your T-cell count getsto a point that would make you
very sick.

Study Groups

If you decide to take part in the study, you and your partner will be placed in 1 of 2 groups. Y our group
will be chosen “by lot” [or other equivalent local term]. Y ou have an equal chance of being placed in
each group, but you cannot choose your group. Both groups are very important to this study. Couplesin
both groups will have the same study visits.

During the study, one group will start anti-HIV drugs as soon as they join the study. Others may
start the anti-HIV drugs later in the study, if their T-cell count [ or whatever termis commonly used
locally] islower or if they become sick.

PROCEDURES:

If you agree to join this study, you will be asked to come back to the clinic with your partner on a
regular basis.

We will aso tell you the results of any tests we do in this study as soon as they become available. 1f we
find any infections or other conditions during your physical examination or from your laboratory tests,
you will receive free treatment for the conditions to the extent possible.

First Study Visit (Enrollment):

During your first study visit, the study will be explained to you. You will have time to ask questions
and discuss any concerns you may have with the study staff. This visit may last up to 4 hours.

We will ask you for detailed information about where you live and how we can find you. This
information will be very important because we may need to contact you to give you new information
or we may need to find you if you miss an appointment. If you miss an appointment during the
study, we will try to reach you through the contact information you provide. If we talk to people on
thislist, we will not tell them why we are trying to reach you. If you are not willing to give us this
information you should not agree to be in this study.

We will ask you to answer a few questions about your health, how you have been feeling, and about
your sexual activities. You will then have a complete physical examination. During the exam, we
will measure your temperature, blood pressure, height, and weight, and we will take an x-ray of your
chest. In addition, we will examine your penisif you are a man, or we will look in your vagina if
you are awoman. If you are awoman, we will collect fluid from your vaginawith a swab to find out
if thereis HIV inyour vagina or if you have any infections. Some of this sample will be stored for
future HIV-related testing. If you are aman, we will ask you to give a semen sample by masturbation
so we can seeif there is HIV in the semen. Some of this semen will be stored for future HIV-related
testing. If soresare found on your penisor in your vagina, a swab sample will be taken to find out what
has caused it.

We will draw a blood sample (no more than 35 mL, which is about 7 teaspoons| can be changed to |ocal
equivalent]). This blood will be tested to see how much HIV isin your blood, and how much
damage HIV has done to your body’s ability to fight off infections. We will also check your blood for
malaria [Site-specific: sites located in endemic regionsinclude malaria testing], hepatitis B, and syphilis,
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and make sure your kidneys, liver, and blood are healthy. Some blood may be stored for future HIV-
related testing. We will ask you to give a urine sample to test for sexually transmitted diseases
(gonorrheaand chlamydia) and parasites [site-specific: siteslocated in endemic regions include parasitic
protozoa testing]. If you are awoman, we will also check your urine to seeif you are pregnant.

[Instruction to Site personnel: Insert the following language ONLY if enteric parasites are endemic for your
region: Wewill ask you to give astool sample so we cantest it for parasites.]

At thisvisit, you and your partner will find out which group you arein. The groups are:

Group 1: Health care for your HIV plus getting anti-HIV drugs immediately
Group 2: Health care for your HIV plus anti-HIV drugs after your T-cell count fals or after you
become sick

If you are assigned to Group 1, you will be given enough pillsto lagt youuntil your next visit to the
clinic. The study staff will tell you exactly how and when to take them. It isvery important
that you take this medication every day in theway that the sudy staff tellsyou to. If you are not willing
to take medication every day, you should not agree to be in this study.

During the course of the study, you may get several different kinds of drugs as part of helping to treat your
HIV infection. Some of the drugs will be given to you to help you stay healthy. Otherswill be given to
you if you get sick. The study staff will inform you of how and when to take these drugs. Y ou must take
these drugs as directed by the study staff.

Y ou and your partner will be told how to prevent the spread of HIV. We will supply you with condoms
and advise you or your partner to wear acondom every time you have sex. You must understand that
we do not know if anti-HIV drugswill prevent your partner from getting HI'V from you, so you
should avoid activitiesthat may spread HI V.

Two Week Study Visit:

After you start taking anti-HIV drugs, you will be asked to return to the clinic two weeks later. This visit
will last about an hour. At this visit:

We will ask you to bring back any study pills that you did not take. We will count any |eft over
study pills you may have and give you enough new pills to last until your next visit. We will ask
you questions and talk with you about taking your study pills.

We will confirm where you live and how to find you.
You will have aphysical exam. If we find that you are sick, we will treat your symptoms.

We will counsel you and your partner about using condoms during sex and give you condoms.
Even if you cometo the clinic alone, we will still talk to you about ways to prevent spreading
HIV.

We will draw blood (no more than 10 mL, which is about 2 teaspoons [ can be changed to local
equivalent]) to check the hedlth of your kidneys, liver, and blood.

Monthly Study Vists.

Y ou will come back to the clinic every month during the entire study. These visits will last about an hour.
At each monthly visit:
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If you are taking anti-HIV drugs, we will ask you to bring back any study pills that you did not
take. We will count any left over study pills you may have and give you enough new pillsto last
until your next visit. We will ask you questions and talk with you about taking your study pills.

If you are awoman, we will take urine to test for pregnancy.
We will confirm where you live and how to find you.
If you are sick, we will treat your symptoms.

We will counsel you and your partner about using condoms during sex and give you condomes.
Even if you come to the clinic aone, we will still talk to you about ways to prevent spreading
HIV.

At the first two monthly visits of the study, we will ask you questions about your sexual activities.

At the first two monthly visits after you start taking anti-HIV drugs:

We will draw blood (no more than 10 mL, which is about 2 teaspoons [can be changed to local
equivalent]) to check the health of your kidneys, liver, and blood.

We will ask you questions about your health and examine your body to seeif you aresick.
Quarterly Study Visits (Every Three Months):

In addition to the regular monthly procedures, at every 3-month visit:

We will ask you questions about your health and sexua activities.
Y ou will have a physical exam.

We will draw blood (no more than 30 mL, which is about 6 teaspoons|can be changed to local
equivalent]). Thisblood will be tested to see how much HIV isin your blood, how much
damage HIV has done to your body’s ability to fight off infections, and the health of your
kidneys, liver, and blood. Some of this blood may be stored for future HIV -related testing.

The visit every 3 months will last about 1 and ¥ hours.

Yearly Visits:

Once ayear, we will include a few additional procedures that will make your visit last longer
(about 2 hours):

We will examine your penisif you are aman, and we will ook in your vaginaif you are awoman.
During the exam for women, we will collect fluid from your vagina with a swab to test how much
HIV you may have in your vaginaand to find out if you have other infections. Some of this
sample may be stored for future HIV-related testing. We will ask the men to give a semen
sample by masturbation so we can see how much HIV isin the semen. Some of this semen
may be stored for future HIV-related testing. If any sores are found on your penis or in your
vagina, a swab sample will be taken to determine what has caused it.

Wewill ask you to give a urine sample to test for sexually transmitted diseases (gonorrhea
and chlamydia) and parasites [ Ste-specific: Sites located in endemic regions include parasitic
protozoa testing].

[Instruction to site personnel: Insert the following language ONLY if enteric parasites are
endemic for your region. You will be asked to give astool sample so we can test it for parasites)
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We will check your blood for maaria [dte-specific: steslocated in endemicregionsinclude malaria
testing] and syphilis.

Additional Study Visits:

If you become sick during the study, you may be asked to return to the clinic more often than every month.
We will let you know if thisis necessary and help you schedule any additional visits. If your
pills are no longer working against HIV, we will try to give you different drugs that will work. We
may have to draw your blood (no more than 20 mL, which is about 4 teaspoons [ can be changed to local
equivalent]) to figure out how well your drugs are working against the virus. Some of this blood may be
stored for future HIV-related testing.

IF YOUR PARTNER BECOMESINFECTED WITH HIV WHILE PARTICIPATING IN THIS
STUDY:

If your partner becomes infected with HIV while participating in this study, the following procedures
will take place and your partner’s participation in the study will end.

We will draw blood (no more than 20 mL, which is about 4 teaspoons [ change to local equivalent]).
Some of this sample will be used to measure the HIV in your blood, and to check to seeif the
infection in your blood is the same as the infection in your partner’s blood. The rest of the blood will
be stored for future HIV-related testing.

If you are awoman, we will ook in your vaginaand collect fluid with aswab to test how much HIV you may
have in your vagina. Some of this sample may be gored for future HIV rdated testing. If you are amean, wewill
ask you to give asemen sample by masturbation so we can see how much HIV isin the ssmen. Some of this
samen may be dored for future HIV -rdated tegting. If any soresare found on your penisor in your vaging a
swab sample will be taken to determine what has caused it.

Even if your partner is no longer a part of the study, you will till be a part of the study and will
return to the clinic on aregular basis.

RISKS and/or DISCOMFORTS:
Anti-HIV Drugs:

There are many drugs available to treat HIV and AIDS. The study doctor will determine the best
combination of these drugs to treat you. It is possible that the study pills will make you feel sick or
will affect your blood tests, in which case the study doctor may either switch you to different drugs,
or stop them all together. It isvery important for you to return to the clinic whenever you fedl sick.
Feeling sick may be due to the pills or it may be due to a sickness caused by your HIV infection.
Either way, we want to see you when you feel sick so we can take care of you.

All anti-HIV drugs can cause side effects, which can be more serious or severe with long-term use.
Some of these side effects are mild and may go away after you have taken the drugs for a few
weeks. Examples of these types of side effects include upset stomach, vomiting, headache, and
changes in your mood, sleep, or concentration. Other side effects are severe and may require
treatment or hospitalization. Examples of these types of side effects include rash, liver problems,
severe depression or psychosis, and pancreas problems. Rarely, some people taking HIV
medications can develop a condition called “lactic acidosis.” Some symptoms that might be caused
by lactic acidosis include: unexplained weight loss, stomach upset, nausea, vomiting, fatigue,
weakness, and shortness of breath. Lactic acidosis, along with an enlarged and fatty liver, may
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result in problems such as liver failure. In some cases, the condition results in death. The liver
problems and death have been seen more in women on these drug regimens.

At the end of this consent form, there is atable that describes the side effects for anti-HIV drugs that
you may receive during this study. When the study doctor gives you the study pills, he or she will
tell you the possible side effects with you. Throughout the study, these side effects will be told to you,
particularly if you receive anew anti-HIV drug. If the study doctor gives you an anti-HIV drug that
is not listed in the table, he or she will make sure that you understand the side effects of the drug.
If you have questions concerning study drug side effects, please ask the study staff.

After you begin taking the anti-HIV drugs, do not stop taking any of them unless you discuss it with the
study doctor. Suddenly stopping your treatment can cause an increase in the amount of HIV in your
blood, and the virus can become resistant to HIV, which means that the drugs will no longer work.

Thereisarisk of serious and life-threatening side effects when non-study medications are taken with study
drugs. For your safety, you must tell the study doctor about al medications you are taking before you start
the study and before taking any non-study medications while you are on the study.

Risks Associated with Early versus Delayed Treatment with Anti-HIV Drugs:

During this study, you may receive anti-HIV drugs as soon as you start the study, or later, if your body
weskens or you become sick. There are risks associated with both ways the anti-HIV drugs are given in the

study.

If you get the drugs immediately, when you are fegling healthy, the drugs may make you fed sick. Also,
by taking the drugs right away and staying on them, you may experience side effects that last along time.
These side effects can be very serious. Also, when you take anti-HIV drugs there is arisk that the
drugs will stop working to fight the virus. The longer you take the drugs, the greater the
chance is that the drugs may stop working. If this happens, your HIV infection may develop into
AIDS.

It is possible that taking anti-HIV drugs sooner may help your body stay strong. If you receive the drugs
only when you become sick, you may be too sick for the drugs to help your body in fighting the
infection. The damage done to your immune system by the virus may be permanent, even when you are
treated with theanti-HIV drugs. Also, by waiting to take the anti-HIV drugs, you may be more likely to
spread HIV to your partner.

Primary Care Drugs.

There may be side effects to the medications given to your to treat other infections. If the study doctor
gives you these drugs, he or she will explain the possible side effects that you may experience.

Pregnancy and Breastfeeding:

If you are not pregnant but are on a drug combination that includes a drug called efavirenz, or EFV for
short, you and your partner must use two methods of birth control. One method must be from number 2
or 3 below. You must continue to use both methods until 6 weeks after stopping EFV. (If you are a
woman and are unable to use two methods, your doctor will talk with you about taking a drug called
nevirapine, or NVP for short, rather than EFV.)
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If you are not taking EFV, you must use one method of birth control that you discuss with the study staff.
Y ou may choose from any of the birth control methods listed below:

1. Birth control drugs that prevent pregnancy given by pills, shots or placed under the skin (some birth
control drugs will not work if you are taking certain anti-HIV drugs, your doctor will tell you if
thisis a problem for you);

2. Mae or femae condoms with or without a cream or gel that kills sperm
3. Diaphragm or cervical cap with acream or gel that kills sperm
4. Intrauterine device (1UD)

If you become pregnant while taking study medication, you must notify the study doctor
immediately. You will be asked to sign another consent form stating that you understand that you are
pregnant and either taking anti-HIV drugs or you may become sick during pregnancy and the doctor may
want you to start taking anti-HIV drugs. The consent form will explain to you the risks associated with
pregnancy and anti-HIV drugs because some of the anti-HIV drugs are unsafe for unborn babies. Women
will be tested for pregnancy at every study visit except for the two-week visit after starting anti-HIV
drugs. Even if you are assigned to Group 2 and have not received study pills, we will make sure that you
and your baby get anti-HIV drugs to reduce the chance of giving HIV to your baby.

A mother who isinfected with HIV may infect her baby through breastmilk. It is unknown whether the
study drugs pass through the breast milk and cause harm to your infant. It is also unknown whether the
study drugs reduce the chances that HIV can pass to your baby through your breastmilk.

Other Risks:

You may fed discomfort, dizzy, or even faint when your blood is drawn. Redness, pain, swelling,
bruising, or an infection may occur where the needle goes into your arm.

Y ou may feel discomfort during the examination of your vagina or penis, especialy if you have asore.
Y ou may be exposed to low levels of radiation by getting achest x-ray.

Y ou may become embarrassed, worried, or anxious when discussing your sexua practices, ways to protect
your partner against HIV, or discussing or waiting for your test results during the study. Knowing
that you have HIV or other infections passed through sex may make you worried or anxious. A
trained counselor will help you deal with any fegling or questions you have.

We make every effort to protect your privacy and confidentiality while you arein thestudy. Y our visits
here will take place in private. However, it is possible that others may learn of your participation here,
and think you or your partner has HIV. Because of this, others may treat you unfairly or discriminate
against you. For example, you could have problems getting or keeping a job. Y ou could aso have
problems being accepted by your family or community.

POTENTIAL BENEFITS:

There may be no direct benefit to you from this study. However, you will receive the anti-HIV drugs
either at the beginning of the study, or when your T-cell count has falen or you become very sick. The anti-
HIV drugs are not acure for HIV infection or AIDS, but we know that they can make people infected with
HIV fed better, not get as sick, and live longer.
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You will dso get physica exams, urine tests, and blood tests that will help us evauate your overal
health and will alow us to treat you for problems we might find. We will aso check to see if you
have any other infections passed during sex. During the study, you will receive information
related to your health. You will be able to talk to counselors about your health and
feelings. You and your partner will get counseling to talk about how to prevent the spread
of HIV. You will also receive free condoms throughout the entire course of the study. In
addition, knowledge gained from this study may help others infected with HIV in the future.

Although participation in this study may aso prevent you from spreading the HIV virus to your
partner, no guarantee can be made.

ACCESSTO CARE AFTER THE STUDY ENDS:

After this study ends, you (will/will not) have on-going accessto care for your HIV infection. (This
section will need to be tailored for each site. Sateif ART is available for free or at cost, and
include the length of time that participants will have access to these drugs. If ART is not
clinically indicated, state if monitoring of status would be available, e.g. CD4 testing, etc, and
also state if other primary care would be offered If the site does know if ART or other carewill be
available or not, it should state that.)

NEW FINDINGS:

You will be told of any new information learned during the course of the study that might cause you to
change your mind about staying in the study. At the end of the study, you will betold when
study results may be available and how to learn about them.

REASONSWHY YOU MAY BE WITHDRAWN FROM THE STUDY WITHOUT YOUR
CONSENT:

Y ou may be removed from the study without your consent for the following reasons:

The study is stopped or cancelled.

Staying in the study would be harmful to you.

You are not able to attend study visits or complete the study procedures.

Y our partner is not able to attend study visits or complete the study procedures.

PREMATURE DISCONTINUATION OF STUDY TREATMENT:

Y ou may decide to stop taking your anti-HIV drugs. If you decide to do this, the doctors will discuss with
you the risks to your health. We would adso like for you to continue to come to the study clinic with your
partner just like you did when you were taking your anti-HIV drugs. Y ou will undergo many of the same
procedures that you did when you taking your anti-HIV drugs and your doctor will discuss this with you.

ALTERNATIVESTO PARTICIPATION:

If you choose not to take part in this study, it will have no effect on your regular hedlth care at this clinic.

This clinic can provide you with drugs to prevent or treat infections related to HIV. However,
the clinic will not be able to provide anti-HIV drugs. To receive that treatment you would have to buy
the drugs from a private doctor or local pharmacy. [This paragraph should be changed to be site-specific,
indicating what kind of HIV-care can be normally provided by the clinic to the HIV-infected individual.]
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Even if you choose to participate in this study, it is not known whether taking ant-HIV drugs can
prevent you from giving HIV to your partner.

COSTSAND COMPENSATION:

There will be no cost to you for study-related visits, study pills, physical examinations, laboratory tests or
other procedures. At the end of each visit, you will be given [insert amount of money or incentive
package to compensate participant for food, travel expenses, lost work time, etc. Additional incentives may
be given for particular procedures, such as semen collection, stool collection, or pelvic exams.]

CONFIDENTIALITY:

Efforts will be made to keep your study records and test results confidential to the extent permitted by
law. However, we cannot guarantee absolute confidentiality. Youwill beidentified by acode,
and persona information from your records will not be released without your written permission.

Y ou will not be personally identified in any publication about this study. However, your records
may be reviewed, under guidelines of the United States Federa Privacy Act [U.S dtesonly], by the
United States Food and Drug Administration (FDA); the sponsor of the study (United States National
Ingtitutes of Hedlth [NIH]), the [insert name of site] Institutional Review Board (IRB), study staff,
study monitors, thecompanies that make the drugs used in this study, and [insert applicable local
authorities).

During the study, some of your samples (blood, semen, or vagnd fluid) may be stored for tests done later.
These samples will be stored in containers that do not have your name on them but rather a code to protect
your privacy. Thesetests areto help learn more about HIV and anti-HIV drug trestment.

If during the course of the study, we find out that you have [insert all applicable reportable diseases (e.g.,
HIV, gonorrhea, chlamydia, syphilis)], we must report it to [insert the name(s) of the local health authoritieg.
Although we must report that we have treated someone with [insert all applicable reportable diseases], your
namewill not be reported to the agency. [ Amend this paragraph to reflect the local requirements. If there are
no local requirementsto report communicable diseases, deletethis paragraph ]

[For U.S sitesonly:] In addition to the efforts made by the study staff to keep your personal information
confidential, a Certificate of Confidentiality has been obtained from the U.S. Federal Government for this
study. This Certificate protects study staff from being forced to tell people who are not connected with
this study, such as the court system, about your participation or information you give for study purposes.
Even with the Certificate of Confidentiality, however, if the study staff learn of possible child abuse
and/or neglect or arisk of harm to you or others, they will be required to tell the proper authorities.

RESEARCH-RELATED INJURY:

[Ste-specific: insert ingtitutional policy] If you are injured as aresult of being in this study, the study clinic
will give you immediate necessary treatment for your injuries. Y ou will then be told where you may
receive additional treatment for your injuries. The cost of this treatment may be charged to you. Thereis
no program to pay for the treatment of such injuries. You do not give up any legal rights by
signing this consent form.
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PROBLEMSor QUESTIONS:

For questions about this study or aresearch-related injury, contact:

[siteinsert name of the investigator or other study staff]

[site insert telephone number and physical address of above]
For questions about your rights as a research subject, contact:

[siteinsert name or title of person on the Institutional Review Board (IRB) or other organization
appropriatefor the site]

[site insert telephone number and physical address of above]
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Anti-HIV Drug

Side Effects

Combivir®
[3TC/ ZDV]

Same side effects aslisted for 3TC and ZDV.

Lamivudine[3TC]

Headache

Feeling of vague overall discomfort

Lack of energy, tiredness

Dizziness

Depression

Stomach ache, upset stomach, throwing up, loose or watery stools
Have trouble falling asleep or cannot sleep at all

Skin rash

Not hungry, eating less than usual

Numbness, tingling, and pain in the hands or feet

Decrease in the number of white blood cellsthat help fight infection
Anincrease in asubstance in the blood (atype of pancreatic enzyme) that could mean a problem with the pancreas

Increased liver function tests, which could mean liver damage. The signs of liver damage that you may notice are: upset stomach,
throwing up, stomach pain, yellow skin or eyes, dark urine, and pale stool. Severe liver damage can cause death. For patients with HIV

and hepatitis B, liver damage can get worse when the drug is stopped, possibly leading to death.

Lactic acidosis. The signs of lactic acidosis that you may notice are: unexplained weight loss, stomach ache, upset stomach, throwing up,

tiredness, weakness, and shortness of breath. Lactic acidosis can cause death.
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Anti-HIV Drug Side Effects

Decrease in the number of white blood cellsthat help fight infection

Decrease in the number of red blood cells (anemia), which may cause weakness, dizziness, and tiredness
Muscle aches, weakness, and wasting

Headache

Upset stomach, throwing up, heartburn

Not hungry, eating |ess than usual

Feeling of vague overall discomfort

Lack of energy, tiredness

Have trouble falling asleep or cannot sleep at all

Liver damage. The signs of liver damage that you may notice are: tiredness, not feeling hungry, upset stomach, throwing up, stomach
pain, yellow skin or eyes, dark urine, and pale stool. Severe liver damage can cause death.

Lactic acidosis. The signs of lactic acidosis that you may notice are: unexplained weight loss, stomach ache, upset stomach, throwing up,
tiredness, weakness, and shortness of breath. Lactic acidosis can cause death.

Zidovudine[ZDV]

Efavirenz [EFV] - Problems of the nervous system, mental health, and/or sleep— like dizziness, feeling disconnected, sleeping too much, difficulty sleeping
or falling asleep, vivid dreams or nightmares, seeing visions when you are awake, confusion, inability to concentrate, feeling nervous or
having extra energy, an exaggerated feeling of well-being. For most people, these problems disappear after afew days or weeks.

Although it is much less common, some people may experience severe mental problems such as severe depression, thinking about or
attempting suicide, acting aggressively, having strange, unreal thoughts, or thinking that people are trying to hurt you.

Skin rash

Upset stomach, loose or watery stools

Headache

Increasesin the fat and cholesterol found in your blood, which can cause cardiovascular disease

Increased liver function tests, which could mean liver damage. The signs of liver damage that you may notice are: tiredness, not feeling
hungry, upset stomech, throwing up, stomach pain, yellow skin or eyes, dark urine, and pale stool. Severe liver damage can cause death.

Anincrease in asubstance in the blood (atype of pancreatic enzyme) that could mean a problem with the pancreas

Trouble seeing

Fever

Abnormal or unusual distribution of body fat

Birth defects have been observed when giving this drug to pregnant monkeys. Therefore, you should not become pregnant while taking
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Anti-HIV Drug Side Effects

efavirenz.

Skin rash, which in some cases may become severe

Hypersensitivity reaction (“allergic reaction”). The symptoms that you may notice are: skin rash, fever, tiredness, joint pain, muscle pain
and weakness, blisters, soresin your mouth, swelling of the face, red or sore eyes, feeling of vague overall discomfort.

Liver damage. The signs of liver damage that you may notice are: tiredness, not feeling hungry, upset stomach, throwing up, stomach

pain, yellow skin or eyes, dark urine, and pale stool. Severe liver damage can cause death. Patients with hepatitis B or C, or with
abnormal liver function tests are at greater risk for liver damage.

If you stop taking nevirapine because of severe skin rash, a hypersensitivity reaction, or liver damage, you should never take it again.
Fever

Headache

Upset stomach

Stomach ache, loose or watery stools, upset stomach, throwing up, passing gas

Dizziness

Lack of energy

Shortness of breath

Skin rash

Allergic reaction. The symptoms that you may notice are: skin rash, fever, upset stomach, throwing up, loose or watery stools, stomach
ache, joint or muscle pain, shortness of breath, or general feeling of illness.

Damage to the pancreas, an organ in your abdomen. The signs of pancreas damage that you may notice are stomach pain, upset stomach,
throwing up, and lack of appetite.

Anincreasesin creatinine or adecrease in phosphate (substances in the blood) that could mean kidney damage or failure

Liver damage. The signs of liver damage that you may notice are: tiredness, not feeling hungry, upset stomach, throwing up, stomach
pain, yellow skin or eyes, dark urine, and pale stool. Severe liver damage can cause death.

Lactic acidosis. The signs of lactic acidosis that you may notice are: unexplained weight loss, stomach ache, upset stomach, throwing up,
tiredness, weakness, and shortness of breath. Lactic acidosis can cause death.

Nevirapine [NV P]

Tenofovir [TDF]
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SIGNATURE PAGE: INDEX CASE ENROLLMENT: FULL STUDY

HPTN 052: A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV
Primary CareversusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-11n
Serodiscordant Couples, Version [X.X]

If you have read the informed consent, or have had it read and explained to you, and understand the informetion,
and you voluntarily agree to join the study, please sign your name or make your mark beow.

Participant Name (print) Participant Signature and Date

Study Staff Conducting Study Staff Signature and Date
Consent Discussion (print)

Witness Name (print) Witness Signature and Date
(Asappropriate)
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SAMPLE INFORMED CONSENT FORM
DIVISION OF AIDS, NIAID, NIH
HPTN 052

A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV Primary Care
versusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-1 In Serodiscor dant

Couples
Version [X.X]

PARTNER ENROLLMENT: FULL STUDY

PRINCIPAL INVESTIGATOR: [insert name]
PHONE: [insert number]

INTRODUCTION:

Y ou are being asked to volunteer for the investigational research study named above. This study is
sponsored by the U.S. National Instiutes of Health. The person in charge of the study at this siteis
[insert name of principal investigator].

Thisisastudy for couplesin which one person is infected with HIV and the other person is not. HIV is
the virusthat causes AIDS. About 1750 couples will participate in the full study (about 245 cauples
at your clinic). The couples participating in this study will come from Asia, Africa, South America,
and North America. Each couple will be in the study for at least 5 years.

Before you decide whether or not to take part in this research study, you need to know the purpose,
the possible risks and benefits to you, and what will be expected of you during the study. This
consent form provides that information. The study staff will discuss the information with you.
They will answer any questions you may have. After the study has been fully explained to you, you
can decide whether or not you want to participate. Once you understand this study, and if you agree
to take part, you will be asked to sign this consent form or make your mark in front of someone.

Y ou will be offered a copy of this form to keep.

Please note that:

Your participation in this study is entirely voluntary.

Y ou may decide not to take part or to withdraw from this study at any time without
losing the benefits of your or your partner’s standard health care.

PURPOSE OF THE STUDY:

The main purpose of the study is to find out whether treating people infected with HIV with anti-HIV
drugs will prevent them from passing the virus to their partner through sex. Another purpose is to
determine when the best time is to start taking anti-HIV drugs in order to prevent passing the virus
to a partner through sex. Also, even though these drugs are used in other places in the world, we will
study more about how safe they are to take, especially over a long period of time. We do not know if
what we are doing in this study will work and so it is called an investigational study.
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During the study, everyone with HIV will receive health care which may include medications to
treat infections or other conditions that we find. Some people will also receive anti-HIV drugs to
treat their HIV infection, and will start taking these drugs as soon as they join the study. Others
may start take the anti-HIV drugs later in the study, after their T-cell count [or whatever termis
commonly used locally] is lower or if they become sick. The T-cell count is ablood test that we use to
measurethe amount of damage that HIV has done to your body. Regardless of which group you are
in, your partner will be started on anti-HIV drugs before his/her T-cell count gets to a point that would
make them very sick.

Study Groups

If you decide to take part in the study, you and your partner will be placed in 1 of 2 groups. Y our group
will be chosen “by lot” [or other equivalent local term]. You have an equal chance of being placed in
each group, but you cannot choose your group. Both groups are very important to this study. Couplesin
both groups will have the same study visits.

During the study, one group will start anti-HIV drugs as soon as they join the study. Others will
start the anti-HIV drugs later in the study, after their T-cell count [or whatever termis commonly used
locally] islower or if they become sick.

PROCEDURES:

If you agree to join this study, you will be asked to come back to the clinic with your partner on a
regular basis. You will be told the results of any tests you undergo during the study and be
treated if you are sick to the extent possible.

During this study, your blood will be tested for HIV at least every 3 months. Y ou must receive your HIV
test result to bein this research study. Every time you are tested, the study staff will talk to you about
your HIV test results. Sometimes HIV test results are not clearly positive or negative. If this
happens, we will test your blood again until we know the result for sure. If at any point during the
study the test shows that you have HIV, your participation in the study will end.

First Study Visit (Enrollment):

During your first study visit, which may last up to 4 hours, the study will be explained to you. You
will have time to ask questions and discuss any concerns you may have with the study staff.

We will ask you for detailed information about where you live and how we can find you. This
information will be very important because we may need to contact you to give you new information
or we may need to find you if you miss an appointment. If you miss an appointment during the
study, we will try to reach you through the contact information you provide. If we talk to people on
thislist, we will not tell them why we are trying to reach you. If you are not willing to give us this
information you should not agree to be in this study.

We will ask you to answer afew questions about yourself, how you have been feeling, and about your
sexua activities. You will then have a complete physical examination. During the exam, we will
measure your temperature, heart rate, blood pressure, height, and weight. In addition, we will
examine your penis if you are a man, or we will look in your vaginaif you are awoman. If you area
woman, wewill collect fluid from your vagina with a swab to test for infections. If any soresare
found on your penis or in your vagina, a swab sample will be taken to find out whet has caused it.
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We will draw a blood sample (no more than 25mL, which is about 5 teaspoons [changeto local
equivalent, if appropriate]). This blood will be tested to see if you have a sexually transmitted
disease called syphilis. Someblood may be stored for future HIV-related testing. We will also
ask you to give a urine sample to test for other sexually transmitted diseases (gonorrhea and
chlamydia). If we find any infections during your physical examination or from your laboratory
tests, you will receive treatment for these conditions.

At thisvisit, you and your partner will be told which group you arein. The groups are:

Group 1: Your partner will get health care for his or her HIV and immediately get anti-HIV
drugs.

Group 2: Your partner will get health care for his or her HIV and will get anti- HIV drugs
after his or her T-cell count fallsto acertain level or he or she becomes sick.

If you and your partner are in Group 1, your partner will be given anti-HIV drugs. You will be
told how to help your partner take these pills correctly.

Y ou and your partner will be told how to prevent the sexua spread of HIV from your partner to you. We
will supply you with condoms and advise you or your partner to use a condom every time you have sex.

Y ou must under stand that we do not know if anti-HIV drugswill keep you from getting HIV from
your partner, so you should avoid all activitieswherethe HIV infection can passto you, even if your
partner istaking the anti-HIV drugs.

Two Week Study Visit:

After your partner starts taking anti-HIV drugs, you will be asked to return to the clinic two weeks later.
This visit will last about an hour. At this visit:

We will confirm where you live and how to find you.
If you are sick, we will treat your symptoms.

Wewill counsdl you and your partner about using condoms during sex and give you
condoms. Even if you come to the clinic alone, we will still talk to you about
ways to protect yoursdlf from getting HIV.

If your partner is taking anti-HIV drugs, we will talk to you about how you can help your
partner continue to take the study pills.

Monthly Study Vidts.

Y ou will come back to the clinic every month during the study for a study visit. Most of these
vigtswill last about an hour.

At each visit:

We will confirm where you live and how to find you.
If you are sick, we will treat your symptoms.

We will counsel you and your partner about using condoms during sex and give you
condoms. Evenif you come to the clinic done, we will still talk to you about ways to
protect yourself from getting HIV .
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If your partner istaking anti-HIV drugs, we will talk to you about how you can help your
partner continue to take the study pills.

At the first two monthly visits, we will ask you questions about your sexua activities.
Quarterly Study Visits (Every Three Months):

In addition to the regular monthly procedures, at every 3-month visit:

We will ask you questions about your sexual activities.
You will get aphysica exam.

We will draw blood (no more than 15 mL, which is about 3 teaspoons [ changeto local
equivalent, if appropriate]). This blood will be tested to seeif you have HIV. Before
you have this blood drawn, we will talk with you about the HIV test and what it may mean
to know your HIV status. Some blood may be stored for future HIV-related testing.

The visit every 3 months will last about 1 and ¥ hours.
Yearly Vidits:

Once a year, we will include a few additional procedures that will make your visit last longer
(about 2 hours):

We will examine your penisif you are a man, and we will look in your vaginaif you are
awoman. During the exam for women, we will collect fluid from your vaginawith a
swab to find out if you have any infections. If any sores are found on your penisor in
your vagina, a swab sample will be taken to see what has caused it.

Another 5ml of your blood, which is about 1 teaspoon [change to local equivalent if
appropriate] , will be drawn to test it for syphilis.

We will also ask you to give a urine sample to test for other sexually transmitted diseases
(gonorrheaand chlamydia).

Additional Study Visits:

There may be more times when you will be asked to return to the clinic with your partner. For example, if
the anti-HIV drugs stop working for your partner and he or she is given new drugs, you will be asked to
return to talk about the new drugs and ways that you can help your partner take them correctly.

IF YOU BECOME INFECTED WITH HIV WHILE PARTICIPATING IN THIS STUDY:

If you become infected with HIVV while participating in this study, the following procedures will take
place and your participation in the study will end.

We will draw blood (no more than 40 mL, which is about 8 teaspoons [ change to local
equivalent, if appropriate]). Thisblood will be tested to see how much HIV isin your
blood, how much damage the virus has done to your body’ s ability to fight off infections, to
see the hedlth of your kidneys, liver, and blood, and to see if the infection in your blood is
the same as the infection in your partner’s blood. Some of this blood may be stored for
future HIV -rlated testing.
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We will examine your penisif you are aman, and we will ook in your vaginaif you are
awoman. During the exam for women, a swab sample will be taken to test how much
HIV you may have in your vagina. Some of this sample may be stored for future
HIV-related testing. We will ask the men to give a semen sample by
masturbation so we can see how much HIV isin the semen. Some of this semen
may be stored for future HIV-related testing. If any sores are found on your penis
or in your vagina, a swab sample will be taken to determine what has caused it.

We will examine your body to seeif you are sick. If you are sick, we will treat your
symptoms.

The study staff will refer you to places where you can receive health care for your HIV
infection. If there are other research studies that you can join, the study staff will tell you
about them.

RISKS and/or DISCOMFORTS:

Y ou may fed discomfort, dizzy, or even faint when your blood is drawn. Redness, pain, swelling,
bruising, or an infection may occur where the needle goes into your arm.

You may fed discomfort during the examination of your vagina or penis, especidly if you have asore.

Y ou may become embarrassed, worried, or anxious when discussing your sexua practices, ways to protect
yourself against HIV, or discussing or waiting for your test results during the study. Learning that
you have HIV or other infections passed through sex may make you worried or anxious. A
trained counselor will help you deal with any feding or questions you have.

If the anti-HIV drugs stop working to fight the infection in your parter and then you become infected with
HIV, the anti-HIV drugs may not be able to fight your infection when you need them.

We will make every effort to protect your privacy and confidentiality while you are in the study. Y our
visits here will take place in private. However, it is possible that others may learn of your participation
here, and think you or your partner has HIV. Because of this, others may treat you unfairly or
discriminate against you. For example, you could have problems getting or keeping ajob. You could
aso have problems being accepted by your family or community.

POTENTIAL BENEFITS:

There may be no direct benefit to you from this study. However, you will get physical exams and urine
tests, and you will be tested for HIV on aregular basis. We will also check to see if you have any
infections passed during sex. |If these exams or tests show that you have a health problem, we will
treat you. This treatment, which may include medication, may help you feel better.

During the study, you will get information related to your health. You will be able to talk to
counselors about your health and feelings. Y ou and your partner will get counseling to tak
about safe sex practices. You will also get free condoms throughout the entire study.

If you take part in this study, your partner may get anti-HIV drugsto treat his or her HIV infection. These
drugs are not a cure for HIV infection or AIDS, but anti-HIV drugs can help HIV -infected people
feel better and live longer. Your partner will also get health care, which will include drugs to
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prevent or treat HIV-related symptoms and other illnesses. These medications may help your partner
fed better.

Because your partner will be treated for HIV, your chance of getting HIV from your partner through sex
may be reduced. In addition, knowledge gained from this study may help others infected with HIV
in the future.

NEW FINDINGS:

Y ou will be told of any new information learned during the course of the study that might cause you to
change your mind about staying in the study. At the end of the study, you will be told when
study results may be available and how to learn about them.

REASONSWHY YOU MAY BE WITHDRAWN FROM THE STUDY WITHOUT YOUR
CONSENT:
Y ou may be removed from the study without your consent for the following reasons:
The study is stopped or cancelled.
Staying in the study would be harmful to you.
Y ou are not able to attend study visits or complete the study procedures.
Y our partner is not able to attend study visits or complete the study procedures.
You are unwilling to be tested for HIV on aregular basis.

ALTERNATIVESTO PARTICIPATION:
If you choose not to take part in this study, it will have no effect on your regular hedlth care at this clinic.

This clinic can provide your partner with drugs to prevent or treat infections related to HIV.
However, the clinic will not be able to provide anti-HIV drugs. To receive that treatment your partner
would have to buy the drugs from a private doctor or local pharmacy. [This paragraph should be
changed to be site-specific, indicating what kind of HI'V-care can be normally provided by the clinic to
the HIV-infected individual.]

Even if you choose to participate in this study, it is not known whether giving anti-HIV drugsto
your partner can prevent the spread of HIV to you. The only known way to prevent the sexual spread of
HIV infection is to use condoms properly every time you have sex.

COSTSAND COMPENSATION:

There will be no cost to you for study-related visits, physical examinations, laboratory tests or other
procedures. At the end of each visit, you will be given [insert amount of money or incentive
package to compensate participant for food, travel expenses, lost work time, etc. Additional incentives
may be given for particular procedures, such as semen collection or pelvic exams.]

CONFIDENTIALITY:

Efforts will be made to keep your study records and test results confidentia to the extent permitted by law.
However, we cannot guarantee absolute confidentiality. You will be identified by a code, and personal
information from your records will not be released without your written permission. Y ou will not be
personaly identified in any publication about this study. However, your records may be reviewed, under
guidelines of the United States Federd Privacy Act[U.S sitesonly], by the United States Food and Drug
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Adminigtration (FDA); the sponsor of the study (United States Nationd Institutes of Health [NIH]), the
[insert name of site] Institutional Review Board (IRB), study staff, study monitors, the companies that
make the drugs used in this study, and (insert applicable local authorities].

During the study, some of your samples (blood, semen, or vagina fluid) may be stored for tests done
later. These samples will be stored in containers that do not have your name on them but rather a
code to protect your privacy. These tests are to help learn more about HIV and anti-HIV drug treatment.

If during the course of the study, we find out that you have [insert all applicablereportable diseases (e.g.,
HIV, gonorrhea, chlamydia, syphilis)], we must report it to [insert the name(s) of the local health
authorities]. Although we must report that we have treated someone with [insert all applicable
reportable diseases], your name will not be reported to the agency. [Amend this paragraph to reflect
the local requirements. If thereare no local requirementsto report communicable diseases, delete this

paragraph.]

[For U.S sitesonly:] In addition to the efforts made by the study staff to keep your persona information
confidential, a Certificate of Confidentiality has been obtained from the U.S. Federal Government for this
study. This Certificate protects study staff from being forced to tell people who are not connected with
this study, such as the court system, about your participation or information you give for study purposes.
Even with the Certificate of Confidentiaity, however, if the study staff learn of possible child abuse
and/or neglect or arisk of harm to you or others, they will be required to tell the proper authorities.

RESEARCH-RELATED INJURY:

[Site-specific: insert institutional policy] If you are injured as a result of being in this study,
the study clinic will give you immediate necessary treatment for your injuries. You will then be
told where you may receive additional treatment for your injuries. The cost of this treatment

may be charged to you. Thereis no program to pay for the treatment of such injuries. You do not

give up any legal rights by signing this consent form.

PROBLEMSor QUESTIONS:
For questions about this study or a research-related injury, contact:

[site insert name of the investigator or other study staff]

[ste insert telephone number and physical address of above]
For questions about your rights as a research subject, contact:

[siteinsert name or title of person on the Ingtitutional Review Board (IRB) or other
organization appropriate for the site]

[site insert telephone number and physical address of above]
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SIGNATURE PAGE: PARTNER ENROLLMENT: FULL STUDY

HPTN 052: A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV
Primary CareversusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-11n
Serodiscordant Couples, Version [X.X]

If you have read the informed consent, or have had it read and explained to you, and understand the informetion,
and you voluntarily agree to join the study, please Sgn your name or make your mark beow.

Participant Name (print) Participant Signature and Date

Study Staff Conducting Study Staff Signature and Date
Consent Discussion (print)

Witness Name (print) Witness Signature and Date
(Asappropriate)

HPTN 052 Final Version 1.0, October 10, 2003 Page 167 of 176



SAMPLE INFORMED CONSENT FORM
DIVISION OF AIDS, NIAID, NIH
HPTN 052

A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV Primary Care
versusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-1 In Serodiscor dant
Couples

Version [X.X]

SPECIMEN STORAGE
PRINCIPAL INVESTIGATOR: [insert name]
PHONE: [insert number]

INTRODUCTION:

Y ou have decided to take part in the investigational research study named above, sponsored by the United
States National Institutes of Health. While you are in this study, blood and semen (if you are a man)
or vaginal fluid (if you are awoman) will be collected from you. These samples may be useful for
future research. You are being asked to agree to the storage of these samples. This consent form
gives you information about the collection, storage, and use of these samples. The study staff
will talk to you about thisinformation. Please ask if you have any questions. Y ou will be asked to
sign or make your mark on this form to indicate whether you agree to have your samples stored and
tested. Y ou will be offered a copy of thisform to keep.

YOUR PARTICIPATION ISVOLUNTARY:

Allowing your samples to be stored is completely voluntary. You may decide not to have
any samples stored other than what is needed to complete this study and till be in this research study or any
future study.

Even if you decide now that your samples can be stored for future research, you may change your mind at
any time. If this happens, you must tell the study staff that you have changed your mind. If you decide not
to have your samples stored or used for future research, they will be destroyed at the end of the study.

PURPOSE:

The specific research to be done on your samples is not known at thistime. Y our samples will only be
used to look for HIV infection or other infections, damage caused by infection, or how your body reacts to
the infection. For example, the tests may look at cells, proteins, and other chemicalsin your body. Tests
may aso examine your genes (DNA), since they might affect your response to HIV in important ways.
For example, your genes may make you more or less susceptible to becoming infected, your responses to
infection or to treatment stronger or weaker, or make HIV progress faster or dower. No other kinds of
genetic test will be done by anyone on your stored specimens without first explaining the test to you
and obtaining your permission.

HPTN 052 Final Version 1.0, October 10, 2003 Page 168 of 176



The study researchers do not plan to contact you or your regular doctor with any results from tests done on
your stored samples. This is because research tests are often done using experimental procedures,
50 the results may not help for making decisions on managing your health. In the rare case that aspecific
test result gives important information about your health, the researchers will tell the study staff and the
study staff will try to contact you. If you wish to be contacted with this type of test result, you must give
the study staff any change to your contact information. |f you have aregular doctor and you want the
study staff to tell this doctor your test results, you must give the study staff your doctor’ s contact
information.

Y our samples will not be sold or used directly to produce commercia products.

Research studies using your samples will be reviewed by the United States Nationa Institutes of Health and
aspecial committee at the researcher’ singtitution (an Institutional Review Board).

PROCEDURES:

Each time your blood is drawn, up to 18 mL (which is about 3.5 teaspoons [ change tolocal equivalent, if
appropriate]) of the sample may be stored. For each sample of semen or vaginal fluid given,
part of the sample will tested immediately and the rest will be stored.

Y our blood will be stored safely and securely in a storage facility. Only the people who work at the
facility and approved researchers will have access to your samples. The people who work at the
facility will not have any information that identifies you. The approved researchers may be
given information about you such as your age and sex, but they will not be given your name or any
other information that identifies you.

Thereis no time limit on how long your samples will be stored.
RISK S and/or DISCOMFORTS:

There are few risks related to storing your samples. When tests are done on the stored samples thereis a
small but possible risk to your privacy. It is possible that if others found out information about you
that is learned from tests (such as information about your genes) it could cause you problems with your
family (having afamily member learn about a disease that may be passed on in families or learning
who is the true parent of a child) or problems getting ajob or insurance.

POTENTIAL BENEFITS:

There are no direct benefits to you from having your samples stored. Y ou and others could benefit in the
future from research done on your blood.
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CONFIDENTIALITY:

To keep your information private, your samples will be labeled with a code that can only be traced back to
your study clinic. Your name, where you live, and other personal information will be protected by
the study clinic. When researchers are given your stored samples, they will not be given your
personal information. The results of future tests will not be included in your health records.
Every effort will be made to keep your personal information confidential, but we cannot guarantee
absolute confidentiality. Y our persona information may be disclosed if required by law.

[For U.S sitesonly:] In addition to the efforts made by the study staff to keep your personal information
confidential, a Certificate of Confidentiality has been obtained from the U.S. Federal Government for this
study. This Certificate protects study staff from being forced to tell people who are not connected with
this study, such as the court system, about your participation or information you give for study purposes.
Even with the Certificate of Confidentiality, however, if the study staff learn of possible child abuse
and/or neglect or arisk of harm to you or others, they will be required to tell the proper authorities.

PROBLEMSOR QUESTIONS:

For questions about the storage of your samples, contact (insert the name of the investigator or other study
staff) at (insert telephone number and/or physical address).

For questions about your rights related to the storage of your samples for research, contact (insert
the name or title of person on the Institutional Review Board, Ethics Committee, or other
organization appropriate for site) at (insert telephone number and/or physical address).
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SIGNATURE PAGE: SPECIMEN STORAGE

HPTN 052: A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV
Primary CareversusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-11n
Serodiscordant Couples, Version [X.X]

CONSENT FOR SPECIMEN STORAGE

Please carefully read the statements below (or have them read to you) and think about your choice. No
meatter what you decide it will not affect whether you can be in the research study, or your routine health
care.

| agree to have samples of my blood, semen (if | am aman), and vagind fluid (if | am awoman)
stored and used for future testing related to HIV infection (including genetic testing).

| agree to have samples of my blood, semen (if | am aman), and vagind fluid (if | am a woman)
stored and used for future testing related to HIV infection. However, | do not agree to have

genetic testing performed on my samples.

| do not agree to have samples of my blood, semen (if | an aman), and vagind fluid (if | am a
woman) stored and used for future testing related to HIV infection.

Participant Name (print) Participant Signature and Date

Study Staff Conducting Study Staff Signature and Date
Consent Discussion (print)

Witness Name (print) Witness Signature and Date
(Asappropriate)
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SAMPLE INFORMED CONSENT FORM
DIVISION OF AIDS, NIAID, NIH
HPTN 052

A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV Primary Care
versusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-1 In Serodiscor dant
Couples

Version [X.X]

INDEX CASE PREGNANCY

PRINCIPAL INVESTIGATOR: [insert name]
PHONE: [insert number]

INTRODUCTION:

Because you are now pregnant, you are being asked if you want to continue taking part in the
investigational research study named above, sponsored by the United States National Institutes
of Health. This consent form gives more information about how this research study may affect
your pregnancy and your baby. The study staff will talk with you about this information. Y ou may aso
talk with your own doctor about what is best for you and your baby and if you should remain on study
medicines or choose other anti-HIV drugs. If you agree to stay in this study, you will be asked to sign
this consent form. Y ou will be offered a copy of thisform to keep.

You are free to ask questions of the research staff at any time.

Please note that:

Your participation in this study is entirely voluntary.

Y ou may decide not to take part or to withdraw from the study at any time without losing the
benefits of your or your partner’s standard hedlth care.

ADDITIONAL INFORMATION FOR PREGNANT PARTICIPANTS

If you decide to remain in the study, the requirements for your participation will not change, but some of
the procedures that you were undergoing while you were not pregnant may change. For example, the
doctor may decide to take less blood from you while you are pregnant. If you are already receiving
anti-HIV drugs, you will continue to do so unless your doctor thinks you may need to stop during your
pregnancy, however, the doctor may need to change some of the drugs you are taking to ones that are
safer during pregnancy. If you have not yet started anti-HIV drugs, they will be available to you
if you need them.

It is not known if the drug or drug combinations in this study harm unborn babies. Tests in
pregnant animals do show somerisk. If you are currently taking anti-HIV drugs, the study doctor will
explain the particular risks of these drugs to you.
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This study will not provide care related to your pregnancy, the ddivery of your baby, or the care of your
baby after birth. 'Y ou must arrange for your care and your baby’ s care outside of thisstudy.

If you are not taking anti-HIV drugs, the study doctor will provide you with drugs to help prevent you from
passing your HIV infection to your baby.

The study staff will talk with you about care for your baby once he or sheis born.
RISKSASSOCIATED WITH STUDY PARTICIPATION WHILE PREGNANT

Now that you are pregnant, there are some possible risks you should know. These possible risks to you
and your baby are in addition to the risks that are described in the study consent you aready signed.

Risksto You if You Begin or AreOn Anti-HIV Drugs:

Different side effects or more severe side effects may occur in pregnant women taking anti-HIV
drugs. This may make it more difficult for you to take your study drugs. Not taking anti-HIV
drugs as directed may cause the drugs not to work on the HIV in your blood.

The amount of anti-HIV drug in your blood may change during pregnancy. If the amount of
anti-HIV drug in your blood decreases, the drugs may not work well or may stop working
completely.

Some risks of pregnancy may be made worse by anti-HIV drugs and may result in deeth.
Risksto Your Baby if You Begin or Are On Anti-HIV Drugs.

It isnot known if some anti-HIV drugs may cause you to have ababy that isborn early or dead.

It isnot known if some anti-HIV drugs may cause your baby to be sick or have birth defects. Not
all birth defects are seen at birth. Some birth defects are seen later as the baby grows.

It ispossble for you to give HIV to your baby. The study doctor will talk to you about using one or
more anti-HIV drugs to decrease therisk of passing HIV to your baby.

Breast-Feading

After dlivery, if you decide to breast-feed your baby you may continue taking anti-HIV drugs. Doctors
know that HIV can pass through breast-milk and taking anti-HIV drugs has not been proven to
decrease the chance of passing HIV through your breast-milk to your baby.

POTENTIAL BENEFITS:

If you continue to take part in this study, there may be a benefit to you and your baby, but no guarantee can
be made. It isaso possible that you and your baby will receive no benefit from continuing in this study.
Information learned from this study may help others who have HIV.

Taking anti-HIV drugs may prevent passing HIV infection to your baby.
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NEW FINDINGS:

Y ou will betold of any new information learned during the course of the study that might cause you to
change your mind about staying in the study while you are pregnant or breast-feeding.

REASONSWHY YOU MAY BE WITHDRAWN FROM THE STUDY WITHOUT YOUR
CONSENT:

Y ou may be removed from the study without your consent for the following reasons:

The study is stopped or cancelled.

Staying in the study would be harmful to you.

You are not able to attend study visits or complete the study procedures.

Your partner is not able to attend study visits or complete the study procedures.

ALTERNATIVESTO PARTICIPATION:

Instead of staying on the study medicines you have the choice of:
treatment with medicines available to you [Instruction to site personnd: insert standard-of-care for
prevention of MTCT]

treatment with experimenta drugs being studied for use during pregnancy, if available at your clinic
and if you qudlify

no treatment

Please tak to your doctor about these and other choices available to you. Your doctor will explain the risks
and benefits of these choices.

COSTSAND COMPENSATION:

In addition to any costs that are described in the study consent you aready signed; this study will not cover
any cost related to your pregnancy, ddivery of your baby or care of your baby after birth. [Instruction
to site personnel: change this paragraph to reflect what is normally provided to pregnant
women and their babies at your site and any costs involved. ]

CONFIDENTIALITY:

The same standards of confidentidity being used for the study will apply to you if you pregnant. |If you
have further questions concerning confidentiality, please ask the study staff.

RESEARCH-RELATED INJURY:

If your baby or you are injured as aresult of being in this study, you will both be given immediate
treatment for your injuries. The cost for this treatment will be charged to you or your insurance
company. Thereisno program for compensation either through this institution or the National Institutes
of Health (NIH). You will not be giving up any of your legal rights by signing this consent form.
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PROBLEMSor QUESTIONS:

For questions about this study or aresearch-related injury, contact:

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

For questions about your rights as a research subject, contact:

[siteinsert name or title of person on the Institutional Review Board (IRB) or other organization
appropriate for the site]

[site insert telephone number and physical address of above]
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SIGNATURE PAGE: INDEX CASE PREGNANCY

HPTN 052: A Randomized Trial to Evaluate the Effectiveness of Antiretroviral Therapy plusHIV
Primary CareversusHIV Primary Care Aloneto Prevent the Sexual Transmission of HIV-11n
Serodiscordant Couples, Version [X.X]

CONSENT FOR INDEX CASE PREGNANCY

If you have reed thisinformed consent or have had it read and explained to you, you understand the
information, and you voluntarily agree to continue participating in the run-in period and the full study, please
sign your name or make your mark below.

Participant Name (print) Participant Signature and Date

Study Staff Conducting Study Staff Signature and Date
Consent Discussion (print)

Witness Name (print) Witness Signature and Date
(Asappropriate)
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