DATE: 14 May 2003

RE: LETTER OF AMENDMENT FOR: HPTN 050, Version 2.0, dated 29

May 2002.
Phase | Safety and Acceptability Study of the Vaginal Microbicide Agent
PMPA Gel

TO: , Principal Investigator, HPTU PTN XX-XXX

FROM: Antonia Kwiecien, CORE Protocol Specialist

THE FOLLOWING INFORMATION IMPACTS THE HPTN 050 STUDY AND MUST BE
FORWARDED TO YOUR INSTITUTIONAL REVIEW BOARD (IRB)/ETHICSCOMMITTEE
(EC) ASSOON ASPOSSIBLE FOR THEIR INFORMATION AND REVIEW. THISMUST BE
APPROVED BY YOUR IRB/EC BEFORE IMPLEMENTATION.

THE FOLLOWING INFORMATION MAY ALSO IMPACT THE SAMPLE INFORMED
CONSENT. YOUR IRB/EC WILL BE RESPONSIBLE FOR DETERMINING THE PROCESS OF
INFORMING SUBJECTSOF THE CONTENTSOF THISLETTER OF AMENDMENT.

PLEASE FILE THISLETTER AND ANY IRB/EC CORRESPONDENCE IN YOUR
REGULATORY FILE AND OTHER PERTINENT FILES. YOU ARENOT REQUIRED TO
SUBMIT THESE DOCUMENTSTO THE PROTOCOL REGISTRATION OFFICE UNLESSTHE
CHANGESRESULT IN A CHANGE TO THE INFORMED CONSENT FOR YOUR SITE.

Summary of Revisions

The entry criteria have been amended to exclude women being treated with
systemic PMPA from the pharmacokinetic study.

Upon receipt of IRB approval, the following protocol modifications, indicated by strikethrough and
bold text, will be implemented:

1. In the protocol Section 2.5:

In addition to the study procedures described above, the first six participants in cohorts A, B,
and C will take part in a PK study of PMPA gel. (If one of the first six participants in the C
cohort is being treated with systemic PMPA, the participant will be enrolled in the non-
PK study, and then subsequent slots will be filled for the PK study. No more than six
participants being treated with systemic PMPA can enroll in the C cohort.) At their study
Day 0 Enroliment Visit and on study Day 13, these participants enrolled in the PK study will
apply the first daily dose of PMPA gel at the study site and undergo phlebotomy for serum
collection and PK analysis immediately prior to dosing then again at 0.5, 1, 2, 4, 6, 8, 12 hours
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on both visits. An additional draw will be taken at 24 hours post dosing on the Day 13 Visit.
For participants in cohorts B and C, if the HPDF of product use is determined to be twice daily,
the second daily dose will be omitted on Day 13. Participants either will either stay at the clinic

and/or will have an IV line inserted and be allowed to leave the clinic and return in time for
scheduled blood draws. This decision will be made by the site investigator on a participant by,

participant basis.

All PK samples will be shipped to the Contract Lab [refer to SSP Manual for sample collection
and shipping details] for batched assay. Samples from each subject on both PK days will be
run together. PK data from cohort A, will be analyzed once all the required samples from this
cohort are received and assayed. If this analysis indicates that the cohort A, participants
absorbed PMPA systemically and there was detectable study drug in the 24 hour sample on
Day 14, PK study participants in cohorts B and C will have additional PK samples drawn at 48
and 72 hours post dosing. If the analysis indicates that unanticipated absorption of PMPA is
found in any of the cohorts and/or more adverse events such as mucosal inflammation are
found than expected in any participant, PK testing as described above for cohorts B and C will
be done in six (but not necessarily the first six) of the D cohort participants. (Participants in the
D cohort being treated with systemic PMPA will not be enrolled in the PK study.)

The principal parameter of interest after intravaginal dosing will be the AUC.
In the protocol Section 3.5.1 (new section):
3.5.1 Exclusion Criteria—Women, PK Study

The PK study will exclude all women being treated with systemic PMPA.



DATE: 31 January 2003

RE: LETTER OF AMENDMENT FOR: HPTN 050, Version 2.0, dated 29

May 2002.
Phase | Safety and Acceptability Study of the Vaginal Microbicide Agent
PMPA Gel

TO: , Principal Investigator, HPTU PTN XX-XXX

FROM: Antonia Kwiecien, CORE Protocol Specialist

THE FOLLOWING INFORMATION IMPACTSTHE HPTN 050 STUDY AND MUST BE
FORWARDED TO YOUR INSTITUTIONAL REVIEW BOARD (IRB) ASSOON ASPOSSIBLE
FOR THEIR INFORMATION AND REVIEW. IT MUST BE APPROVED BEFORE
IMPLEMENTATION.

THE FOLLOWING INFORMATION MAY ALSO IMPACT THE SAMPLE INFORMED
CONSENT. YOUR IRB WILL BE RESPONSIBLE FOR DETERMINING THE PROCESS OF
INFORMING SUBJECTSOF THE CONTENTSOF THISLETTER OF AMENDMENT.

PLEASE FILE THISLETTER AND ANY IRB CORRESPONDENCE IN YOUR REGULATORY
FILE AND OTHER PERTINENT FILES. YOU ARE NOT REQUIRED TO SUBMIT THESE
DOCUMENTSTO THE PROTOCOL REGISTRATION OFFICE UNLESSTHE CHANGES
RESULT IN A CHANGE TO THE INFORMED CONSENT FOR YOUR SITE.

Summary of Revisions

The product application regimen has been revised to allow participants enrolled in
twice daily dose frequency cohorts to apply the morning dose if the follow-up pelvic
and/or colposcopy examination is scheduled in the afternoon.

Other administrative clarifications have been incorporated in the protocol as
needed.

Upon receipt of IRB approval, the following protocol modifications, indicated by strikethreugh and
bold text, will be implemented:

1. Inthe protocol Section 2.4.2:

In addition, all female participants will take part in follow-up focus groups and the male sexual
partners of the sexually active participants (B and D cohorts) will have in depth individual
interviews within feur six weeks of completing the 14-day dosing regimen.
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In the protocol Section 4.2.4:

Participants will be instructed to delay any morning dose of product until after the Day 2 or 3
Follow-up Visit, Day 7 Follow-up Visit, and Interim Visits requiring pelvic and/or colposcopy
examination, unless the examination is scheduled in the afternoon. The participant will be
instructed to discontinue product use after the evening application on Day 13.

Cohort A participants enrolled in the PK study will be asked to administer the first dose in the
clinic on Day O after the pelvic exam. Participants will be instructed not to administer the

product the night prior to the Day 13 Visit. They will apply the product afterthepelvic-exam
during the Day 13 Visit.

If the HPDF is determined to be twice daily, cohorts B and C (and cohort D if indicated as per
Section 2.5) participants enrolled in the PK study will be instructed to administer the product on
Day 0O after the pelvic exam and again after the 12 hour PK draw. For the Day 13 Visit,
participants will be instructed to apply their morning dose afterthepelvic-exam during the Day
13 Visit, and then discontinue product use (i.e. omit the second final Day 13 dose).
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Protocol 050: Phase | Safety and Acceptability Study of the Vaginal Microbicide
Agent PMPA Gel

CLARIFICATION MEMO #2

09 December 2002
IND # 57,833

Summary of Revisions

A definition for abnormal Pap smear has been added.

The following protocol modification, indicated bold text, is made to the HPTN 050
Protocol:

1. Atthe end of Section 3.5:

Note: Abnormal Pap smear is defined by the following designations:
all atypical squamous cell (ASC) interpretations (atypical squamous
cell of undetermined significance (ASC-US), atypical squamous cells,
cannot exclude HSIL (ASC-H)), low-grade squamous intraepithelial
lesions (LSIL), high-grade squamous intraepithelial lesions (HSIL),
carcinoma in situ and squamous cell carcinoma as well as all atypical
glandular cell (AGC) interpretations (atypical endocervical,
endometrial, or glandular cells and AGC-favor neoplastic),
endocervical adenocarcinoma in situ (AIS), and adenocarcinoma.
Reactive Pap smear designations including reactive cellular changes
associated with inflammation will be presumed normal in the absence
of an ulcerative or non-ulcerative STD (including negative laboratory
results for STDs) or deep epithelial disruption on speculum exam or
colposcopy.
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HIV Prevention Trials Network

Protocol 050: Phase | Safety and Acceptability Study of the Vaginal Microbicide

Agent PMPA Gel

CLARIFICATION #1

19 November 2002
IND # 55,690

Summary of Revisions
Rebecca Coleman resigned from the protocol team as of 13 September 2002.
The chlamydia and gonorrhea testing by ligase chain reaction was changed to

nucleic acid amplification testing at the HPTN Central Laboratory on 09 August
2002.

The following protocol modifications, indicated by strikethreugh and bold text, are
made to the HPTN 049 Protocol:

1.

In the List of Abbreviations and Acronyms:

NAT nucleic acid amplification test

In the protocol Team Roster:

In the protocol Section 5.1.1.1, seventh bullet:

Collect urine specimen for gonorrhea and chlamydia ESR nucleic acid
amplification test (NAT) at the Central Lab (CL).

In the protocol Section 5.1.1.2, seventh bullet:

Send urine to CL for EGR NAT for gonorrhea and chlamydia.
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5. Inthe protocol Section 5.1.3.1, sixth bullet, first sub bullet:
Collect urine specimen for EGR- NAT for N. gonorrhoeae and C. trachomatis.

6. In the protocol Sections 5.1.3.2, and 5.1.6.3 sixth bullet, first and second sub
bullets:

Conduct EGR NAT for C. trachomatis.
Conduct EGR NAT for N. gonorrhoeae

7. Inthe protocol Section 5.1.5.1, ninth bullet, first sub bullet:
Collect urine for EGR NAT for N. gonorrhoeae and C. trachomatis.
8. In the protocol Section 5.1.5.2, eighth bullet, first and second sub bullets:

Conduct EGR NAT for C. trachomatis.
Conduct EGR NAT for N. gonorrhoeae

9. In the protocol Section 5.1.6.2, fifth bullet, first sub bullet:
Collect urine for EGR NAT for N. gonorrhoeae and C. trachomatis.

10. In Appendix Il, seventh row after the first title row:

LorNaT * | N gonarrhoeae, Urine 15-20 mL CcL
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Purpose:

HPTN 050
Phase | Safety and Acceptability Study of the Vaginal Microbicide Agent PMPA Gel

SCHEMA

To determine the safety and acceptability of PMPA gel for vaginal use among sexually abstinent and

sexually active HIV-uninfected, and HIV-infected women; and to determine the acceptability of

PMPA gel among their male sexua partners (when relevant).

Design: Phase | multisite stepped parallel dose and frequency study with 14 days of product

Study Population:

Treatment Regimen:

exposure and up to 21 days of follow-up for each female participant.

Up to 72 HIV-uninfected women (up to 60 sexually abstinent and up to 12 sexually active), up to 24

HIV-infected women (up to 12 sexually abstinent and up to 12 sexually active) and up to 24 male

sexua partners (12 HIV-uninfected and 12 HIV-infected)

participantsin cohort V (if required) will apply the gel vehicle only asfollows:

Cohort Description N Dose Freguency
A, HIV-uninfected/abstinent 12 0.3% oncedaily
A, HIV-uninfected/abstinent 12 1.0% oncedaily
Aj HIV-uninfected/abstinent 12 0.3% twice daily
Ay HIV-uninfected/abstinent 12 1.0% twice daily
B HIV-uninfected/active and their male sexual partners 12 highest practical dose frequency
C HIV-infected/abstinent 12 highest practical dose frequency
D HIV-infected/active and male sexual partners 12 highest practical dose frequency
V HIV-uninfected/abstinent (if required) 12 vehicleonly | once daily
Study Duration: Accrua will require 11 months. Each participant will be followed for up to 21 days. Acceptability

Participants in cohorts A - D will apply PMPA gel intravaginally for 14 intramenstrual days and

interviews will be convened within four weeks after the completion of product use and foll ow-up.

Therefore the entire study should be completed within 13 months.

Primary Objectives:

To assess the safety and toxicity of PMPA gel for vaginal use inassigned doses and frequency on vulvar and cervico-
vaginal mucosain HIV-uninfected women at low risk for HIV infection and in HIV-infected women

To assess the systemic safety and absorption of PMPA gel for vaginal use in low-risk, HIV-uninfected women and in
HIV-infected women.

Secondary Obectives:

To assess the acceptability of, and adherence to, a short-term regimen of PMPA gel for vaginal use in low-risk, HIV-
uninfected women and in HIV-infected women and their male sexual partners (when relevant).

To examine qualitative aspects of acceptability and adherence, as a pilot for substantive qualitative and quantitative
assessmentsin future studies.

Exploratory Objectives:

To measure the occurrence of cervico-vaginal shedding of HIV over the course of PMPA vaginal gel use.

To assess the genotypic resistance patterns of HIV in genital secretions and blood samples from the HIV-infected
female participants over the course of PMPA vaginal gel use.

To measure vagina flora characteristics, and to descriptively examine changes in these characteristics over the
course of PMPA vaginal gel use.

Study Sites:

Harlem Hospital Center and Bronx Lebanon Hospital Center, New York, NY, USA
Miriam Hospital and Women and Infants Hospital, Providence, RI, USA
University of Pennsylvania, Philadelphia, PA, USA
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1.0 INTRODUCTION
1.1 Topical Microbicidesand Human Immunodeficiency Virus (HIV) Prevention

The Joint United Nations Programme on HIV/AIDS recently estimated that 36.1 million adults
and children were living with HIV/AIDS at the end of 2000, and that about 15,000 new
infections are occurring each day . The majority of new infections are transmitted through
heterosexual contact. As such, there is a clear need for new technologies to prevent the sexual
transmission of HIV. Correct and consistent male condom use has been shown to prevent HIV
transmission 2, but women often are unable to negotiate the use of condoms by their male
partners . The female condom has been marketed as an alternative barrier method [, but this
device is relatively costly and requires a certain level of skill, and acceptance by the male
partner.

Topical microbicides are products designed to prevent the sexual transmission of HIV and other
disease pathogens®®. Potentially, they can be applied vaginally to prevent both male-to-female
and femde-to-male transmission. They also offer a female-controlled option in cases where
male condom use cannot be negotiated. Several marketed chemical spermicides, which have
shown some activity against HIV and sexually transmitted disease (STD) pathogens in vitro,
have been evaluated as topical microbicides. Most notable among these is nonoxynol-9 (N-9),
which has been evaluated in several different doses and formulations. However, no clinical
studies have yet demonstrated that N-9 products can prevent HIV infection; N-9 products have
been shown to cause mucosal erosion and ulceration in a dose-dependent manner ["8; and
preliminary results of a large-scale clinical trial presented at the XIII International AIDS
Conference indicated that use of an N-9 ga may be associated with a higher rate of HIV
infection when compared with an “over the counter” vagina lubricant, and afforded no
protection against STDs [®!. However, the potential protective properties of the control gel used
in this study make the data difficult to interpret.

Particularly in light of the most recent findings with respect to the effects of nonoxynol-9
products, increasing attention has been given to developing other products as topica
microbicides to prevent HIV infection.

One such investigational product is PMPA gel ((R)-9-(2-Phosphonylmethoxypropyl) adenine),
otherwise known as Tenofovir.
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1.2 PMPA gd
1.2.1 Genera

PMPA is an adenosine nucleoside monophosphate (nucleotide) belonging to the class of acyclic
phosphonomethylether nucleotides. Currently approved anti-retroviral nucleoside therapies such as
zidovudine (ZVD), stavudine (d4T) and lamivudine (3TC) require cellular enzymes for metabolism
to their active triphosphate forms. Since expression of these cellular kinases responsible for the
initial phosphorylation of nucleosides is cell-type and cell-cycle specific, the nucleoside analogs may
have limited therapeutic activity in unactivated or resting cells, such as macrophages. Therefore,
other strategies have emerged over the past decade for creating agents with enhanced potency in a
broad range of cells with decreased potential for resistance 1%,

One such strategy is the development of nucleotide analogs instead of the unphosphorylated
nucleosides, such as ZVD. In pursuing the development of nucleotide analogs, it is evident that
simple phosphorylation of a nucleoside analog would not be adequate, since the phosphorus-oxygen
bond is quite labile and in vivo administration of this type of compound would result in rapid
metabolism back to the nucleoside form. In order to produce a stable nucleotide analog, the oxygen
in the phosphoester bond was switched with the proximate carbon in the nucleotide to produce a class
of compounds termed phosphonomethylethers 12241

Because they bypass the initial phosphorylation step, nucleotide analogs may possess greater activity
in a broader range of cell types (both activated and resting cells) than nucleoside analogs. In
addition, their lack of requirement for virus specific activation may decrease the propensity for
development of antiviral resistance. Activity of PMPA against drug-resistant HIV has been studied
in vitro. Results from these studies have demonstrated that PMPA shows broad activity and limited
cross-resistance for HIV expressing common forms of ZVD and 3TC resistance. The development of
simian immunodeficiency virus (SIV) resistance to PMPA during long term treatment was evaluated
in SIV-infected newborn rhesus macagques!™®. It was shown that although SIV resistant to PMPA is
fully virulent, viremia levels remained low, and there was no detectable viremia rebound in three of
the four infected animals.

The cellular enzyme responsible for PMPA metabolism to the phosphorylated forms is adenylate
kinase [ which is highly active and ubiquitous.

PMPA exhibits activity against retroviruses and hepadnaviruses [l invitro. In animal efficacy and
toxicity studies PMPA was found to be well tolerated even at high doses administered parenterally
(subcutaneously or viaintravenous infusion) or orally over prolonged periods.

Because PMPA has very limited oral bioavailability, a prodrug (tenofovir disoproxil fumarate
(Tenofovir DF)) was created which is oraly bioavailable and has been used in the clinical
development of an oral form of PMPA. Phase | through Il studies have been completed. A new drug
application (NDA) was filed in the U.S. for the use of Tenofovir DF in the treatment of HIV infection
in adults.
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1.2.2 Anti-HIV Activity

PMPA and PMPA prodrug (Tenofovir DF) were evaluated in vitro for antivira activity usng HIV-1
[1lb strains of MT-2 cells (a Tlymphocyte line) and peripheral blood mononuclear cells (PBMC),
and a clinical strain 96-250 of a macrophage/dendritic cell co-culture. Activity was studied by
measuring the [Cso concentration that inhibits 50 percent organism growth (ICsg) and the
concentration that is toxic to 50 percent of the organism tested (CCso).

The results are shown in Table 1 below '),

Table1—Anti-HIV Activity (ICso)/Cytotoxicity (CCsp) of PMPA and PMPA Prodrug

Cdl Lines
Macrophage/Derdritic
MT-2/111b PBMC/I11b CallS'96-250
I1Cso CCx 1Cso CCx 1Cso
PMPA (micromolar) 0.63 1250 0.18 1200 0.05
PMPA Prodrug (micromolar) 0.007 22 0.005 29 0.003

1.2.3 Anti -SIV Activity

Subcutaneous (sc) injection of PMPA daily for four weeks in macaques resulted in 100% protection
against acute SIV infection in atotal of 25 treated animals without toxicity whether administered 48
hours prior to intravenous inoculation (dose of PMPA, 20 mg/kg in five animals, 30 mg/kg in 10
animals), four hours after inoculation (dose of PMPA 30 mg/kg in five animals), or 24 hours post-
inoculation (dose of PMPA, 30 mg/kg in five animals). Evidence of SIV infection was not present in
any treated anima monitored for up to 52 weeks, including vira load in plasma and PBMCs, SIV
deoxyribonucleic acid (DNA) in PBMCs, SIV-specific antibody, and lymph node bi og)sy. In contrast,
each of 10 animals receiving placebo 48 hours prior to inoculation became infected 7.

In a second study, intravagina application of 10% PMPA gel weight in weight (w/w) administered
24 hours before, 0 hours, 24 hours after and 48 hours after intravaginal inoculation of SIV infection at
0 and 24 hours resulted in 100% protection in four female rhesus macaques, compared with evidence
of infection in each of the two animals receiving placebo (vehicle only)??. In a third study, 1%
PMPA gel (w/w) administered 24 hours before, 15 minutes before, and 24 hours after a single
intravaginal inoculation of SIV resulted in 80% protectionin 5 femae rhesus macagues, comparable
to that of the 10% PMPA gel (w/w) group. Sixty percent protection was achieved in athird group of
macaques which only received a single application of 1% PMPA gel (w/w) 15 minutes before SIV
challenge. Treated macaques were monitored for a total of 20 weeks, by virus isolation from
PBMCs. Such in vivo activity of an antiviral compound makes PMPA a promising agent for
prevention of HIV infection.
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In a model of chronic SIV infection, long-term daily subcutaneous PMPA treatment starting three
weeks after virus inoculation resulted in rapid, pronounced (100-1000 fold) and persistent reduction
of viremiain 3 of 4 newborn macagues without side effects; all treated animals remained disease-free
for more than 13 months [**!. Four untreated SIV-infected animals in the same study had persistent
high-level viremia. Comparison with analogous studies using ZVD demonstrates superiority of
PMPA.

1.2.4 Pharmacokinetics

IN VITRO

The stability of PMPA has been evaluated in vitro in rat and dog plasma and liver homogenates, in
control and induced rat liver microsomes, and in dog intestinal homogenate. PMPA was stable in all
biological matrices tested and no metabolites or degradants were detected. Furthermore, analysis of
incubates using a chiral high pressure liquid chromatography method indicated that chiral inversion
had not occurred in any of the matrices tested 24,

In vitro testing of PMPA in combination with ZVD, didanosine, zalcitabine, d4T, 3TC, saquinavir,
ritonavir, indinavir and nelfinavir concluded that these combinations each resulted in additive or
synergistic efficacy??. No antagonistic effects were noted.

IN VIVO

The kinetics of intracellular PMPA anabolism were studied in monkeys that received a single dose of
15, 30, or 60 mg/kg “c-labeled PMPA subcutaneoudly. At various times after dosing, PBMC or
lymph node biopsies were obtained for high pressure liquid chromatography analysis of intracellular
PMPA metabolites 22/, PMPA was efficiently taken up by PMBCs and anabolized to the active
diphoshpate (PMPApp) with intracellular concentrations of the antivirally active anabolite reaching
1.6 micromolar (60 mg/kg dose group). The hdf-life of PMPApp in this experiment was greater
than 50 hours. This long intracellular half-life of the active diphosphate form supports the proposed
once daily clinical dosing regimen.

Axillary, inguinal, and mesenteric lymph nodes were obtained at 48 hours post-dosing. Significant
intracellular concentrations of PMPA and its metabolites were observed in lymph nodes from all
three sites. Considering the heterogeneity of the cells comprising lymph nodes (e.g. dendritic cells, T
and B lymphocytes, endothelial cells) and the in vivo efficacy of PMPA, the data suggest PMPA may
be achieving particularly high concentrations in a subset of cellsinfected by SIV.

Pharmacokinetic data from human studies are cited in Section 1.2.5 below.

HPTN 050
Version 2.0 4 29 May 2002



1.2.5 Initial Clinical Data Summary

A Phase | study of the intravenous formulation (Study 701) and Phase | through 111 studiesof the oral
prodrug formulation (Studies 901, 902 and 907) have been completed. Severa others are ongoing.

Study 701 is a randomized, double-blind, placebo-controlled, dose-escalation (1 and 3 mg/kg/day for
eight doses) tria of PMPA administered via intravenous infusion to 46 HIV-infected participants

with CD4+ cell counts above 200 cellsmm3 and HIV ribonucleic acid (RNA) levels above 10,000
copies/milliliter (mL). Participants were dosed on day 1 and then on days 814. All participants
tolerated dosing without significant adverse experiences (AE) or dose-limiting toxicities. Clinically
significant hematologic, hepatic, renal, pancreatic, metabolic, or coagulation laboratory abnormalities
were not observed. The most frequent AEs were mild headache, dizziness, fatigue, and nausea. The
only moderate (grade 2) AEs considered being possibly drug-related included one participant with
transient abdominal pain and one participant with transient fatigue. Both events resolved prior to
discontinuation of dosing. No grade 3 or 4 AEs were reported.

Pharmacokinetic (PK) data from the second dose cohort (3.0 mg/kg/day) demonstrated a maximum
serum PMPA concentration of 10.0 + 3.10 pg/mL at the end of the first infusion. Serum
concentrations of PMPA followed a typical two compartment profile with a distribution phase and an
elimination phase with a terminal half-life of 7.15 £+ 1.27 hr. All participants dosed with PMPA
displayed quantifiable serum levels out to 24 hours after the first dose. There was a significant
decrease in the clearance and volume of distribution of PMPA following repeated infusion at the 3.0
mg/kg dose level. Clearance of PMPA on Day 14 (152 + 57.0 mL/hr/kg) was less than on Day 1 of
the study (199 + 75.3 mL/hr/kg) ¢ = 0.018, Wilcoxon signed rank test). The mean decrease in
PMPA clearance was 24% (range 8.4 to 38.1%). The volume of distribution of PMPA also appeared
to decrease with repeated dosing (p = 0.028, Wilcoxon signed rank test). Assuming that PMPA was
eliminated unchanged in urine (as demonstrated in animal studies), the total body clearance of PMPA
would reflect the renal clearance of the drug. The baseline creatinine clearance in these participants
was determined to be 81.2 + 14.9 mL/hr/kg on Day 1 and 75.8 £ 18.2 mL/hr/kg on Day 14 (p =
0.018, Wilcoxon signed rank test). Therefore, renal clearance of PMPA greatly exceeded the
glomerular filtration rate and probably indicates active tubular secretion of PMPA by the kidney.

Based on data available for the two dose cohorts of Study 701 (1.0 and 3.0 mg/kg), the
pharmacokinetics of PMPA appear to be independent of dose following the first infusion. The
maximum concentration of drug and area under the plasma concentration time curve (AUC) values
for the first PMPA dose demonstrated approximate dose-proportionality. However, due to the
decrease in clearance of PMPA following repeated dosing at 3.0 mg/kg, AUC vaues were not
proportional to dose on Day 14.
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Study 901 is a Phase I/11, randomized double-blind, placebo-controlled study of the safety, tolerance,
pharmacokinetics, and anti-HIV activity of PMPA administered oraly to 50 HIV-1 infected patients

with CD4+ cell counts above 200 cellymm3 and HIV RNA levels above 10,000 copies/mL.
Participants received either 75mg of study drug daily, 150mg daily, 300mg daily, 600mg daily or
75mg daily plus hydroxyurea 500mg twice daily; matching placebo or matching placebo plus
hydroxyurea 300mg twice daily as a single dose on Day 1 followed by a one-week observation
period. Participants continuing in the study received daily study drug treatment for four weeks. The
most common clinical AEs reported were headache, abdomina pain, diarrhea, flatulence, nausea,
nausea and vomiting, and abnormal electrocardiogram (these abnormalities occurred in two patients
and were 1) a borderline low voltage abnormality and 2) nonspecific Fwave abnormality. Both
EKGs were norma at follow-up one month later). Peripheral neuritis was the only Grade 3 clinical
AE thought to be possibly related to PMPA and it occurred in one petient receiving the 300mg dose.
Grade 3 or higher laboratory AEs considered causally related to study drug included creatine kinase
(CK) eevation (14% active versus 9% placebo), aspartate aminotransferase A ST) elevation (7%
versus 0%) and aanine aminotransferase (ALT) elevation (4% versus 0%). Four participants were
reported to have experienced Serious Adverse Experiences (SAES) in Study 901. One in the
placebo group who had a long history of depression died from an overdose of multiple drugs (non
study) approximately three months after being discontinued from the study. The other three SAEs
were drug overdose resulting in hospitalizationin one patient, asthma and bronchitis in one patient,
and pneumonia requiring hospitalization in one patient. None of these SAEs were related to the study
drug.

The pharmacokinetics of the oral prodrug were examined at four dose levels (75, 150, 300 and
600mg). The time to reach maximum serum concentration was rapid (0.8 to 1.0 hours) indicating
rapid absorption and conversion of prodrug to PMPA. The pharmacokinetics of the prodrug was
dose-proportional. The AUC at steady state following 8 and 28 days of dosing was comparable to the
AUC following the first dose, indicating a lack of time dependency in PMPA pharmacokinetics. The
pharmacokinetics of PMPA were predictable, reproducible, and were not altered by long term dosing
of oral prodrug over 12 to 24 weeks in HIV-infected patients (study 907).

Preliminary virology data from the two PMPA intravenous dose cohorts (Study 701) demonstrated
significant and potent suppression of plasma HIV RNA after as little as one dose of PMPA. After
completion of seven consecutive days of intravenous PMPA dosing (study day 14), the median
change in HIV RNA from basdline was -1.1 log, -0.6 log, and +0.1 log in the 3.0 mg/kg/day, 1.0
mg/kg/day, and placebo dose groups, respectively (p= 0.03 for 3.0 mg/kg vs. placebo, p= 0.008 for
1.0 mg/kg vs. placebo; Wilcoxon rank-sum test). The reduction in HIV RNA levels was not
significantly different between the two active dose groups (p= 0.37, Wilcoxon rank-sum test).
However, in the 3.0 mg/kg/day dose group, the suppression of HIV RNA appeared to be sustained for
1 week after discontinuation of PMPA dosing.

Changes in plasma HIV-RNA from baseline to completionat Day 35 of oral dosing (Study 901) were
evaluated. The greatest decrease in HIV-1 RNA was observed in the 300mg group (decrease of 1.22
log copies/mL). Results from the other cohorts are summarized below. No significant changes in
CDA4+ cell counts were seen during the study.
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Table 2 —Changein Plasma HIV-1 RNA from Baseline at Completion of PM PA prodrug dosing
(Day 35): Study 901

. . Median Change
Dose Group Baseline (log copies/mL) (log copiesimL)
Placebo 4.53 -0.01
Placebo + Hydroxyurea 4.39 -0.01
75mg 4.70 -0.33
75mg + Hydroxyurea 4.86 -0.22
150 mg 451 -0.44
300mg 4.12 -1.22
600mg 4.64 -0.80

An ongoing study 902 is a randomized, double-blind, placebo-controlled, multicenter assessment of
the safety and efficacy of PMPA ora prodrug administered orally to HIV-1-infected patients with
plasma HIV-1 RNA levels between 400 copies/mL and 100,000 copies/mL. Patients on stable
antiretroviral therapy containing not more than four active agents for 8 weeks or longer at study entry
were randomly assigned in a 2:2:2:1 ratio to add either PMPA ora prodrug at one of three doses
(75mg, 150mg, or 300mg once daily) or placebo to their existing regimen in a double-blinded
manner.

The co-primary efficacy end points in this study were the time-weighted changes from baseline
average in logip HIV-1 RNA levels at Weeks 4 (DAVG,) and 24 (DAV Gy4) following randomization.

Comparing the placebo group with the PMPA ora prodrug groups a statistically significant change
from baseline viral load was seen as early as Week 1 and was sustained through Week 24. The
antiviral effect was dose dependent, with the greatest effect aways seen in the 300mg study drug

group.

Antiviral activity was durable and sustained through 48 weeks of treatment. For placebo rollover
patients, who received 300mg of study drug daily from Weeks 24-48, the antiviral response observed
was consistent with that observed in patients who received the 300mg dose for 48 weeks.

The decrease in plasma HIV-1 RNA among patients taking 300mg of study drug appeared
independent of the baseline HIV-1 genotype. In addition, there were no differences in the incidence
of new resistance of mutations across the different arms of the study.
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1.2.6 Animal Absorption Studies

The pharmacokinetics of intravaginal PMPA were examined in female rabbits following
administration of a single dose of 0.5 mL of PMPA gel containing 1% weight in volume (w/v) PMPA
(5 mg PMPA per animal; 50 pCi/kg). Concentrations of radioactivity in plasma were highest (0.010
pg-eg/mL) at the first sample time point (0.5 hours) and below quantifiable limits at 24 hours,
indicating that systemic exposure to PMPA was very low following intravaginal administration of the
gel. Due to the very low plasma concentrations, PK parameters could not be estimated. The low
exposure to PMPA may have been the result of prompt leakage out of the vagina of the formulation,
which was administered by a bare syringe without an attached tube.

In a second study, eighteen female rabbits received a single intravaginal dose of 0.5 mL of PMPA gel
containing 1% w/v PMPA (5 mg PMPA per animal; 50 uCi/kg). A further eighteen rabbits received a
single intravagina dose of 0.5 mL of PMPA gel ontaining 3% w/v PMPA (15 mg PMPA per
animal; 50 uCi/kg). In contrast to the first study, the formulation was administered by a syringe
fitted with a gavage needle, by depressing the plunger as the needle was removed. Six animals from
each group were sacrificed at each of 0.5, 4, and 24 hours post dose. Tissues were removed for
analysis of total radioactivity by sample oxidation and liquid scintillation. Vaginal tissues were rinsed
and treated in one of two ways: divided directly into four lateral sections or scraped to remove the
surface epithelial layer and divided into two longitudinal sections.

The majority of the administered dose was recovered in urine (15 - 38%) or cagewash (28 - 36%),
suggesting that the formulation leaked out of the vagina. Tissue concentrations of radioactivity were
highest in vaginal tissue at 30 minutes post dose, but displayed wide variability (0.65 - 98.3 ug-eqg/g
for 1% PMPA; 10.3 - 274 ug-eg/g for 3% PMPA). There was no clear relationship between tissue
concentration axd dose. For those vagina tissues subjected to lateral sectioning, there was no
consistent pattern of distribution. For those vaginal tissues subjected to scraping, radioactivity
removed in the scrape was negligible, indicating that PMPA had penetrated into the tissue, or leaked
out of the vagina.

Very little radioactivity was recovered in nornvaginal tissues, with the exception of the kidney (0.05 -
1.03%) and intestinal tissues (0.17 - 3.49%). The maximum concentrations of radioactivity in kidney
occurred at 4 hours post dose (5.59 and 10.2 pg-eg/g for 1 and 3% gel, respectively). The relatively
high concentrations of radioactivity in intestinal tissues were attributed to ingestion of the
formulation during grooming. Poor total recovery in many animas was attributed to loss of
formulation on fur and paws.
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1.2.7 Possble Risksand Side Effects

Minimal local irritation and little or no systemic adverse effects are expected with the use of PMPA
gel intravaginally at the concentrations proposed for this study (0.3% and 1.0%). However, PMPA
gel has not been tested topically in humans previously. Therefore, risks of treatment are not known
and careful monitoring for adverse effectsis planned. A summary of AEs reported to date in clinical
studies of intravenous PMPA and related compounds which may be relevant for the use of PMPA gel
is provided below.

In a Phase I/11 clinical study (Study 701), intravenous administration of PMPA for eight days resulted
in no serious (grade 3 or 4) AEs. Symptoms of headache, fatigue, dizziness, nausea, abdominal pain,
taste perversion and light sensitivity were observed in one or more participants. Minor |aboratory
abnormalities observed in some participants included elevations in hepatic transaminases, creatine
phosphokinase, lipase, and urine protein and a decrease in neutrophils.

InaPhase l/Il study of theoral prodrug formulation (Study 901) administered for at least 35 days the
following AEs thought to be causally related were reported in one or more of the participants:
headache, abdominal pain, diarrhea, flatulence, nausea, nausea and vomiting, and abnormal
electrocardiogram  Electrocardiograms were normal at the time of the follow-up visits. Periphera
neuritis was the only serious (grade 3) clinical AE thought to be possibly related to study drug, it
occurred in one patient on active study drug. Grade 3 or higher laboratory AEs that were considered
to be possibly or probably related to the study drug included CK elevation AST elevation and ALT
elevation.

In an ongoing Phase Il study of the ora prodrug formulation given in combination with other
antiretroviral therapy (Study 902) administered for at least 48 days, the following grade 3 or higher
clinica AEs occurred regardless of relationship to the study drug: asthenia, headache, accidental
injury, alergic reaction back pain, fever, pain abdomina pain, flu syndrome, suicide attempt, viral
infection, diarrhea, gastroenteritis, hepatitis, pancredtitis, colitis, hepatic failure, hepatitis C virus,
liver function tests abnormal, nausea, depression, anxiety, drug dependence, convulsions, and
intracranial hemorrhage. Depression was the only event that occurred at Grade 3 or Grade 4 severity
in more than 5% of patients in any of the originaly randomized treatment groups. The overal
pattern of Grade 3 or Grade 4 AEs did not indicate a dose-response relationship in the active drug
groups.

The following Grade 3 or higher laboratory abnormalities were reported: triglyceride elevation, CK
elevation, AST elevation, neutropenia, serum amylase elevation, serum lipase elevation, ALT
elevation, serum glucose elevation, urine glucose, total bilirubin elevation, decreased platelets, and
hypophosphatemia. There were no statistically significant differences among treatment groups with
respect to the incidences of any specific Grade 3 or 4 AE.

Bone minera density (BMD) was aso measured. The median reductions in BMD through 48 weeks
were two percent or less with the maximum reduction occurring in the placebo group.
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Ongoing studies (Gilead Studies 902, 903, 907 and 908) are evaluating a 300mg daily dosage of the
oral PMPA prodrug. In the ongoing and completed studies, few SAEs have been judged to be study
drug related. The ora prodrug has been well tolerated compared to placebo, and there appears to be
no evidence of clinically significant doserelated toxicity in treatment-experienced HIV-1 infected
participants

Adverse effects observed with other antiviral nucleoside medications (including various approved
agents) in participants include neuropathy, inflammation of the pancreas, seizures, changes in menta
status, sleep problems, headaches, alopecia, agitation, nausea, vomiting, diarrhea, nephrotoxicity,
skin rashes, painful mouth sores, changes in liver function, liver falure, lactic acidosis, low blood
cell counts, infections, cancer, and death.

It is possible that PMPA gel could cause any of the effects listed above or other adverse effects not
reported previoudly, including effects leading to death or permanent disability.

NONCLINICAL TOXICOLOGY SUMMARY

In animal studies, PMPA topical gel (0.3-10.0% PMPA) caused minimal to mild local irritation
following intravaginal administration. In rats, intravaginal administration of PMPA gel (1-10% for
14 days) produced no evidence for local irritation or systemic toxicity as evidenced by no gross
alterations in tissues and organs within the thoracic and abdominal cavities, and no histological
lesions in the reproductive tissues (cervix, ovaries, uterine horns, vagina, vulva) or kidneys. In
contrast, rats receiving the positive control, Conceptrol (N-9) had microscopic decidual reaction and
hydrometra in the uterine horns.

In a 10-day rabbit vaginal irritation study, irritation was minimal in animals treated with 0.3-1.0%
PMPA. At higher doses (3-10%), PMPA caused mild local irritation (increased leucocytic infiltrates,
congestion and, in some cases, dightly increased edema) and produced average irritation scores
similar to the Conceptrol control. However, unlike Conceptrol, no animals treated with PMPA had
epithelial erosion or ulceration.

In systemic toxicology studies in animals, the principal target orgars for both PMPA prodrug (oral)
and PMPA (intravenous (IV) or sc) were the kidney, bone and gastrointestinal tract.

In the kidney, microscopic ateration included rena tubular epithelial karyomegaly, individual cell
necrosis, tubular dilatation, degeneration/regeneration, and pigment accumulation. Interstitial
nephritis was observed in dogs at doses of 10 and/or 30 mg/kg/day of PMPA prodrug. (In phasel, Il
and Il studies where the maximum daily dose given was approximately 10mg/kg/day no human
developed interstitial nephritis.) Incidence, severity, and reversibility of hisopathological changes
were related to the dose and duration of treatment. Related biochemical changes included minimal
rise in serum creatinine, glycosuria, proteinuria, phosphaturia and/or calciuria, and increased urinary
output.
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Effects on bone occurred in newborn to adult rhesus macaques at doses of 30mg/kg/day (sc). PMPA
related bone lesions were characterized variably as abnormal growth plates and trabecula of the ribs
and femurs, bone deformities and displacements, bone fractures, decreased bore densities, joint
swellings and bone loss in the spine or pelvis. Elevated alkaline phosphatase activity, decreased
serum phosphorus concentration, glucouria and proteinuria were observed in the macaques with bore
lesions; calcium values were normal. Improvements occurred with dose reduction from 30mg/kg/day
to 10mg/kg/day or interruption. In an ongoing study in newborn rhesus macaques receiving 10
mg/kg/day (sc) for over two years, no adverse clinical, biochemical, or radiographic changes
demonstrating bone demineralization have been observed.

Slight to mild histologic changes were observed in the gastrointestinal tract in rat studies. The
microscopic alterations included inflammation of the stomach and intestines, epithelia cell
hypertrophy of the duodenum and jejunum, and villous atrophy of the ileum. No gastrointestinal
toxicity was observed in dogs. Therewas arisein serum ALT (less than twofold, 100mg/kg/day by
mouth (po) or higher) and AST (lessthan onefold, 100mg/kg/day po) in the rat with no concurrent
microscopic alterations in the liver. In the dog studies there was a rise in serum bilirubin
concentration (twofold, 30 mg/kg/day po) with only slight centrolobular congestion and pigment
accumulation observed microscopically.

1.3 Carrier Vehicle

Information regarding application site reactions for a similar carrier vehicle is available from several
clinical studies of cidofovir gel for the treatment of genital warts, molluscum contagiosum and
acyclovir-resistant HSV. In the latter study the carrier vehicle was used as the placebo gel. The
formulation used in the HSV study differs from the PMPA gel vehicle primarily in that it contained
propylene glycol rather than glycerol and would be expected to have a greater potentia for local
irritation. Application site reactions (pain or pruritis) in the HSV study were noted by 2 of the 12
participants randomized to placebo. Neither of the reactions was dose- limiting.

We have no human data on the intravaginal use of this carrier vehicle. It was utilized as one of the
arms in arabbit vaginal irritation study. Irritation scores from that study for a sham treatment group,
vehicle aone and for varying concentrations of PMPA gel are cited below.

0.3% 1% 3% 10%
Scoe | 08 | 10 | 16 | 10 | 36 | 54

‘ Sham ‘ Vehicle‘ PMPA ‘ PMPA ‘ PMPA ‘ PMPA
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1.4 Rationale

Potential approaches to the development of topical agents for the prevention of vagina HIV
transmission include products which block initial virus infection through broad-based microbicidal
activity (e.g. detergents; acid pH buffering agents; and anti- microbial peptides) or through inhibition
of virus-cell attachment. However, it is unlikely that any single product will be completely
efficacious in preventing initial HIV infection. Thus, the development of a topical product which
could block loca virus replication once infection has occurred is needed. Topica PMPA gel was
chosen for study because of (1) activity in potential target cells (Langerhans-dendritic cells;
monocyte/macrophages, and T cells) of the vagina and cervix; (2) its effectiveness in preventing the
establishment of systemic infection in the SIV-macaque modd; (3) demonstrated inhibition of
vaginal transmission of SIV in the macaque model; and (4) an expectation of low local and systemic
toxicity.

Rapid and efficient testing of microbicides, using standardized methods, can be carried out and
generalizable results achieved by conducting multi-center studies in populations with different
characteristics. The goal of this multi-center Phase | study is to determine the safety of PMPA gel for
use as a vagina microbicide and to make a preliminary assessment of the product’s acceptability.
The product is to be applied before vaginal intercourse, rather than used routinely; however, the
stepped paralel design allows intensive exposure to the product to improve the ability to detect
potential toxicity.

In this study, PMPA gel will be evaluated among four types of women. The first four study cohorts
will consist of sexually abstinent HIV uninfected women to evaluate how healthy women react to the
product. The fifth cohort will consist of sexually active HIV uninfected women to evaluate how
healthy women react to the product with the possible added microtrauma of sexual activity. The sixth
and seventh cohorts will consist of sexual abstinent and sexually active HIV infected women
respectively to evaluate how HIV infected women react to the product, and to gain information on the
occurrence of cervico-vaginal of HIV while using the product. The women and their mae partners
(when relevant) will also be asked to assess the acceptability of the product.

Based on the following findings, two concentrations of PMPA gel (0.3 and 1%) will be evaluated in
this study. The efficacy of PMPA gel 10% ?*?%! and 1% [2%] has been evaluated in an SIV prevention
model. Both concentrations prevented SIV infection in these models. The tolerability of PMPA gel
has been evaluated in rats 2% and rabbits (27 in 14 and 10-day vaginal irritation studies, respectively.
In rats, 1, 3 and 10% concentrations produced no irritation. In rabbits, toxicities were limited to
minimal and mild vaginal irritation in groups exposed to the 3 and 10% concentrations, respectively.
Based on animal models described above, 0.3 and 1% concentrations were chosen to be tested in
humans given that the 1% concentration prevented SIV infection, and was well tolerated in rabbit
vagina toxicity tests. Both concentrations are expected to be well tolerated in humans. The
expectation of low systemic toxicity is based on extensive toxicology studies in monkeys, rats, and
dogs as well as Phase I/11 studies in humans.
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Any information about a product's characteristics, packaging, and methods of administration that
increase the likelihood that it will be used as recommended for effective protection is relevant to
further studies. As part of this study, data regarding the use and acceptability of a product that might
protect against HIV and other STDs will be collected. Information about sexual behavior, including
previous vagina product use, sexual relationships and negotiation, use of condoms, etc., within each
site is important background information for proceeding to Phase [1/111 studies.
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STUDY OBJECTIVES AND DESIGN

2.1 Primary Objectives

The primary objectives of this study are:

*

*

To assess the safety and toxicity of PMPA gel for vaginal use in assigned doses and
frequency on vulvar and cervico-vagina mucosa in HIV - uninfected women at low risk for
HIV infection and in HIV-infected women. Low risk is defined as:

having had no STD in the last six months,

being sexualy abstinent or having been in a stable, sexually active mutualy
monogamous relationship for at least three months with a partner of the opposite sex
who is not known to be HIV-infected and is at low risk for HIV; and

having not injected nontherapeutic drugs in the last year.

To assess the systemic safety and absorption of PMPA vaginal gel in lowrisk, HIV-
uninfected women and in HIV-infected women.

2.2 Secondary Objectives

The secondary objectives of this study are:

*

To assess the acceptability of, and adherence to, a short-term regimen of PMPA gel for

vagina use in lowrisk, HIV-uninfected women and in HIV-infected women, and their
male sexua partners (when relevant).

To examine qualitative aspects of acceptability and adherence as a pilot for substantive
gualitative and quantitative assessments in future studies.

2.3 Exploratory Objectives

The exploratory objectivesof this study are:

*

To measure the occurrence of cervico-vagina shedding of HIV over the course of PMPA
vagina gel use.

To assess the genotypic resistance patterns of HIV in genital secretions and blood samples
from the HIV-infected female participants over the course of PMPA vagina gel use.

To measure vagina flora characteristics and to descriptively examine changes in these
characteristics over the course of PMPA vagina gel use.

14 29 May 2002



2.4 Study Design

241 Overview

Thisisamultisite Phase | stepped paralel dose and frequency study of PMPA gel (and carrier
vehicle if required) to be conducted among up to 96 women and their male sexual partners
(when relevant) from three cites in the US (maximum 48 women at any one site): New Y ork,
NY; Philadelphia, PA; and Providence, RI. All participants will apply PMPA gl
intravaginally for 14 consecutive intramenstrual days. The dose and frequency of application
will be escalated across “cohorts’ of up to 12 study participants each, as follows:

Cohort Description N Dose Frequency
Al HI1V-uninfected/abstinent 12 0.3% once daily
A, HI1V-uninfected/abstinent 12 1.0% once daily
Aj HI1V-uninfected/abstinent 12 0.3% twice daily
Ay HI1V-uninfected/abstinent 12 1.0% twice daily

B HIV-uninfected/active and their male sexual partners 12 highest practical dose frequency
C HIV-infected/abstinent 12 highest practical dose frequency
D HIV-infected/active and male sexual partners 12 highest practical dose frequency
vV HIV-uninfected/abstinent (if required) 12 vehicleonly | once daily

Participants in cohorts assigned to once daily dosing will apply the dose at bedtime.
Participants assigned to twice daily dosing will apply one dose in the morning and the other at
bedtime. Participantsin cohorts B and D will substitute a coital dose at least two hours before
vaginal sexua intercourse for either the morning or bedtime dose on at least two days per
week during the study dosing period. Additional information regarding the progression from
cohort Az to cohort D is provided in Section2.4.2 below.

2.4.2 Study Visits and Procedures

The schedule of study visits and procedures is summarized in Appendix I. After providing
written informed consent, participants will undergo dligibility screening, including medical
history, general physical exam, pelvic exam, urine pregnancy testing, urinalysis, HIV and
STD counseling and testing, a CD4+ cell count for the HIV infected cohorts, hematology,
liver and renal function testing. For participants who are presumptively eligible at this visit,
an Enrollment Visit will be scheduled to take place 35 days after the participant’s next
menstrua period, but within 6 weeks of initial screening.

For cohorts B and D, the participant’s male sexual partner will be informed of the study and
its requirements of him. He will be asked to provide written informed consent and undergo
screening including STD history, HIV and STD counseling and testing, and an optional
genital examin order to take part. Participants with male sexua partners who are not willing
to provide written informed consent, or are found to be ineligible, will not be eligible to take
part in the study. If for any reason the male sexual partner is not eligible to take part in the
study, the female participant will not be digible to take part in the study.

15 29 May 2002




HPTN 050
Version 2.0

At their Enrollment Visits, female participants will be provided their screening test results.
HIV and STD test results and referral for treatment if necessary will be provided in the
context of post-test counseling. Presumptively eligible participants will undergo a pelvic
exam with colposcopy, urine pregnancy testing and urinalysis to confirm their igibility.
Hematology, liver and rena function testing will be performed. For HIV-infected
participants, a CD4+ cell count will be performed and specimens will be collected for
guantitation of HIV vira load in plasma and cervico-vagina fluids. Once all assessments are
completed and final eligibility has been confirmed, participants will be provided with:

= Supplies of PMPA gel with applicators and panty liners (and mae condoms for
participants and their mae sexual partners in cohorts B and D);

= Daily Study Records on which to record the date and time of product applications and
episodes of vaginal intercourse, any symptoms experienced, and comments about the gel,
applicator, symptoms and reasons for non-compliance if applicable;

= Ingtructions for product application and Daily Study Record completion; and
= Instructions to contact the site to report AEs.

After completing 2 or 3 days of product application, and then again after the first seven
consecutive days of product application at the assigned dose and frequency, participants will
complete a study Follow-up Visit (@ Day 2 or 3and on Day 7). During these visits their
Daily Study Records will be reviewed — to assess adherence to the product use regimen and
ascertain whether any AEs have occurred — and a pelvic exam will be performed.
Hematology, liver and renal function testing also will be performed. For HIV-infected
participants, specimens will be collected for quantitation of HIV vira load in plasma and
cervico-vagina fluids, and a CD4+ cell count.

After completing another seven consecutive days of product application, participants will
complete a study follow-up visit (@ Day 14) during which their Daily Study Records again
will be reviewed and a pelvic exam with colposcopy will be performed. Hematology, liver
and rena function testing, urine pregnancy and pathogen testing also will be performed. For
HIV-infected participants, specimens will be collected for quantitation of HIV viral load in
plasma and cervico-vagina fluids, and a CD4+ cell count.

Seven days after completing study treatment (Day 21) participants enrolled in cohorts A and
B (HIV-uninfected participants) will be contacted by telephone. A brief interview will be
conducted. If the participant reports that an AE has occurred since the last study visit, she
will be instructed to return to the clinic for clinical and/or laboratory evaluations if indicated.
Participants in cohorts C and D (HIV-infected participants) will be instructed to return to the
clinic for a follow-up vigt. A pelvic exam will be performed. Hematology, liver and rendl
function testing also will be performed. Specimens will be collected for quantitation of HIV
vira load in plasma and cervico-vagina fluids, and a CD4+ cell count.
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At any of the study follow- up visits, or at any additional ad hoc visitsinitiated by participants
between scheduled visits, abnormalities noted on pelvic exam will be evaluated and followed
according to Appendix I11; continued/discontinued use of PMPA gel aso will be guided by
Appendix I11.

Once al participants in cohort A have completed their Day 14 Visit, the Protocol Chairs,
Principal Investigator(s), Medical Officer, Biostatistician, and Protocol Specialist or their
designee (Protocol Safety Review Team) will review all available safety data to determine if
participants in the subsequent B, C and D cohorts will be required to continue the Day 2 or
Day 3 and the Day 7 visit regimen. The Day 2 or 3 or the Day 7 Visit may be omitted if the
data indicates that having a participant under go both visits will not be required for participant

siety.

The acceptability of PMPA gel will be assessed via questionnaires and group or individual
interviews. At their study Enrollment Visits, female participants will complete a Behavioral
Assessment pertaining to their past use of vagina products. At Day 14, female participants
will complete a Follow-up Acceptability Assessment regarding their perceptions of PMPA gel
including applicator, vehicle and use-associated factors, as well as a Study Burden
Assessment, regarding their perceptions of study visits, procedures and incentives. The male
sexua partners of participants in cohorts B and D also will complete a questionnaire
regarding their perceptions and experiences with PMPA gd, as well as a Study Burden
Assessment, regarding their perceptions of study visits, procedures and incentives.

In addition, all femae participants will take part in follow-up focus groups and the male
sexual partners of the sexually active participants (B and D cohorts) will have in depth
individual interviews within four weeks of completing the 14-day dosing regimen. These
qualitative interviews will explore microbicide acceptability beyond the data obtained with
structure or semi-structured questionnaires, including acceptability of administration methods
(e.g., applicator, tube and applicator filling techniques, portability), acceptability of the gel
vehicle itself (e.g., color, odor, taste, consistency), acceptability and feasibility of use (e.g.,
administration, dosing schedules, general hygiene issues, issues related to sex with the
product, stealth factor) and other culturally and contextually relevant issues related to product
use.

24.3 Stepped Parallel Dose and Frequency / Cohort Progression

As indicated in the listing of study cohorts above, the dose and frequency of PMPA gel use
will be escalated — from 0.3% to 1.0% and from once daily to twice daily, respectively —
among HIV-uninfected sexually abstinent participants. Based on the experience among these
participants, the highest practical dose frequency (HPDF) will be determined, and cohorts B
C and D will complete dosing at the HPDF. Details of the cohort progression plan are
provided below and depicted in Figure 1.

The study will begin with screening and enrollment of six participants into cohort A;. If these
six women compl ete the 14-day dosing regimen without experiencing any SAEs as defined in
the DAIDS SAE Reporting Manua for HPTN [refer to the Study Specific Procedures (SSP)
Manual] judged possibly, probably or definitely related to product use, enrollment into cohort
A1 will continue and enrollment of cohorts A, and As will begin.
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If one of the 12 participants in cohort A; experiences an SAE that is judged to be definitely,
probably or possibly related to product use, the participant will be instructed to stop using the
study product. The Protocol Safety Review Team will review all available safety data within
24 hoursto determine if the participant may resume product use. Dosing for currently enrolled
participants will not be interrupted unless deemed necessary by the Protocol Safety Review
Team.

If two or more of the 12 participants in cohort A; experience SAEs that are judged to be
definitely, probably or possibly related to product use all participants will stop product use,
and enrollment in all cohorts will be suspended. A new cohort of 12 HIV-uninfected sexually
abstinent women (Cohort V) will be enrolled to apply the carrier vehicle once a day for 14
days. Cohort V participants will follow al study visits and procedures as for Cohort A;
except those for the pharmacokinetic study and acceptability assessments. After completion of
follow-up of this cohort, the Protocol Safety Review Team will review the data, and
determine whether to allow the study to proceed.

As the study proceeds and enrollment continues if the first six women in cohorts A; and Ag
complete their dosing regimens without experiencing any SAESs judged possibly, probably or
definitely related to product use, enrollment into both of these cohorts will continue and
enrollment of cohort A, will begin. As the study proceeds, if one participant in either cohort
Az, Az or A, experiences an SAE judged possibly, probably or definitely related to product
use, the effected participant(s) will be instructed to stop using the study product. The Protocol
Safety Review Teamwill review all available safety data within 24 hoursto determine if the
participant may resume product use. If two or more of the 12 women in either of the cohorts
Az, Az or Az experience an SAE judged possibly, probably or definitely related to product
use, the effected participants will be instructed to stop product use and enrollment in all
cohorts will be suspended. The Protocol Safety Review Team will review al available safety
data within 24 hours before continuation of product use and enrollment is allowed. Dosing for
currently enrolled participants will not be interrupted unless deemed necessary by the
Protocol Safety Review Team.

Upon completion of product use by cohort A4, the Protocol Safety Review Team and a
Behavioral Scientist will determine the HPDF based on all available toxicity and acceptability
data. The HPDF will be 1.0% PMPA gel used twice daily unless either the toxicity or
acceptability data suggest the HPDF ought to be a lower dose and/or frequency.
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After determination of the HPDF, screening and enrollment of both cohort B and cohort C
will begin. Once enrollment of these cohorts has been completed, screening and enrollment of
cohort D will begin. Asthe study proceeds, if one participant in cohort B, C or D experiences
an SAE judged possibly, probably or definitely related to product use, the effected participant
() will be instructed to stop using the study product. The Protocol Safety Review Team will
review al available safety data within 24 hours to determine if the participant may resume
product use. If two or more of the 12 women in cohorts B, C or D have SAES judged
possibly, probably or definitely related to product use, the effected participants will be
instructed to stop product use and enrollment in all cohorts will be suspended. The Protocol
Safety Review Team will review all available safety data within 24 hours before continuation
of product use and enrollment is allowed. Dosing for currently enrolled participants will not
be interrupted in either case unless deemed necessary by the Protocol Safety Review Team.

Additionally all data on al AEs judged to be possibly, probably or definitely related to
product use will be communicated to the Protocol Safety Review Team within three working
days after the site becomes aware of the AE. The Protocol Safety Review Team will hold
regularly scheduled teleconferences to identify trends or emerging patterns in the AE data that
may impact the continuation of enrollment and product use in all cohorts.

Note: If circumstance does not permit the entire Protocol Safety Review Team to be assembled within
24 hours, a preliminary review will be carried out by as many members as possible within 24 hours,
and a review by the full teamwill be conducted within three working days.
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Figurel. Stepped Parallel Dose and Frequency / Cohort Progression
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2.5 Pharmacokinetic Study

In addition to the study procedures described above, the first six participants in cohorts Az, B, and C
will take part in a PK study of PMPA gdl. At their study Day O Enrollment Visit and on study Day
13, these participants will apply the first daily dose of PMPA ge at the study site and undergo
phlebotomy for serum collection and PK anaysis immediately prior to dosing then again at 0.5, 1, 2,
4, 6, 8, 12 hours on both visits. An additional draw will be taken at 24 hours post dosing on the Day
13 Vigt. For participants in cohorts B and C, if the HPDF of product use is determined to be twice
daily, the second daily dose will be omitted on Day 13. Participants either will either stay at the
clinic and/or will have an 1V line inserted and be allowed to leave the clinic and return in time for
scheduled blood draws. This decision will be made by the ste investigator on a participant by
participant basis.

All PK samples will be shipped to the Contract Lab [refer to SSP Manual for sample collectionand
shipping details] for batched assay. Samples from each subject on both PK dayswill be run together.
PK data from cohort A, will be analyzed once all the required samples from this cohort are received
and assayed. If this analysis indicates that the cohort Ay participants absorbed PMPA systemically
and there was detectable study drug in the 24 hour sample on Day M, PK study participants in
cohorts B and C will have additional PK samples drawn at 48 and 72 hours post dosing. If the
analysis indicates that unanticipated absorption of PMPA is found in any of the cohorts and/or more
adverse events such as mucosal inflammation are found than expected in any participant, PK testing
as described above for cohorts B and C will be done in six (but not necessarily the first six) of the D
cohort participants

The principal parameter of interest after intravaginal dosing will be the AUC.
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3.9 Participant Withdrawal

Given the relatively small study sample size, and the importance of ascertaining all safety outcomes
among study participants, 100 percent retention of enrolled participants is targeted.

For each participant, clinic staff will obtain the names, addresses, and telephone numbers of contacts
who would be expected to know the whereabouts of the subject enrolled in this study. The need to
attend all scheduled follow-up visits must be emphasized to each study participant at every visit. In
the event that a participant cannot be present for Day 14 evaluations, continuation of product use will
be allowed for up to two days. If a participant misses a scheduled study visit, the study site staff will
try to establish communication with the participant through all possible means (e.g., telephone, field
contact, writing). Study site staff are responsible for developing and implementing local standard
operating procedures to achieve complete follow- up.

However, participants may withdraw from the study for any reason at any time. The site investigator
also 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. The participant may aso be
withdrawn if she has excessive breakthrough uterine bleeding (which could hinder colposcopic
examination).

Participants also may be withdrawn if the study sponsor or US regulatory authorities terminate the
study prior to its planned end date.

Every reasonable effort will be made to have femae participants who terminate from the study prior
to Day 21 complete a final evaluation (as described in Section 5.1.5.) Female participants and their
male sexual partners will be asked to complete the follow-up acceptability assessment (as described
in Section 2.4.2) if they withdraw from the study. Sudy staff will record the reason(s) for all
withdrawals from the study in participants’ study records.
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4.0 STUDY PRODUCT CONSIDERATIONS

PMPA gel is an investigational drug and limited information is available on its mutagenic and
carcinogenic potential. Measures should be taken to minimize contact during handling, preparation
and disposal procedures.

4.1 Drug Formulation

PMPA gel is a clear, transparent, viscous gel packaged in epoxy inner-lined aluminum tubes with a
white polyethylene screw cap equipped with a puncture tip. Each tube contains 6 grams of PMPA
gel at concentrations of 0.3% or 1.0% (weight/weight) formulated in purified water with edetate
disodium, citric acid, glycerin, methylparaben, propylparaben, hydroxyethylcellulose, and pH
adjusted to 4-5. The gel is applied with a polyethylene applicator capable of administering a 4 gram
(equal to 4mL) dose of gel.

In the event that a test of the carrier vehicle only is warranted (refer to Section 2.4.3) the carrier
vehicle to be tested will be identical to PMPA gel but will not contain the active ingredient PMPA.

4.2 Usage Regimen

Study participants will receive supplies of PMPA gel from the study site for use during the study
period. For participants in cohorts B and D, condoms will be supplied by the study site and will be
used for all sexual encounters during the study period. All participants are expected to start using
PMPA gel on Visit Day 0 and continue using PMPA gel daily, however instructions for application
vary according to whether it is used in conjunction with vaginal intercourse (Cohorts B and D).

Staff will review and provide instruction for applicator use as needed. Detailed written instructions
for the use of PMPA gel according to the protocol will be given to the participant [refer to the SSP
Manual]

421 Cohort A

Each participant will be instructed to insert one applicatorful (4gm) of PMPA Gel
intravaginally at bedtime. Twice daily use participants will be instructed to insert one
applicatorful of product intravaginally in the morning and at bedtime.

4272 CohortsB and D

Each participant will be instructed to insert one applicatorful intravaginaly at bedtime. If the
HPDF is determined to be twice daily participants will be instructed to insert one applicatorful
of product intravaginaly in the morning and at bedtime. On days when participants have
vaginal intercourse a pre-coital dose will be substituted for one of the routinely scheduled
doses. If more than one coital act takes place per day, only one of the routinely scheduled
doses will be substituted with a pre-coital dose, the participant must not exceed two doses per
day. Thecoital dose may be inserted up to two hours before vaginal intercourse.
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423 Cohort C

Each participant will be instructed to insert one applicatorful intravaginaly at bedtime. If the
HPDF is determined to be twice daily each participant will be instructed to insert one
applicatorful intravaginally in the morning and at bedtime.

424 Delayed Product Use Prior to Follow-up Visit

Participants will be instructed to delay any morning dose of product until after the Day 7
Follow-up Vist, and Interim Visits requiring pelvic and/or colposcopy examination. The
participant will be instructed to discontinue product use after the evening application on Day
13.

Cohort A participants enrolled in the PK study will be asked to administer the first dose in the
clinic on Day 0 after the pelvic exam. Participants will be instructed not to administer the
product the night prior to the Day 13 Visit. They will apply the product after the pelvic exam
during the Day 13 Visit.

If the HPDF is determined to be twice daily, cohorts B and C (and cohort D if indicated as per
Section 2.5) participants enrolled in the PK study will be instructed to administer the product
on Day 0 after the pelvic exam and again after the 12 hour PK draw. For the Day 13 Visit,
participants will be instructed to apply their morning dose after the pelvic exam then
discontinue product use (i.e. omit the second final Day 13 dose).

4.3 Product Supply and Distribution

The PMPA gel, carrier vehicle and applicators for this protocol will be available through the
NIAID Clinical Research Products Management Center (CRPMC). The study site pharmacist
will order their product from the CRPMC according to the ordering instructions as provided
in the SSP Manual. A weekly supply of product as described in Section4.1 will be dispensed
to study participants by the study staff on Visit Day 0 and Visit Day 7. An additional supply
of product will be dispensed at interim visits if required.

The HPTN Coordinating and Operations Center (CORE) will supply asingle brand and type
of lubricated latex (not containing N-9) condoms to each site for distribution to study
participants in Cohorts B and D.

Sites will be responsible for obtaining unscented panty liners for distribution to participants.

4.4 Product Accountability

The site pharmacist is required to maintain a complete record of all study products received
from the CRPMC and subsequently dispensed. All unused study products must be held until
the study is completed or terminated. At that time specific instructions will be provided for
the return or destruction of the study products. Study product accountability will be
maintained as outlined in the SSP Manual.
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45 Adherence

Women will record information on the number of times PMPA gd was used, time it was
administered, sexual behavior, use of study and non-study condoms, possible douching, and any
specific symptoms experienced on the Daily Study Record forms. They will also have an opportunity
to record narrative data about use of the product. These data will be summarized for al women for
the duration of the study.

45.1 Definition of Non-adher ence

Non-adherence is defined as three or more days (out of 14) of missed product use (defined as
less than the scheduled dose frequency). If the participant has been instructed by study staff to
miss 3 or more days of product use due to an AE, and the participant is able to achieve a full
14 days of product use without exceeding 3 consecutive days of nonuse between menses the
participant will be considered adherent.

For the sexually active cohort, adherence is further defined as having at least two episodes of
vaginal intercourse during the 14-day exposure period.

Participants who miss less than three days will (if practical according to their expected date of
menses onset) be asked to apply product for up to three additional days to attempt to achieve a
full 14 days of product exposure. Participants may have their product use period extended for
a maximum of three days. For participants who have their product use period extended, Day
14 pelvic and colposcopy exams will be deferred until a full 14 days of exposure is achieved.
In cases where a participant’s merstrual cycle is expected to begin prior to achieving 14 days
of exposure, the exams will be performed prior to the onset of menses. As well, participants
who experience an AE that requires permanent product discontinuation, but completed daily
administration at the assigned frequency on the days preceding the AE will be considered
adherent.

Non-adherent participants will be asked their reasons for non-adherence and this information
will be recorded on study case report forms.

4.6 Toxicity Management

In regponse to AES reported by study participants and/or observed upon exam by study staff, the site
investigator or designee will recommend either continuation or discontinuation of product use
consistent with the criteria in Appendix 11l. Product use also will be discontinued in the event of
pregnancy. Procedures to be followed in the event of pregnancy are described in the section below.

Participants who discontinue product use will complete the safety evaluations scheduled to take place
on study Days 7, 14 and 21.
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4.7 Proceduresto be Followed in the Event of Pregnancy

All participants will be instructed to report pregnancies to site investigator or to the study staff who
will in turn report to the site investigator; the site investigator will inform the Protocol Safety Review
Team. The site investigator will counsel the participant and discuss possible risksif the pregnancy is
continued. According to procedure included in the SSP Manual, the participant will be followed
through the conclusion of her pregnancy, and live births will be followed for one year.

4.8 Concomitant Medications

Any concomitant medications will be permitted for the participant with the exception of those not
permitted under criteria for inclusion and exclusion. All concomitant medications will be reported
on the study participants clinical records and recorded on the CRF for al medications received
within 4 weeks prior to administration of study product, and throughout the study.
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Individual interviews will be conducted according to the following principles:

? useof aninterview guide [refer to SSP Manual] with a set of relevant questions,
? atrained interviewer who will conduct a semi-structured interview
? audio-taping of the session with transcription and content analyses.

Male sexual partners will be given a staff-administered questionnaire within six weeks
following completion of a study regimen to collect quantitative follow-up acceptability
and study burden data in addition to the individual interview.

Individual interviews will be conducted either in a face to face setting or by phone and
also will be carried out within six weeks following completion of a study regimen.
Responses will be analyzed to gain in depth information on microbicide acceptability
beyond that obtained with the structural questionnaires.
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6.0 SAFETY MONITORING AND ADVERSE EXPERIENCE REPORTING

6.1 Safety Monitoring

Close cooperation between the Protocol Chair(s), study site Investigator(s), NIAID
Medical/Program Officer, CORE Protocol Coordinator, SDMC Biostatistician, and other study
team members will be necessary in order to monitor participant safety and respond to
occurrences of toxicity in atimely manner. The team will meet via conference call every two
weeks during the period of study implementation, and additional ad hoc calls will be convened if
required. (Refer to Section 2.4.3 for detals).

The study site Investigators are responsible for continuous close monitoring of all AEs that occur
among study participants, and for alerting the rest of the protocol team if unexpected concerns
arise. Accrual will be suspended if two or more study participants per cohort experience an SAE
judged possibly, probably, or definitely related to product use. The Protocol Safety Review Team
then will review all pertinent safety data and determine whether to continue accrual and product
use. A decision to stop the trial may be made by the protocol team at this time, or at any such
time that the team agrees that an unacceptable type and/or frequency of AEs has been observed.
(Refer to Section 2.4.3 for details).

6.2 Adverse Experience Reporting Requirements

An AE is defined as any untoward medical occurrence in a clinical research participant
administered an investigational product and which does not necessarily have a causa
relationship with the investigational product. As such, an AE can be an unfavorable or
unintended sign (including an abnormal laboratory finding, for example), symptom or disease
temporally associated with the use of an investigational product, whether or not considered
related to the product.

Study participants will be provided a 24-hour telephone number and instructed to contact the
sudy clinician to report any AEs they may experience, except for 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, and to request that the clinician be paged or otherwise contacted upon their arrival. With
appropriate permission of the participant, records from all nonstudy medical providers related to
AEs will be obtained and required data elements will be recorded on study CRFs. All
participants reporting an AE will be followed clinically, until the AE resolves (returns to
baseline) or stabilizes.

Study site staff will document on study CRFs al AEs reported by or observed in enrolled study
participants regardless of severity and presumed relationship to study product. All AEs will be
defined and graded as described in the DAIDS SAE Reporting Manual and the DAIDS Standard
Toxicity Tables [Refer to the SSP Manual]. The investigator or designee will assess the
relationship of all AEs to the study product based on the DAIDS SAE Reporting Manual, the
Investigator’ s Brochure, and his’her clinical judgment.
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Site staff also will report all AES that meet serious adverse event (SAE) reporting requirements
according to the procedures set forth in the Study-Specific Procedures Manual and the time
frames set forth in the DAIDS SAE Reporting Manual. Specifically, DAIDS—defined “intensive’
reporting requirements will be followed for this study. Active follow-up for safety outcomes
(serious and non-serious AES) in each study participant will end one week after the final
application of study product, however all SAES reported by participants during the study
treatment period and/or during the eight-week period following the fina application will be
reported in accordance with the DAIDS manual. Information on all AEs will be included in
reports to the US Food and Drug Administration (FDA), and other applicable government and
regulatory authorities. Site staff will report information on all AEs and SAEs to ther
Institutional Review Board (IRB) in accordance with all applicable regulations and local IRB
requirements.

Note: The above-stated reporting requirements apply to enrolled female study participants. Participants
and their male sexual partnerswill be instructed to report AEs experienced by male sexual partnersto the
study clinician, who will evaluate and document the experience, as well as provide follow-up care or
refer the sexual partner for such care. In the event that a male sexual partner experiences an AE that
meets SAE reporting requirements, the experience will reported as an SAE according to the procedures
set forth in the Sudy-Specific Procedures Manual and the time frames set forth in the DAIDS SAE
Reporting Manual.
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7.0 STATISTICAL CONSIDERATIONS, DATA MANAGEMENT, AND ANALYSIS

7.1 General Design Issues

The primary aims of the Phase | study are to determine vulvar and cervico-vagina mucosa
toxicity, and to assess systemic toxicity and absorption of the product. A cohort of up to 96
women will be evaluated to assess the effect of daily PMPA gel use for 14 days on the

emergence of genital ulcerations and symptoms of irritation and systemic safety and absorption
of the product.

7.2 Study Endpoints
7.2.1 Primary Endpoints. Safety/Toxicity

The safety/toxicity endpoints of this study are as follows:

? macroscopic evidence of damage (judged not to be due to pathogen) to the vulvar and/or
vagina epithelium including ulceration and other lesions, severe erythema, and/or severe
edema;

? macroscopic evidence of damage (judged not to be due to pathogen) to the cervica
mucosa including ulceration and other lesions, severe erythema, and/or severe edema;

? laboratory evidence of Grade 3 or higher toxicity for hematology, liver or rena function
as defined by the DAIDS Toxicity Table [refer to the SSP and DAIDS SAE Reporting
Manuals| which cannot be directly attributed to another cause after consultation with the
protocol chairs and the study site investigator.

7.2.2 Secondary Endpoints: Acceptability and Exploratory Endpoints

The acceptability of PMPA gel by study participants and when relevant their male sexua
partners, will be assessed using measures of participant attitudes toward the product, use
of the product, adherence with the study protocol, and their opinions on participating in
the study. The following endpoint will be assessed:

? The proportion of participants who at their Day 14 Follow-up Visit indicate they would be
"unlikely" to use PMPA gedl in the future.
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The following acceptability endpoints for both female participants and their male sexual
partners will be assessed:

N N ) )

N )

?
?

likes/dislikes of the gel (vehicle, applicator, and use associated factors),

occurrence and type of problems experienced with the gel itself,

occurrence and type of problems experienced with the applicator,

perceived occurrence in which the participant/partner had to interrupt sex to apply
the gd,

acceptability of use of the product during sexual intercourse,

perceived occurrence of intercourse occasions in which the gel leaked out or dried
out before, during, or after sex, and the implications of these results for a woman
to use the product without partner knowledge as necessary/appropriate,

attitudes about gel use during sexual intercourse

willingness to use gel in the future

The qualitative and quantitative data will be used to facilitate a greater understanding of
both the role of the gel itself in sexua risk prevention and the factors of gel use which
either facilitate or impede the sexua relationship and hence prevention of HIV
transmission via sexua behaviors.

The following exploratory endpoints will be assessed:

?

?

)

)
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number of copies of HIV RNA isolated from HIV-infected female participant’s
genital secretions over the course of PMPA vaginal gel use.

change in the genotypic resistance patterns of HIV in genital secretions and blood
samples from the HIV-infected female participants over the course of PMPA
vagina gel use.

change in the presence of vaginal bacteriain al female participants over the course
of PMPA vagina gel use using the Nugent Scoring System

7.3 Sample Size, Accrual, and Treatment -Dose Allocation

Recruitment will target:

up to 48 abstinent, HIV uninfected women (cohorts Ai1-Ay)

up to 12 sexualy active HIV uninfected women (cohort B) and their male sexual
partners

up to 12 sexually abstinent HIV-infected women (cohort C)

up to 12 sexualy active HIV-infected women and their male sexua partners
(cohort D)

(if required) up to 12 sexually abstinent, HIV uninfected women (cohort V)
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Up to 32 women will be recruited per site. In step one, two women from each of
the three sites will be recruited in AL If two or more of these six women
experience SAES judged to be related to product use, four women from each of
the three sites will be recruited in cohort V in order to test the vehicle. If fewer
than two participants from these six experience SAEs related to product use, in
step two, six women from each of the three sites will be recruited and will be
sequentially allocated in one block of size six according to a 2:2:2 alocation i.e,,
the first two available women at each site will be enrolled in Al, the next two
available women at each site will be enrolled in A2, and the next two available
woman at each site will be enrolled in A3. In step three, if fewer than two
participants within each of the first three cohorts (i.e. A1, A2, and A3) experience
SAEs related to product use, eight women from each of the three sites will be
recruited and will be sequentially allocated in one block of size eight according to
a 2:2:4 dlocation i.e., the first two available women at each site will be enrolled
in A2, the next two available women at each site will be enrolled in A3, and the
next four available women at each site will be enrolled in A4. Finally in step four,
if fewer than two participants within each of the last three cohorts (i.e.,, A2, A3,
and A4) experience SAEs related to product use, eight women, four for cohort B
and 4 for cohort C, from each of the three sites will be recruited. After enrollment
for B and C is completed, four women from each of the three sites will be
recruited in cohort D.

This alocation provides an equal number of participants per site (up to 32
women) and per cohort and site (up to 4 women). If one or more sites experience
difficulty reaching their enrollment targets in atimely manner, with prior approval
from the protocol chair consideration will be given to alowing other site(s) to
enroll up to 48 women (instead of 32), depending on the site's overall enrollment

capacity.
7.3.1 Sample Size Justification

For a given level of dose and frequency, suppose the frequency of a given toxic
event is 5%. The probability that such an event will occur in at least ore of 12
independent women is 46%. In addition, with the true frequency of 5%, a cohort
of 12 women will provide 88% power to exclude toxicity rates greater than 35%
(i.e., the probability of observing O or 1 toxic event is less than 0.05 when the true
rate is 35%, while this probability is 0.88 when the true rate is 5%).

P (No events|n=12) P (1 or more events | n=12) P (2 or more events | n=12)

0.886 0.114 0.006
0.540 0.460 0.118
0.282 0.718 0.341
0.142 0.858 0.557
0.032 0.968 0.842
0.006 0.994 0.956
0.001 0.999 0.992
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In addition, the probability of an early stopping (i.e. observing 2 or more related
SAEs in thefirst 6 participants) is 3.3% when the true toxic event rate is 5%
(11.4% when the true toxic event rate is 10%).

In secondary analysis of HIV- uninfected abstinent women for a given level of
dose (0.3% or 1.0%), suppose the true frequency of a given toxic event is 5% at
either daily frequency of application. The probability that such an event would
occur in at least one of 24 independent women is 71%. In addition, with this true
frequency of 5%, a pooled cohort of 24 such women would provide 66% power to
exclude toxicity rates greater than 20% (i.e., the probability of observing O or 1
toxic event is less than 0.033 when the true rate is 20%, while the probability is
0.66 when the true rate is 5%).

eventrate P (Noevents|n=24) P (1 or moreevents|n=24) P (2 or more events | n=24)
1% 0.796 0.214 0.024
5% 0.292 0.708 0.339
10% 0.080 0.920 0.708
15% 0.020 0.980 0.894
20% 0.005 0.995 0.967
The following shows what the resulting 95% exact confidence intervals for the
toxic event rate would be if no events, 1 event, or 2 events are observed. For
example, if for a cohort of 12 women we observe no event then the exact 95%
confidence interval for the toxic event rate is [0.0%; 26.5%].
Sample Size No event One event Two events
N=12 [0.0% ; 26.5%] [0.2% ; 38.5%)] [2.1% ; 48.4%)]
N=24 [0.0% ; 14.2%)] [0.1% ; 21.1%)] [1.0% ; 27.0%)]

The power considerations described above are fairly robust to address possible
non-adherence to the study treatment regimen (as described in Section 4.5.1). For
example, if two women per cohort were non-adherent to the regimen, a subgroup
analysis of the 10 adherent women in the cohort would provide 74% power to
exclude toxicity rates greater than 45% for a given toxic event rate of 10%.
Furthermore, a pooled cohort of 20 women would provide 74% power to exclude
toxicity greater than 25% for a given toxic event rate of 5%.

7.4 Data Monitoring and Analysis

Close collaboration among protocol team members will be necessary to evaluate study
progress and respond to occurrences of toxicity in a timely manner. Rates of accrual,
adherence, follow-up, and AE incidence will be monitored closely by the protocol team
on a regular basis. The team will meet via conference call every two weeks during the
period of study implementation, and additional ad hoc calls will be convened if required.

HPTN 050
Version 2.0

51 29 May 2002



HPTN 050
Version 2.0

741 Statistical Analyses

All descriptive and inferential statistical analyses will be performed using SAS
and StatXact statistical software. All participants who receive treatment will be
included in all analyses. A treatment group refers to a given level of dose and
frequency, for HIV uninfected and HIV infected participants separately. Analyses
will be performed that combine the HIV uninfected, abstinent participants with a
common level of dose (0.3% or 1.0%).

When the use of descriptive gatistics to assess group characteristics or differences
is required, the following methods are to be used: for categorical variables, the
number and percent in each category; for continuous variables, the mean, median,
standard deviation, quartiles, and range (minimum, maximum).

Due to the small sample size within each trestment group, comparison among the
frequency groups will not be performed. However, cohorts will be compared for
baseline characteristics including demographics, pelvic examination, colposcopy,
and laboratory measurements using descriptive statistics.

Within-treatment assessment of the change from the baseline measurement to the
final follow-up measurement will be analyzed using McNemar's test (for
categorical response variables) or the paired t-test (for continuous response
variables).

7.4.2 Safety Analysis

The primary aim of the study is to assess the toxicity of PMPA gel on vulvar and
cervico-vaginad mucosa.  The number and the percentages of participants
experiencing at least one AE, and the number and percentage experiencing each
specific AE will be tabulated. Each subject will contribute once in each category
(i.e. only for the first occurrence) for the calculation of event rates.

The number and percentage of participants experiencing each type of AE
(including AEs leading to study discontinuation) is to be tabulated by severity and
relationship to treatment for each treatment group. AEs that lead to study
discontinuation will be listed in a separate data listing.

Overal summaries by treatment group include the number and percentage of
participants experiencing: (1) any experience; (2) any moderate, severe, or life-
threatening experience; and (3) any severe, or life threatening experience. The
number and percentage of participants with an AE judged possibly, probably or
definitely related to study treatment will be summarized for each treatment group.

Grade 3 or higher toxicity for hematology, liver or renal function is also a primary
endpoint. Baseline and Day 14 laboratory measures will be summarized and the
change in function, defined by the difference between Day 14 and baseline
measurements, will be evaluated.
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7.4.3 Analysisof Pharmacokinetic Data

Pharmacokinetics of PMPA will be evaluated after vaginal administration. This
will include PMPA PK profile of the initial dose (Day 0) and PMPA PK profile at
steady-state (Day 13) following the regimen described in Section 2.5. The
analysis will be performed in an exploratory way by investigating plasma
concentrations of PMPA and determining the AUC. PMPA accumulation will be
determined by comparing the median PMPA AUC on Day 13 to the median AUC
on Day 0. In addition PMPA AUC in sexually active versus sexually inactive
cohorts will be compared.

Maximum concentration of drug (Cmax) and time to reach maximum concentration
of drug (Tmax ) Will be calculated as part of the analysis as stated above.

7.4.4 Analysisof Exploratory Data

To assess the effect of product use on cervico-vagina of HIV, change in the
number of copies of HIV RNA from the Basdline visit to the Day 14 visit will be
analyzed in the two HIV-infected groups. In addition the change in the number of
copies of HIV RNA will be compared between the sexually active and the
sexually abstinent women.

To assess the effect of product use on genotypic resistance on HIV, detectable
HIV in cervico-vagina secretions and plasma from the baseline and Day 14 Visits
will be analyzed for the presence of drug resistance mutations in the two HIV-
infected groups from baseline and Day 14 Visits. Genotyping will be performed
retrospectively. Results from individua patients will not be used in clinical
management.

To assess the effect of product use on vagina flora, change in the presence of
vagina bacteria will be measured using the Nugent Scoring System. Vaginal
flora pattern gram stains from the Baseline visit to the Day 14 visit in HIV-
uninfected participants, and Baseline visit to the Day 21 visit in HIV-infected
participants will be analyzed for each cohort. In addition, the change in presence
of vaginal bacteriawill be compared across cohorts.

7.45 Analysisof Acceptability Data

The secondary objective of the study is to determine through qualitative and
guantitative analyses the acceptability of PMPA gel, applicator, and use for
female participants, and the acceptability of PMPA gd for their male sexua
partners. The number and percentage of participants who at their Day 14 Follow-
up Visit who have not indicated they would be "unlikely" to use PMPA gel in the
future will be calculated. Descriptive summaries of factors relating to
acceptability will be performed for: applicator associated factors, vehicle-
associated factors,; and use-associated factors.
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7.4.5.1 Quantitative Analysis

The number and percentage of participants responses from the acceptability
guestionnaire will be calculated. Descriptive summaries of factors relating to
acceptability will be performed for: vehicle associated factors, applicator
associated factors, and use associated factors.

Questionnaire data will be tabulated to summarize group data regarding the
acceptability of PMPA gel. Comparisons will be made examining acceptability
data obtained on abstinent and sexually active women. Opentended response data
will be summarized for each site and across sites.

7.4.5.2 Qualitative Analysis

The focus groups and individual interviews will be audio-taped, transcribed and
imported into Nvivo software to be coded.

Qualitative data coding schemes will be developed a priori for known protocol-
driven factors related to acceptability. In addition, additional coding will be
developed as data is processed, based on the content, themes and patterns that
emerge from the data. Content analysis of the qualitative data will be done for
each focus group and/or interview and a thematic summary report for each site
and cohort will be completed. Cross-site comparisons will be done and a
summary report produced. Categories, themes and patterns will emerge as a
function of the analysis. The qualitative findings will be used to illustrate,
facilitate and add to our understanding of the quantitative findings and the
sociocultural context of acceptability in this sample.

The focus groups and in depth individual interviews will be audio-taped using
high-fidelity tape recorders. The tapes will be immediately sent for transcription.
After the transcripts are prepared, the discussion facilitators will verify the
transcripts with the tapes to insure accuracy and completeness. Subsequently,
each transcript will be imported into Nvivo software. This software package can
handle rich data as text — with full ability to edit, visually code, and link
documents as they are created, coded, filtered, managed and searched. Using the
capabilities of the program, the interviewer will create memos attached to each
transcript, recording persona observations and impressions that occurred during
the interview.

Subsequently the investigators involved in qualitative data analysis will process
the transcripts. Intheinitial stage, a coding scheme will be devised by two of the
research investigators who will develop major coding categories and sub-
categories as well as a preliminary code book that will be discussed with the rest
of the qualitative investigators. Other team members will read severa additional
transcripts to identify new themes. Once consensus is reached about the final

coding scheme, the investigators will code the rest of the transcripts.
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The analysis of coded material will lead to the progressive identification of
categories, themes, and patterns. This involves noting regularities in the behavior,
attitudes, and opinions of people under study which are then organized under a
conceptual label. Categories should be internaly consistent but distinct from one
another. The qualitative findings will be integrated into the quantitative data
collected through the structured and semistructured acceptability surveys, helping
to understand the latter and expand their meaning.
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80 HUMAN SUBJECTS CONSIDERATIONS

8.1 Ethical Review

This protocol and the template informed consent forms contained in Appendix IV — and
any subsequent modifications — 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 all applicable research and human subjects
regulations.

The protocol, site-specific informed consent form, participant education, outreach, and
recruitment materials, and other requested documents — and any subsequent
modifications — aso will 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 local IRB will review the protocol at least
annually. The site Investigator will make safety and progress reports to the IRB at |least
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.

8.2 Informed Consent

Written informed consent will be obtained from each female study participant before she
is screened for and/or enrolled in the study. Written informed consent also will be
obtained from sexualy active female participants male sexual partners. (Refer to
Apperdix 1V for copies of informed consents). Participants will be provided with a copy
of their informed consent forms if they are willing to receive them. Study staff will
document the informed consent process as described in the Study-Specific Procedures
Manual.

The study site is responsible for developing study informed consent forms for local use,
based on the templates in Appendix 1V, in accordance with al applicable US regulations
and local guidelines. The DAIDS Regulatory Operations Center (ROC) will review all
gte-specific informed consent forms and approve them for use according to DAIDS
policies. The study cannot be initiated at any site until the site is fully registered with the
DAIDS ROC (through CORE) and has received written notification of protocol
activation by CORE. Following ROC approval, CORE staff will “activate” the sSite to
begin study operations, according to procedures specified in the SSP Manual.
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8.3 Participant Confidentiality

All study-related information will be stored securely at the study site. All participant
information will be stored in locked file cabinets in areas with access limited to study
staff. All laboratory specimens, colposcopic photographs, reports, study data collection,
process, and administrative forms will be identified by coded number only to maintain
participant confidentiality. All computer entry and networking programs also will be
done by coded number only, and 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, locked file in an area with limited access.

Participants study information will not be released without the written permission of the
participant, except as necessary for monitoring by NIAID and/or its contractors (e.g., the
DAIDS monitoring contractor), Gilead Sciences, representatives of the HPTN CORE, the
CL and/or Statistical and Data Management Center (SDMC), the FDA, and other
regulatory authorities.

8.4 Benefits

There may be no direct benefits to participants in this study. However, participants and
others may benefit in the future from information learned from this study. Specificaly,
information learned in this study may lead to the development of a safe and effective
microbicide that prevents sexual transmission of HIV.

In addition, participants will receive HIV counseling and testing as part of the study
screening process  Participants will also have pelvic exams, Pap smears, and be screened
for anumber of STDs. Participants will be referred for treatment if applicable. (Refer to
Appendix I11, see adso Section 8.7)

8.5 Risks

Female study participants may experience discomfort when having pelvic exams and/or
undergoing phlebotomy for this study. During phlebotomy, they also may feel dizzy or
faint, or develop a bruise or swelling where the needle is inserted. Female participants
also may become embarrassed, worried, or anxious when receiving HIV and STD
counseling. They also may become worried or anxious while waiting for their HIV and
STD test results. Trained counselors will be available to help participants deal with these
feelings.

Minimal locd irritation and little or no systemic adverse effects are expected with the use
of PMPA gd intravaginally at the concentrations proposed for this study (0.3% and
1.0%). However, PMPA gel has not been tested topicaly in humans previoudly.
Therefore, risks of treatment are not known and careful monitoring for adverse effects is
planned. A summary of AEs reported to date in clinica studies of intravenous PMPA
and related compounds which may be relevant for the use of PMPA gel is provided in
Section 1.2.7.

HPTN 050
Version 2.0 57 29 May 2002



It is not known what effect PMPA Gda will have on the HIV virus or HIV disease
progression in HIV infected participants.

Although the study site will make every effort to protect the privacy and confidentiality
of al study participants, it is possible that participants involvement in the study,
including the focus groups, could become known to others, and that social harms may
result (i.e., because participants could become known as HIV-infected or at "high risk"
for HIV infection). For example, participants could be treated unfairly or discriminated
againgt, or could have problems being accepted by their families and/or communities.

8.6 Incentives

Pending IRB approval, participants will be compensated for their time and effort in this
study, and/or be reimbursed for travel to study visits and time away from work. Site-
specific reimbursement amounts will be specified in the study informed consent forms.

8.7 AccesstoHIV-Related Care

HIV pre-test, risk reduction, and post-test counseling will be provided to al potential
study participants who consent to undergo HIV screening to determine their eligibility for
this study. Counseling will be provided in accordance with the Centers for Disease
Control and Prevention guidelines. [refer to the SSP Manual] The study site will
document its counseling policies and procedures prior to study implementation for
purposes of staff training and study monitoring.

As part of the eligibility screening process, this study may identify persons who are
infected with HIV. Study staff will provide participants with their HIV test results in the
context of post-test counseling. They also will refer persons found to be HIV-infected to
available sources of medical and psychosocial care, if any, and to any available research
studies for HIV-infected persons. Women and men recruited for the C and D cohorts
known to be HIV infected will continue with their regular source of care.

8.8 Study Discontinuation

As noted in Section 2.4.3, enrollment into this study will be suspended if two or more
participants in any study cohort experience an SAE judged possibly, probably, or
definitely related to product use. The protocol team then will review al pertinent data
and determine whether to continue accrual and product use. The protocol team may
decide to stop the study at this time, or at any such time that the team agrees that an
unacceptable type and/or frequency of AEs has been observed.

The study also may be discontinued at any time by NIAID, the HPTN, the manufacturer
of the study product, and/or the FDA, or other regulatory authorities.
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90 LABORATORY SPECIMENSAND 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 al specimens for this study, as currently recommended by the U.S. Centers
for Disease Control and Prevention (CDC). Refer to regulations in the SSP Manual.

10.0 TRAINING PROCEDURES

10.1 Colposcopy

Clinicians will participate in a colposcopy training program designed to establish and
maintain consistent methods of distinguishing changes in cervico-vagina mucosa.
Training will focus on standardized identification of normal variation within the vaginal
environment and abnormalities as defined in the protocol. Procedura guidelines and
definitions for this purpose are included in the SSP Manual.

10.2 Data Collection

Training for Study Site staff responsible for collection of protocol data and transfer of
those data to the SDMC will be conducted by staff from HPTN CORE and the SDMC.

10.3 Acceptability Assessment

The socia scientist or other trained team member who is responsible for the acceptability
data, the site Investigators and clinical study staff will participate in atraining meeting at
the same time/location as the clinician colposcopy training. Training will focus on
standardizing the quantitative acceptability assessments, including instrument objectives,
interview styles and techniques, data collection, management and entry, and data
analysis/report writing.

In addition a training will be conducted for all qualitative focus group / interview
facilitators.  Training will focus on standardizing the quantitative acceptability
assessments, including instrument objectives, interview styles and techniques, data
collection, management, entry, coding and analysis, and report writing.

A process for achieving on-going communication between the socia scientist (or other
trained team member) at each site and the cross-site coordinator of the acceptability
studies will be established.
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11.0 ADMINISTRATIVE PROCEDURES

11.1 Study Coordination

This study will be submitted to an existing Investigational New Drug (IND) application
held by DAIDS.

Implementation of this study will be directed by the protocol as well as a Study- Specific
Procedures Manual. This manual will outline procedures for conducting study visits; data
and forms processing; AE assessment, management and reporting; dispensing study
products and documenting product accountability; and other study operations. Study
CRFs will be developed by the protocol team and HPTN SDMC. Datawill be transferred
to the HPTN SDMC, entered, and cleaned using the SDMC DataFax data management
system. Quality control reports and queries will be routinely sent back to the site for
verification and resolution.

Close cooperation between the study site Investigator, NIAID Medical Officer, Protocol
Specidlist, Biostatistician, Data Managers, and other protocol team members will be
necessary in order to track study progress, respond to queries about proper study
implementation, and address other issues in a timely manner. Rates of accrual,
adherence, follow-up, and AE incidence will be monitored closely by the team, and
discussed routinely during conference called scheduled to take place at least every two
weeks during the study implementation period.

11.2 Study Site 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, assess adherence to the study protocol and study-specific
procedures manual, and confirm the quality and accuracy of information collected at the
study site and entered into the study database. The Investigator will alow study monitors
to inspect study facilities and documentation (e.g., informed consent forms, clinic and
laboratory records, other source documents, CRFs, product accountability forms), as well
as observe the performance of study procedures. The Investigator also will alow
inspection of all study-related documentation by authorized representatives of the HPTN
CORE, SDMC, NIAID, Gilead Sciences, FDA, and other regulatory authorities. A site
visit log will be maintained at the study site to document all visits.

11.3 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 Co-Chairs and NIAID
Medical Officer. All protocol amendments must be submitted to and approved by the
relevant IRB(s) and the DAIDS Regulatory Affairs Branch prior to implementing the
amendment.
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11.4 Investigator Records

The Investigator will maintain, and store in a secure manner, complete, accurate, and
current study records throughout the study. In accordance with US regulations, 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 site 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, CRFs, notations of all contacts with the participant, and all
other source documents. All records must be retained onsite throughout the study’s
period of performance. The HPTN CORE will provide the study site with written
instructions for long-term record storage at the completion of the period of performance.

11.5 Useof 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 made available by the Investigator to
the HPTN Manuscript Review Committee, DAIDS, and Gilead Sciences, for review prior
to submission.
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Appenaix 1 — cinica evauations

N N Screening Enroliment Follow-Up Egl :;);\; Phar macokinetic FollowUp Follow-up Post-Study
Clinical Procedures—Female Participants Day-1* /Day 0 Day2or 3 7 Day13 Day 14 Day 21

Obtain written informed consent. X
Obtain informed consent and screen male partner before enrollment X
Collect or update demographic and locator information. X X X X X X X
Assign participant ID. X
Perform generd physical exam X
Collect medical history X
Provide pre-test HIV counseling. X
Post test counseling; Provide results of HIV and STD test. X
Distribute:  participant guidebook X

study product X X X

condoms X X X X

Daily Sudy Record X X X X

panty liners X X X
Observe participant apply first dose of study product* optional
Review Daily Sudy Record and interview for adherence and/or acceptability. X X X X
gm:ﬂdgavioral, Follow-up Acceptability and Study Burden Behavioral ZZ’V‘:;: Z‘j‘:ns Sy Burden G/D
Collect urine specimen for pregnancy and pathogen testing. X X if indicated if indicated X cb
Perform pelvic examination. X X X X X c/b
Perform colposcopy. X if indicated if indicated X if indicated
Collect blood specimens for PK** (Cohorts Az, B, C, and if necessary D) X X 24 hour draw only if indicated
Collect blood specimens for HIV? syphilis serology, hematology, blood X X to be doneif visit replaces X X cb
chemistries, HIV viral load and CD4+ 2 and plasma storage (enrollment only). theDay 7 Visttinthe B, C
Count returned PMPA gel tubes X X X
Schedule next visit. X X X X X
Complete data collection forms. X X X X X X X
Conduct group or individua interviews X
*Specimens for the first 6 participants in PK study cohorts will be collected at the Day 0 Enrollment and the Day 13 Follow -up Visits. The schedule for the specimen collection is as follows: 0.0, 0.5, 1, 2, 4, 6, 8, 12

hours on both days and 24 hours post dosing on day 14 only.

2specimens for HIV and syphilis testing will be collected only at the screening visit unless indicated at other visits .

3HIV -infected participants only

“All Enroliment Visit procedures EXCEPT administering first dose of PMPA gel and collecting PK blood specimens may be completed on Day -1 for PK sub-cohort participants.
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Appendix | — Clinical Evaluations - Continued

Clinical Procedures—MaleSexual Partner Participants (B and D) Sereening / Enrollment Visit Day ~42to Day 0 Post-Study

Obtain written informed consent. X

Collect or update demographic and locator information. X

Providepre-test HIV counsdling. X

Collect blood specimens for HIV if indicated

Collect focused STD history. X

Perform genital exam optional / if indicated

Provide results of HIV test and post-test counseling X

Distributecondoms X

Complete data collection forms. X

Conduct Follow-Up Acceptability and Study Burden Assessments X
X

Conduct Individual Acceptability Interview
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Appenaix i1 - Laporatory evauations

Evaluation Visit
Specimen Volume Laboratory Screening Enrollment Follow-up Follow-up Follow- Follow-up Follow-up
Test Purpose Day 0 (Day Day2or 3 Day7 up Day Day 14 Day 21
—1PK only) 13
HCG Pregnancy Urine 10mL on site X X X
Urinalysis’ Urinary Tract Infection Urine 10 mL on site X X X C/D Cohort
. o . C/D Cohort
Trichomonasvaginalis, ; on site X X X X X
Wet mount Candida albicans Swatiside na
Vagina pH Bacteria .
pH V:gi nosi 2 pH stick n/a n/a X X X X X C/D Cohort
Gram gtain Vagind FloraPattern Swab/dide n/a cL? X X X X X C/D Cohort
Pap smear® Cervical Atypia Site Specific n/a LL® X
e N. gonorrhoeae, C. : X
LCR trachomatis Urine 1520 mL CL
EIA/WB' HIV X
LL
RPR T. Pallidum Site Specific | 8-10ml | | X
Blood chemistries | LIv&/Rendl - Fundtion LL X X X X C/D Cohort
ests
—_— Contract X 24 hour
Pharmacokinetics Sefety Red top 5mL Lab Day 0 Only draw only
CBC Hematology Site Speific 8-10ml LL X X ok X X C/D Cohort
Vira load HIV-RNA sno-grip n/a cL? X X X X X C/D Cohort
Viral Load/ HIV-RNA/HIV a X i X X C/D Cohort
Resistance’ genotyping Purpletop 10 mL a X resistance resistance
CD4+ CD4+ Site Specific 8—-10mL LL X
Viral load/ HIV-RNA/HIV a X X X X C/D Cohort
Resistance ¢ genotyping oL 1o mL a X resistance resistance
Plasma archive” Archive Site Specific 8—-10mL LL X
Serum archive” Archive Site Specific 8—10mL LL X

CL: Central Lab PLL: Local Lab

°If suggests UTI send for urine culture

domit if participant has documentation of Papresults dated within the last 3 months

¢ As necessary according to clinicians' discretion, based upon clinical indications, at enrollment or follow-up visits

! For female participants and cohort B and D male sexual partners. Not to be done if HIV-infected status is documented by medical records

9 Plasmawill be collected and stored for HIV drug resistance genotyping. Resistance testing will be performed on selected samples as described in section 7.4.4
" Stored at local repository and to be destroyed at the end of the study — one year from final participant’s completion of follow-up (acrosssites)
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Appendix 111 - Outcomes, Diagnostics, and Follow-Up Procedures

Participants may withdraw or be discontinued from study treatment according to the guidelinesin sections3.9, 4.5.1, and 7.21 or according to criterialisted in the following table. Participants with any abnormal condition will be
treated according to standard clinical practice.

Condition

Product Use

Evaluation

Follow-up and Treatment Action

Deep Epithelia Disruption

(Ulceration)

Adverse experience,
discontinue product use

Swab for culturefor herpessimplex. (Herpes
serology optional)

Syphilis serology.

Re-evaluatein 5to 7 days. If the ulcer has become
worseor not healed in5to 7 days, perform abiopsy.
Ask the participant to returnin 7 to 10 daysfor a
follow-up syphilis serology.

Superficial Epithelial Disruption

(Abrasion/Pedling)

Continue

Because sexual activity and product application are
probable causes of abrasion, information about
these activities must be gathered at the time of

detection and recorded on the CRF.  Naked eye
evaluation and/or col poscopy.

Re-evauate by speculum examination in 48 hours. If

the condition is worse, discontinue product use. If
the condition is the same, continue product use.

Generalized erythema or severe edema: A localized area of

more than 50% of vulvar surface or combined vagina and
cervical surface affected by erythema

Adverse experience,
discontinue product use

Naked eye evaluation and/or col poscopy.

Re-evauatein 5to 7 days.

Vaginitis (findings on exam such asvaginal discharge)

Temporarily discontinue;
except for asymptomatic
candidavaginitis

Perform wet mount for candida vaginitis,
trichomoniasis, and Bacterid vaginosis.

See below for conditions.

Bleeding / Spotting

Temporarily discontinue
(until evaluated)

Naked eye evaluation and/or col poscopy.

If evaluated to be endometrial bleeding with no
other source, continue product use. Re-evauatein
72 hours if participant reports the bleeding / spotting
has not resolved.

Suspected cervicitis (findings on exam such as discharge from
cervical 09)

Provisionally Continue

Evaluate for N. gonorrheoae and C. trachomatis.

Re-evaluate in 48-72 hours. If the conditionis
worse, discontinue product use.

Petechial hemorrhage

Continue

Naked eye evaluation and/or col poscopy.

Re-eva uate by speculum examination in 48 to 72
hours. If the conditionis significantly worse,
discontinue product use. If the conditionisthe
same, continue product use.

Ecchymosis

Continue

Naked eye evaluation and/or col poscopy.

Re-evaluate by speculum examination in 48 to 72
hours. If the conditionis significantly worse,
discontinue product use. If the conditionisthe
same, continue product use.

Mild to moderate erythemaor edema: A localized area of less
than 50% of vulvar surface or combined vagina and cervica
surface

Continue

Naked eye evaluation and/or colposcopy.

Re-evaluate by speculum examination in 48 to 72
hours. If the condition is significantly worse,
discontinue product use. If the condition remains
the same, continue product use.

=  ForTrichomonasor symptomatic BV: treat or refer for treatment. Do not resume product use.

= For symptomatic Candida vaginitis: Manage with oral medication and re-evaluatein 3to 5 days. |If resolved, restart product use.

= For asymptomatic Candida vaginitis:
- If aparticipant has asymptomatic candidavaginitis at the Day 7 Visit she should continue product use and be re-evauated at t he Day 14 Visit
- If a the Day 14 Vidit there are signs and symptoms compatible with vaginitis, treat and follow-up to document resolution.
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Appendix 1V —SAMPLE INFORMED CONSENT

Page 1 of 11
Sample Informed Consent Form
Division of AIDS, NIAID, NIH

Phase | Safety and Acceptability Study of the Vaginal Micraobicide Agent PMPA Gel
Version 2.0 29 May 2002
Cohort A - Sexually Abstinent HI'V Uninfected Women

PRINCIPAL INVESTIGATOR: (Site Specific) PHONE:
INFORMED CONSENT:

You are being asked to take part in the research study named above. This research study is
being done to test an experimental gel called PMPA Gel. Before you decide whether or not
to take part in this study, we would like to explain the purpose of the study, any risks and
benefits to you, and what is expected of you.

YOUR PARTICIPATION ISVOLUNTARY:

This consent form gives you information about the study which will be discussed with you.
Once you understand the study, and if you agree to take part, you will be asked to sign this
consent form. Y ou will be offered a copy to keep.

Before you learn about the study, it is important that you know the following:
Y our participation is entirely voluntary.
You may decide not to take part or to withdraw from the study at any time without
losing the benefits of your routine medical care.

PURPOSE OF THE STUDY:

PMPA Gedl is made as a “vaginal microbicide.” It is made to be inserted into the vagina to
protect people from getting HIV during sex. HIV isthe virus that causes AIDS. PMPA Gel
is “experimental.” This means that we do not yet know the effects it may have on people,
and we do not know if it works to protect against HIV. Because of this, the US Food and
Drug Administration (FDA) has not approved PMPA Gel for use in the general population.
The FDA is the part of the US government that regulates medications. The FDA has
approved this study.

Before research can be done to find out if PMPA Ge protects againgt HIV, we must first
make sure it is safe. The main purpose of this study isto find out if there are any bad effects
when PMPA Gedl is inserted in the vagina. Another purpose is to find out women’'s and
men’s opinions of PMPA Gel.

The study staff here are conducting this study with funding from the US National Institute of
Allergy and Infectious Diseases (NIAID). About 96 women and 24 men from Providence,
RI, Philadelphia, PA, and New York, NY will take part in the study. The study will last
about 13 months. Your part will last about two months, including the 14 days you use the
gel.

1
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PROCEDURES:

Main Study

You will be screened to see if you can enroll in the study. If you agree to join the study ard
enroll, you will begin using PMPA Gel on the day you enroll. You will be instructed to use
the vaginal gel for two weeks. You will be asked to come back to the clinic for follow-up
three times — 2 to 3 days, 1 week and 2 weeks after enrollment. Three weeks after
enrollment, the study staff will contact you by phone for follow-up. If you have any
problems you may be asked to come to the clinic for additional follow-up visits. If you stop
the study treatment early, you will be asked to continue study visits so that the research staff
can gather more information which may be useful and important for future subjects. You
will also be asked to participate in a group interview about 5-6 weeks after you enrall in the

study.

Pharmacokinetic Study

Some participants in this study will be asked to take part in a pharmacokinetic study (“PK
study”) of PMPA Gel. This study will test whether PMPA Gdl is absorbed from the vagina.
into the blood by testing blood samples after PMPA Gel is inserted into the vagina. If you
are asked to take part in the PK study, we will explain that study to you and ask you to sign
a separate informed consent form for it.

Each visit is described below.
Screening Vidit:

If you decide to take part in the study, your first visit will continue today, after you read,
discuss and sign this form. No study procedures will be started before the study has been
fully explained to you and you have signed this form. The visit will take about 1 — 2 hours.
To find out if you are eligible for the study you will be asked some questions, have a general
physical exam, a pelvic exam, give a urine sample and have about 40 mL (or about 3
tablespoons) of blood drawn. The questions will be about you, your health, and your sexual
practices. Some people may be embarrassed by questions about their sexual history. You
may choose not to answer any of the questions if you wish. If at any time during the
screening it is determined that you are not eligible for the study, the screening process and
your visit will end.

If your answers to the questions show that you may be dligible for the study, you will have
counseling about HIV and other sexually transmitted diseases (STDs). You will talk about
HIV/AIDS and other STDs, HIV and STD tests, what it may mean to know your HIV and
STD status, and whether you are prepared to receive your HIV and STD test results. You
also will talk about ways that HIV and other STDs are spread, and ways to protect against
them.
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If you are willing to have HIV and STD testing, you will give blood and urine for the tests.
Your urine will be tested for infections and pregnancy. If you are pregnant, you will not be
eligible for the study. Your blood will be tested to check on your overall hedth, liver, and
kidneys. Then you will have a pelvic exam. The study clinician will look in your vagina
and take some fluids to test for STDs and other possible problems. If your exams and tests
show that you have HIV or an STD you will not be able to join the study. However, we will
refer you for medical care and other services you may need. If your exams and tests show no
problems, you will continue to be eligible for the study.

Enrollment Vist:

This visit will take place within 5 days after your next menstrual period ends. It will take
about 1 hour. We will tell you your test results, including your STD and HIV test results.
We will talk with you about the meaning of the results and how you feel about them. You
must receive your HIV test results to be in this study.

If the test results show that you are infected with HIV, you will not be dligible to be in this
study. However, we will refer you for medical care and other services you may need. If
other test results show that you are not eligible for the study, we will tell you about other
studies you may be €eligible for. We aso will refer you for medical care and other services
that you may need.

If you are eligible for this study, you will be asked some questions about your past use of
vaginal products, your past sexua history, and your opinions about vaginal products. You
will give urine to test for infections, and pregnancy, and about 40 mL (or 3 tablespoons) of
blood for testing to check on your overall health, liver, and kidneys. Y ou will have a pelvic
exam. Some of your blood will be saved for testing if you have medical problems later in
the study, but all of your blood will be discarded after the study is finished. During the
pelvic exam, the clinician will look into your vagina through a lens, called a colposcope.
The lens is attached to a camera, and a picture will be taken of the inside of your vagina. If
your exams and tests show no problems, you will be entered into the study.

The participants in this group who have joined this study and who have also agreed to join
the PK Study will blood drawn, 40 mL (or 3 tablespoons) over 12 hours as explained in the
PK Study consent form.

You will begin using the PMPA Gel as directed on the day of the Enrollment Visit, then
return herein 2 to 3 days for a follow-up visit.

The participants in this group who have joined this study and who have also agreed to join
the PK Study will have blood drawn, 40 mL (or 3 tablespoons) over 12 hours as explained
in the PK Study consent form. Your Enrollment Visit may take place over two days.
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During the Study:

You will be given tubes of PMPA Gel with applicators and instructions on how to use them.
Two different strengths of the gel will be tested in this study. You will put about 4mL (1
teaspoon) of the gel into your vagina once or twice aday for 14 days. The strength you use,
and whether you use it once or twice a day, will depend on when you join the study.

You will be given a Daily Study Record to use every day to record when you used the gel,
and if you had any discomfort or medical problems. You are asked to contact the study
nurse or doctor if you feel itching or burning, notice a change in your vaginal discharge like
a bad smell, different color or have any bleeding from your vagina. You will bring your
Daily Study Record and your used and unused tubes of PMPA Gel to your follow-up visits.

Day 2 or 3 Follow-Up Visit:

This visit will take about 1 hour. You will review your Daily Study Record with the study
staff and answer questions about your use of the gel and whether you had any medical
problems or discomfort since your last visit. Y ou will have a pelvic exam. Unless a problem
is seen on the pelvic exam, the lens will not be used at this visit. You will insert the vagina
gel asdirected for another 4 - 5 days, and then return here for a Follow-Up Visit.

Day 7 Follow-Up Visit:

This visit will take about 1 hour and will be like the Day 2 or 3 Follow-up Visit. You will
also give blood (about 20 mL or 4 teaspoons) for testing to check an your overal health,
liver, and kidneys. You will insert PMPA Gel as directed for another 7 days, and then
return here for a Follow-Up Visit.

Day 13 Pharmacokinetic Visit:

The participants in this group who have joined this study and who have also agreed to join
the PK Study will return to the clinic on Day 13 to have blood drawn 40 mL (or 3
tablespoons) over 24 hours as explained in the PK Study consent form.

Day 14 Follow-Up Visit:

This visit will take about 1 hour. You will review your Daily Study Record with the study
staff and answer questions about your use of the gel, and whether you had any medical
problems or discomfort since your last visit. You will be asked some questions on your
opinions of PMPA Gel and the study. You will give urine to test for infections, and
pregnancy, and about 20 mL (or 4 teaspoons) of blood for testing to check on your overall
health, liver, and kidneys. You will have a pelvic exam with the lens. A picture will be
taken of the inside of your vagina.
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Day 21 Follow-Up Phone Contact or Clinic Visit:

The study staff will contact you by telephone 7 days after you stopped using PMPA Gel.
You will be asked whether you had any medica problems or discomfort since your last
vigt. If you have had any problems, you may be asked to come to the clinic to check on the
problems. Depending on what the problem is, you may have a general physical exam, or a
pelvic exam or give urine or blood for testing.

Group Interview:

About 2-6 weeks after you finish your study visits, you will take part in a group interview
with other women who were in the study, to talk about what it was like to use PMPA Gel.
There will be about 2-8 other women in the group. The group will meet once for 1 - 2
hours. The discussion will be audio taped. To maintain the confidentiality of participants,
everyone will be addressed only by a nickname or a first name of their choosing during the
discussion.

Contact Procedures:

Once you join the study and start using the gdl, it is very important for us to stay in touch
with you and find out how you are doing. [Modify as needed to reflect local locator
procedures:.] We will ask you your name, address, phone number, and other contact
information at your first study visit. We aso will ask for the names and contact information
of people we can contact if we cannot reach you. We will ask you to update this
information at each study visit. We will use your contact information to remind you of
scheduled study visits. If you miss a visit, we may cal or send letters or visit your home to
find you. We also will try to reach you through the contact people that you list for us. If we
talk to these people, or other people at your home, we will not tell them why we are trying to
reach you.

Other Requirements:

You must not do the following starting 48 hours (2 days) before your Enrollment Visit and
during the entire time while in the study:

have vaginal sex

have anal sex

receive ora sex (any oral contact with the vagina)

douche

use any vaginal product other than PMPA Gel in your vagina including feminine
hygiene products (such as tampons)

insert fingers, sex toys or any other products into the vagina

use intravenous drugs except for medical use

You must not use spermicides or condoms lubricated with spermicides starting 7 days
before your Enrollment Visit and during the entire time while in the study.

5
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You are asked to tell the study staff about any medications you take while in the study. You
are asked not to take part in studies of other vaginal products and to tell the study staff if you
plan to join another study.

If you have any medical problems or discomfort from the gel, you are asked to report them
right away to the study staff. The study staff will let you know what to do in case of a
medical emergency, and may ask you to come in for an extra study visit to check on these
problems. If a problem like a sore is found during a pelvic exam, the clinician may take a
picture of it with the lens. The clinician aso will use a swab to take a sample to test for
STDs. After 5 — 7 days, you will be asked to come back for another exam with the lens. If
the sore has not healed, the clinician will remove small samples of the skin (about the size of
a pencil tip) for more testing.

If you miss or skip an application on one or two days, the study staff may ask you to
continue using the gel for one or two days to make up for the days that were missed.

If you stop using the PMPA Gel before the end of the 14 days, study staff may ask you to
complete afinal study visit with a pelvic exam.

Y ou must return al tubes of PMPA Gel (used and unused) to the study site.

Some of your blood that is left over after al required study testing is done may be stored
and used for HPTN approved HIV related research. To protect your privacy, these samples
will be marked with a numbered code only — not your name. No testing will be done on
your stored blood without your permission.

RISKS and/or DISCOMFORTS:

You may feel discomfort when having pelvic exams for this study. You also may fee
discomfort when blood is drawn. You may fed dizzy or faint. You may have a bruise or
swelling where the needle goes into your arm.

You may become embarrassed, worried, or anxious when discussing sexua behaviors and
HIV. You may become worried or anxious while waiting for your STD and HIV test
results. If you have HIV, knowing your HIV status could make you worried or anxious.
You will tak with a trained staff member who will help you dea with any feelings or
guestions you have.

Women in this study will be the first women to insert PMPA Gel in the vagina. Therefore, it
is important to use the gel only as instructed by the study staff. It is not known what effects
PMPA Géd will have on the vagina. Some possible effects are dryness, itching, burning, or
pain. You aso may have discharge if the gel comes out of the vagina. The study staff will
give you panty linersin case you need them.
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It is possible that PMPA Gel could be absorbed from the vagina into the blood. Based on
animal studies, the amount of PMPA absorbed from the vagina should be small and should
not produce side effects outside the vagina. If the gel is absorbed into the blood, it is not
known whether this will cause any bad effects.

In this study, PMPA isused as a gel. PMPA also has been given to people in other studies
as an injection (or “shot”) or pill, as a treatment for HIV infection. In these studies, PMPA
was well tolerated, but some people did have side effects.

Some people who received PMPA as an injection experienced the following mild side
effects. headache, fatigue, dizziness, nausea, abdominal pain, changes in their sense of taste,
and pain or discomfort in their eyes when exposed to bright light. Minor laboratory test
abnormalities were also noted in some participants, including changes in results of tests to
measure liver, muscle, pancreas or kidney function and decreases in the amount of some
white blood cells. No one experienced any serious side effects.

Some people who received PMPA as a pill experienced headache, abdominal pain,
flatulence, nausea, vomiting, and abnormal electrocardiograms (EKG). EKGs were normal
at followup visits. One patient reported peripheral neuritis (unusual sensations in the feet
and hands). Other participants had important laboratory test abnormalities including
changes in results of tests to measure liver and muscle function. Depression was the only
side effect that happened in more than 5% of the participants.

PMPA is a type of drug called an “antiviral nucleotide.” Side effects seen with this and
antiviral nucleotides which have been approved by the FDA — when injected or taken as a
pill — include: nerve disorders, inflammation of the pancreas, seizures, changes in mental
status, sleep problems, headaches, hair loss, agitation, nausea, vomiting, diarrhea, kidney
toxicity, skin rashes, painful mouth sores, changesin liver function, liver failure, build up of
lactic acid in the body, low blood cell counts, infections, cancer, and death.

[Stes to include animal data if permissible by local IRB guidelines] PMPA aso has been
tested in animals. In studies using doses ten times higher than you would receive in this
study, side effects included kidney or liver damage, diarrhea, decreased red blood cells, a
reduction in the amount of lymph tissue in the body and damage to the lining of the
intestines. Some adult monkeys receiving PMPA at high doses for more than 10 months
had changes in their bones, including bone deformities and fractures. Young monkeys
exposed to PMPA before birth and then treated after birth with higher doses of PMPA aso
had bone changes. In studies where PMPA gel was tested on the vaginas of rats there were
no side effects. In studies where PMPA gel was tested on rabbit vaginas there was some
mild irritation, no ulcers or erosion were seen.

It is possible that PMPA Gel could cause any of the effects listed above or other effects that
we do not yet know about. This includes effects leading to death or permanent disability.
The study doctors and nurses will closely watch your medical condition during the study. If
you have any side effects, you should call the nurse or doctor right away.
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We will make every effort to protect your privacy and confidentiality while you are in this
study. However, it is possible that others may learn of your participation here, and think
that you are infected with HIV, or a “high risk” for HIV. Because of this, others may treat
you unfairly or discriminate against you. For example, you could have problems getting or
keeping ajob. Y ou aso could have problems being accepted by your family or community.
There also is arisk to your privacy if you are known by someone else in taking part in the
group interview.

PREGNANCY:

It is not known whether PMPA Gel has any effect on pregnancy, or whether it has any effect
on the fetus. Due to the unknown effects and safety concerns of the gel, pregnant women
may not join this study.

You must have a negative pregnancy test before you join this study. Y ou have agreed to not
have vaginal sex while using PMPA gel. However, if you do for any reason have vaginal
sex while using PMPA gel, you must use an acceptable form of birth control. Acceptable
forms of birth control include study provided mae condoms, oral contraceptives (birth
control pills), injectables and Norplant that you have used for at least three months.

If you become pregnant during the study you should tell your study doctor or nurse right
away. You will stop using PMPA Gel and the study clinician will discuss your choices with
you. The study clinician will contact you every three months during pregnancy, and every
three months for one year after the baby is born so that we can find out about your health
and your baby's health.

Because it is not known whether PMPA Gel passes through breast-milk and produces
undesirable effects in the infant, women who are breastfeeding may not be in the study.

BENEFITS:

This study may be of no direct benefit to you. However, you or others may benefit in the
future from information learned in this study.

You will receive pelvic exams and counseling and testing for HIV and STDs. This study
cannot provide you with medical care, but study staff will refer you to other available
sources of care. If we find that you are infected with HIV or other STDs, or have other
medical problems, we will refer you for medical care and other services you may need. We
will tell you about other research studies that you may be eligible for (if any).

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 the study results may be available and how to learn about them.
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REASONS WHY YOU MAY BE WITHDRAWN FROM THE STUDY WITHOUT
YOUR CONSENT:

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

the study doctor decides that continuing in the study would be harmful to you;
you need a treatment not allowed on this study;

you are unable to keep appointments or use PMPA Gel as instructed;

you have a bad reaction to PMPA Gdl;

you become pregnant;

the study is cancelled by the FDA, NIAID, or the company that makes PMPA Gdl;
and/or

other administrative reasons.

COSTSTO YOU:

There is no cost to you for taking part in the study. You will be reimbursed for your time
and effort in this study. You will receive (insert site-specific amount of money) for each
visit when you have a pelvic exam. You will receive (insert site-specific amount of money)
for each visit when you have a pelvic exam with the lens. You will receive (insert site-
specific amount of money) for the group interview.

CONFIDENTIALITY:

Y our research records, including the photographs of your vagina, will be confidential to the
extent permitted by law. You will be identified by a code, and persona information from
your records will not be released without your written permisson. You will not be
personaly identified in any publication about this study. However, your records may be
reviewed, under guidelines of the Federal Privacy Act, by the FDA, NIAID, study monitors,
and the company that makes PMPA Gedl.

[Sites to include/amend the following if applicable: State laws require the study staff to
report the names of people who test positive for HIV and STDs to the [local health
authority.] If you have HIV or an STD, outreach workers from the [health authority] may
then contact you about informing your partners, since they also should be tested. If you do
not want to inform your partners yourself, the outreach workers will tell them of their
possible infection, according to the confidentiality guidelines of the [health authority].
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RESEARCH-RELATED INJURY:

If you are injured as a result of being in this study, the [institution] will give you immediate
necessary treatment for your injuries. The cost for the treatment will be charged to you or
your insurance. You will be told where you may receive additional treatment for your
injuries. There is no program for monetary compensation or other forms of compensation
for your injuries.

NOTE: You are not giving up any of your lega rights by signing this form.

PROBLEMS OR QUESTIONS:

If you ever have questions about this study or in case of research related injuries, you should
contact (name of investigator or study clinician) at (telephone number). If you ever have
guestions about your rights as a research participant you can call fhame and title of IRB
member) at (telephone number).
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SIGNATURE PAGE:

If you have read the informed consent or had it read and explained to you and understand
the information, and you voluntarily agree to join this study, please sign your name below.

Volunteer’sname Volunteer’ssignature Date

Withess name Witness' signature Date
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Sample Informed Consent Form
Division of AIDS, NIAID, NIH

Phase | Safety and Acceptability Study of the Vaginal Microbicide Agent PM PA Gel
Version 2.0 29 May 2002
Cohort B - Sexually Active HIV Uninfected Women

PRINCIPAL INVESTIGATOR: (Site Specific) PHONE:

INFORMED CONSENT:

You are being asked to take part in the research study named above. This research study is
being done to test an experimental gel called PMPA Gel. Before you decide whether or not to
take part in this sudy, we would like to explain the purpose of the study, any risks and
benefits to you, and what is expected of you.

YOUR PARTICIPATION ISVOLUNTARY:

This consent form gives you information about the study which will be discussed with you.
Once you understand the study, and if you agree to take part, you will be asked to sign this
consent form. You will be offered a copy to keep.

Before you learn about the study, it is important that you know the following:
Your participation 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 routine medical care.
Y ou cannot take part in the study unless your male sexual partner also agrees to take part.

PURPOSE OF THE STUDY:

PMPA Gd is made as a “vagina microbicide.” It is made to be inserted into the vagina to
protect people from getting HIV during sex. HIV isthe virus that causes AIDS. PMPA Gel is
“experimental.” This means that we do not yet know the effects it may have on people, and
we do not know if it works to protect against HIV. Because of this, the US Food and Drug
Administration (FDA) has not approved PMPA Gd for use in the genera population. The
FDA isthe part of the US government that regulates medications. The FDA has approved this

studly.

Before research can be done to find out if PMPA Gel protects against HIV, we must first
make sure it is safe. The main purpose of this study is to find out if there are any bad effects
when PMPA is inserted in the vagina. Another purpose is to find out women’s and men’'s
opinions of PMPA Gdl.
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The study staff here are conducting this study with funding from the US National Institute of
Allergy and Infectious Diseases (NIAID). About 96 women and 24 men from Providence RI,
Philadelphia PA, and New York, NY will take part in the study. The study will last about 13
months. Your part will last about two months, including the 14 days you use the gel.

PROCEDURES:

Main Study

You will be screened to see if you can enroll in the study. If you agree to join the study and
enroll, you will begin using PMPA Gel on the day you enroll. Y ou will be asked to come back
to the clinic for follow-up three times — 2 to 3 days, 1 week and 2 weeks after enrollment.
Three weeks after enrollment, the study staff will contact you by phone for follow-up. If you
have any problems you may be asked to come to the clinic for additional follow-up visits. If
you stop the study treatment early, you will be asked to continue study visits so that the
research staff can gather more information which may be useful and important for future
subjects. You will also be asked to participate in a group interview about 5-6 weeks after you
enroll in the study.

Pharmacokinetic Study

Some participants in this study will be asked to take part in a pharmacokinetic study (*PK
study”) of PMPA Gel. This study will test whether PMPA Gel is absorbed from the vagina.
into the blood by testing blood samples after PMPA Gdl isinserted into the vagina. If you are
asked to take part in the PK study, we will explain that study to you and ask you to sign a
separate informed consent form for it.

Each visit is described below.
Screening Visit:

If you decide to take part in the study, your first visit will continue today, after you read,
discuss and sign this form. Your male sexual partner will also be asked to give his informed
consent and sign a similar form before your next visit. No study procedures will be started
before the study has been fully explained to you and you have signed this form. The visit will
take about 1 — 2 hours. To find out if you are eligible for the study you will be asked some
guestions, have a general physical exam, a pelvic exam, give a urine sample and have about
40 mL (or 3 tablespoors) of blood drawn. The questions will be about you, your health, your
male sexual partner and your sexual practices. Some people may be embarrassed by gquestions
about their sexua history. You may choose not to answer any of the questions if you wish. If
at any time during the screening it is determined that you are not eligible for the study, the
screening process and your visit will end.
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If your answers to the questions show that you may be eligible for the study, you will have
counseling about HIV and other sexually transmitted diseases (STDs). You will talk about
HIV/AIDS and other STDs, HIV and STD tests, what it may mean to know your HIV and
STD status, and whether you are prepared to receive your HIV and STD test results. You also
will talk about ways that HIV and other STDs are spread, and ways to protect against them.

If you are willing to have HIV and STD testing, you will give blood and urine for the tests.
Your urine will be tested for infections, and pregnancy. If you are pregnant, you will not be
eligible for the study. Your blood will be tested to check on your overal hedlth, liver, and
kidneys. Then you will have a pelvic exam. The study clinician will look in your vagina and
take some fluids to test for STDs and other possible problems. If your exams and tests show that
you have HIV or an STD you will not be able to join the study. However, we will refer you for
medical care and other services you may need. If your exams and tests show no problems, you
will continue to be eigible for the study.

Your male sexua partner will also be asked to give his informed consent and will be asked
about his health and sexual practices. He will be counseled and tested for HIV. If he is not
willing to give his written consent or if at any time during his screening process it is found that
he is not eligible for the study, neither of you will be digible for the study.

Enrollment Vist:

This visit will take place within 5 days after your next menstrual period ends. By the time of
this visit, your male sexual partner must come to the study site to give his informed consent to
take part in the study, and to answer some questions to confirm his eligibility.

This visit will take about 1 hour. We will tell you al your test results, including your STD
and HIV test results. We will talk with you about the meaning of the results and how you feel
about them. You must receive your HIV test results to be in this study.

If the test results show that you are infected with HIV you will not be digible to be in this
study. However, we will refer you for medical care and other services you may need. If other
test results show that you are not eligible for the study, we will tell you about other studies
you may be eligible for. We aso will refer you for medical care and other services that you
may need.

If you are eligible for this study, you will be asked some questions about your past use of
vaginal products, your past sexual history, and your opinions about vaginal products. You
will give urine to test for infections, and pregnancy, and about 40 mL (or 3 tablespoons) of
blood for testing to check on your overall health, liver, and kidneys. You will have a pelvic
exam. Some of your blood will be saved for testing if you have medical problems later in the
study, but all of your blood will be discarded after the study is finished. During the pelvic
exam, the clinician will look into your vagina through a lens, called a colposcope. The lensis
attached to a camera, and a picture will be taken of the inside of your vagina. If your exam
shows no problems, you will be entered into the study.
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The participants in this group who have joined this study and who have also agreed to join the
PK Study will have blood drawn 40 mL (or about 3 tablespoons) over 12 hours as described in
the PK Study consent form.

You will begin using the PMPA Gel as directed on the day of the Enrollment Vist, then
return here in 2 to 3 days for a follow-up visit.

The participants in this group who have joined this study and who have also agreed to join the
PK Study will have blood drawn, 40 mL (or 3 tablespoons) over 12 hours as explained in the
PK Study consent form. Your Enrollment Visit may take place over two days.

During the Study:

You will be given tubes of PMPA Gel with applicators and instructions on how to use them.
Two different strengths of the gel will be tested in this study. You will put about 4 mL (1
teaspoon) of the gel into your vagina once or twice a day for 14 days. The strength you use,
and whether you use it once or twice a day, will depend on information gathered from women
who have finished their part of the study before you join the study. You are asked to have
vaginal sex with your sexua partner as many times aweek as you usually do which must be at
least 2 times per week. You and your sexual partner must use condoms given to you by study
staff each time you have sex. On the days that you have sex, you are asked to insert the gel up
to 2 hours before having sex.

Y ou will be given aDaily Study Record to use every day to record when you used the gel, and
if you had any discomfort or medical problems. You are asked to contact the study nurse or
doctor if you feel itching or burning, notice a change in your vagina discharge like a bad
smell, different color or have any bleeding from your vagina. You will bring your Daily
Study Record and your used and unused tubes of PMPA Gel to your follow- up vidts.

Day 2 or 3 Follow-Up Visit:

This visit will take about 1 hour. You will review your Daily Study Record with the study
staff and answer questions about your use of the gel and whether you had any medica
problems or discomfort since your last visit. You will have a pelvic exam. Unless a problem
is seen on the pelvic exam, the lens will not be used at this visit.

You will insert the vaginal gel as directed for another 4 - 5 days, and then return here for a
Follow-Up Visit.

Day 7 Follow-Up Visit:
This visit will take about 1 hour and will be like the Day 2 or 3 Follow-up Visit. You will
also give blood (about 20 mL or 4 teaspoons) for testing to check on your overall health, liver,

and kidneys. You will insert PMPA Gel as directed for another 7 days, and then return here
for a Follow-Up Vigit.
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NOTE: If the women in the first group who have already finished the study do not have any
problems with the PMPA Gel, you may not need to have both the Day 2 or 3 and the Day 7
Follow up Visits. We will tell you if you will be asked to come for both or only one of these
two visits before you sign this form. You will have blood drawn during one of these visits
only.

? Day 2 or 3 Visit only with blood draw.
? Day 7 Visit only with blood draw.

? Both Visits with blood draw on Day 7 only.
(Study staff to check appropriate box for visit schedule)

Day 13 Pharmacokinetic Visit:

The participants in this group who have joined this study and who have also agreed to join the
PK will return to the clinic on Day 13 to have blood drawn 45 mL (or 3 tablespoons) over 24
hour s as explained in the PK Study consent form.

Day 14 Follow-Up Visit:

This visit will take about 1 hour. You will review your Daily Study Record with the study
staff and answer questions about your use of the gel, your sexual activity and whether you had
any problems since your last visit. You will be asked some questions on your opinions of
PMPA Gel and the study. You will give urine to test for infections, and pregnancy and about
20 mL (or 4 teaspoons) of blood for testing to check on your overall health, liver, and kidneys.
You will have a pelvic exam with the lens. A picture will be taken of the inside of your
vagina.

Day 21 Follow-Up Phone Contact or Clinic Visit:

The study staff will contact you by telephone 7 days after you stop using PMPA Gel. You
will be asked whether you had any medical problems or discomfort since your last visit. |If
you have had any problems, or you may be asked to come to the clinic to check on these
problems. Depending on what the problem is you may have a genera physical exam or a
pelvic exam or give urine or blood for testing.

Group Interview:

About 26 weeks after you finish your study visits, you will take part in a group interview
with other women who were in the study, to talk about what it was like to use PMPA Gel.
There will be about 2-8 other women in the group. The group will meet once for 1 - 2 hours.
The discussion will be audio taped. To maintain the confidentiality of participants, everyone
will be addressed only by a nickname or afirst name of their choosing during the discussion.
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Contact Procedures:

Once you join the study and start using the gel, it is very important for us to stay in touch with
you and find out how you are doing. [Modify as needed to reflect local locator procedures:]
We will ask you your name, address, phone number, and other contact information at your
first study visit. We aso will ask for the names and contact information of people we can
contact if we cannot reach you. We will ask you to update this information at each study visit.
We will use your contact information to remind you of scheduled study visits. If you miss a
visit, we may call or send letters or visit your home to find you. We also will try to reach you
through the contact people that you list for us. If we talk to these people, or other people at
your home, we will not tell them why we are trying to reach you.

Other Requirements:
You must not have vaginal sex during the 48 hours (2 days) before your Enrollment Visit.

You musgt not do the following starting 48 hours (2 days) before your Enroliment Visit and
during the entire time while in this study:

have anal sex

receive oral sex (any oral contact with the vagina)

douche

use any vagina product other than PMPA Gel in your vagina including feminine hygiene
products (such as tampons)

insert fingers, sex toys or any other products into the vagina

use intravenous drugs except for medical use

You must not use spermicides or condoms lubricated with spermicides starting 7 days before
your Enrollment Visit and during the entire time while in the study.

You are asked to have sex only with the male sexua partner who has consented to be in this
study with you. You are asked to have vaginal sex with this partner as many times a week as
you ustelly do (at least 2 times per week), and to use study provided condoms every time you
have sex.

You are asked to tell the study staff about any medications you take while in the study. You
are asked to not take part in studies of other vaginal products and to tell the study staff if you
plan to join another study.

If you have any medical problems or discomfort from the gel, you are asked to report them
right away to the study staff. The Study staff will let you know what to do in case of a medical
emergency, and may ask you to come in for an extra study visit to check on these problems.
If a problem like a sore is found during a pelvic exam, the clinician may take a picture of it
with the lens. The clinician also will use a swab to take a sample to test for STDs. After 5—-7
days, you will be asked to come back for another exam with the lens. If the sore has not
healed, the clinician will remove small samples of the skin (about the size of a pencil tip) for
more testing.
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If you miss or skip an application on one or two days, the study staff may ask you to continue
using the gel for one or two days to make up for the days that were missed.

If you stop using the PMPA Gel before the end of the 14 days, study staff may ask you to
complete afina study visit with a pelvic exam.

Y ou must return all tubes of PMPA Gel (used or unused) to the study site.
Some of your blood that is left over after al required study testing is done may be stored and
used for HPTN approved HIV related research. To protect your privacy, these samples will

be marked with a numbered code only — not your name. No testing will be done on your
stored blood without your permission.

RISKS and/or DISCOMFORTS:

You may feel discomfort when having pelvic exams for tis study. You aso may fed
discomfort when blood is drawn. You may feel dizzy or faint. You may have a bruise or
swelling where the needle goes into your arm.

You may become embarrassed, worried, or anxious when discussing sexual behaviors and
HIV. You may become worried or anxious while waiting for your STD and HIV test resullts.
If you have HIV, knowing your HIV status could make you worried or anxious. You will talk
with a trained staff member who will help you deal with any feelings or questions you have.

Women in this study will be the first women to insert PMPA Gel in the vagina. Therefore, it is
important to use the gel only as instructed by the study staff. It is not known what effects
PMPA Gel will have on the vagina. Some possible effects are dryness, itching, burning, or
pain. You aso may have discharge if the gel comes out of the vagina. The study staff will
give you panty linersin case you need them.

It is possible that PMPA Gel could be absorbed from the vagina into the blood. Based on
anima studies, the amount of PMPA absorbed from the vagina should be small and should
not produce side effects outside the vagina. If the gel is absorbed into the blood, it is not
known whether this will cause any bad effects.

There is dso a possibility that you could be alergic to the materia (latex) used to make
condoms. “Allergic’ means that you have itching, swelling or skin irritation where the
condom touches your skin.

In this study, PMPA isused asagel. PMPA aso has been given to people in other studies as

an injection (or “shot”) or pill, as a treatment for HIV infection. In these studies, PMPA was
well tolerated, but some people did have side effects.
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Some people who received PMPA as an injection experienced the following mild side effects:
headache, fatigue, dizziness, nausea, abdominal pain, changes in their sense of taste, and pain
or discomfort in their eyes when exposed to bright light. Minor laboratory test abnormalities
were aso noted in some participants, including changes in results of tests to measure liver,
muscle, pancreas or kidney function and decreases in the amount of some white blood cells.
No one experienced any serious side effects.

Some people who received PMPA as a pill experienced headache, abdominal pain, flatulence,
nausea, vomiting, and abnormal electrocardiograms (EKG). EKGs were normal at follow-up
visits. One patient reported periphera neuritis (unusual sensations in the feet and hands).

Other participants had important laboratory test abnormalities including changes in results of
tests to measure liver and muscle function. Depression was the only side effect that happened
in more than 5% of the participants.

PMPA is a type of drug caled an “antivira nucleotide.” Side effects seen with this and
antiviral nucleotides which have been approved by the FDA — when injected or taken as a
pill — include: nerve disorders, inflammation of the pancreas, seizures, changes in mental
status, sleep problems, headaches, hair loss, agitation, nausea, vomiting, diarrhea, kidney
toxicity, skin rashes, painful mouth sores, changes in liver function, liver failure, build up of
lactic acid in the body, low blood cell counts, infections, cancer, and death.

[Stes to include animal data if permissible by local IRB guidelines] PMPA also has been
tested in animals. In studies using doses ten times higher than you would receive in this
study, side effects included kidney or liver damage, diarrhea, decreased red blood cells, a
reduction in the amount of lymph tissue in the body and damage to the lining of the intestines.
Some adult monkeys receiving PMPA at high doses for more than 10 months had changes in
their bones, including bone deformities and fractures. Young monkeys exposed to PMPA
before birth and then treated after birth with higher doses of PMPA also had bone changes. In
studies where PMPA gel was tested on the vaginas of rats there were no side effects. In
studies where PMPA gel was tested on rabbit vaginas there was some mild irritation, no ulcers
Or erosion were seen.

It is possible that PMPA Gel could cause any of the effects listed above or other effects that
we do not yet know about. This includes effects leading to death or permanent disability. The
study doctors and nurses will closely watch your medical condition during the study. If you
have any side effects, you shou