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Primary Objective

To evaluate the safety and effectiveness
of 1% tenofovir gel, when applied
Intravaginally by women, in preventing
sexually transmitted HIV infection
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Secondary Objectives

* To assess the impact, If any, of tenofovir gel

on the incidence rate of deep epithelial
disruption

e To assess the impact, if any, of tenofovir gel

on viral load in women who become infected
with HIV during the trial

e To assess tenofovir resistance in HIV

seroconvertors In the trial

e To ascertain the impact, if any, of tenofovir

gel on pregnancy rates and outcomes
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Study Design and Population

Design
Phase Illb, two-arm, double-blind, randomised,

controlled trial comparing 1% tenofovir gel
with a placebo gel

Population
Sexually active, HIV- uninfected women aged

18 to 40 years in South Africa

Study Size
980 women
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Rationale for sample size

Proof of concept trial — not powered for licensure

Endpoint driven trial: Participants enrolled over + 14
months and followed up until 68 seroconversions

80% power for target effectiveness of 50%

Based on overall trial HIV incidence rate of 4.5 pe r 100
women-years (ie. 6 per 100wy in control arm)

Contingency plan if incidence lower by 1% and 2%
Allowed for upper limit pregnancy rate of 20 per 10  Owy
Adjusted for two interim DSMB reviews (22/44 infect  ions)
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Study populations - preparatory cohorts

Rural women Urban Women Commercial
(FP clinic) (STD clinic) Sex Workers

Screened (N) 656 1259 776
HIV prevalence 30.2% 59.3% 59.4%
HIV Incidence rate per 100 6.8 5.9 7.9
person -years (95% Cl) (4.2 - 9.4) (1.2 - 10.7) (4.1 - 9.6)
Pregnancy rate per 100 8.6 27.2 10.0
women -years (95% ClI) (0.0 - 18.4) (7.2 - 48.1) (6.4 - 13.7)

Ratio of FP : STl : CSW Is projected at: 3:2:1

) rewre CIOINIRIAID lf@“USAID < KCaprIsA

é‘) FROM THE AMERICAN PEQFLE
LIFElaD



Treatment Regimen

Participants advised to use gel which iIs In single -

use, pre -filled applicators, as follows:

Coitally dependent use - 2 doses of gel per sex
act

Participants asked to apply the first dose of the
assigned gel within 12 hours prior to coitus and
to apply a second dose as soon as possible,
within 12 hours, after coitus.

Not more than two doses of gel in a 24-hour
period.
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Active & Placebo gel

Study Gel Placebo Gel
* 69 of Tenofovir » Hydroxy-ethycellulose
* 1% concentration (w/w) » Purified water with
* Purified water with edetate disodium, citric
edetate disodium, citric acid, glycerin,
acid, glycerin, methylparaben, and

methylparaben, and
hydroxyethycellulose

pH adjusted to 4-5
Clear, odourless, transparent, viscous gel
4ml gel per applicator
Single use applicators
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Rationale for treatment regimen

Effective t

Why Tenofovir ?

nerapeutic agent

Very gooc

safety profile

Shows protection in several animal challenge

studies

Long half life

Multiple genetic changes needed for resistance
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Rationale for treatment regimen
Why coitally dependent dosing?

Modelled on the proven protective strategy of nevir apine
to prevent mother to child HIV transmission

Single dose to mother at onset of labour to provide pre-exposure
nevirapine levels in baby

Single dose to baby within 72 hours after birth to provide a post-
exposure dose to boost level and duration of nevirapine in baby

Particularly appropriate for women with low frequen cy
sex eg. partners of migrants

Reduces long-term continuous systemic exposure to
antiretroviral agents

Fewer doses = Reduced risk of side effects

May reduce risk of resistance in HIV seroconvertors
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Primary endpoint measurement:

HIV Infection
HIV negative: 2 negative rapid HIV tests
HIV infection: PCR+ Iin 2 separate blood specimens

Earlier specimens tested with PCR to determine earl  iest
timepoint when HIV+

Date of infection = midpoint bet last HIV- and first HIV+

Time to infection = Date of infection — Date of
randomization

Comparisons of cumulative probability of HIV infect lon
by Kaplan-Meier method

Proportional hazards models for multivariate analys IS
Intention — to — treat analysis
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Study Performance Sites
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Study Performance Sites

CAPRISA Vulindlela Clinical
Research Site, KwaZulu-Natal

CAPRISA eThekwini Clinical
Research Site, Durban
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