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The Microbicide Trials Network (MTN), based at the
Magee-Womens Research Institute of the University
of Pittsburgh, is a worldwide collaborative clinical
trials network that evaluates the safety and efficacy of

microbicides designed to prevent HIV transmission.

The mission of the MTN is to reduce the sexual
transmission of HIV through the evaluation of
products applied topically to mucosal surfaces or
administered orally




No other NIH-sponsored network for
microbicides and low priority for

iIndustry
Limited prevention options for women
Feminization of HIV/AIDS pandemic

Strong pipeline of candidates with
proof of concept efficacy in simian _
models




Focus
Drug development paradigm
Regional clinical trials support
Optimized safety review
Enhanced laboratory collaboration

Integrated behavioral science
Strong community involvement
Plan of Action

Execution of 15 clinical trials of
microbicides over 7 years

Focused, timeline-driven research agengz




Ongoing (about 90% of MTN effort):
HPTN-059 Phase 2 study (50% in the US)
HPTN-035 2/2B study
— USA

— South Africa
— Malawi
— Zambia
— Zimbabwe
New (about 10% of MTN effort):
MTN-004 Phase 1 study (100% in the US)
MTN-015 seroconverter protocol
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A phase 2/2B safety and

effectiveness study of the vaginal
microbicides bufferGel and 0.5%

PRO2000/5 gel (P) for the

prevention of HIV Infections In
women
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To estimate the safety and effectiveness of

BufferGel and 0.5% P
applied intravaginally

R0O2000/5 (P) when
oy women at risk for

sexually-transmitted H
Currently enrolling 7 s

IV Infection
ites (1 US, 6 Africa)

total of 3378 screened, 1602 women enrolled
as of October 13, 2006

Full accrual expected

by May 2007

Study will be completed in May 2008
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A total of 6 studies to date

All challenges performed with
SlVmac251

Female rhesus macaques challenged
Intravaginally

Various dosing regimens prior to SIV
exposure evaluated




Primary objective —

To assess the local and systemic safety
of tenofovir 1% gel for vaginal use In

HIV-uninfected women versus a placebo
gel over 24 weeks of daily and coitally
dependent use




Study population: 200 sexually active HIV
negative women with normal lower genital
tract

Women randomized to coitally dependent or

daily use of placebo vs. 1% tenofovir gel

Product to be applied at least 2 hours before
each act of intercourse Iin the coitally
dependent group

Currently enrolling three sites: 113 women
screened, 45 enrolled as of October 14, 2006
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PMPA ng/mL
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AUC
(ng*hr/mL)

Relative
F

6,073

2,937

1,613

717

Vaginal

270 mg PMPA QD PO
135 mg PMPA QD PO
68 mg PMPA QD PO
34 mg PMPA QD PO
[Barditch-Crovo AAC 2001]
—.—

40 mg PMPA BID vaginal

53

Figure Legend

[HPTN 050: N=6; Subj. w/ 3+ points]
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Three arm Phase 2B effectiveness trial
Placebo versus
Topical, vaginal PMPA versus
Oral tenofovir-DF

Rationale

Equipoise re: effectiveness and requirement for daily
topical versus systemic administration

Theoretical advantages for either route of delivery
— Topical: lower systemic exposure, toxicity, resistance
— Oral: easier administration, possible rectal protection
Answers “cutting edge” questions in prevention




Is orally or vaginally administered tenofovir
better at penetrating genital compartments?

What is the relationship between systemic

absorption and the development of
resistance?

Will microbicide formulation alter risk of
resistance?

Could resistance occur during
seroconversion — oral or vaginal worse?
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Defense Entry Replication
Enhancers Inhibitors Inhibitors

Pre-Clinical

Phase 1

Phase 2/2B
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