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

� Limited prevention options for women
� Feminization of HIV/AIDS pandemic
� Strong pipeline of candidates with 

proof of concept efficacy in simian 
models
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� 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 agenda
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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% PRO2000/5 (P) when 
applied intravaginally by women at risk for 
sexually-transmitted HIV infection

� Currently enrolling 7 sites (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 

SIVmac251
� Female rhesus macaques challenged 

intravaginally
� Various dosing regimens prior to SIV 

exposure evaluated



� 
��#%',� ��������-.(��
�
�*�!������
�
����(���������*��
���!�����+�/�����

	��������
��01�
���!�����2��

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 in the coitally 
dependent group

� Currently enrolling three sites: 113 women 
screened, 45 enrolled as of October 14, 2006
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Figure Legend

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
[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
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• 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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� Phase I Study of the Safety and Acceptability 
of 3% w/w SPL7013 Gel (VivaGel™) Applied 
Vaginally in Sexually Active Young Women

� Protocol developed in team meeting 10/16/06
� Implementation targeted for Q1 to Q2 2007
� Sites provided by ATN; behavioral support 

provided by NIMH



	
�&##7

� Study Design
» Phase I, two arm, two site, randomized, double 

blind, controlled trial comparing 3% w/w SPL7013 
Gel or placebo gel applied vaginally twice daily for 
14 days

Twice daily for 14 days20Placebo Gel2

Twice daily for  14  days203% w/w
SPL7013 Gel

1

FrequencyNDescriptionArm



	
�&#0%
��������(��!�*������������� ���

	
��
�����

� Ethical and Scientific Issues 

� Provision of ART for ‘break through’ infections

� Who is doing what?



 ��
���� �(���������8##9:

PMPA

TMC120 gel

UC781

TMC 120 ring

MIV-150

TMC-125

Replication
Inhibitors

Carraguard
Cellulose       

Sulfate

PRO 2000 (0.5%, 2%)

BufferGel™

Phase 3

Praneem

Polyherbal
Lactobacillus

Phase 2/2B

Cellulose acetate

VivaGel™

Invisible
condom™

Acidform™

Lime Juice
Lactobacillus 

crispatus

Phase 1

Aptamers
PSC-Rantes

Cyanovirin

Pre-Clinical

OtherEntry
Inhibitors

Defense 
Enhancers

*Active planning, ongoing, or recently completed studies
Source: Alliance for Microbicide Development, February 2006
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� Can adherence to coitally dependent topical 
microbicides be high enough to impact HIV 
transmission?
» HPTN 035

� Is daily or coitally dependent use of 
microbicides more acceptable to women and 
their partners?
» HPTN 059

� Is oral or vaginal administration of 
antiretrovirals more acceptable to women and 
their partners?
» MTN 003
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� MTN team highly committed to the 
development of rectal microbicides
» Hillier has supported through NIH funding 

all of the rectal safety studies in monkeys

» Connie Celum first to publish rectal safety 
under HIVNET

» Ian McGowan has developed study to 
evaluate markers of safety among MSM
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� We have engaged FDA in a dialogue 
regarding regulatory framework for 
microbicide studies

� Follow-up meetings to create a streamlined 
clinical trial design for rectal microbicides is 
planned

� It is recognized that vaginal microbicides 
when approved will be used rectally, so 
gaining safety data for all products in 
effectiveness studies is needed
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� New network, but extensive clinical trial 
portfolio

� New collaboration established between MTN 
and ATN, spanning NIAID, NIMH and NICHD

� MTN studies evaluating major microbicide 
pipeline candidates and classes

� Studies are addressing key questions in 
safety, effectiveness and acceptability

� Assessment of rectal safety a key priority
� New resources critically needed to sustain 

momentum and expand portfolio


