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Topical Microbicides—What's New?

Quarraisha Abdool Karim, PhD,*} Cheryl Baxter, MSc,* and Salim Abdool Karim, MBChB, PhD*}

Abstract: Topical microbicides are an important, promising but
complex HIV prevention technology under development. After 11
disappointing effectiveness rial outcomes of 6 candidate products
(some tested as multiple doses and formulations) over the past
20 years, there is remewed optimism that a safe and effective
microbicide will soon be available if the recent success of coitally
linked use of the antireroviral-based microbicide, 1% tenofovir gel, is
confimed. Studies of new antiviral agents, novel delivery mecha-
nisms, and combination/mul tipurpose products that address challenges
of adherence, enhance the effectiveness of tenofovir gel, and address
sexual and reproductive health needs of men and women, including
preventing HIV infection, are already underway.
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WHAT ARE MICROBICIDES AND WHY ARE
THEY IMPORTANT?

Microbicides are promising prophylactic agents under
development for use in the vagina or rectum to prevent sexual
acquisition of HIV. It 1s likely that i the future effective
microbicides will include an array of products delivered in
several formulations, such as gels, creams, suppositones, films,
sponges and vaginal rings (akin to the array of fertility control
options) and/or meet multiple sexual reproductive health needs
enabling users to choose what suits them best at a particular
time in their life course.

Their development is critical as it addresses an important
gap in HIV prevention options for vulnerable groups such as
voung women at high risk of acquiring HIV infection sexually

rectally, also have the potential to expand the HIV prevention
options available to men who have sex with men (MSM) and
‘women who practice anal sex and although less advanced than
topical vaginal products, research is already underway to meet
this need.

HISTORY OF MICROBICIDE EFFICACY TRIALS

Early Microbicides: Surfactants, Blockers,
and Buffers

Notwi ding their imy . efforts to find an
effective microbicide has been hampered by limited investments.
in the development of candidate products for clinical testing; an
unchartered product development pathway; formulation and
delivery method challenges; methodological, ethical, and design
challenges; limited understanding of mechanism of HIV
acquisition in the female genital tract; insufficient advocacy
efforts; and uncertainty about user acceptability and demand.

Over the past 20 years of microbicide development, 11
advanced clinical tals of 6 candidate products (some tested as
multiple doses and lations) have been pleted. The first
microbicides to enter phase 11 trials were surfactants that act by
inactivating pathogens, including HIV, in the lumen of the
vagina. The best-known product in this category is nonoxynol-9
(Advantage 24; Columbia Research Labomtores, Rockwille
Center, NY), an FDA licensed vaginal contraceptive and widely
distributed impregnated in condoms for HIV prevention. In its
definitive trial among sex workers in gel formulation, it was
shown to mcrease the risk of HIV infection among women who
used the product more frequently.' Several vears later, another

surfactant, SAVVY (C31G; Cellegy Pharmaceuticals, Inc.
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