


ety of challenges, ranging from inade-
quate funding to ethical questions,
including:

• How can researchers ensure that
new methods such as vaccines,
microbicides, and PrEP will not
harm study participants?

• What types of treatment and care
will be provided to participants
who become infected despite these
interventions?

• If the new methods are proven
effective, will trial participants and
their communities have access to
them?

• Is it ethical to provide limited sup-
plies of antiretroviral drugs for use
as PrEP when people who are
already infected cannot get them?

Such concerns have already led to
the discontinuation of several trials,
including a PrEP study of sex workers
in Cambodia and the Cameroon arm
of the FHI trial.

“Trials of potential microbicides
and other new HIV prevention app-
roaches are hugely complex under-
takings,” Ramjee said at the Toronto
conference. “The world’s ability to
conduct these trials is reaching maxi-
mum capacity, and current clinical
trial ethical guidelines were not
written with today’s HIV prevention
research in mind.”

Competition for trial subjects is a
major stumbling block. Phase III pre-
vention trials require large numbers of
participants followed over long peri-
ods of time, which presents financial
and logistical difficulties. Currently,
there are about 30,000 women taking
part in microbicide trials worldwide
(minus about 3000 in the recently
cancelled UsherCell studies), 9000
participants in trials of acyclovir
(Zovirax) treatment for herpes, and
thousands more in various vaccine
and PrEP studies.

There is a need for coordination
among researchers so that the most
promising avenues may be pursued.
The proliferation of simultaneous

studies “offers the opportunity to
see how various approaches have
multiplicative effects,” Buchbinder
noted at ICAAC. But if some or all
of these prevention strategies are
partially effective in reducing HIV
infection rates, it could be difficult or
impossible to tease out the relative
contributions of each.

Since new interventions may
not be completely effective, researchers
must offer study participants preven-
tion counseling and proven tools such
as condoms, which themselves can
reduce the rate of new infections.
This is good news for the partici-
pants, but can mean that trials no
longer have the statistical power to
determine whether an intervention
actually works. Cellegy Pharma-
ceuticals, for example, recently dis-
continued a Phase III trial of its
Savvy microbicide in Nigeria after
an independent monitoring committee
determined that due to a lower-than-
expected overall rate of new infec-
tions, the trial—which provided
condoms—no longer had adequate
statistical power. “We don’t know
whether the condom is working or
whether the product is working,”
said Chief Financial Officer Robert
Caso. An unexpectedly low HIV infec-
tion rate also threatens the statistical
power of FHI’s ongoing PrEP study
in Ghana.

Perhaps the major barrier to
stepped-up prevention research is
insufficient funding. According to
UNAIDS, about $11.4 billion annually
will be needed for HIV prevention by
2008—more than twice the amount
currently being spent. Much of the
current outlay comes from the U.S.
government (via the CDC, NIH, and
HVTN), along with other wealthy
country governments and the Global
Fund to Fights AIDS, Malaria, and
Tuberculosis. Activists have criticized
the pharmaceutical industry for failing
to contribute more, since the greatest
demand for new prevention methods
will be in developing countries with
limited ability to purchase the resulting

impeding the implementation
of proven effective educational
approaches, such as condom
use and harm reduction.”

Recognizing the importance
of these traditional tools,
researchers studying new
prevention technologies have
placed great emphasis on so-
called “behavioral disinhibition”:
the concern that people who
think they are protected by new
methods—even if they are not
100% effective—might revert
to high-risk sexual and drug-
use practices.

However, this may not be as
large a problem as some fear
if individuals are offered preven-
tion counseling and condoms
along with the new methods. In
the FHI PrEP study in Ghana, for
example, while women reported
more sex acts, the number of
reported sexual partners
declined and the rate of report-
ed condom use rose from 52%
to 94%. In the recently discon-
tinued Kenyan circumcision trial,
the rate of reported risky sex
(defined as unprotected sex with
partners other than wives or
regular girlfriends) decreased,
while the rate of reported con-
sistent condom use increased
from 22% at the start of the
study to 35% two years after
circumcision.
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products. Private charities such as
the Gates Foundation and the Clinton
Foundation HIV/AIDS Initiative have
recently announced large grants—in
the hundreds of millions of dollars—
to develop vaccines, microbicides,
and PrEP. Some advocates are con-
cerned, however, that increased char-
itable funding will let governments
and industry off the hook.

Conclusion:
Overcoming
Barriers
As successful novel prevention strate-
gies come to the fore, they raise new
issues in several areas, among them:

• Approval and licensing

• Cost and access

• Distribution and implementation

Cost is a particular concern with
regard to microbicides and PrEP,
which must be used consistently
over the long term, as compared
with vaccines and circumcision,
which are delivered only once (or
a few times, in the case of prime-
boost vaccines). Moore and colleagues
predict that microbicides will have to
be “priced in cents-per-usage” to
make them viable for the developing
world. “Some sophisticated, high-tech
approaches may represent outstanding
science,” they wrote, “but would sim-
ply be too expensive to apply.”

Distribution and implementation
of new prevention technologies are
hampered by limited infrastructure
and a shortage of health-care person-
nel in the developing world. In-
creased demand for adult circumci-
sion, for example, could overwhelm
existing clinics, raising the prospect
that men might resort to traditional
circumcisers working in less-than-
sterile conditions; the WHO plans to
meet early this year to discuss the
implementation of large-scale circum-
cision programs in resource-limited
settings. To implement widespread
PrEP, health-care workers (who may

not be physicians experienced in HIV
management) will have to be trained
to monitor for side effects of antiretro-
viral drugs.

Advocates and researchers at
the Toronto conference and at ICAAC
repeatedly stressed that efforts should
begin now—even before trials are
completed—to train health-care
workers, devise public education
campaigns, and develop distribution
channels so new technologies can be
rolled out rapidly as soon as they are
shown to be effective.

“The development of effective
new HIV prevention approaches could
help millions avoid crippling illness
and death,” said David Serwadda of
Makerere University in Kampala,
Uganda, co-chair of the recently estab-
lished Global HIV Prevention Working
Group. “But unless we prepare now to
make new, lifesaving tools accessible
in developing countries, this scientific
triumph will turn into a moral failure.”

Liz Highleyman is a freelance medical
writer and editor based in San Francisco.
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