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INTRODUCTION

According to a 1998 report by UNAIDS/WHO, HIV infection among

women is the fastest-growing segment of the AIDS pandemic, especially

in developing countries. Of the estimated 16,000 daily new HIV infec-

tions, 90% are in developing countries and over 40% are in women.

Unfortunately, the three HIV-prevention strategies put forward by the

public health community—monogamy, condom use, and treatment of

sexually transmitted infections—are not feasible for many women.

Imbalance in the power relations between men and women puts women

at particular risk. Women, who may rely heavily on their partners for

economic survival, cannot typically abstain from sexual contact, and

while they themselves may be monogamous, their partners may not be.

Many women have a difficult time negotiating condom use, particularly

in the context of primary partnerships. Female condoms, while promis-

ing, also require partner cooperation, are not widely available, and

remain relatively expensive. Finally, diagnosis and treatment for sexually

transmitted diseases is simply not available to many women; moreover,

many sexually transmitted infections are asymptomatic in women.

Women urgently need a means within their personal control to protect

themselves against HIV. Recognising this need, a number of international

and non-governmental organisations and government agencies have

called for the development of microbicides, products that women could

use vaginally to prevent infection with sexually transmitted infections

(STIs), particularly HIV.

The Population Council is one of the organisations currently work-

ing to develop a vaginal microbicide. The Council’s lead compound, called

PC-515, has already been tested in animals and has also undergone ini-

tial testing for safety and acceptability in a small number of women. The

Council is now planning a more in-depth and complex expanded safety

and acceptability trial. Through a process of research and consultation the

Council identified South Africa as an ideal site for these trials due to its
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excellent research infrastructure and high incidence of HIV among het-

erosexual women. There are, however, significant ethical considerations

in this kind of research: the products, funding, and researchers largely

come from outside South Africa and from first-world countries; the trial

is scientifically complex; the topic raises sensitive personal, social, and

economic issues; and the trial concerns a stigmatised and fatal disease.

In order to inform the proposed research in South Africa, and fur-

ther explore the ethical issues involved, the Population Council wanted

to consult with appropriate government, research, activist, and commu-

nity groups. To complement its ongoing collaboration with researchers

and government agencies, the Council co-sponsored a consultative meet-

ing with the Women’s Health Project to broaden and continue the

process. The meeting was also intended to inform a range of interested

parties in South Africa about microbicides research and the prospects of

microbicides in the fight against HIV/AIDS. This report summarizes some

of the most pertinent background information, highlights some of the

issues that emerged and were discussed during the consultation, and

identifies the recommendations made for proceeding with the research.

THE CONSULTATION

The consultation was a partnership between the Population Council and

the Women’s Health Project in Johannesburg, and each brought  comple-

mentary strengths to this process. The Council is a non-profit, interna-

tional research organisation, based in New York, USA, with offices in

nearly 20 countries around the world. Since 1952 it has conducted

research in social science, public health, reproductive biology and health,

and contraceptive development. The Council’s work in microbicides start-

ed in the late 1980s and grew out of work on reproductive health and a

gender analysis of the growing global HIV/AIDS problem that under-

scored the lack of options for women to protect themselves from infec-

tion. The work on microbicides continues to be informed by this broad
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perspective. The Council is one of several organisations that have played

a key role over the last decade in advancing the field of microbicides with

a comprehensive program that includes: laboratory research to develop

and screen compounds; clinical testing to evaluate safety and effective-

ness; social science research on relevant issues; public awareness and 

policy education; and ongoing consultation with other scientists and

industry partners, and with women’s health advocates and people in

communities where clinical trials are being planned. 

The Women’s Health Project (WHP) is a national non-governmental

organisation started in 1991, when it initiated policy-oriented research to

ensure that women’s health issues were taken into account in the transi-

tion to a democratic South Africa. The organisation combines technical

research skills, expertise in health, and health service development with

an advocacy and training section. The WHP plays a key role in South

Africa in ensuring that policy and health service development are

informed by grassroots needs. The work of the WHP is central to the

development of health and development policy and policy implementa-

tion in South Africa, and has contributed significantly to the international

arena of women’s health and gender through participation in numerous

international networks and endeavours.

The Council and the Women’s Health Project jointly planned and

hosted this consultation, which brought together nearly 70 activists,

researchers, and government officials for two intensive days of presenta-

tions, discussion, and debate. The joint commitment of the two organisa-

tions to broad consultation made for a good partnership. WHP’s overarching

commitment to “including the voice of everyday women” is manifest in all

its areas of activity: research, education and training, and policy develop-

ment and advocacy. Consistent with its primary objective of making a

positive contribution to women’s lives, the WHP and its constituency

would welcome a safe, acceptable, and effective vaginal microbicide. The

organisation has developed specialised expertise in defining and refining
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the complex technical, political, and social aspects of health and disease,

and brought to the meeting its capacity for making technical knowledge

easily understandable. This greatly facilitated frank, open, and productive

discussion across backgrounds, disciplines, and interest groups. 

OBJECTIVES 

As partners in planning and convening the consultative meeting, the

WHP and the Population Council saw the need for a meeting that would

provide a forum for dialogue, where all interest groups could find out

more about microbicides and microbicides research, voice their opinions

and concerns about the study, and offer suggestions. Thus the meeting

had several related objectives:

• to inform a range of interested parties in South Africa about

microbicides research and the prospects of microbicides in the

fight against HIV/AIDS

• to discuss implementation of the Population Council’s Phase II

microbicide clinical trial in South Africa

• to develop concrete recommendations for carrying the study forward

in the most socially responsible and ethical way

PARTICIPANTS

Because of its position in the health community, the WHP identified a

wide range of stakeholders who could contribute to and learn from the

dialogue, inform the study, and help define its parameters. The meeting

included individuals with different skills and perspectives, from a variety

of disciplines and backgrounds. Participants included activists, govern-

ment health officials, academics, researchers, ethicists, representatives of

NGOs working on AIDS/HIV, and people from community organisations.*

*See Appendix for list of participants.
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This diversity greatly enriched the discussion and the kinds of suggestions

that emerged. 

PROCESS

To develop a common understanding about some of the key issues relat-

ed to microbicide development and testing, all participants were sent

background reading material about the scientific and ethical aspects of

vaginal microbicides research before the meeting. A half-day programme

was organised immediately before the main meeting for participants who

were unfamiliar with some of the technical terminology and concepts of

clinical trials generally. Research methods were described and discussed to

underscore the importance of, for example, randomised controlled trials

and the key requirements for an expanded safety trial such as the one the

Council is planning. Participants quickly grasped the salient points and

articulated many of the complex and challenging ethical issues, and freely

asked questions and made suggestions. Council staff learned a great deal

about the social context of the study and the situation in South African

communities. Many of these issues continued to be discussed and debat-

ed throughout the following days.

The full meeting included an intensive two-day programme of pre-

sentations and discussions. To take full advantage of the richness and

diversity of participants’ experiences and views, the entire meeting was

held in plenary session. The programme included presentations, discus-

sions, and recommendations on: 

• microbicides: what they are, how they work, and what we still

need to know 

• the Population Council’s work on microbicides and plans for

work in South Africa

• the factors that contribute to South African women’s risk of HIV

infection and the place of women-controlled methods in address-

ing this risk
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• ethical challenges of microbicides testing

• guidelines for ethical research 

• informed consent, standard of care, and recommendations

MICROBICIDES: AN OVERVIEW

Although no proven microbicides are yet available anywhere in the

world, a number of researchers and research organisations are working

on a range of approaches to find a safe and effective product. There are

several ways a potential microbicide could work: killing the virus; block-

ing viral adhesion; preventing viral uptake; stopping viral replication; or

stimulating the local immune system. A microbicide could potentially

take the form of a gel, foam, film, suppository, or cream, formulations

similar to those used in currently available spermicides. In most leads cur-

rently being pursued, women would insert the microbicide into the vagi-

na before sexual intercourse. Microbicides should be widely available, sta-

ble in a range of climates, and affordable to even the world’s poorest

women. Ideally, microbicides should be available in both contraceptive

and non-contraceptive formulations. This choice will benefit both women

who choose not to have children and women who choose to have chil-

dren, whether their decision is based on their personal desires or on 

considerations of their economic well-being or social status.

One of the major challenges in microbicides research, and in

HIV/AIDS-prevention research more generally, is that the exact biology of

HIV transmission is still not known. For example, it is not known

whether it is the cervical or vaginal cells in the female reproductive tract

that are more susceptible to HIV infection, or by which exact mechanism

the viral elements enter the human cell. This has hampered the search for

new microbicide compounds since scientists do not know precisely where

to target their efforts. 

Most clinical trials of microbicides currently underway are investi-

gating the microbicidal properties and potential of existing vaginal or
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other topical products. This approach has a number of advantages over

entirely new product research. Many of these existing products are already

licensed and available over the counter; they have been used over a peri-

od of time, which suggests that they are generally safe in typical use; and

answers about their effectiveness as actually used can be determined

more quickly.

Nonoxynol-9 (N-9), the active ingredient in most currently available

spermicides, has been in use for decades and is one of the substances

being actively investigated as a microbicide. In the laboratory it kills a

wide variety of STI pathogens, including HIV. In animal studies N-9 has

been shown to block SIV in macaque monkeys. In clinical trials it has

been shown to reduce sexual transmission of gonorrhoea and chlamydia.

However, a recent study among sex workers in Cameroon did not

demonstrate any greater effectiveness of N-9 film compared with a place-

bo in reducing transmission of HIV infection. This may be due to the for-

mulation (the film may not have had sufficient time to melt and become

active) and other trials are underway testing an N-9 gel product.

Hopefully, a conclusive answer about the potential of N-9 as a vaginal

microbicide will soon be available. 

THE COUNCIL’S WORK ON MICROBICIDES

One of the approaches researchers are taking to developing new microbi-

cides is investigating ways of preventing HIV and STI infection by coating

the inside of the vagina with a substance that blocks viruses and possibly

other pathogens. The Council’s PC-515 would function in this way: it is a

sulfated polymer, which has shown promising test results in the labora-

tory and in animals. The active ingredient of PC-515 is lambda car-

rageenan, which is derived from seaweed. Carrageenan forms a natural

gel and is commonly used as a thickener in foods (such as ice cream and

baby formula) and as an emulsifier in topical creams and lotions.

Regulatory authorities consider it safe for consumption and topical appli-



8

cation. It has a number of other properties that make it attractive as a

microbicide: it is inexpensive, stable, and forms a natural gel when mixed

with water. Laboratory tests show that PC-515 blocks HIV in test tubes,

and similar enveloped viruses in animals. 

After extensive laboratory and animal testing, the first phase of clin-

ical testing, to determine basic safety and acceptability, was completed in

April 1998. In this Phase I study, conducted in the United States,

Dominican Republic, Chile, Thailand, and Australia, 35 women applied

the product once a day for seven days. The women abstained from sexu-

al intercourse during the study. Results indicated that the product caused

no significant signs of irritation and that the women generally found it

acceptable and easy to use, though some found it to be too messy. 

The next step in clinical testing is to further establish safety in con-

ditions that more closely mirror “real life” by including a larger number

of sexually active women, and having them use the product for a longer

period of time (approximately one year). If the Phase II trial indicates that

the product is safe, a much larger, longer, and far more complex Phase III

study will be conducted to determine whether the compound actually

works to prevent infection with HIV and other STIs. In order to measure

effectiveness in a manner that is feasible in terms of time, logistics, and

resources, the Phase III trial must be conducted in locations with a large,

stable population of women with high incidence of HIV caused primarily

by transmission during vaginal intercourse, and with good laboratory

facilities and research infrastructure. South Africa generally, and the pro-

posed sites for this study in particular, fit these criteria well. The proposed

study is therefore intended to provide further evidence of safety and

acceptability of PC-515, and also to help determine whether the larger,

more complex Phase III effectiveness trial is feasible in these sites.

Objectives of the Phase II Trial of PC-515 

The Council’s proposed Phase II expanded safety and acceptability trial is

a randomized, placebo-controlled, double-blind trial designed to further
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assess the safety of PC-515. It will be conducted by the Population

Council in conjunction with the Medical Research Council’s Centre for

Epidemiological Research in Southern Africa, the University of Cape

Town, and the Medical University of Southern Africa. The project sites are

family planning and general health clinics in two locations—Ga-Rankuwa

near Pretoria and Gugulethu in Cape Town. The trial is the first large-

scale microbicides trial to be done in a population of women who are not

sex workers and with a microbicide formulation that is non-contracep-

tive. In the trial, approximately 300 women will use the gel or placebo for

approximately one year (300 woman years total) by applying it vaginally

at least three times weekly as well as before intercourse (no matter how

often that occurs). The Phase II trial has several objectives:  

• to further assess the safety of PC-515 

• to gauge the acceptability of the gel 

• to investigate the feasibility of conducting a microbicides trial

among women who are not sex workers 

• to understand women’s reactions to a candidate microbicide that

is not a contraceptive

• to explore the dynamics of microbicide use in a population where

the practice of dry sex and the use of a range of products to

achieve this is reported to be common

• to gather preliminary data about effectiveness against HIV and

other STIs

The researchers plan a short pilot study with ten women in each site

to ensure that the procedures work well. 

After enrolling in the trial women will come to the clinic monthly to

be examined for signs of irritation and tested for sexually transmitted

infections; every three months they will be tested for HIV and asked a

series of acceptability questions. At these visits the women will receive

safer-sex counseling, free condoms, and counseling to ensure that they

understand the trial requirements and objectives and consent to be in the
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trial. Prior to being tested for HIV and receiving their results (if they

choose, women have the option not to get their results) they will engage

in pre- and post-test counseling. If a woman is found to have a treatable

STI she will receive treatment; if she is found to have HIV or another con-

dition she will be referred to health and support services available in 

the community.

SOUTH AFRICAN WOMEN AND HIV

In the context of the global AIDS epidemic, sub-Saharan Africa is hit par-

ticularly hard: this region is home to approximately two-thirds of the peo-

ple living with HIV in the world. Sub-Saharan Africa is also the area with

the fastest rate of increase in new HIV infections, and the primary route

of HIV transmission throughout Africa is heterosexual intercourse. In the

African pandemic, women are particularly affected: four out of five

women in the world infected with HIV live in Africa. 

South Africa has been especially affected by the HIV epidemic;

prevalence data from 1997 indicated that approximately 16% of the pop-

ulation was infected, with rates much higher among some groups. In

• in good health (as determined

by medical history, examina-

tion, and laboratory tests)

• 18 years old or older

• resident in the area for at least

one year, with no intention of

leaving for another year

• HIV-negative when they enroll

• not pregnant or intending 

to become pregnant in the 

next year

• willing and able to comply

with all the procedures

involved

• able to give informed consent

Which Women Are Eligible for the Trial?

To participate in the Council’s Phase II trial, women must be:
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some provinces incidence doubled between 1996 and 1997 and it exceeds

10% per year in some parts of the country. As in the rest of the region,

women are most at risk of HIV infection, conditioned by physiological,

social, sexual, and economic factors. All of these issues contribute to the

complexity and urgency of microbicides trials. 

Physiological Factors

Physiologically, women’s risk of HIV infection from unprotected sex is at

least twice that of men. As the protective cells of young women’s vaginas

are not well developed, they are at even greater risk than mature women.

The rate of HIV infection in pregnant women is increasing: women

between the ages of 14 and 25 seem to be at the highest risk. Some cul-

tural and social practices may increase women’s risk of being infected

with HIV: many women in South Africa use a range of products in the

vagina to satisfy men’s desires for dry, tight sex. The substances can cause

inflammation, lesions, and erosion of the vaginal walls which may make

it easier for HIV to enter. Anal intercourse also carries high risks of HIV

transmission and is practiced by heterosexuals to preserve virginity, to

protect against pregnancy, or for sexual pleasure. There is some evidence

that, in the face of the AIDS epidemic, anal sex is also mistakenly being

used as a safer-sex strategy.

Socio-economic Factors

In spite of strong protections in South Africa’s new Constitution, histori-

cally the majority of South African women have had little or no control

over their sexuality or reproductive health. While men are encouraged to

experiment with multiple partners before marriage, women are pressured

to remain virgins until they marry. After marriage, women are generally

expected to be available sexually to their husbands, and may be unable to

challenge their husbands’ extra-marital affairs or insist on condom use

even when they know they are at risk. South Africa’s history of migrant

labour, where men spend long periods away from their wives and may

have multiple sexual partners (including sex workers), puts women at
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even greater risk. In addition, some women are in polygamous marriages,

where if anyone in the group is infected, everyone is at risk. 

The HIV/AIDS epidemic also has major implications for women’s

central role as caregivers in their families. Because of the social expecta-

tion that women will be the primary caregivers and will stay at home,

they may not be encouraged or educated to develop labour market skills.

Resulting financial dependence on their partners is central to their

unequal status and further entrenches their risk of HIV. For example, if a

woman leaves her partner because he refuses to use a condom, she may

lose her home, access to food and shelter, and even her children and

extended family. Women’s economic vulnerability may also lead them to

engage in sex work, a thriving industry in South Africa. Women’s roles as

primary caregivers also mean that once someone in the family has AIDS

and is ill, women are generally expected to take care of the sick person.

Finally, when a parent dies of AIDS and children are left as orphans in

child-headed households, girls are likely to carry the greatest burden of

looking after the family.

Sexual violence also puts women at risk of HIV. The incidence of

rape in South Africa is among the world’s highest, with an estimated

370,000 women raped every year. This is an increasing and alarming

source of women’s vulnerability to HIV. 

During discussions, participants underscored the enormous amount

of work that needs to be done in the field of HIV/AIDS prevention in

South Africa. There was consensus among the participants that given

South African women’s great risk of HIV infection, interventions that

would help increase awareness and give women greater control in pro-

tecting themselves from infection should be encouraged. Several partici-

pants noted that the considerations related to conducting a clinical trial

for microbicides should be seen in the context of this urgency.

The research team’s considerable challenge is to design a safety trial

that is both scientifically rigorous and ethically sound. Issues of ethical
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clinical testing for microbicides have been debated in a variety of fora for

several years. The Council and others have worked to develop consensus

around research models that meet both clinical and ethical criteria. Since

the Population Council identified the sites in South Africa for this

research, it has been engaged in ongoing consultation with members of

the women’s health community, the Ministry of Health in South Africa,

microbicides experts in South Africa and abroad, and with the local prin-

cipal investigators and staff to apply these standards to the Phase II trial

being planned. 

ETHICAL FACTORS AND IMPLICATIONS 
FOR RESEARCH DESIGN

In the area of human research, there are three basic accepted rules of ethics: 

• autonomy: that participants are in no way forced or coerced to

participate in research, and that they agree to do so freely after

thorough informed consent 

• beneficence: that the research will do more good than harm

• justice: that those taking the risks of participating in research

risks must share in its benefits

These general principles provided a useful framework for the meet-

ing participants to discuss and debate various aspects of the planned clini-

cal trial. With the combined clinical and social science expertise of the

research team, many of the pressing ethical issues had already been care-

fully considered prior to the consultation. However, the researchers active-

ly encouraged input from the health activists, community-based organisa-

tions, and policymakers at the meeting to help design and implement the

study in South Africa as ethically and sensitively as possible. To this end,

participants discussed and debated a number of issues related to the

researchers’ responsibilities before, during, and after the trial. Participants

explored a range of challenging questions, including the following: 
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• What health and support services should be provided during and

after the trial?

• What are the implications of providing these services for ensur-

ing voluntary participation? 

• What would happen to study participants who choose to leave

the trial?

• What would happen to study participants who became HIV-posi-

tive during the trial?

• What informed consent process would ensure that trial partici-

pants truly understand the trial?  

• How can the researchers balance community participation and

openness with ensuring the privacy of the trial participants? 

• What are the researchers’ responsibilities as advocates?

• What are the researchers’ responsibilities related to building a

better-functioning health system, if, for example, the referral sys-

tem does not work effectively?

• How can the researchers anticipate and address the potential power

imbalances between themselves and the research participants?

The discussions returned repeatedly to issues of autonomy and vol-

untary participation, especially as manifest in the informed consent

process and the services provided as part of the trial. There was a great

deal of discussion about how to ensure that the decision to participate in

a trial is and remains truly voluntary. A challenge in all research is to pro-

vide fair compensation for participating in a trial without crossing the line

to providing enough money or services that they could serve to effective-

ly coerce people into participating. These issues are particularly sensitive

in areas with high levels of poverty and unemployment and where access

to some types of services can be limited. The researchers at all the sites

had already given careful consideration to these questions, and had con-

sulted extensively with others about what would be reasonable to pro-
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vide: modest monetary compensation for time and transportation for

each visit; refreshments; screening and treatment for STIs; and safer-sex

counseling and condoms. Several aspects of this were discussed: reim-

bursement for time and travel costs; the services provided to trial partici-

pants; and less tangible issues such as power dynamics. 

REIMBURSEMENT

The issue of monetary reimbursement raises complex ethical issues for

researchers and for trial participants. On the one hand, people may be des-

perate for money and may agree to participate in research that they are not

• visit the clinic every four
weeks

• insert one dose of PC-515 
(or the placebo) three times a
week, regardless of sexual
activity

• insert one dose of PC-515 
(or the placebo) no more than
one hour before having sex,
each time they have sex
(there is no maximum limit)

• participate in safer-sex coun-
seling and condom promotion
at each clinic visit

• be tested for HIV (every three
months) and other STIs (every
month) through vaginal
swabs and blood drawing:

– they will receive treatment
for any STIs diagnosed

– they may refer their part-
ners for a medical consulta-
tion for STIs if they choose

– they will be referred to 
services in the community
if they are HIV-positive

• answer questions about
acceptability such as the 
texture, smell, taste; whether
they would use the gel again;
whether they would recom-
mend it; what their partners
think; how they perceive the
applicator; reasons for 
dropping out of the trial

Participants’ Responsibilities During the Trial

During the trial, participants will agree to:
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fully comfortable with. On the other hand, people who view their participa-

tion in the trial primarily as a way of earning money might not be suffi-

ciently motivated to comply with a complicated protocol. Payment can also

be interpreted as “danger pay,” implying more risk than actually exists. 

The participants at the meeting recommended that people’s costs

must be acknowledged, seriously evaluated, and discussed with research

participants. The participants felt strongly that the originally proposed

reimbursement for clinic visits was not adequate, and noted that although

the women in the trial may agree to this amount, women are often con-

ditioned to undervalue their own time. Several participants cautioned

that the level of reimbursement should be consistent with that provided

in other similar studies so as not to implicitly undervalue women’s time

as compared with men’s. Participants advised that the researchers engage

in detailed discussion about this with women in the communities who are

potential trial participants. Following the meeting, the amount was

adjusted in the study protocol and budget. 

SERVICES 

One of the major “researchers’ dilemmas” in microbicides effectiveness

testing is that it needs to be conducted among women at some risk of con-

tracting HIV; exposure to HIV is necessary to evaluate whether the micro-

bicide works. At the same time it is well known that HIV can be prevent-

ed through correct and consistent condom use. This presents the

researcher with a real dilemma—on the one hand needing HIV transmis-

sion to occur to test a product’s effectiveness, and, on the other, the eth-

ical obligation to actively encourage condom use among study partici-

pants even though it may dilute the study’s ability to determine whether

a product works. This dilemma also has implications for study findings—

as any future effectiveness trial will really only answer the question of

how well the product works over and above condoms, rather than on its

own, as most women might likely use a microbicide.
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There is general consensus among microbicides researchers that

active counseling in safer-sex practices and condom promotion are criti-

cal components of an ethical microbicides trial. As conceived, the trial

provides safer-sex counseling and active promotion and free supply of

condoms for all trial participants. Because the study requires HIV testing,

the protocol also calls for intensive counseling before HIV testing and

after HIV status is assessed. HIV results will remain confidential and

women participating in the trial will also be able to choose whether or not

to know the results of their HIV tests. Because of the stigma associated

with being HIV-positive, women in the trial can decide whether or not to

inform anyone about their status. Women diagnosed as HIV-positive can

continue to participate in the trial if they choose, so that leaving the trial

does not signal HIV serostatus. The researchers are working with consul-

tants and local groups at the study sites to develop appropriate and com-

prehensive counseling interventions for safer sex, HIV testing, and, if

women choose, disclosure of HIV status. 

In addition to these counseling services, women in the trial will be

screened through laboratory tests for a variety of sexually transmitted infec-

tions (STIs), and will be treated for any that are diagnosed. While the treat-

ment offered will not differ from standard practice at the clinics, the trial will

include laboratory testing for these STIs which is not generally available in

the clinics where the trial will take place. Women who test positive for HIV

either at screening or during the course of the trial will be referred to exist-

ing health and support services in the community. Similar referrals will be

made for other conditions identified during the study. Although women in

the trial will receive good medical care and counseling and free condoms,

potential trial participants need to understand that the main benefit of their

participation in this trial will be to help other women later on if the product

proves to be effective.

The trial will build on, and draw on, services already available in the

community, for several reasons. First, it is hoped that this approach will
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contribute to strengthening available health services in a way that is sus-

tainable. Second, providing much better services than those available in

the community could severely undermine the concept of voluntary par-

ticipation by serving as undue inducement for women to enroll in the trial.

Further, if the protocol calls for such services to be withdrawn if a person

leaves the trial, it could prevent people from withdrawing even if they

want to for other reasons. The ethical imperative of voluntary participa-

tion also dictates that participants will be encouraged to stay in the trial

even if they seroconvert or stop using the study product. 

Meeting participants underscored the following areas where the

study teams and staff should pay particular attention to best meet trial

participants’ needs:

• training women to be assertive (e.g., about condom use)

• informing women about support and services available for prob-

lems that could arise during the trial (such as rape)

• offering general information to women about their bodies

• facilitating contact between trial participants as resources and for

mutual support

• facilitating access to support organisations and counseling for

women who are HIV-positive at the initial screening or who sero-

convert during the trial 

• ensuring that women receive good-quality, non-judgmental

counseling

• encouraging women to know their HIV status, while respecting

that the individual has the final choice

• allowing women to stay in the trial regardless of whether they

comply with the protocol

• reporting back to the communities once the trial is finished, via

newsletters and community radio shows
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ENSURING INFORMED CONSENT 

Participants were unanimous in their view that ensuring true informed

consent is vital to an ethical study. A great deal of the discussion centered

on how to ensure that the research participants gain a thorough under-

standing of the study objectives, what will be expected of them, and any

potential risks. The researchers underscored their commitment to active-

ly explore ways to best ensure that informed consent in this study is truly

informed and participation truly voluntary. Several key issues were

explored in the discussion. 

Language and Concepts

In order to ensure that trial participants have given truly informed con-

sent it is critical to provide sufficient information about the study: objec-

tives, procedures, risks, and benefits. Given that this study is quite com-

plicated, it can be challenging to come up with terminology and methods

of communication to convey some of the trial’s key concepts in a manner

that is understandable and accurate. This problem is compounded by lan-

guage difficulties: several participants stressed that many of the local lan-

guages in South Africa do not contain terms for concepts used in the

study. In some cases terms do exist but are pejorative, for example, about

certain sexual practices. The research team was referred to existing mate-

rials that had been developed to address these concerns. It will be critical

to test translations of key concepts and terminology for both accuracy and

nuances to ensure that the information is presented in a way that is com-

prehensive, understandable, and non-judgmental.

Process

Meeting participants also underscored that informed consent should not

be viewed as an “event” of signing a piece of paper, but an ongoing and

multi-step process throughout recruitment, screening, enrollment, and the

course of the study. The study staff will need to explain the study in detail

and develop a rigorous process to probe for women’s understanding. It will
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be critical to develop a rapport that will facilitate women’s ability to ask

questions. Several people suggested that other approaches, such as book-

lets and videos, be explored. Finally, one participant at the meeting sug-

gested that after the woman had been informed and counseled about the

study, both she and the counselor should sign the informed consent form as

this would signify a mutual commitment to the study and to one another.

Community Participation

Questions were raised about what level of community involvement is

appropriate in “consenting” to research, beyond the consent of the individ-

ual research participants. What organisations and other individuals should

be informed and consulted about the study? Who exactly would be

involved in giving informed consent? There was strong consensus that

informed consent should come solely from the individuals involved after a

careful and detailed process of recruitment, education, and counseling

about the study. 

The researchers described some of their ideas for community

involvement and information sharing. Meeting participants debated

whether advisory committees representing the wider community should

be formed and how community leaders should be consulted. While

everyone agreed that community participation and transparency is desir-

able and indeed necessary to the research process, some participants

expressed strong concern that such consultative processes could impede

the progress of the research, and could also potentially compromise the

confidentiality and privacy of the women. These participants underscored

the urgency of the HIV/AIDS problem for women in South Africa and

cautioned against the research getting too “bogged down” in community

consultation and politics. There was finally general consensus that the

trial participants constitute the primary community for the trial, and that

they should be asked to guide the researchers about the appropriate level

and extent of community involvement. Participants strongly urged the

researchers to explore this with women enrolled in the pilot study. 
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Power

Finally, researchers must be aware of the power differentials that condition

the relationship between researcher and trial participants. Women may feel

pressured to stay in the trial to “please” the researchers or because of the

perceived power of the researchers. This means that the researchers are

compelled to remind women at each visit of their absolute autonomy—that

it is always the woman’s decision whether to participate in the study and

they can withdraw from the trial at any time without consequences. 

LOOKING AHEAD

In many of the discussions, participants’ very useful recommendations and

ideas were accompanied by the implicit or explicit recommendation that

the consultative process continue to the next level—at the study sites and

with participants. For a number of issues, including compensation,

informed consent, and appropriate community consultation there was a

strong sense that answers should be arrived at with the women in the

communities where the trials will take place. A number of people at the

meeting felt that this would break new ground, making ethical debates

and commitment to participation meaningful.

Meeting participants felt strongly that the process of the consultation

itself and the level of discussion confirmed that lay people can under-

stand, debate, and address these complex concepts. Participants quickly

understood the issues related to the trial, and raised and discussed many

of the complex ethical, biological, and research challenges the researchers

face. The discussion during the meeting and the participants’ observations

underscored that individuals will appropriately weigh the risks and ben-

efits of participation and make their own decisions based on the realities

of their lives and their own interests. 

The presentations and discussions highlighted many of the responsi-

bilities and challenges that face researchers working to conduct microbi-

cides trials in the most ethical manner. Apart from ensuring the technical
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and clinical integrity of the research, researchers also have to be commit-

ted to the parallel processes of informed consent, counseling and educa-

tion, community participation, and empowerment. For education and

counseling to be effective, researchers and study staff have to be willing

to build relationships with the research subjects. They have to be consis-

tent and clear about the standard of care they plan to provide. They have

to be aware of what health and support services are available in the com-

munity to help women who test HIV-positive or face other problems. At

its best, the research process holds potential for contributing to empow-

ering women with a greater sense of their autonomy and control over

their health and lives. We are all compelled to do at least this while we

urgently seek a better way for women to protect themselves from HIV. 
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