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There are several HIV vaccine ef-
forts underway globally. Women 
in developing countries, especially 

in southern Africa, carry a disproportion-
ately large burden of HIV infection and 
thus stand to benefit most from a success-
ful HIV vaccine. They are also required to 
play a significant role in trials to test vac-
cines. Participation in HIV vaccine trials, 
however, requires participants to under-
stand the complex nature of the procedures 
and presumes that they have autonomous 
decisional capacity. This paper outlines 
some of the problems underlying these as-
sumptions, and makes recommendations 
that could improve autonomous and ca-
pacitated ethical decision-making by this 
at-risk and vulnerable population.

“Vaccine science has rarely 
paused to consider gender 
differences, and has rarely had 
to.”1

Successful vaccines for polio, tetanus and 
other infectious diseases were developed 
without considering sex hormones or the 
male and female genital mucosa. HIV is 
a sexually transmitted virus and although 
it progresses similarly in men and women, 
there are some differences in how the virus 
interacts with men’s and women’s bodies. 
Also significant are the marked differences 
in the vulnerability of women and men at 
the societal level. For these reasons, HIV 
vaccine trials are embedded in a broader 
scientific and social perspective deter-
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mined by gender.
In general, women’s active informed 

participation in clinical trials and preven-
tion efforts is vital, especially when wom-
en are among the most vulnerable popu-
lations. In particular, women’s distinct 
vulnerability to HIV means that vaccine 
trials must include women because vac-
cines have to be tested in high-risk groups. 
Additionally, women must be included in 
vaccine research with special consideration 
to ethical issues because of their infective 
and social vulnerability. 

Women’s Unique 
Vulnerability to HIV
Looking more closely at the position of 
women in Southern Africa, it can be as-
serted that women are the axle around 
which HIV infection turns. Statistics show 

that in sub-Saharan Africa, 58% of adults 
infected are women, 75% of young people 
infected are female and women are 30% 
more likely to be HIV positive than men.2, 

3 Because women are hardest hit by this 
epidemic, it is imperative that women ben-
efit from a vaccine.

In addition to these striking statistics, 
the need for a focus on gender is evident 
from research demonstrating that gender 
impacts on the transmissibility and ac-
quisition of HIV. One example is a study 
of sero-discordant couples (in which one 
partner tests HIV positive while the other 
tests negative) in Zambia, which suggests 
gender differences in how viral load relates 
to transmissibility. Women with viral loads 
above 100,000 were nearly six times more 
likely to pass on the virus than women with 
less than 10,000 copies, while for men the 
difference was less than two.4  A second 
example is that of the HEPS (Highly Ex-
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can countries, 2001-2003
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posed Persistently Sero-negative) study in 
Kenya which found that, among a cohort 
of female sex workers, a small minority 
demonstrated immunological resistance 
to HIV despite repeated exposure to HIV 
from multiple partners.5 

Given these and other studies pointing 
to gender-specific outcomes, it seems like-
ly that a vaccine will generate gender-spe-
cific effects. Results from the experimental 
vaccine against HSV-2, as well as from the 
VaxGen study suggest that vaccines may 
not always be gender blind.6,7 

Women’s vulnerability to HIV can be 
identified in the biological, social, eco-
nomic and legal domains. 

Biologically, the susceptibility of the 
vaginal tract makes women seven times 
more likely than men to become infected 
during any given sexual encounter.8 Addi-
tionally, asymptomatic STDs in women are 
more likely, and the presence of untreated 
STDs increases the risk of HIV infection.9

Women’s social inequality and their vul-
nerability to HIV are interdependent. We 
submit that rural women in developing 
countries should potentially be regarded as 
vulnerable populations as their social posi-
tion is compatible with the criteria outlined 
by UNAIDS’ guidance (Point 3) defining 
vulnerability in the context of HIV vac-
cine trials.10 Some acquired vulnerabilities 
are generic to developing countries. These 
include poverty and landlessness, the post-
colonial degradation of traditional protec-
tive factors, male migrancy for employ-
ment and the increased risk of women in 
informal trading environments.11

Violence against women in which 
women are victims of rape, coercive sex or 
partner violence constitutes a serious social 
risk increasing the vulnerability of women 

to HIV. In South Africa, it is estimated 
that between 19 and 28% of women are 
subjected to violence, either by a current or 
ex-partner. A study conducted in Soweto 
demonstrated that women with violent or 
controlling male partners are at increased 
risk for HIV infection.12

Women’s lower socio-economic status in 
African society and uneven power dynam-
ics within relationships may perpetuate and 
increase women’s risk for HIV infection by 
limiting women’s power to negotiate con-
dom use or other forms of protection.13-15 
Furthermore, preventive programs do not 
provide women with comprehensive in-
formation necessary to protect their sexual 
and reproductive health. For example, in 
attempting to prevent unwanted pregnan-
cy, some women resort to anal intercourse 
without knowing that this practice increas-
es their risk of HIV infection.16  

In addition to lack of information, so-
cio-cultural factors influence aspects of 
partner choice and sexual practices in ways 
that increase the vulnerability of women to 
HIV infection. For example, some African 
men prefer dry sex and young female sex 
partners, which leads to increased tearing 
of vaginal tissues and increased risk of in-
fection.17-19  In addition, women are more 
likely to act as caregivers to orphans and ill 
family members, and this burden adds to 
women’s vulnerability.20, 21

Furthermore, women’s economic de-
pendence on men increases the likelihood 
that they will engage in transactional sex 
and limits their access to and control of re-
sources to protect their own reproductive 
and general health.22

Gender-insensitive laws also play a role 
in increasing women’s vulnerability to 
HIV by perpetuating male-female sexual 
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power dynamics. For example, in Botswa-
na, the South African AIDS law project 
found that tribal courts treat adultery as 
a female crime only. This suggests that 
men can have multiple partners, a practice 
that increases the risk of HIV infection for 
women.23 Moreover, in Lesotho and Swa-
ziland, women married in community of 
property (i.e., without a prenuptial agree-
ment to the contrary) are considered legal 
minors and cannot sign contracts without 
the permission of their husbands.24 A le-
gal environment that encourages gender 
discrimination is a fertile ground for the 
spread of HIV.25

In addition to women’s greater biologi-
cal vulnerability, the economic, legal and 
social disadvantages faced by women and 
girls in most developing societies greatly 
increase their vulnerability to HIV. These 
vulnerabilities have implications for the 
conduct of HIV vaccine trials in rural Af-
rican settings. In order to enroll sufficient 
numbers of people with a risk of infection 
in vaccine trials and to obtain gender-spe-
cific data, large numbers of women, espe-
cially rural women, will need to be recruit-
ed for participation.

Ethics of HIV Vaccine Trials

In order for HIV vaccine trials to be im-
plemented successfully, gender issues will 
need to be considered in terms of: 1) the 
ability of women to give adequately in-
formed and voluntary consent to partici-
pation and 2) the ability of women to meet 
the ongoing and multiple requirements of 
trial participation (clinic visits, risk reduc-
tion behavior compliance and monitoring, 
blood draws, etc.). These two issues will 

make different demands and have different 
impacts on women in stable partnerships, 
women with multiple partners and women 
engaged in commercial sex work.

Women’s autonomous and informed 
participation in HIV vaccine research is 
essential to prevention efforts in general, 
especially to prevention efforts that could 
benefit women in particular. The account 
given above of the position of women in 
many parts of Africa, however, suggests that 
the experience of consent in such popula-
tions may be seriously compromised. This 
means that the enrolment and retention of 
women, in terms of their ability to meet 
vaccine trial requirements, may be com-
promised. The danger of low enrolment 
and retention rates is that women may not 
reap the benefits of a much-needed vaccine 
that has been tested for differential effects 
on men and women. 

The process of informed consent rests on 
the assumption of autonomy and requires 
several additional factors: information, 
comprehension, voluntariness, capacity 
and explicit consent.  Impairment of vol-
untariness due to oppressive psychosocial 
and economic conditions of women in ru-
ral areas in southern Africa calls into ques-
tion the adequacy of standard (Western) 
informed consent procedures in such set-
tings. We have very little empirical data on 
African women’s experience of voluntari-
ness and consent, but there is some data to 
suggest that in some settings, Africans do 
not perceive health research “volunteers” 
to be true volunteers.26 Similarly, there is 
reason to believe that for many women in 
southern Africa, understanding and volun-
tariness are compromised, particularly for 
those at-risk women most likely to be can-
didates for Phase III HIV vaccine trials.27 
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Gender sensitive approaches are therefore 
key to designing consent procedures, re-
cruitment and retention components and 
risk-reduction interventions in HIV pre-
ventive trials. 

The need for gender-specific approach-
es to recruitment and enrolment is further 
evidenced by existing HIV vaccine trials 
with low female participation. For exam-
ple, in the Kenyan trial, only two out of 
the 18 Phase I volunteers were women.28 
However, South Africa’s Phase I trial at 
Chris Hani-Baragwanath Hospital shows 
promise. In 2003, a total of 3,024 clients, 
of whom 62% were women, were seen at 
the VCT clinic attached to the vaccine.29 
Much more data is needed on rates of en-
rolment and retention of women in HIV 
vaccine trials globally.

Trials may need to take account of the 
socio-economic position of female candi-
dates for trials and offer support to po-
tential trial participants, both during and 
after the trial. There is a need for a bridge 
between the standard Western conceptions 
of voluntariness, the standard practices of 
recruitment, retention, consent, and risk-
reduction and the grounded position of 
African women in order to facilitate ethical 
and emancipatory health research practice. 
This bridge must be built on the voices of 
women and therefore requires informed 
and sensitive formative social science re-
search prior to trial implementation.

Practically speaking, challenges will 
need to be addressed at multiple levels us-
ing multiple media, including research, 
advocacy, networking, capacity building 
and policy formulation. We have nine rec-
ommendations that could be implemented 
to address the challenges of participation 
of women in HIV vaccine trials: 

1.  Identify the enrolment practices and 
outcomes by gender for HIV vaccine trials 
in developing countries, generally, and in 
Southern Africa, specifically. 

2.  Conduct a systematic study of the 
sites with the best enrolment strategies to 
identify key factors associated with best 
enrolment and retention outcomes by 
gender.

3.  Develop a “resource pack” of materi-
als outlining key elements of best recruit-
ment and enrollment practices to build 
capacity at other African sites

4.  Build a global network and database 
of perhaps twenty key persons committed 
to improving the enrolment of women in 
African settings. They could assist in an 
advisory capacity with the meaningful and 
ethical inclusion of rural women in HIV 
vaccine trials. For example, the Interna-
tional AIDS Vaccines Initiative has a dedi-
cated gender officer.

5.  Study the preparedness of local com-
munities for hosting HIV vaccine trials. 
The specific circumstances of rural women, 
their readiness to volunteer autonomously 
for a trial and the benefits that can accrue 
to local women through HIV vaccine trials 
must be considered.

6. Study the legal frameworks of target-
ed countries to identify laws that discrimi-
nate against women’s health and engage 
in advocacy to promote an environment 
in which trials can be run ethically. Such 
studies are currently being undertaken by 
the Ethics, Law and Human Rights Work-
ing Group of the UNAIDS/WHO African 
AIDS Vaccines Programme.

7.  Encourage closer cooperation and 
resource sharing between HIV vaccine and 
microbicide initiatives to promote best 
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practices.
8. Data from the above efforts could 

lead to the development of a global policy 
document, possibly from UNAIDS, speci-
fying the minimum and optimal require-
ments for the ethical enrolment of women 
into HIV prevention studies.

9. Finally, the inequities requiring 
such a document should not be taken for 
granted and should be seen in the broader 
context of UN policies to reduce global 
poverty and discrimination, particularly 
for women in the developing world.

We believe that it is crucial to conduct 
intensive site-specific formative research 
into gender issues before proceeding with 
HIV vaccine trials. Such social science re-
search would illuminate gender-specific 
nuances that may adversely impact on 
consent processes, recruitment, retention 
and risk-reduction interventions for wom-
en and would suggest how such problems 
need to be remedied. This process would 
ensure that the trial results and their ulti-
mate hoped-for benefits are applicable to 
this disproportionately affected popula-
tion.
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