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A bs tr ac t

Background

Infection with herpes simplex virus type 2 (HSV-2) is associated with an increased 
risk of acquiring infection with the human immunodeficiency virus (HIV). This study 
tested the hypothesis that HSV-2 suppressive therapy reduces the risk of HIV acqui-
sition.

Methods

Female workers at recreational facilities in northwestern Tanzania who were 16 to 
35 years of age were interviewed and underwent serologic testing for HIV and HSV-2. 
We enrolled female workers who were HIV-seronegative and HSV-2–seropositive in 
a randomized, double-blind, placebo-controlled trial of suppressive treatment with 
acyclovir (400 mg twice daily). Participants attended mobile clinics every 3 months 
for a follow-up period of 12 to 30 months, depending on enrollment date. The pri-
mary outcome was the incidence of infection with HIV. We used a modified inten-
tion-to-treat analysis; data for participants who became pregnant were censored. 
Adherence to treatment was estimated by a tablet count at each visit.

Results

A total of 821 participants were randomly assigned to receive acyclovir (400 partici-
pants) or placebo (421 participants); 679 (83%) completed follow-up. Mean follow-up 
for the acyclovir and placebo groups was 1.52 and 1.62 years, respectively. The in-
cidence of HIV infection was 4.27 per 100 person-years (27 participants in the acyclo-
vir group and 28 in the placebo group), and there was no overall effect of acyclovir 
on the incidence of HIV (rate ratio for the acyclovir group, 1.08; 95% confidence in-
terval, 0.64 to 1.83). The estimated median adherence was 90%. Genital HSV was 
detected in a similar proportion of participants in the two study groups at 6, 12, and 
24 months. No serious adverse events were attributable to treatment with acyclovir.

Conclusions

These data show no evidence that acyclovir (400 mg twice daily) as HSV suppressive 
therapy decreases the incidence of infection with HIV. (Current Controlled Trials 
number, ISRCTN35385041.)
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New strategies for the prevention 
of infection with the human immunode-
ficiency virus (HIV) are needed, especially 

in sub-Saharan Africa. The prevalence of HIV in-
fection in people 15 to 49 years of age in Tanzania 
is estimated at 6.5%,1 and it reaches 40% in high-
risk groups such as workers in bars and guest-
houses,2-4 who may supplement their income by 
offering sex in return for money or gifts. The use 
of condoms with clients remains low among these 
workers, despite intensive educational campaigns,5 
and sexually transmitted infections are highly 
prevalent, especially infection with the herpes sim-
plex virus type 2 (HSV-2), with a prevalence of up 
to 80%.2,4,6 Observational studies suggest that 
HSV-2 infection doubles or triples the risk of ac-
quiring HIV and may contribute to more than 
50% of HIV infections in sub-Saharan Africa.7,8 
In Tanzania, an estimated 74% of new HIV infec-
tions in men, 22% in women, and 63% in bar and 
hotel workers are attributable to HSV-2.9,10 HSV-2 
may also be important in the transmission of HIV, 
and recent randomized, controlled trials of her-
pes suppressive therapy in HIV-positive subjects 
have demonstrated reductions in genital and plas-
ma HIV viral load over a 3-month period.11-14

Here we report the results of a randomized, 
controlled trial to test the hypothesis that herpes 
suppressive therapy might reduce HIV acquisition. 
The primary objective of this trial was to deter-
mine whether a standard suppressive regimen of 
acyclovir would reduce the incidence of infection 
with HIV in an occupational cohort of females in 
which a high proportion of HIV infections may 
be attributable to HSV-2.

Me thods

Participants

Females 16 to 35 years of age in 19 communities 
in northwestern Tanzania who worked in bars, 
guesthouses, and other food and recreational fa-
cilities were invited to attend mobile clinics and 
were screened for the presence of HSV-2 and HIV 
antibodies, as described previously.4 After screen-
ing, they were invited to return to the clinic ap-
proximately 8 to 12 weeks later. To be eligible for 
enrollment, participants had to be HSV-2–seroposi-
tive, 16 to 35 years of age, not pregnant or plan-
ning a pregnancy in the next 2 years, and not breast
feeding. They had to reside near a trial site, with 
no plans to move, and they had to be present at 

the site at the time of the next scheduled visit. 
Potential participants who had a seizure disorder 
or were too unwell to participate were excluded.

Informed consent was obtained in several 
stages. Group and individual discussions about 
the trial were held during orientation activities 
and screening. At enrollment, participants received 
informational leaflets along with a picture book 
and an audiocassette tape explaining the aims and 
procedures of the trial. An eight-question com-
prehension check was performed; if the key con-
cepts were not understood, they were explained 
and the questions were asked again. Participants 
unable to understand the key concepts were not 
enrolled.

Trial Procedures

After participants had consented in writing or by 
fingerprint, blood and urine samples were ob-
tained and the urine sample was tested for preg-
nancy. Participants were asked about their recent 
sexual behavior and symptoms of sexually trans-
mitted infections. At examination, vaginal and 
cervical specimens were obtained, and a cervico-
vaginal lavage using 3 ml of phosphate-buffered 
saline was performed. Genital ulcers were swabbed. 
Participants were offered free family planning and 
syndromic management for sexually transmitted 
infections.

Participants were randomly assigned to receive 
either acyclovir (400 mg twice daily) or matching 
placebo, using randomly permuted blocks of four, 
and were given a 4-month supply of study tablets. 
Participants and the trial team remained un-
aware of the treatment allocation throughout 
the trial.

The mobile clinic team visited each site ap-
proximately every 12 weeks. At scheduled visits, 
participants were interviewed, a 10-ml blood 
sample was collected, tablets were counted, and 
additional tablets were issued. Participants were 
given counseling and advice on adherence. They 
were tested for pregnancy if their menstrual 
period was late or if they thought they might be 
pregnant; pregnant participants stopped taking 
the study tablets. Pregnant participants and par-
ticipants who wanted to stop taking the study 
tablets continued to receive all routine visit pro-
cedures except the provision of study tablets un-
less they asked to completely withdraw from the 
trial. Vaginal and cervical specimens were obtained 
and a cervicovaginal lavage was performed at 6, 
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