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HSV-2 Suppression and the Incidence of HIV
To the Editor: Watson-Jones et al. (April 10
issue)1 report that the suppression of herpes simplex virus type 2 (HSV-2) does not decrease the incidence of human immunodeficiency virus (HIV)
infection in female workers at recreational facilities in northwestern Tanzania. However, this finding is disputable, since treatment with 400 mg of
acyclovir twice daily did not suppress the incidence of HSV-2 infection. Any conclusion regarding the preventive effect of acyclovir should be
based on the analysis of patients in whom the
drug was detected, since the study is confounded
because a majority of patients in the acyclovir group
tested negative for acyclovir (>65%) at both 12
months and 24 months. Similarly, the data on
HIV acquisition should be evaluated according to
the suppression of the HSV-2 viral load, as compared with baseline. We believe that the study’s
methodologic limitations prevent drawing any conclusions about the effect of acyclovir on HIV acquisition.2
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of HIV acquisition but rather that suppressive therapy did not reduce the incidence of HIV acquisition
in our study population. Despite intensive adherence support, study participants found it difficult
to adhere to twice-daily use of acyclovir over a prolonged period. This finding is important, since it
shows the limitations of this intervention as a
practical measure in HIV control. Our results have
been confirmed by a further trial showing no effect of acyclovir therapy on HIV incidence.1
Lisco and Vanpouille suggest that we should
have restricted our analysis to patients in whom
acyclovir was detected. Urine testing for acyclovir
was done as a process measure in a small sample of subjects at selected time points. The presence of acyclovir at one time point is not a proxy
for overall adherence during the trial. Similarly,
HSV-2 shedding was measured only at certain visits, and there were too few subjects with shedding
to conduct a subgroup analysis of HIV incidence.
In any case, such analyses would have been subject to severe confounding, since an equivalent
restriction would not have been possible in the
placebo group, thus resulting in loss of the comparability provided by randomization.
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