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HSV Therapy and HIV-1 Reduction
To the Editor: Nagot et al. (Feb. 22 issue)1 report that treatment with valacyclovir (1 g per day)
to suppress herpes simplex virus (HSV) reduced
human immunodeficiency virus type 1 (HIV-1)
RNA levels in patients in Burkina Faso. This finding raises important questions regarding the clinical management of HSV infection in poor countries. Of the 68 patients receiving valacyclovir,
3 (4%) had at least one episode of vesicular or
genital ulceration during the study period. In another trial,2 which showed a reduction of recurrences of HSV type 2 (HSV-2) with valacyclovir (1 g
per day) in HIV-infected patients, 3 (6%) of the 50
HSV-2 isolates collected were resistant to acyclovir. In Western countries, 5 to 6% of the HSV-2
isolates from patients with immunosuppression
are resistant to acyclovir.3 Treatment of such patients is challenging and may require intravenous
foscarnet or cidofovir. However, none of these
drugs are routinely available in poor countries
such as Burkina Faso. The risk of emergence of
resistant HSV strains raises important questions
that must be considered.
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for HSV infection was associated with a reduction
in HIV viral load in plasma and the genital tract,
the viral load at baseline was higher in the placebo
group, and the statistical analysis accounted for
this factor. However, there was also an increase
in the HIV viral load in the placebo group during
the study, and most of the evolving difference in
viral load between the study groups during treatment may have been due to the increase in the
placebo group. This increase, in turn, may have
been due to other (e.g., gastrointestinal) infections
and HIV-unrelated gastrointestinal disorders. (Diarrhea, vomiting, dysphagia, and constipation
were reported in 26 patients in the placebo group
vs. 13 in the valacyclovir group; P = 0.02.) Breach
of the gastrointestinal epithelial barrier with the
associated translocation of products of enteric bac
teria such as lipopolysaccharide and butyrate1,2
has been associated with systemic immune activation, which amplifies replication of HIV through
nuclear factor-κB–mediated stimulation of long
terminal repeats induced by tumor necrosis factor.
In future studies, investigators will need to consider adjusting analyses for other concomitant
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To the Editor: In the study by Nagot et al.,
which showed that treatment with valacyclovir
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infections, such as those affecting the gastroin- ing more than one symptom, so the P value caltestinal tract, that fuel HIV replication.
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Coronary Microvascular Dysfunction
To the Editor: Camici and Crea (Feb. 22 issue)1
review the different causes and mechanisms of
coronary microvascular dysfunction. However,
coronary microvascular dysfunction due to aging
deserves further comment. Age is a recognized
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risk factor for cardiovascular disease, and senescence is associated with morphologic and functional changes in the coronary microvasculature.2
Studies in animals have shown that coronary flow
reserve and the endothelium-dependent dilatation
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