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Objective
To determine the effectiveness of pa-
tient-initiated famciclovir in recurrent
genital herpes.

Design
1-year randomized, double-blind,
placebo-controlled trial.

Setting
15 centers in Canada.

Patients
Patients were > 18 years of age (mean
age 33 y, 54% women) and had geni-
tal herpes with recurrences at least
every 4 months, with prodromes in 3
of 4 previous episodes. Exclusion cri-
teria included potential for pregnancy;
serious renal, hepatic, cardiac, gas-
trointestinal, hematologic, or immu-
nologic dysfunction; another genital
tract disorder; history of alcohol or
drag abuse; or antiviral treatment
in the past 2 weeks. Of 692 patients
recruited, 467 patients took > 1 dose
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of the study- drug (intention-to-treat
sample). 8% of patients withdrew.

Intervention
Patients were allocated to famciclovir
twice daily for 5 days at doses of 125
mg (n =117), 250 mg (n = 128), or
500 mg in = 121) or to placebo (n =
101). At enrollment, patients were
caught how to take a viral culture at
the earliest signs of an outbreak and
to start their own treatment. Patients
returned to their enrollment site
within 12 hours of die start of treat-
ment, twice a day for the 5 treatment
days, and then daily until healing was
complete.

Main outcome measures
Time to complete healing of all le-
sions, duration of lesion stage, and
time to cessation of viral shedding
and resolution of symptoms.

Main results
Complete healing of lesions occurred
more rapidly in patients who received
famciclovir than in those who re-
ceived placebo. Compared with a me-
dian of 4.8 days to complete healing
with placebo, 125 mg of famciclovir
achieved healing in 3.8 days (hazard
ratio [HR] 1.7,95% CI 1.3 to 2.3,
P< 0.001); 250 mg of famciclovir in
3.7 days (HR 1.7, CI 1.3 to 2.3, P<

0.001); and 500 mg of famciclovir in
4.1 days (HR 1.7, CI 1.2 to 2.3, P <
0.01). HRs for median time to cessa-
tion of viral shedding were 2.6 for
125 mg, 3.3 for 250 mg, and 4.2 for
500 mg (P < 0.001 for all doses com-
pared with placebo). Times to loss of
vesicles, ulcers, crusts, edema, and all
symptoms were faster in famciclovir
recipients than in placebo recipients;
HRs ranged from 1.4 to 2.0. The
famciclovir groups did not differ for
lesion healing, healing stages, or
symptoms. 12 patients withdrew be-
cause of adverse events: 10 in the
famciclovir groups and 2 in the pla-
cebo group. The groups did not dif-
fer for adverse events or withdrawals.

Conclusion
Famciclovir therapy, initiated by the
patient at the onset of symptoms, re-
duced the time to lesion healing and
the duration of lesion symptoms in
patients with recurrent genital herpes.
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Sacks and colleagues convincingly showed
that oral famciclovir given early in the
course of an episode of genital herpes re-
duced the time to resolution of symptoms
and cessation of viral shedding. Early treat-
ment was achieved by having patients ini-
tiate treatment within 6 hours of the first
signs of a symptomatic episode. Confidence
in the results is increased by the faultless
design of the randomization and foilow-up
and because both objective (cessation of vi-
ral shedding) and subjective (resolution of
symptoms) end points were improved by the
treatment. The study, however, lacks a mea-
sure of subjective severity. Although the
median duration of symptoms was de-
creased by < 1 day, it is difficult to deter-
mine whether the pain of patients with
severe symptoms was alleviated.

Was it ethical to compare famcicSovir with
placebo when another treatment (acyclovir)
exists for episodes of genital herpes? Prob-
ably yes: The affliction is not associated
with mortality or severe morbidity even if
not treated, and acyclovir is not very effec-
tive for treating a single episode.

The emphasis in this and another study
(1) is on prompt treatment, and patient-ini-
tiated treatment is the best way to achieve
this. Judging by the present results, patients
accurately predicted the onset of a culture-
positive episode, but I wonder whether they
will do as well in usual clinical settings.
Side effects of farnciciovir are minimal
(2). Developing resistance may be the
main drawback of using antiviral agents.
Only anecdotal reports of resistance to
acyclovir in herpes viruses isolated from im~

mursocompetent patients have been pub-
lished, but resistance in immunocom-
promised hosts is increasing (3),

For the patient with severe recurrent epi-
sodes of genital herpes, treatment with fam-
ciclovir should be considered.

Leonard Leiboviri, MD
Rabin Medical Center

Petah-Tiqva, Israel
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