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Objective
To determine the effectiveness of
antibiotic and bronchodilator treat-
ment of acute bronchitis in patients
without underlying lung disease.

Data sources
A search was done in MEDLINE
(1966 to 1995) using the term bron-
chitis, and bibliographies of retrieved
studies were reviewed.

Study selection
Studies were selected if they were ran-
domized, double-blind trials that
compared antibiotics with placebo or
bronchodilators in patients with acute
bronchitis (cough with sputum). Stud-
ies of patients with chronic bronchi-
tis or underlying lung disease (chronic
obstructive pulmonary disease) were
excluded.

Data extraction
Data were extracted on study design,
drug dosage, patient follow-up, out-
comes, and results. Outcomes in-
cluded patient and physician symptom

recosds, resolution of cough or fever,
and return to work.

Main results
9 studies (753 patients) met the selec-
tion criteria. A meta-analysis was not
done because the studies differed for
outcome measures. 4 studies (483
patients) compared doxycycline with
placebo. None of the studies found an
overall difference between groups. One
of the studies found that patients > 55
years of age who received doxycycline
had fewer days of cough and fewer days
of feeling ill than did patients who re-
ceived placebo (P < 0.01). One study (67
patients) compared trimethoprim and
sulfamethoxazole with placebo. After
7 days, fewer patients who received
trimethoprim and sulfamethoxazole
were coughing than patients who re-
ceived placebo (93% vs 99%, P < 0.05).
2 studies (115 patients) compared eryth-
romycin with placebo for < 10 days. No
difference was found between drug and
placebo groups, but in 1 study a reduc-
tion in congestion on day 10 was found
in patients who received erythromycin
(P< 0.05). One study (42 patients) com-
pared liquid erythromycin with liquid
albuterol. After 7 days, 59% of patients
who received albuterol were free of
cough compared with 12% of patients

who received erythromycin (P = 0.002).
Of the patients who smoked, 55% of
those who received albuterol were free
of cough compared with none of those
who received erythromycin (P = 0.03).
In a 4-group follow-up study, 46 pa-
tients were randomly assigned to in-
haled albuterol plus a placebo capsule,
albuterol plus erythromycin, erythro-
mycin plus a placebo inhaler, or placebo
capsule and a placebo inhaler. More
patients who received albuterol had
resolution of cough than did patients
who received erythro-mycin or placebo
(39% vs 9%, P = 0.02); recipients of
albuterol were also more likely to re-
turn to work sooner (P = 0.05).

Conclusions
Antibiotics offer no benefit to patients
with acute bronchitis. 2 studies, each
with a small number of patients,
showed albuterol to be more effective
than placebo or erythromycin.
Source of funding: No external funding.
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Commentary

The review by MacKay is a valuable ad-
dition to the literature on the management
of a common problem seen in primary care
practice. Because acute bronchitis in adults
without underlying lung disease is usually
a viral infection, it is not logical to use anti-
biotics. Antibiotics are used, however, so the
data from this review are important. In 9
studies that included 753 patients, anti-
biotics were shown to have little or no effect.

Before accepting MacKay's conclusion,
however, it is worthwhile to consider
whether the data are sufficiently robust to
conclude that antibiotics are ineffective for
acute bronchitis. Because the studies were
all randomized controlled trials and avoided
many of the usual biases, the major issue is
the selection of studies and patients. The
author found only 9 studies in a MEDLINE
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search for the years 1966 to 1995. Because
publication bias usually favors positive stud-
ies, it is reasonable to assume that unpub-
lished data do not support the use of anti-
biotic therapy.

2 potential problems in the selection of
patients are inaccuracies in the diagnosis of
acute bronchitis or of underlying lung dis-
ease, especially because the studies were
done in primary care settings with limited
diagnostic facilities. If bacterial infection
were the cause of acute bronchitis or early
pneumonia, antibiotics should have been ef-
fective. If underlying lung disease were
present, antibiotics would have been effec-
tive, especially for chronic obstructive pul-
monary disease in which antibiotics make a
small but statistically significant improve-
ment in outcome (1).

The potential biases in this systematic
review tend to support the use of antibiot-
ics, but virtually no effect was found in the
9 studies reviewed. Therefore, it seems
highly unlikely that additional data would
support the use of antibiotics. This review
provides strong evidence for the practice of
not using antibiotics in the management of
acute bronchitis in adults without underly-
ing lung disease.

Michael J.Hmsley,MBBS:
Newcastle Medical School.

Newcastle, New South Wales, Australia
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Valaciclovir HSV Study Group. A
large-scale, placebo-controlled,
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Objective
To evaluate the effectiveness of per-
oral valaciclovir in the treatment of 1
acute episode of recurrent herpes
genitalis.

Design
Randomized, double-blind, placebo-
controlled trial with a minimum 7-day

h follow-up.

Setting
:[. Academic, private, and public medi-
::. cal facilities in the United States.

: Patients
;̂ ; 987 healthy volunteers (median age
'•$. 34y, 62% women) who had > 4 recur-
. :• rences of genital herpes within the past
'}•:•• • 12 months. Exclusion criteria included
K other significant medical conditions or
;v.:; allergies and pregnancy or lactation.

| r : ; Commentary

fy:\;; Many patients with genital herpes subse-
!;£;: quently develop chronic recurrent infec-
• ; ; • tions. Although no cure for herpes genitalis

:£::;••: currently exists, effective treatments are
f^:r- available that can reduce the number, in-
;g: ••;.•: tensity, and duration of episodes. Until re-
;;-;i;:v; cently, standard therapy for recurrent genital
| i | ; herpes was limited to acyclovir taken
•??:::̂  S times/d continuously or on a per-episode
;̂v-W basis. Although 2 trials (1, 2) have shown

10^: the effectiveness of continuous therapy for
ii££W preventing recurrences, little evidence sup-
8!-:\ •'•' Ports the benefits of per-episode treatment
:;!! : :•: with acyclovir.

;s | :
: : : : . Two new drugs, valaciclovir and fam-

: l | •;::••' ciclovir, have recently been approved by the
ill- • : U-S. Food and Drug Administration for the
fttij •'• treatment of herpes. Both drugs have a
;;JE:.:.higher bioavailability than does acyclovir;

Intervention
Patients were allocated to 1 of 3 treat-
ment groups: vaiaciclovir, 1000 mg
twice daily for 5 days (n - 368);
valaciclovir, 500 mg twice daily for 5
days (n = 360); or placebo, twice daily
for 5 days (« = 259). Patients were
instructed to self-initiate treatment
within 24 hours of the first signs or
symptoms of a recurrence.

Main outcome measures
Length of episode, time to healing,
duration and severity of pain, time to
cessation of viral shedding, and ad-
verse events.

Main results
In an intention-to-treat analysis, both
dosages were effective; no statistically
significant differences were seen. In
patients receiving the lower dosage,
the median episode length was 4.0
days compared with 5.9 days in pa-
tients receiving placebo (hazard ratio
[HR] 1.94, CI 1.64 to2.31,P<0.001).
Patients receiving the lower dosage
also had a shorter time to lesion heal-
ing than did patients receiving placebo
(4.1 d vs 6.0 d, HR 1.94, CI 1.59 to
2.36, P < 0.001). Both valaciclovir
dosages reduced the percentage of

patients with episodes {69% for the
lower dose vs 79% for placebo,
P = 0.005}*. {This absolute risk reduc-
tion of 10% means that 10 patients
would need to be treated with 500 mg
of valaciclovir (compared with pla-
cebo) to prevent 1 additional episode,
95% CI 6 to 33; the relative risk re-
duction was 13%, CI 4% to 21%.}*
Valaciclovir accelerated the resolution
of pain (HR 1.81.CI 1.53 to2.14) and
the cessation of viral shedding (HR
2.8%, CI 2.12 to 3.94). Adverse ef-
fects were similar among all treatment
groups.

Conclusion
Valaciclovir given within 24 hours after
onset of an episode of herpes genitalis
accelerated the time to resolution of the
episode and lesion healing.
Source of funding: In part, Burroughs
Wellcome Co.
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*Numbers calculated from data in article.
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thus, they have a more user-friendiy dosing
schedule (twice daily) (3). Valaciclovir is a
pro-drug of acyclovir, whereas famciclovir
is an oral form of penciclovir and may prove
to be a good alternative for patients whose
infection is resistant to acyclovir.

The results of the study by Spruance and
colleagues show that per-episode treatment
with valaciclovir is effective. Famciclovir was
also recently evaluated in a well-designed
randomized controlled trial (4) that showed
similar results.

Clinicians are faced with 3 medications
(acyclovir, famciclovir, and valaciclovir) and
2 treatment strategies (per-episode and con-
tinuous therapy) for their patients with
recurrent genital herpes. For patients with
very frequent episodes (e.g., > 10 episodes
per year), continuous therapy with acyclovir

(400 mg twice daily) is probably indicated.
However, per-episode therapy with fam-
ciclovir or valaciciovir is now an acceptable
alternative for patients with less frequent
episodes. Until a trial comparing these 2 new
drugs is done, either agent is indicated and
cost may be die deciding factor.

Thomas McGinn, MD
Montefiore Medical Center

Bronx, New York, USA
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