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Background

Acute bronchitis is defined as an acute self-limiting respi-

ratory tract infection, occurring in a patient without chronic

lung disease, in which cough, which may or may not be

productive, is the predominant feature. The process affects

5 % of adults annually, and it accounts for a large number

of the infections attended by family physicians [1]. Acute

bronchitis is mainly a viral infection, and the role of bac-

teria in this condition continues to be controversial. Despite

the limited evidence to support the use of antibiotics for

acute bronchitis, the majority of patients are still treated

with antibiotics [2]. Little evidence is available about the

role of non-steroidal anti-inflammatory drugs, antitussive

agents or other over-the-counter medicines.

Summary

Llor et al. [3] conducted a single-blinded, placebo-con-

trolled study comparing the efficacy of ibuprofen and

amoxicillin–clavulanic acid with placebo in reducing the

number of days with frequent cough in a group of adults with

acute bronchitis and discoloured sputum without associated

respiratory comorbidity or immunosuppression. Patients

were recruited by 25 general practitioners from 9 primary

care centres in Catalonia. To be eligible, patients needed to

present symptoms associated with respiratory tract infection

of less than one week’s duration (cough and discoloured

sputum, and at least one other criterion such as dyspnoea,

wheezing, chest discomfort, or chest pain). Main exclusion

criteria were antibiotic, anti-inflammatory drugs, or corti-

costeroid use in the previous 2 weeks; radiological signs of

pneumonia; signs of severe infection, history of gastroin-

testinal haemorrhage or intolerance to anti-inflammatory

treatment; associated comorbidity; emergency situation; and

living in residential care. Patients were randomised to

receive either ibuprofen (600 mg 3 times daily for 10 days,

136 patients) or amoxicillin–clavulanic acid (500 mg/

125 mg 3 times daily for 10 days, 137 patients) or placebo (3

times daily for 10 days, 143 patients). Patients follow-up

consisted of 3 control visits: inclusion visit (clinical exam-

ination and C reactive protein rapid test in capillary blood);

first follow-up visit (after 2–4 days, evaluation of the clini-

cal course of symptoms); and second follow-up visit (after

11–13 days), in which patients were classified as cured,

improved or failure. Patients’ symptoms were evaluated by a

symptom diary that considered five items: disease severity,

daytime cough, nighttime cough, limitation in daily activi-

ties, and febrile sensation. The primary outcome was the

number of days with frequent cough in the intention to treat

population. Secondary outcomes were clinical success

(defined as cured or improvement) at the end of the second

follow-up visit and the time of resolution of the total

symptom scores. As regards primary outcome, no statisti-

cally significant differences were observed between the

study groups (ibuprofen group, 9 days (95 % CI 8–10);

amoxicillin–clavulanic acid group, 11 days (95 % CI

10–12); placebo group, 11 days (95 % CI 8–14), p = 0.25).

No statistically significant differences were found between

the three arms in the secondary outcome. Patients treated

with antibiotics had a higher percentage of adverse events

(12 % in the amoxicillin–clavulanic group, 5 % in the ibu-

profen group and 3 % in the placebo one. p = 0.008);

adverse events were mostly mild, except one case of

digestive haemorrhage in the antibiotic arm.
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Strengths of the study

• The study is methodologically well-conducted despite

being a single-blind study.

• It deals with a clinically relevant problem; in view of

the high prevalence of the disease and the extensive use

of the antibiotic therapy, appears to be very relevant in

primary care settings.

Weaknesses of the study

• There was a violation of the study protocol with respect

to the inclusion criteria. In the study, protocol was

mentioned to include patients with presence of symp-

toms of at least 1 week of duration [4].

Question marks

• The primary outcome was the number of days with

frequent cough; it was a subjective outcome, based on

information collected from symptom diaries. This

method has been previously validated, and the feasi-

bility of other methods of symptoms evaluation would

have been difficult in a primary care setting. However,

as the authors said there could be some problem in

compiling the diary, especially with older patients. We

wonder if a more objective outcome, such as the days

of fever, would have been more appropriate.

• The authors used a block randomisation method, and

they clearly explain the random allocation sequence

generation; however, the allocation concealment

method is less inferable.

• The authors did not consider macrolides to avoid the

possibility of clinical improvement due to an anti-

inflammatory effect; however, macrolides are fre-

quently used as first-choice antibiotics in acute bron-

chitis of a suspected bacterial cause as they seem to be

more effective than amoxicillin or amoxicillin–clavu-

lanic acid [5].

• We wonder why the authors have chosen a lower dose

of amoxicillin–clavulanic acid (500 mg/125 mg, 3

times daily) instead of the most commonly used dose

of 875 mg/125 mg, 3 times daily.
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Clinical bottom line

There is no evidence that therapy with amoxicillin–clavu-

lanic acid or non-steroidal anti-inflammatory drugs is better

than placebo to improve symptoms of acute bronchitis in

patients without associated respiratory comorbidity or

immunosuppression; purulent sputum should not be con-

sidered a criterion to start an antibiotic therapy.
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