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Problem Statement: Acute respiratory infections (ARI) account for the majority of deaths in children under 5 years. Case management strategies recommend the use of cotrimoxazole despite evidence of rising bacterial resistance. Amoxicillin has been recommended as a suitable alternative but at a higher cost if given for 5 days. 

Objectives: To assess the efficacy of 3 days versus 5 days treatment of oral amoxicillin in achieving clinical cure in children with WHO-defined non-severe pneumonia.

Design: : Randomized, double blind placebo controlled multicentric trial. 

Setting: Ambulatory care settings of  7 referral hospitals in India.

Study Population: Included were children aged 2-59 months with WHO signs of non-severe pneumonia and with informed parental consent. We recruited 2188 patients from August 2000 to December 2002, 1095 in the 3-day and 1093 in the 5-day amoxicillin group. Loss to follow-up was 5.4% by day 5, and 6.8% by day 14. Excluded were children with signs of severe pneumonia/disease; other infectious conditions requiring antibiotics therapy; clinically recognized congenital heart disease; chronic systemic disorders; history of repeated wheezing, including physician-diagnosed asthma; hospitalization in past 2 weeks; use of antibiotics in previous 2 days; measles within the last month; history of penicillin allergy; and prior enrollment in the study. 

Intervention: Oral amoxicillin, 31- 54 mg/Kg/day, in three divided doses for 3 days followed by either placebo or amoxycillin for another 2 days. 

Outcome Measures: Primary outcome was clinical cure.

Results: Clinical cure on 3-day and 5-day treatment was 980 and 983 (absolute difference 0.4, 95% CI: -2.1 and 3.0), respectively. Adherence was 94% and 85% to 3 days and 5 days treatment, respectively. Loss to follow-up was 5.4% by day 5. There were no deaths; there were 41 hospitalizations and 36 minor adverse reactions. There were 225 (10.28%) clinical failures and 106 relapses (5.3 %) with rates similar for both treatments. At enrollment, 513 (23.4%) were RSV positive. Streptococcus pneumoniae was isolated in 878 (40.4%) and Haemophilus influenzae in 496 (22.8%) from nasopharynx. Clinical failure was associated with RSV isolation (adjusted OR = 1.95, 95% CI: 1.0 and 3.8), excess respiratory rate of > 10 breaths per minute (adjusted OR = 2.89, 95% CI: 1.83 and 4.55) and non-adherence at day 5 (adjusted OR = 11.57, 95% CI: 7.4 and 18.0). 
Conclusions: Treatment with oral amoxicillin for 3 days was as effective as for 5 days in children with non-severe pneumonia.
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