
All children in the delayed and immediate antimicrobial treatment 
groups, except those listed below, received amoxicillin-clavulanate 
(40/5.7 mg/kg/day) divided into two daily doses for 7 days.
a One child had radiographically confirmed pneumonia and received 
amoxicillin-clavulanate (80/11.4 mg/kg/day) for 7 days. One child 
had blood-culture verified pneumococcal bacteremia and received a 
single dose of ceftriaxone 1 g i.m. and amoxicillin 80mg/kg/day for 
7 days.
b One child received amoxicillin-clavulanate (80/11.4 mg/kg/day) for 
7 days because a strain of Streptococcus pneumoniae with intermedi-
ate susceptibility to penicillin was detected from his nasopharyx. 
One child received 2 doses of ceftriaxone 1 g i.m. due to vomiting.
c One child received amoxicillin-clavulanate (80/11.4 mg/kg/day) for 
7 days because a strain of Streptococcus pneumoniae with intermedi-
ate susceptibility to penicillin was detected from his nasopharyx.
d One child received first amoxicillin-clavulanate (40/5.7 mg/kg/day) 
for 7 days. After that, there was no improvement in otoscopic signs, 
and he additionally received 3 doses of ceftriaxone 1 g i.m.

Figure, Supplemental Digital Content 2. Enrollment, randomization, and initiation of rescue treatment.

 
 

 

Age-specific population in catchment area n ~ 6500 
 

Parental phone contacts to study clinic n=1062 
 

Enrollment visits n=746 
 

Allocated patients n=322 
 

Placebo n=160 
-Did not receive allocated intervention and/or did not come to 
any follow-up visits (n=2) 

Antimicrobial treatment n=162 
- Did not receive allocated intervention and/or did not come 
to any follow-up visits (n=1)  

Delayed antimicrobial treatment group n=53 
 
Reasons for the initiation of rescue treatment: 
 
Study day 2: 
- Worsening of overall condition (n=2) 
Study day 3: 
- Severe infection and worsening of overall condition (n=2) a 
- No improvement in overall condition (n=7) 
- Worsening of overall condition (n=12) b 
- Perforation of tympanic membrane (n=2) c 
- Perforation of tympanic membrane  
and no improvement in overall condition (n=1) 
-Worsening of overall condition  
and child refused to take the study drug (n=1) 
- Child refused to take the study drug (n=1) 
Study day 4: 
- No improvement in overall condition (n=1) 
- Worsening of overall condition (n=1) 
- Perforation of tympanic membrane  
and worsening of overall condition (n=1) 
Study day 5: 
- Worsening of overall condition (n=5) 
Study day 6: 
- Worsening of overall condition (n=1)  
- Perforation of tympanic membrane  
and worsening of overall condition (n=1) d 
Study day 7: 
- Worsening of overall condition (n=1) 
Study day 8: 
- Worsening of overall condition  
and no improvement in otoscopic signs by day 8 (n=2) 
- Still symptomatic  
and no improvement in otoscopic signs by day 8 (n=8) 
Study day 9:  
- Worsening of overall condition  
and no improvement in otoscopic signs by day 8 (n=2) 
- Still symptomatic  
and no improvement in otoscopic signs by day 8 (n=2) 
 

 
 

Immediate antimicrobial treatment group n=161 
 
Reasons for the initiation of rescue treatment: 
 
Study day 2: 
- Worsening of overall condition (n=1) 
Study day 3: 
- Worsening of overall condition (n=4) 
- Perforation of tympanic membrane (n=1) 
- No improvement in overall condition  
and child refused to take the study drug (n=1) 
- Child refused to take the study drug (n=1) 
Study day 4: 
- Worsening of overall condition (n=2) 
Study day 8: 
- Still symptomatic  
and no improvement in otoscopic signs by day 8 (n=1) 
 

Excluded n=316 
- Not meeting inclusion criteria (n=124) 
- Meeting exclusion criteria (n=76) 
- Declined to participate (n=48) 
- Other reasons (n=68) 

Excluded n=424 
- No acute otitis media (n=387) 
- Meeting exclusion criteria (n=26) 
- Declined to participate (n=8) 
- Other reasons (n=3) 
 


