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I. WHAT IS BEING STUDIED?   

1. Study Objective   Feasibility & safety of non-operative 
treatment of non-perforated appendicitis  
Generate pilot data to inform future 
planning 

2. Study Design 
 

Non-blinded, RCT, Feb-Oct 2012,single 
center Children’s hospital of 225 screened, 
50 were enrolled, 50 patients 24 in non-
operative  group & 26 in operative group. 

3. Inclusion Criteria Children 5-15yo attending diagnosed 
appendicitis who would have undergone 
appendectomy normally, including those 
with appendicolith  

4. Exclusion Criteria 1. suspicion of perforation based on 
peritonitis  
2. appendicle mass on exam or imaging 
3. previous non-operative tx of acute 
appendicitis  

5. Interventions Compared Non-operative abx tx vs appendectomy  
Tx regimen: IV Meropenem and Flagyl for 
at least 48hours, transitioned to p.o. cipro 
and Flagyl x 8 days. Attempted NPO x24h 
 

6. Outcomes Evaluated  Primary: resolution of symptoms w/o 
“significant complications”  
1.LOS >7day hospitalization 
2.  Abscess formation 
3. Need for surgery w/in 48hours,  
4. Recurrence of appendicitis w/in 3 
months  
5. Negative appendectomy 
 
Secondary: 1. Time from randomization to 
discharge 2. Complications (wound 
infection, wound dehiscence, diarrhea) 3. 
Recurrent appendicitis w/in 1 year 



 
Follow up at 4-6wk, 3mth, 12mth 

  II.    Are the results of the study valid  

1. Was the assignment of patients 
randomized?  
 
 

Yes. p 68 “Allocation to groups (1:1 ratio) 
was made via weighted minimization at the 
time of enrollment in the study using the 
following criteria: age (5–10 years or 11–
15 years), sex (male or female), and 
duration of symptoms (<48 or ≥48 hours). 
All factors were weighted equally.  

2. Was randomization concealed (blinded)? 
 
 
 

Yes. Randomization was performed using a 
computer-based randomization program   
(not here) 

3. Were patients analyzed in the groups to 
which they were randomized? 
 
 

Yes. All patients were analyzed in the groups 
that they were initially assigned. Of the 24 
subjects randomized to non-operative 
treatment, one child underwent 
appendectomy on day 2 and a second child 
underwent appendectomy on day 9. These 
subjects were still analyzed in the non-
operative group. (i.e. intention-to-treat 
analysis) 
 
 
 

4. Were patients in the treatment and 
control groups similar with respect to 
known prognostic factors? 
 
 

Yes. Weighted minimization where group 
allocation included a balance of factors 
such as age, sex, duration of symptoms 
occurred.  Table 2 

III. Did experimental and control groups 
retain a similar prognosis after the study 
started (answer the questions posed 
below)? 

 

1. Were patients aware of group allocation? 
 
 

Yes. Uncertain if this could predispose to 
performance bias on the part of patients. 
Unlikely 
 

2. Were clinicians aware of group 
allocation?  
 

Yes. Which could potentially result in 
some form of performance bias by the 
clinicians. Example might be to send 
patient home earlier.  
 

3. Were outcome assessors aware of group 
allocation? 
 

Yes.  Outcomes were not very subject to 
bias. For example, f/u need for future 
surgery. 
 

4. Was follow-up complete? 
 

Yes, Follow up at 4-6wk in clinic, 3mth, 
12mth follow-up by phone. No losses 



 
IV. What were the results? 
Answer the questions posed below 

 

1. How large was the treatment effect? 
(Difference between treatment and control 
group).  
 

Operative group  0% complications (26/26) 
vs. 8.3% complication rate 22/24 in non-
operative group (one child req. surg. within 
48hrs. and the other on day 9.)Absolute 
risk reduction  ARR=8.3% p=0.23 (non-
significant) 
 
Secondary:  1 year f/u 15/24 in tx group 
had not undergone surgical intervention 
 
In the non-operative group, 7 patients 
underwent appendectomy:  
 
The median time to discharge was 
significantly shorter in the surgical group 
[34.5 (16.2–95.0) hours] than in the non-
operative treatment group [51.5 (29.9–
86.1) hours] (P =0.0004). 
 
the cost for the initial inpatient stay was significantly 
lower for the non-operative treatment group [30,732 
(18,980– 63,863) SEK] than for the surgery group 
[45,805 (33,042–94,638) SEK] (P < 0.0001) 
 
cost of treatment, including the cost of 
those patients 
having an appendectomy during the follow-
up period, was similar 
in both treatment groups [non-operative 
treatment 34,587 (19,120– 
146,552) SEK vs surgery 45,805 (33,042–
94,638) SEK] (P = 0.11). 
 

2. What was the estimated treatment effect 
at a 95% confidence interval? (Precision)  
 
 

100% surgical vs. 92% abx group 
p=0.23 no CI’s reported 
 
 
 

V. Will the results help me in caring for 
my patients?  (Applicable?)  
 

 
 

1. Were the study patients similar to my 
patient? 
 
 
 

Yes. Swedish patients however other 
characteristics are generally  same 

2. Were all clinically important outcomes 
considered?  
 

1 year follow up. Study did not report on 
patient satisfaction, days missed from 
school, parents work, pain index 



 comparisons, side effects of meds in non-
operative group  
 
 

3. Are the likely treatment benefits worth 
the potential harm and costs? 
 
 
 

Hard to say. Longer hospital stay (required 
48hours of IV abx in trial).  
Risk additional hospitalizations for 
recurrent symptoms.  

 
 
Study Limitations 
Pilot study with small sample size.  
Unable to blind therefore some risk of performance bias on part of managing clinicians, 
1 year follow up, unknown true appendicitis recurrence rate 
 
Clinical Bottom Line: 
Essentially supports feasibility and safety as a treatment option however, need for larger RCT’s.  
Offers possible alternative to standard surgical intervention, however needs larger sample size 
with similar results for true clinical application.  May offer viable alternative if practicing in an 
area with limited pediatric surgeon coverage. Several parents form abx therapy arm still opted 
for surgical intervention (with negative path for appendectomy). This could lead to additional 
cost combining abx therapy trial (longer hospital stay) and eventual surgical intervention 
(additional hospital and procedural costs).  


