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A Randomized Trial Comparing Antibiotics
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of Initiating Antibiotic Treatment for Appendicitis

Writing Group for the CODA Collaborative
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Acute Appendicitis: *
An Analysis of 1,662 Consecutive Cases

J. REep BaBcock, M.D., F.A.C.S., WiLLiam Mark McKiNnLEY, M.D.

Danville, Pennsylvania Ann Surg. 1959 150(1).131-41

ysis. Foremost was the fact that there was
throughout the period in study a uniform
concept of treatment—all cases of suspected

acute appendicitis were operated upon and
in each the offending organ was removed.
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Figure 2. Variation in Appendicitis Treatment by Year of Diagnosis
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TREATMENT OF ACUTE APPENDICITIS
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BY

ERIC COLDREY, M.D., F.R.CS.
Consulting Surgeon, Rotherham Hospital

Twenty-
appendix abscess conservatively, and was surprised that

most of

tl

hem resolved without any operative help. Since

the introduction of antibiotics I have continued this line
of treatment and have usually found that it is not
necessary to operate, for most cases settle down.
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Br Med J. 1956 Dec 22;2(5007):1458-61.
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Journal country imaging LD ¥ﬁﬁ1,§£{ llfj;_;“é
1995 Br J Surg Sweden 40 us N 35%
2006  World J Surg Sweden 252 A9V N 24%
US. CT
2009 Br J Surg Sweden 369 N 48%
(—&B{ER)
2011 Lancet France 243 CT include 37%

2015 JAMA Finland 530 CT exclude 27.3%
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Statistical analysis
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Figure S1. Most common antibiotics in the CODA trial
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Primary outcome

European Quality of Life-5 Dimensions (EQ-5D) (c Xk 30HE®DHEREIARE

- ZFREHEQOLDFHMRE L UTHT
- "mobility” “self-care” “usual activities” “pain/discomfort” “anxiety/depression”

DOSHAICEAUT. 1R (RR) ~3x (&I&) Tl

Guidelines for value sets in economic and on-economic studies using EQ-5D.
In The Measurement and Valuation of Health Status Using EQ-5D
: A European Perspective. the Netherlands Kluwer Academic Publishers; 2003:29-42.



Primary outcome

European Quality of Life-5 Dimensions (EQ-5D) (c Xk 30HE®DHEREIARE

11111 1. 12213 0.

11112 0. 786 12221 0. 670

11113 0. 736 12222 0. 608

11121 0. 768 12223 0. 558 - BMBERZAVWCTARAIOZEH
11122 0. 705 12231 0. 494

11123 0. 656 12233 0. 444 - RR1R (BER< §25R)
11131 0. 654 12311 0. 661

11132 0. 592 12312 0. 599 =IE0= (3ET)

11133 0. 542 12313 0. 549

Tsuchiya A, Ikeda S, Ikegami N, et al. Estimating an EQ-5D population value set: the case of Japan.
Health Econ. 2002;11(4):341-53.



Flow diagram

8168 Patients with appendicitis

2016.5 8168, acute appendicitis

3987 Were excluded

267 Did not speak English or Spanish
1589 Were excluded for clinical reasons -
853 Had appendix-related conditions u
368 Had abscess

251 Had severe phlegmon
107 Had free air

296 Had other reason
90 Had ascites
111 Had evidence suggestive of cancer ’

95 Had peritonitis
736 Had other conditions
130 Had immunodeficienc
148 Were already receiving antibiotics

122 Had contraindication to surgery

376 Had other reason 1 5 8 9 E ;
45 Had sepsis
57 Had cancer , n“

71 Had concurrent hospitalization

42 Were receiving active treatment
for inflammatory bowel syndrome

26 Were undergoing hemodialysis

2 Had a left ventricular assist device
66 Were pregnant
23 Had recent abdominal or pelvic surgery ’

2 Had uncompensated liver failure
7 Recently underwent implantation
35 Had contraindication to antibiotics
319 Could not be approached within 7 hr o
96 Were deemed ineligible by clinical team
1716 Declined to participate
809 Declined before being approached
75 Were deemed ineligible after being approached
834 Declined after being approached

‘ 4181 Were enrolled in any cohort |

2629 Did not undergo randomization
518 Were enrolled in observational cohort
2111 Were enrolled in EMR-only cohort ’

‘ 1552 Underwent randomization |

' '

776 Were assigned to receive antibiotics 776 Were assigned to undergo appendectomy

L] -
564 Did not have appendicolith 574 Did not have appendicolith
212 Had appendicolith 202 Had appendicolith ’

702 (90%) Completed survey at 30-day 695 (90%) Completed survey at 30-day
follow-up follow-up
683 Completed EQ-5D 664 Completed EQ-5D
4 (19%) Withdrew 6 (1%) Withdrew
70 (9%) Were lost to follow-up 75 (10%) Were lost to follow-up
771 (99%) Were included in EMR follow-up 769 (99%) Were included in EMR follow-up

676 (87%) Completed survey at 90-day 656 (85%) Completed survey at 90-day - - -
follow-up follow-up
4 (19) Withdrew 6 (1%) Withdrew
96 (12%) Were lost to follow-up 114 (15%) Were lost to follow-up ’ ’
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Table 1. Sociodemographic and Clinical Characteristics of the Patients at Baseline.*
Antibioti A dect: ] ] ]
Antibiotics Appendectomy
Age —yr 38.3£13.4 37.8£13.7
Sex — no. (%)
Female 286 (37) 290 (37)
Male 490 (63) 486 (63)
Gender different from sex assigned at birth — no. (%) 8(1) 6(1) ﬁ% 3 8 3 i 1 3 4 3 7 8 i 1 3 7
Race or ethnic group — no. (%) u u n u
White 461 (60) 449 (59)
Black 75 (10) 63 (8)
American Indian or Alaska Native 13 (2) 9(1)
Asian 39 (5) 53 (7)
Native Hawaiian or Pacific Islander 4(1) 3 (<1)
Multiple or other 176 (23) 185 (24)
Hispanic ethnic groupt 362 (47) 366 (47)
Primary language — no. (%)
English 469 (60) 464 (60)
Spanish 267 (34) 267 (34)
Other 40 (5) 45 (6)
Insurance — no. (%)
Commercial 323 (43) 317 (42)
Medicare or Tricare 89 (12) 89 (12)
Medicaid or other state program 134 (18) 131 (17)
Other or no coverage 213 (28) 217 (29) B M I 2 9 ™ 0 i 6 n 6 2 8 n 6 i 6 n 1
Modified Charlson comorbidity index scorei: 0.24+0.53 0.24:0.53
Body-mass indexf 29.0:6.6 28.6+6.1
Duration of symptoms — days 1.8+3.6 1.6£1.6
Alvarado score€| 6.6:1.6 6.7:1.7
History of fever — no. (%) 194 (25) 185 (24)
Initial white-cell count — per pl 12,900+4000 13,400+4100
Imaging test — no. (%) 0 O
Computed tomography alone 626 (81) 609 (78) CT 9 7 /o 9 6 /0
Ultrasonography alone 24 (3) 30 (4)
>1 Imaging test 125 (16) 137 (18)




f& SR -primary outcome-

Table 2. Intention-to-Treat Comparison of Patient-Reported Outcomes, Clinical Outcomes, Time Spent in Health Care Settings, and Missed Work.*

Outcome Overall Appendicolith Present Appendicolith Absent
Antibiotics Surgery Effect (95% Cl)  Antibiotics Surgery Effect (95% Cl)  Antibiotics Surgery Effect (95% Cl)
EQ-5D at 30 days i 0.92£0.13  0.9110.13 0.01 0.92+0.14  0.92+0.13 -0.01 0.92+0.13  0.91+0.13 0.02
(-0.001 to 0.03)§ (-0.03 to 0.02)§ (0.003 to 0.03)f

30HE®MEQ-5D scorelcBEERRU
Subgroupfi#th (ZGDHEE) TEHEREKRDER




f& S -secondary outcome-

Outcome Overall Appendicolith Present Appendicolith Absent
Antibiotics Surgery Effect (95% Cl)  Antibiotics Surgery Effect (95% Cl)  Antibiotics Surgery Effect (95% Cl)

Days from randomization to discharge ~ 1030/776  1010/776 1.00 403/212  330/202 1.15 626/564  679/574 0.92
for index treatment — no. of days/  (1.33) (130)  (0.89to L13)71  (1.90) (163)  (0.89t0147)Ff  (L11) (L18)  (0.82t0 1.05)1F
HP \-i-

Any hospitalization after index treatment  154/635 (24) 32/613 (5) 4.62 57/176 (32)  8/157 (5) 6.36 97/459 (21)  24/456 (5) 4.02
within 90 days — no./total no. (%)| (3.21 to 6.65)** (3.13 to 12.90)** (2.62 t0 6.16)**
Days in hospital after index treatment 4217622 93/609 438 191/166 37/156 4.55 230/456 56/453 4.07
within 90 days — no. of days/ (0.68) 0.15)  (249t07.73)1F  (L.15) (0.24) (146t 14.18)F7  (0.50) 012  (224to7.41)FF
ici )
Any visit to emergency departmentor  55/618 (9)  26/604 (4) 2.07 14/165 (8)  2/153 (1) 6.49 41/453 (9)  24/451 (5) 1.70
urgent care clinic after index (1.32to 3.25)** (1.50 to 28.09)** (1.05 to 2.77)**

treatment within 90 days — no./
total no. (%)|

Visits to emergency department orurgent ~ 66/615 24/599 2.64 17/163 2/153 8.19 49/452 22 /446 2.15
care clinic after index treatment (0.11) (0.04) (1.57 to 4.43) 17 (0.10) (0.01) (2.03 to 33.00) 1 (0.11) (0.05) (1.23t03.76) 17
within 90 days — no. of visits/
no. of participants (mean) i

Days of missed work for participant 2516/478  4131/473 0.63 743/121 1134/125 0.72 1773/357 2997/348 0.60
within 90 days — no. of days/ (5.26) (8.73) (0.51t0 0.77)F7 (6.14) (9.07) (0.48 to 1.09) (4.97) (8.61) (0.48t0 0.76) 17
no. of participants (mean)i:

Days of missed work for caregiver within 679/509 1009/495 0.66 242/137 213/126 1.04 437372 796/369 0.56
90 days — no. of days/no. of care- (1.33) (2.04) (0.48 to 0.91) 77 (1.77) (1.69) (0.56to 1.92) 77 (1.17) (2.16) (0.38t00.82) 71

givers (mean)i

ll‘%ﬂﬂ Fﬂq\ gb H ﬁ\ ﬂiﬁ%@ ¥hH ;&(Qﬁﬁ%n L
BRFERERONSZZ2E S IMEESFDA L E L
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Cumulative Incidence (95% Cl)

48 Hr 30 Days 90 Days
Overall  0.11 (0.09-0.14) 0.20 (0.17-0.23) 0.29 (0.26-0.32)
Appendicolith Absent  0.08 (0.05-0.10) 0.16 (0.13-0.19) 0.25 (0.21-0.29)
Appendicolith Present  0.22 (0.16-0.27) 0.31 (0.25-0.37) 0.41 (0.33-0.47)
100 !
0.90
g ' ; :
B = = 48H3T
' ' 1 H
g 0.70 | : :
d : : :
o N ' 1
:: 0.60 ' |
6 I | i
g 0504 : |
e f i 21K 11 20% 29
g 040! ; . % % %
2 o030 =
2] [ ' |
_E 0.20 : '
% il | e #4 () 80/0 1 60/0 2 5 %
0.10+ : —— Appendicolith absent '
f : —— Appendicolith present !
0.00-4 T T T T T T :
0 14 28 42 56 70 84
Days since Randomization EE ( ) 3 1 4 1
. + 2 2 % % %
No. at Risk
Overall 776 616 589 542 518 499 485
Appendicolith absent 564 470 448 411 394 381 371
Appendicolith present 212 146 141 131 124 118 114
Cumulative No. of Events
Overall 0 141 151 170 184 203 212
Appendicolith absent 0 79 86 102 112 125 131
Appendicolith present 0 62 65 68 72 78 81
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W AMERICAN COLLEGE OF SURGEONS
Inspiring Quality:
 Highest Standards, Better Outcomes

COVID 19: Elective Case Triage
Guidelines for Surgical Care

Emergency General Surgery
Revised 12/8/2020

Appendicitis, Uncomplicated

There is high-quality evidence that most patients with appendicitis can be managed with
antibiotics instead of appendectomy (69 percent overall avoid appendectomy by 90 days, 75
percent of those without appendicolith, and 59 percent of those with appendicolith). Based on
the surgeon’s judgment, patient preferences, and local resources (e.g., hospital staff, bed, and
PPE supply availability) antibiotics are an acceptable first-line treatment, with appendectomy
offered for those with worsening or recurrent symptoms. Length of time in the hospital setting
was similar between treatments, but nearly half of patients receiving antibiotics were not
admitted to the hospital. Antibiotics resulted in more 90-day emergency room visits and
hospitalizations. Antibiotics were associated with a higher risk of complications in those with an
appendicolith.
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Research

JAMA Surgery | Original Investigation

Patient Factors Associated With Appendectomy Within 30 Days
of Initiating Antibiotic Treatment for Appendicitis

Writing Group for the CODA Collaborative
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Characteristics@®

Table 1. Demographic and Clinical Characteristics of Participants

Randomized to Antibiotics by Appendectomy Status at 30 Days

7766055, IREERIREIRT—4 (37350

15441 (21%) H30BHLERICFiiSIT

T FiEn(I38m%. S50mKimh 80%HmHI#
BHEDIESHFL

No. (%)?
Underwent
appendectomy
within 30d
Overall Yes No
Characteristic (n=776) (n=154) (n=581)
Age, y
Mean (SD) 38.3(13.4) 388 38.0(13.2)
(13.7) /
=50 150 (19) 32(21) 104 (18)
<50 626 (81) 122(79) 477 (82)
Sex
Female 286 (37) 61 (40) 211 (36)
Male 490 (63) 93 (60) 370 (64)
Race
American Indian or 13(2) 4(3) 6(1) \
Alaska Native
Asian 39 (5) 10 (6) 29 (5)
Black 75 (10) 16 (11) 58 (10)
Native Hawaiian or 4(1) 1(1) 2 (<1)
Pacific Islander
White 461 (60) 79 (52) 359 (63)
Multiple or other® 176 (23) 43 (28) 120 (21)
Hispanic
No 414 (53) 77 (50) 321 (55)
Yes 362 (47) 77 (50) 260 (45)




Characteristics®

Health literacy help
Never or rarely 608 (81) 115(76) 466 (83)
Sometimes or more 141 (19) 36 (24) 93(17)
Worried about bills
No 217 (29) 37 (24) 168 (30)
Yes 545 (72) 116 (76) 402 (71)
= FiliiTHD FIABTRU
No 315 (54) 54 (47) 251 (57)
Yes 273 (46) 61(53) 190 (43)
gncg?éﬂﬁ?egga(r;g;n comorbidity 02(0.5  0.3(0.7) 0.2(0.5) B M I 2 2 5 7 5 % 6 8 %
BMI
<25 178 (30) 35(25) 138(32) W
25-<30 198 (33) 51(36) 132 (31) r'l‘ ﬂﬂ Fﬂ E o o
30-<35 128 (21) 35(25) 85 (20) ﬁ M H 2 1 7 5 /O 7 5 /O
235 98 (16) 19(14) 77 (18)
Alvarado score, mean (SD) 6.6 (1.6) 7.0(1.5) 6.5(1.6)
Duration of symptoms, d W B C 1 3 5 O 0 1 2 8 0 O
<1 195 (25) 39(26) 145 (25)
>1 580 (75) 114(75) 436(75)
Pain in previous 7 d, mean (SD) 5.4(3.0) 59(3.2) 5.3(2.9) %ﬂa D 3 0 0/0 2 40/0
White blood cell count, 12900 13500 12800
mean (SD), /uL (4000) (3900) (4000)
Fever
None or NR 582 (75) 108 (70) 443 (76)
Reported 194 (25) 46 (30) 138 (24)

(continued)



Characteristics®

Table 1. Demographic and Clinical Characteristics of Participants
Randomized to Antibiotics by Appendectomy Status at 30 Days

(continued)
No. (%)?
Underwent
appendectomy
ol e o Fili®1TdHD Figi® L
Characteristic (n=776) (n=154) (n=581) ’ I ” ’ I ”735
Nausea, vomiting, or anorexia
None or NR 134 (17) 32(21) 97 (17)
Reported 641(83)  122(79) 483 (83) CT SCan 9 6°/o 9 7 %
Imaging test
Computed tomography alone 626 (81) 124 (81) 468 (81)
Ultrasonography alone 24 (3) 6(4) 18 (3) EE 4 2 0/0 2 4 O/o
>1 imaging test 125 (16) 23 (15) 95 (16)
Magnetic resonance imaging 1(<1) 1(1) 0(0) z
Appendicolith m E é
None or NR 564(73)  89(58)  443(76) 1 2 - 3 mm 1 1 " 3 mm
Reported 212 (27) 65 (42) 138 (24)
. . HH\
Appendiceal diameter, 11.5(2.9) 12.3(3.1) 11.3(2.8) =JE
Appendiceal i giL/IRE/ 16 13
Perforation, abscess, or (0] (0]
appendiceal fat stranding present \ HEHE*&;%EJ: E
None or NR 646 (86) 123(84) 487 (87)
Reported 102 (14) 24 (16) 73 (13) ~—
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Table 2. Primary Reason for Appendectomy Among Participants % 'I‘E Eﬂ Eﬁﬁ H{J E 7 7 O/ ( 11 6)
¢ S an 0

Who Had an Appendectomy Within 30 Days

Reason

Acute clinical
Worsening of symptoms
Continuing symptoms
<48 h
>48 h
Nonacute clinical
Nonclinical
Worry or concern for recurrence
Planned interval appendectomy
Consultation with friend or family
Other®

< 150y AEIRIE R 59% (88)
e ERIFH <48hr 12% (12)
il ) >48hr 7% (7)
18(12)

1007) - JERHHIERRMZER 1% (2)
201)

32(21)

10 (7) - JEERRAEX] 21% (32)
£ BROLE 7% (10)
10(7) ¥ iEF T 2% (3)

RIERANEHZH 6% (9)
Tt 7% (10)



Table 3. Factors Associated With 30-Day Appendectomy
in Univariate and Multivariable Models

Odds ratio (95% Cl)*
Factor Univariate Base + R+ A
Age, per 1-y increase 1.01(0.99-1.02) 1.00 (0.98-1.01)
F X - -
BMI (vs <25)
25-35 1.77 (1.14-2.75) 1.60 (0.99-2.60)
>35 0.75(0.42-1.34) 0.68 (0.37-1.24)

Symptoms duration 21 d
(vs<1d)

Mean pain in the previous 7 d,
per 1-point increase

White blood cell count, per
1000-cells/pL increase

Fever®

0.89 (0.58-1.36)
1.07 (1.00-1.14)
1.04 (0.99-1.09)

1.31(0.87-1.97)
0.83 (0.52-1.32)

0.81(0.51-1.31)
1.06 (0.99-1.14)
1.03 (0.98-1.09)

1.28 (0.82-1.98)
0.69 (0.42-1.16)

Nausea, vomiting, or anorexia®
Appendiceal diameter,
per 1-mm increase

1.14 (1.06-1.22)

1.09 (1.00-1.18) |

Perforation, abscess, or
fat stranding"

1.56 (0.94-2.59)

1.14 (0.66-1.98)

Appendicolith®

2.56 (1.73-3.79)

1.99 (1.28-3.10)

30BLAICFMTIBITLIBRDARRYRAITEF

/

&

HA

$E1§ Odds 1.09 (1.00-1.18)

T*

~

Odds 1.99 (1.28-3.10)

odds 1.53 (1.01-2.31) /
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1) Curr Probl Diagn Radiol. 2018;47(1):6-9.

- TNV R OREFERDIE
EZIDRE. EREARAE? . HECKHITIRERRE
=negative appendectomyDIFMHHE LU TL\DAEEEN DS

=iaEE I CAHWAAZREF TR
2) Acad Emerg Med. 2008;15(5):414-418.
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Conclusion
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Antibiotics versus placebo in adults with CT-confirmed
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Antibiotics versus placebo in adults with CT-confirmed
uncomplicated acute appendicitis (APPAC III):
randomized double-blind superiority trial
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Primary outcome : 10HBBICHITDEEEHES

Antibioticsn=35) vs. placebo (n=31)
=97°/o (92-100) VS. 87°/o (75-99)

difference 10% (0.9-21, p=0.14)
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appendectomy for acute appendicitis: a pilot
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Table 2 Clinical outcome

ERAT group LA group OA group P value
(n=33) (n=33) (n=33)
Treatment Success, n (%) 29 (87.88) 32 (96.97) 33 (100) 0.123

ERATDRINZ(I88% (29/33)
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Table 3 Follow-up

ERAT group
(n=33)
Stent discharged, n (%) 29 (87.88)
Spontaneously discharged, n (%) 9(31.03)
Retrieved, n (%) 20 (68.97)
Adverse events, n (%) 3(9.09)
Recurrence, n (%) 3(9.09)
Patients with appendicolith at first admission, n (%) 2 (6.06)
Patients without appendicolith at first admission, n (%) 1 (3.03)
Crossover rate (%) 21.21
Complications
Wound infection, n (%) NA
Abdominal or incisional pain, n (%) NA
Abdominal fluid collection, n (%) NA
Obstructive symptoms, n (%) NA
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Randomized controlled trial of appendicectomy versus antibiotic
therapy for acute appendicitis
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Fig. 1 Mean(s.e.m.) concentration of C-reactive protein (CRP)in
patients with acute appendicitis treated with antibiotics (O) or
surgery (O) during hospitalization and at 30 days of follow-up.
*P <0-001 (admission versus randomization, Student’s # test)
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Surgery 20 16 16 20 13 12 11 10

Fig. 3 Pain recorded using a visual analogue scale (VAS) by patients
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Amoxicillin plus clavulanic acid versus appendicectomy for K
treatment of acute uncomplicated appendicitis: an open-label,
non-inferiority, randomised controlled trial Lancet 2011; 377:1573-79

Corinne Vons, Caroline Barry®, Sophie Maitre*, Karine Pautrat, Mahaut Leconte, Bruno Costaglioli, Mehdi Karoui, Amaud Alves, Bertrand Dousset, See Com ment page 1545
Patrice Valleur, Bruno Falissard, Dominique Franco

~

Uncomplicated appendicitis (EERZ6mmLLL)
Bro} L BEANA X BREREITE. LEEEK, REZRLIDmmBE

FITEF SR s |
SEYN:Sie icilli e - amoxicillin + clavulanic acid 3g (IV or Ol
g??;igg\ﬁﬁzmamoxmllm + clavulanic acid 2g S e Lt I A A
f JEIRBER R R

SER /¢
ATERILERES L EBrtt H 80 B £ CRIE DBk

- Dayg, 15, 30, 90, 180, 360(C 7 + H —



Amoxicillin plus clavulanic acid versus appendicectomy for X

treatment of acute uncomplicated appendicitis: an open-label,
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Amoxicillin plus clavulanic acid versus appendicectomy for X

treatment of acute uncomplicated appendicitis: an open-label,

non-inferiority, randomised controlled trial Lancet 2011; 377:1573-79
Corinne Vons, Caroline Barry*, Sophie Maitre*, Karine Pautrat, Mahaut Leconte, Bruno Costaglioli, Mehdi Karoui, Arnaud Alves, Bertrand Dousset, See Comment page 1545
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Appendicectomy  Antibiotic- Difference (95% Cl)
group (n=119) treatment group
(n=120)

Primary endpoint events
30-day post-therapeutic peritonitis 2(2%)* 9 (8%)t 5-8(03to121)
Incidence of peritonitis
Complicated appendicitis with peritonitis 21 (18%)# 9 (8%)t -101(-18.7to-1.7)
identified at surgery
Postoperative peritonitis 2 (2%)% 2 (2%)$ 0(-4-4t04-4)

Data are number unless otherwise stated. *In the appendicectomy group, two cases of postoperative peritonitis
occurred; these patients had postoperative localised peritonitis successfully treated with antibiotics. TIn the antibiotic
group, complicated appendicitis with peritonitis was identified during appendicectomy performed within 30 days of
treatment initiation in nine of 14 patients who did not show improvement. $Discovery of a complicated appendicitis
with peritonitis in the appendicectomy group was not a primary endpoint. §Two patients in the antibiotic group, who
underwent secondary appendicectomy, had postoperative peritonitis.

Table 2: Incidence of primary endpoint events and complicated appendicitis with peritonitis and
postoperative peritonitis within 30 days after the start of treatment in both groups
(intention-to-treat population)




Adults with suspected acute appendicitis assessed n = 3783

Excluded n= 3711
Participated in APPAC Il trial n = 603
Did not meet inclusion criteria n = 2440
Age < 18 or > 60 years n =643
Complicated acute appendicitis on CT* n= 1196
Normal finding on CT n =253
Unsuitable/lacking diagnostic imagingt n= 159
Alternative diagnosis on CT n= 32
Other exclusion criteria met§ n= 157
Declined to participate in APPAC III/APPAC Il n= 668

h 4

Randomized n=72

Randomized to placebo group n= 35
Excluded owing to randomization protocol

Received treatment as randomized n = 31

violation immediately after randomization n= 1 Received treatment as randomized n =35

Did not receive treatment as randomized n=3 Excluded owing to early consent withdrawal {|n = 1
Excluded owing to early consent withdrawal §jn = 3

Randomized to antibiotic group n= 37

Did not receive treatment as randomized n=2

A

Eligible for analyses n = 31
Received placebo as randomized n =27

Underwent appendicectomy within 10 days n=4 Underwent appendicectomy within 10 days n= 1
Uncomplicated acute appendicitis at surgery n=2 Uncomplicated acute appendicitis at surgery n=0
Complicated acute appendicitis at surgery #n =2 Complicated acute appendicitis at surgery #n =1

Eligible for analysis n= 35
Received antibiotics as randomized n = 34

Fig. 1 Flow chart for APPAC III trial
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VB 2B PlaceboZf

Ertapenem 1g/day x 3days MEEELRKROXA I VI TERES
_|_

Levofloxacin 500mg/day
Metronidazole 500mg x 3/day x4days
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PR ZEvs. placebo= 97% (92-100%) vs. 87% (75-99%)

ZHEDE 1 10% (90% C.1 0.9-21, p=0.14)
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Figure. Unadjusted Proportion of Participants With Appendectomy
Within 30 Days by Practice Site
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