Appendices

Appendix 1. Full search strategy for articles on the effect of postoperative discontinuation of
surgical antibiotic prophylaxis on the incidence of surgical site infection

Medline (through PubMed)

Query # Query

1. surgical wound infection"[Mesh] OR surgical site infection*[tiab] OR SSI[tiab] OR SSIs[tiab] OR surgical
wound infection*[tiab] OR surgical infection*[tiab] OR post-operative wound infection*[tiab] OR postoperative
wound infection*[tiab]

2. antibiotic prophylaxis"[Mesh] OR antimicrobial[tiab] OR antibiotic*[tiab]

3. (prolong*[tiab] OR duration[tiab] OR short[tiab] OR long[tiab] OR single dose*[tiab] OR single dosage*[tiab]
OR single dosis[tiab] OR singular dose*[tiab] OR singular dosage*[tiab] OR singular dosis[tiab] OR multi
dose*[tiab] OR multi dosage*[tiab] OR multi dosis[tiab] OR multiple dose*[tiab] OR multiple dosage*[tiab] OR
multiple dosis[tiab])

4. trial[ti]) OR randomly[tiab]) OR clinical trial as topic[mesh:noexp]) OR placebo[tiab]) OR randomized[tiab])
OR controlled clinical trial[pt]) OR randomized controlled trial[pt]

5. 1 AND 2 AND 3 AND 4

EMBASE

Query # Query

1. surgical infection/ or (SSI or SSIs).ti,ab,kw. or ((surg* or postoperat* or post-operat*) adj3 infect*).ti,ab,kw.

2. antibiotic prophylaxis/ or (antimicrobial or antibiotic*).ti,ab,kw.

3. exp drug dose/ or treatment duration/ or (prolong* or duration*).ti,ab,kw. or ((single or singular or multi*) adj3
(dose* or dosage* or dosis)).ti,ab,kw. or ((short* or long*) adj3 (duration* or course*)).ti,ab,kw.

4. controlled clinical trial/ or randomized controlled trial/ or exp "clinical trial (topic)"/ or (randomly or
randomized or placebo).ti,ab,kw. or trial.ti.

5. 1 and 2 and 3 and 4

Cochrane Central Register (CENTRAL)

Query # Query

1. MeSH descriptor: [surgical wound infection] explode all trees

2. SSI or SSIs:ti,ab,kw (word variations have been searched)

3. (surg™* or postoperat® or post-operat*) near/3 infect*:ti,ab,kw (word variations have been searched)

4. #1 or #2 or #3

5. MeSH descriptor: [antibiotic prophylaxis] explode all trees

6. antimicrobial or antibiotic*:ti,ab,kw (word variations have been searched)

7. #5 or #6

8. prolong* or duration*:ti,ab,kw (word variations have been searched)

9. (single or singular or multi*) near/3 (dose* or dosage* or dosis):ti,ab,kw (word variations have been searched)

10. (short* or long*) near/3 (duration* or course*):ti,ab,kw (word variations have been searched)

11. #8 or #9 or #10

12. #4 and #7 and #11 in Trials

CINAHL (Ebsco)

Query # Query

1. (MH "surgical wound infection") OR ( TI (surgical site infection* OR SSI OR SSIs OR surgical wound
infection* OR surgical infection* OR post-operative wound infection® OR postoperative wound infection* ) OR
AB (surgical site infection* OR SSI OR SSIs OR surgical wound infection* OR surgical infection* OR post-
operative wound infection* OR postoperative wound infection*) )

2. MH "antibiotic prophylaxis") OR TI (antimicrobial OR antibiotic* ) OR AB (antimicrobial OR antibiotic* )

3. (MH "treatment duration") OR TI (prolong* OR duration OR short OR long OR single dose* OR single dosage*
OR single doses OR singular dose* OR singular dosage* OR singular doses OR multi dose* OR multi dosage*
OR multi doses OR multiple dose* OR multiple dosage* OR multiple doses ) OR AB (prolong* OR duration
OR short OR long OR single dose* OR single dosage* OR single doses OR singular dose* OR singular dosage™
OR singular doses OR multi dose* OR multi dosage* OR multi doses OR multiple dose* OR multiple dosage*
OR multiple doses )

4, (MH "randomized controlled trials") OR (MH "clinical trials+") OR TI trial OR (TI controll* AND trial* ) OR
AB (TI controll* AND trial* ) OR (TI (randomly OR placebo OR randomized ) OR AB (randomly OR placebo
OR randomized ) )

5. S1 AND S2 AND S3 AND S4

WHO regional medical databases

Query # Query
1. Filter subject descriptor: antibiotic prophylaxis
2. (tw:(surgical site infection)) OR (tw:(wound infections)) OR (tw:(wound infection))




Appendix 2. Criteria for risk of bias assessment

Risk of bias domain

Criteria for judgment

Selection bias

Low risk of bias: A random component was used in the sequence generation process and allocation
was concealed

High risk of bias: A non-random component was used or allocation was inadequately concealed.

Unclear: Sequence generation or allocation concealment was insufficiently described for judgement.

Performance bias

Low risk of bias: Blinding of patients and investigators was described (e.g. with a placebo control
group)

Hight risk of bias: There was no blinding of patients and investigators.

Unclear: Blinding of participants and investigators was insufficiently described for judgement

Detection bias

Low risk of bias: Outcome assessor blinding was ensured
High risk of bias: Outcome assessors were not blinded

Unclear: Blinding of outcome assessors was insufficiently described.

Attrition bias

Low risk of bias: An intention to treat analysis was conducted or attrition was low or balanced and
unlikely to have affected the outcome

High risk of bias: Attrition was unbalanced or high relative to the event incidence and could have
affected the outcome.

Unclear: Attrition was insufficiently described

Reporting bias

Low risk of bias: No outcomes mentioned in the study registration or protocol where omitted or
altered.

High risk of bias: Outcomes mentioned in the study registration or protocol where omitted or altered.

Unclear: No registration or protocol was available

Other bias

Low risk of bias, unless other concerns existed on the validity of the study




Appendix 3. Studies excluded after full text review

Author, year Reason for exclusion
1. Kumar 2013! Incomparable regimen
2. Ahn 20132 Not an RCT
3. Fonseca 2006° Incomparable regimen
4. Sevin 2007+ Not an RCT
5. Han 2014° Not an RCT
6. Farran 2008° Did not address study question
7. Schardey 19977 Did not address study question
8. Vu 20148 Not an RCT
9. Basoli 2008° Did not address study question
10. Safdar 1992'° Incomparable regimen
11. Gidiri 2014 Incomparable regimen
12. Kato 2007 Incomparable regimen
13. Dahl A 2006" Not an RCT
14. Kakimaru 2010™ Not an RCT
15. Kato 2006' Not an RCT
16. Pedrini 2005'° Not an RCT
17. Righi 1995"7 Duplicate of Righi 1996
18. Adde 2012'8 Incomparable regimen
19. Luaces 2010" Incomparable regimen
20. Lacasa 2007%° Incomparable regimen
21. Jensen 1990%! Incomparable regimen
22. Boffi 1992* Duplicate of Gazzaniga 1992
23. Gazzaniga 1992 Incomparable regimen
24. Mathur 2013% Incomparable regimen
25. Kaczmarzyk 2007% Did not address study question
26. Vargas-Mena 20122 Not an RCT
27. Wu 1998%7 Did not address study question
28. Ahmadi 20052 Did not address study question
29. Morimoto 1998% Did not address study question
30. Morimoto 1993 Not retrievable
31. Hashizume 2004°! Incomparable regimen
32. Bonzanini 19933 Did not address study question
33. Fukushima 2014 Congress abstract
34. Badia 20113 Congress abstract
3s. Hashimoto 20143 Congress abstract
36. Tjarotimi 20133 Not retrievable
37. Shakya 2010*’ Not retrievable
38. Ko 20103 Not retrievable
39. Rajshekhar 2009% Congress abstract
40. Patacchiola 2000* Did not address study question
41. Urbanetz 19944 Not retrievable
42. Cartana 1990% Not retrievable
43. Ali 2006% Congress abstract
44. Ricart-Hoffiz 20114 Congress abstract
45. Rolle 1990% Not retrievable
46. Orlando 2010% Congress abstract
47. Navarro 19954 Did not address study question
48. Lee 2012% Not retrievable
49. Cheshani 2015% Not retrievable
50. Ali 2012%° Not retrievable
51. Seker 2011°! Not retrievable
52. Bencini 1994 Not retrievable
53. Lindeboom 20055 Did not address study question
54. Marcucci 1990% Not retrievable
55. Shahid 2007 Did not address study question
56. Cuthbertson 1991 Did not address study question
57. Akgur 1992%7 Did not address study question
58. Garcia 2017°® Did not address study question
59. Ghosh 2017% Congress abstract




60. Habibi 2016 Congress abstract

61. Phillips 2016°' Congress abstract

62. Samson 2017 Congress abstract

63. Chen 2018% Not retrievable

64. Yalagachin 2018% Did not address study question




Appendix 4. Study characteristics of the included studies for all five comparisons

Country, | Mean CDC SSI
UGS design, |age,% [Type of surgerywounddeﬁnition, Intervention Control @ O
Year s class.
articipants female [Follow-up

antibiotic prophylaxis

Comparison 1: Postoperative continuation of surgical antibiotic prophylaxis vs. postoperative discontinuation of surgical

1g Ceftriaxone & 0-5g

Cefazolin or

Cefazolin or

Sadraei- . Appendectomy . 1g Ceftriaxone & 0-5g
Moosavi Iran, Slngl: 28, NA (open, [I-1IT | No*, NR Metromdazole v Metronidazole IV [No| Yes
65 | centre 152 . preoperatively + 24h .
2017 uncomplicated) ’ preoperatively
postoperatively
Saudi Cefuroxime & .
Hussain Arabia, 32, Appendectomy No?, 30 Metronidazole IV Cefurp)ﬂme &
66 . o (open, 1I-11T . Metronidazole IV [Yes| Yes
2012 Single 46% ncomplicated) days preoperatively + 1x reoperativel
centre 377 " P postoperatively preop Y
United
Liberman States. of 26, Appendectomy No*, 3 28 Cefpx1t1n v 2g Cefoxitin IV
199567 Amerlca, 17% (opqn 1-11I weeks preoperatively + 3xq preoperatively Yes| Yes
Single uncomplicated) 6h postoperatively
centre 99*
1-5 mg/kg Gentamicin |, ..
Hong Kong, Appendectomy No®. 4 IV & 7-5 mg/kg ! 51$gg/ckg.(5}<:;1tz;{(nlc1n
Tsang 1992%  Single |8, 30% (open, II-11I o Metronidazole IV . EXE " INo| Yes
. weeks . Metronidazole IV
centre 1031 uncomplicated) preoperatively +2x q ceoperativel
8h postoperatively preop y
Suzuki Je.lpan, 66, Colorectal No', 30 I Florpoxef v 1g Flomoxef IV
20119 Single 45% surgery II-11T days preoperatively + 4x q preoperatively Yes| Yes
centre 370 12h
. 1g Cefmetazole IV
Fujita 20077 Japan, Multi 610’ Colorectal II-1II | No%, NR | preoperatively + 2x q 1g Cefimetazole IV Yes| No
centre 377 | 38% surgery 3h preoperatively
1g of Cefazolin IV
Imamura (Japan, Multi| 65, Upper GI I CDC, 30 | preoperatively +1 x | 1g of Cefazolin IV Nol| Yes
2012 centre 355 | 32% surgery days |direct postoperative & preoperatively
4x q 12h postoperative
Japan, 1g of Cefazolin IV .
Haga 201272  Single 268%} L;z?eerI 1I CIgS’SO preoperatively + 5x q lg (r)ef:oceei?\gll v No| Yes
centre 325 ’ gery Y 12h postoperatively preop Y
. Y 2g Mezlocillin IV S
Balbo 19917 Iézz’relvlﬁl;l 46420} L;z?eerI II-11T Nga’ ::0 preoperatively + 2x q 2gr1:}/£)eZ;;)actlil‘lller; V' lves| Yes
’ gery Y 6h postoperatively preop Y
1g Cefazolin IV or 1-5|1g Cefazolin IV or 1-5
Mohri  |Japan, Multi| 68, Upper GI I CDC, 6 |g Ampicillin sulbactam| g Ampicillin Ves| Yes
2007 centre 486 | 28% surgery weeks |IV preoperatively + 7x sulbactam IV
q 12h postoperatively preoperatively
Chauhan |India, Single| 42, Laparoscopic Nod, 30 lg Ceftr.laxone v 1g Ceftriaxone IV
2018 |centre 210*| 81% [Cholecystectomy I days preoperatively +4x q preoperatively No| No
12h postoperatively
Ampicillin sulbactam | Ampicillin sulbactam
Areentina IV q 6h preoperatively [IV q 6h preoperatively
Santibafies Sgin ) > 50, Laparoscopic -1 No¢, 30 | (admission — surgery, (admission until Nol| N
20187 centr 52601 47% |Cholecystectomy] days <5 days) + 1g surgery, < 5 days) + o o
IAmoxicillin/Clavulanic| 1g Placebo PO 15x q
acid PO 15x q 8h 8h
1g Cefoxitin IV lg Cefox.ltm v
South |59 | Laparoscopi Yes, 30 | preoperatively + q 8h |  Preoperatively +
Kim 2017”7 [Korea, Multi| ..’ Paroscopic |y yyp | Y5, preoperanvely = q o |1 cebo q 8h IV or PO[Yes| Yes
62% (Cholecystectomy] days IV or PO if tolerated |, .
centre 188 . if tolerated until POD
until POD 3 3
The 2g Cefazolin IV
Loozen [Netherlands, 53, Laparoscopic u preop era}wely +0:75¢ 2g Cefazolin IV
78 . o 1I-111 No Cefazoline IV & 0-5g . Yes| Yes
2017 Single 53% |Cholecystectomy . preoperatively
centre 150 Metronlda;ﬁle IV9x q
2g Amoxycillin
France Open or clavulanate IV 3dd 2g Amoxycillin
Regimbeau . 55, P . CDC, 30| before surgery & clavulanate IV 3dd
2o [Multi centre o laparoscopic | II-1IT . Yes| No
2014 414 51% Chol tectom days |preoperatively + 15x q| before surgery &
olecystectomy 8h IV or PO if preoperatively
tolerated
Unemura |Japan, Multi| 52, Laparoscopic I-IT | No®. NR 28 Ofr‘ecljthfertiIer?lm;)xef 28 Oieclth: rﬁl;il(im?xef No| v
2000% | centre 242 | 50% |cholecystectomy o or Leto © or Leto 0 o) Yes




Cefmetazole or
Fosfomycn case of an

Cefmetazole or
Fosfomyen in case of

allergy IV an allergy IV
preoperatively + 4x q preoperatively
12h postoperatively
The 1-5g Cefuroxime IV
Meijer [Netherlands,| 65, | Hepatobiliary o No', 4-6 |preoperatively + 0-75g| 1-5g Cefuroxime IV No| No
19938 [Multi centre| 69% surgery weeks |Cefuroxime IV 2x q 8h preoperatively
1004 postoperatively
2g Ceftriaxone IV
preoperatively + 1g 2g Ceftriaxone IV
Pakistan, . ; Ceftriaxone IV 2x q 8h| preoperatively (&
Abro 2014%|  Single 53350} Mlxsi(i geerneral I-1II Nc'(l):; zS postoperatively (& | 0-25g Gentamicin & |No| Yes
centre 208 ° sery ¥S | 0-25g Gentamicin & | 0-5g Metronidazole
0-5g Metronidazole when indicated)
when indicated)
Isracl 1g Cefazolin IV
Becker L 65, | Mixed general CDC, 30 | preoperatively + 3dd 1g Cefazolin IV
83 Single o I . . . Yes| Yes
2008 ntre 44 31% surgery days postoperatively until preoperatively
centre drains were removed
S[,[J;g:i £ 1g of Cefazolin IV
Scher 1997%| America, NA, | Mixed general I No‘, NR preoperatlvely +1g 1g of Cefazphn v Ves| Yes
Single NA surgery Cefazolin IV ;ix q 8h preoperatively
centre 768 postoperatively
2g Cefoxitin IV-& 0-51 o ivin v &
Metronidazole IV .
. . 0-5g Metronidazole 1V
Australia, preoperatively + 2x q reoncrativel
Kow 1995% Single NA, | Mixed general LI No®, 4-6 | 6h postoperatively preop Y No| No
centre 50% surgery weeks | 1g Cefotaxime [V & .
- . 1g Cefotaxime IV &
1010 0-5g metronidazole IV .
. 0-5g metronidazole IV
preoperatively + 2x q reonerativel
6h postoperatively preop y
. Abdominal, .
Turano Ttaly, Single Gynaecological No?, 7 lg CefO.t axime IV 1g Cefotaxime IV
199256 centre (45, NA and Urological 1-11I days preoperatively + 2x q preoperatively Yes| Yes
3567* 6h after the first dose
surgery
The United 0-25g/0-125¢
Kinedom 55 Mixed gencral Nob. 30 Amoxicillin/clavulanic 0-25g/0-125g
Bates 1992%7 gaom, y cd sene II-1V N acid IV preoperatively |[Amoxicillin/clavulaniciYes| No
Multi centre| 58% surgery days . .
900* +2x q 8h acid IV preoperatively
postoperatively
Sweden 1r.esog ;zﬁl\fglxlrfz;\/ 1"5g Cefuroxime [V
Aberg . > | NA, | Mixed general No?, 30 preop y q preoperatively (& 0-5g
& Single 1I-11T 8h (& 0-5¢g . No| No
1991 NA surgery days . metronidazole when
centre 428%* metronidazole when L
[ indicated)
indicated)
. 1 x Cephalosporin§ .
Sgroi 1990% ltaly, Single| - 54, Mixed general | II-III | No®*, NR | preoperatively + 2x q Ix Cephalo§porln§ 'Yes| No
centre 352 | 46% . preoperatively
8h postoperatively
1g Ampicillin IV &
0-5g Metronidazole IV
preoperatively + 0-5
. Ampicillin & 0-5g R
Westen Tan; ania, 26, . No¥, 30 |Metronidazole IV 2x q lg AmPlCll.hn V&
9 |Multi centre o C-section 11 . 0-5g Metronidazole IV|Yes| Yes
2015 176 100% days 8h postoperatively reoperativel
followed by 0-5g preop y
Amoxicillin PO and
0-4g metronidazole PO
9x q 8h
1g Cefotaxime IV
. preoperatively +2 x q
Shaheen Palflstan, 29, . Nol, 6 12h postoperatively 1g Cefotaxime IV
91 Single o C-section 1I . 'Yes| Yes
2014 centre 100 100% weeks followed by 0-4g preoperatively
Cefuroxime PO for 5
days
3 mg/kg Gentamicin
Tanzania IV & 0-5¢g 3 mg/kg Gentamicin
Lyimo . > | NA, . CDC, 30 | Metronidazole I + IV & 0-5g
9 Single o C-section 1I . . 'Yes| Yes
2013 centre 500 100% days preoperatively Metronidazole IV
Metronidazole 0-5g 3x preoperatively

q 8h postoperatively




Taiwan, . n 1g Cefazolin .
Su 2005% Single 133% Gyn:j:;;?}%lcal I Nga;:o preoperatively + 3x q ! pgr ;f)fg:;liizll;/ Yes| Yes
centre 532 6h postoperatively
. . 2g cefotetan IV
Irato 1997 ltaly, Single 49 NA Gynaccological II-1IT | No“, NR |preoperatively + 10x q 2g cefotetan IV Yes| No
centre 84 surgery 12h preoperatively
Cartafia SP am, 50, | Gynaecological Nod, 4 ds Plp_eracdhn 4g Piperacillin IV
1994% Single 100% surgery 1 days preoperatively + 2xq preoperatively Yes| No
centre 58 6h postoperatively
Canada, ) . 2¢g Cefagolln v )
Buckley . 77, | Orthopaedic / No*, 6 | preoperatively + 1g 2g Cefazolin IV
96 Single o 1 . . 'Yes| Yes
1990 centre 204 74% | trauma surgery weeks Cefazolin 3x q 6h preoperatively
postoperatively
Garotta | Italy, Multi| 58, Orthopaedic / No¢, 1 2g Ceftl;omme v 2g Ceftizoxime IV
I ly +1 Yes| N
1991%7 centre 614 | 54% | trauma surgery year preoperatively X9 preoperatively s o
12h postoperatively
1g<100kg<2g
United Cefazolin IV
Hellbusch i:it:rsiéf NA, | Orthopacdic / I Nof, >21 prigel?gir;g;:gt:;fzglq lngizgﬁrgji}% 'Yes| Yes
2008% . % | 56% | trauma surgery days .
Multi centre followed by 0-5g preoperatively
233 Cephalexin PO 28x q
6h
United
States of ) 1g<100k_g<2g 1g<100kg<2g
. 9% . 49, | Orthopaedic / Cefazolin IV Cefazolin IV
Crist 2018 | America, o 1 N . . Yes| Yes
Single 50% | trauma surgery No preoperatively + 2x q preoperatlve!y +2xq
centre 227 8h postoperatively 8h Saline
The 20mg/kg Cefuroxime
Nooyen [Netherlands,| 33-86, | Cardiothoracic I Not. NR IV preoperatively + | 20mg/kg Cefuroxime Ves| No
1994100 Single 86% surgery ’ 0-75g Cefuroxime IV | IV preoperatively
centre 844 9x q 8h postoperatively
Spain 2g Cefazolin IV
Tamayo N 68, | Cardiothoracic CDC, 12 | preoperativel + 1g 2g Cefazolin IV
Single I . . No| Yes
2008 centre 838 | 38% surgery months | Cefazolin IV 2x q 8h preoperatively
postoperatively
The United 2g Cefazolin IV
12| Kingdom, | 63, | Cardiothoracic No*, 6 | preoperatively + 1g 2g Cefazolin IV
Olak 1991 Single 29% surgery L weeks | Cefazolin IV 5x q 8h preoperatively Noy Yes
centre 199 postoperatively
1-5g cefuroxime IV
. China, Multi| 55, . CDC, 30 | preoperatively + 15x | 1-5g cefuroxime IV
103 -
Jiang 2004 centre 264 | 22% Thoracic surgery) II-IIT days 0-75g q 8h preoperatively No| No
postoperatively
3-0g/0-1g Ticarcillin
Australia, 70 Not. 42 Clavulanic acid IV | 3-0g/0-1g Ticarcillin
Hall 1998'%|  Single 28“} Vascular surgery| [ da’ S preoperatively + q 6h | Clavulanic acid IV [No| Yes
centre 302 ’ y postoperatively until preoperatively
lines were removed
2g Cefazolin IV or 1g
. Cefotgxmle v 2g Cefazolin IV or 1g
Orlando | Italy, Multi| 48, Transplant CDC, 30 |preoperatively + q 12h .
105 I . - Cefotaxime IV [Yes| Yes
2015 centre 205 | 39% surgery days postoperatively until -
preoperatively
removal of Foley
catheter
. Germany, 1-5 g Cefuroxime IV | .
11;4;;56 Single  [NA,NA| Heasc};n:rneck I-II | No%, NR | preoperatively + 2x q 15 %;ef;;(gégle v 'Yes| No
centre 106 gery 8h postoperatively preop Y
2g Cefotiam IV & 0-5g| .
Mann Ger.rnany, 53, | Head and neck N Metronidazole IV 28 Cefotla.m IV &
107 Single II | No*, NR . 0-5g Metronidazole IV|Yes| Yes
1990 31% surgery preoperatively + 2x q .
centre 113 . preoperatively
8h postoperatively
2-2g Amoxicillin /
. clavulanic acid IV T
Rajan Au;tralla, 33, | Head and neck No¢, 30 | preoperatively + Ig 228 Amvoxw!llln /
108 Single o 1I L clavulanic acid IV [Yes| No
2005 centre 200 44% surgery days Amoxicillin/ reonerativel
clavulanic acid PO 14x| ~ P™°P y
q 12h postoperatively
Brazil, . . . 2g Cefa;ohn v )
Campos Sinele NA, | Maxillofacial LI No¢, 6 | preoperatively + 1g 2g Cefazolin IV Ves| Yes
2015'% cen tr%: 74 16% surgery weeks | Cefazolin IV 4x q 6h preoperatively
postoperatively
Lindeboom The 30, Maxillofacial I No*, 3 | 0-4g Clindamycin IV | 0-4g Clindamycin IV Ves| Y
2003'"°  [Netherlands,| 74% surgery months preoperatively + preoperatively e e




Single Clindamycin IV 4x q
centre 70 6h postoperatively
z4mg Ar.nox1.cﬂhn/ 2-4 mg Amoxicillin/
Clavulanic acid IV Lo
R . 45, reoncratively + 15x Clavulanic acid IV
Cioaca omanma, | 3504 | Maxillofacial Not, 14 |PTeOP YT XAl Lreoperatively
I Single 11 8h postoperatively No| No
2002 « 48, surgery days -
centre 140 o 2g Cefazolin IV .
43% . 2g Cefazolin IV
preoperatively + 15x q eoperativel
8h postoperatively preop y
1g Amoxicillin IV
Wahab [India, Single| 27, Maxillofacial I CDC, 2 | preoperatively +0-5g | 1g Amoxicillin IV Nol No
2013"2 | centre 60* | 48% surgery months |Amoxicillin IV 2x q 4h|  preoperatively
postoperatively
1g Ampicillin IV
Danda (India, Single| 24, Maxillofacial I No®, 4 preoperatively + 1g Ampicillin IV No| No
2010'"3 | centre 150*%| 62% surgery weeks |Ampicillin 0-5g IV 4x|  preoperatively
q 6h postoperatively
South N
Kang Korea, 24, Maxillofacial CDC, 2 1g Cefp 1.ram1de v 1g Cefpiramide IV
Ta . o 11 preoperatively + 6x q . 'Yes| Yes
2009 Single 46% surgery weeks . preoperatively
centre 56 12h postoperatively
1g Ceftriaxone IV &
0-5g Metronidazole IV
L . Appendectomy No*, 10 | preoperatively + 1g | 1g Ceftriaxone IV &
2%3'1];})115 iz;rlt}eSlzrggllz 32860} (open, II-1IT |days after| Ceftriaxone IV q 12h |0-5g Metronidazole IV|No| Yes
® | uncomplicated) discharge | & 0-5g Metronidazole preoperatively
IV q8h For 1 OR 3
days postoperatively
1-5g Cefuroxime IV &
0-5 g Metronidazole
IV preoperatively + 2x
Hong Kong, 34 Appendectomy Not. 30 postoperatively OR a |1-5g Cefuroxime IV &
Mui 2005'"®|  Single 30% (open, I-I | 5-day course IV until | 0-5 g Metronidazole [Yes| Yes
centre 269* ’ uncomplicated) Y PO was tolerated IV preoperatively

(Cefuroxime 0-25g 2dd
+ metronidazole 0-4g
3dd)

Comparison 2: Postoperative continuation of surgical antibiotic prophylaxis for multiple postoperative doses <24h vs.
postoperative continuation of surgical antibiotic prophylaxis for one postoperative dose

Karran
1993117

The United
Kingdom,
Single
centre 227

67,
51%

Colorectal
surgery

II-11T

Nos, 6-8
weeks

1g Imipenem IV
preoperatively + 1x 3h
postoperatively
followed by 0-5
Imipenem IV 2x g 8 h

1g Imipenem IV
preoperatively + 1x 3h
postoperatively

No

No

Comparison 3: Postoperative continuation of surgical antibiotic prophylaxis > 24h vs postoperative continuation of
surgical antibiotic prophylaxis <= 24h

1-5g Cefuroxime IV &
0-5 g Metronidazole

1-5g Cefuroxime IV &
0-5 g Metronidazole

L . Appendectomy No?, 10 [IV preoperatively + 1g[IV preoperatively + 1g
2%3'1];})115 ireannt,reSllrz)%:: 32960} (open, II-1IT |days after| Ceftriaxone 6x q 12h | Ceftriaxone 2x q 12h [No| Yes
® | uncomplicated) discharge | & 0-5g Metronidazole |& 0-5g Metronidazole
IV q9x q 8h IV 3x q 8h
postoperatively postoperatively
1-5g Cefuroxime IV &
I?/' ;ié\gg;?invlggzilz_ 1-5g Cefuroxime IV &
. e Hong Kong, 34, Appendectomy No*, 30 |day course IV until PO 0-5¢g Metrqnldazole
Mui 2005 Single o (open, 1-11I IV preoperatively + 2x[Yes| Yes
«| 32% . days was tolerated
centrel77 uncomplicated) - for 1 day
(Cefuroxime 250mg postoperatively
2dd + metronidazole
400mg 3dd)
Ishibashi Je.lpan, Colorectal CDC, 30 1g Flomoxef IY *Ix 1g Flomoxef IV + 1x
2014118 Single [65,36% surer II-111 davs 1h postoperatively Th postonerativel No| Yes
centre 297 gery Y followed by 4x q 12h postop y
1g Cefotiam IV or .
. . Japan, 1g Cefotiam IV or 1g
IShlbalslI(}I Single  [68,42% Colorectal 10 CDC, 30 | Cefmetazole IY +1x Cefmetazole IV + 1x |No| Yes
2009 centre 275 surgery days 1h postoperatively Ih postonerativel
followed by 4 x ¢ 12h postop Y
McArdle United 61, Colorectal 10 No*, 4 |0-5g Metronidazole IV|0-5g Metronidazole IV Ves| Yes
1995 | Kingdom, | 55% surgery weeks | & 0-12g Gentamicin | & 0-12g Gentamicin




Cefuroxime 2x q 12h

Single after IV +0-5¢g IV+0-5g
centre 169 discharge | Metronidazole IV & | Metronidazole IV &
0-08g Gentamicin 9x q| 0-08g gentamicin IV
8h 2x q 8h
. 2g Cefoxitin IV
Slt?:letseif preoperatively + 2x q 2g Cefoxitin IV
Becker . 33, Colorectal No®, 56 |6h after the initial dose gLen
121 America, o II-11I preoperatively + 2x q [Yes| No
1991 . 48% surgery days followed by 1g S
Single o 6h after the initial dose|
centre 40 Cefoxitin IV 20x q 6h
postoperatively
Fuiita Japan, 63 Upper GI lg Cefgl;le;etligl; IV 4x 1g Cefmetazole IV 4x
J 122 Single o pp I |CDC, 30d 4n s & q 3h starting Yes| Yes
2015 13% surgery preoperatively + 4x q .
centre 257 . preoperatively
12h postoperatively
Hone Kon 2g Cefamandole IV | 2g Cefamandole IV
Lau 1990'2 Sign ) & 60, Open -1 No", 1 | preoperatively + 0-5g | preoperatively + 0-5g Ves| N
U centr 52603 66% |cholecystectomy year |Cefamandole IV 28x q| Cefamandole IV 2x q e o
6h after the initial dose|6h after the initial dose]
0-3g Netilmicine IV &|0-3g Netilmicine IV &
Yang  |China, Multi| 49, . J 0-5g metronidazole IV |0-5g metronidazole IV
2001'* | centre 731 | 51% Mixed general | TI-IIT | Nof, NR when needed + 9x q 8h| when needed + 2x q Yes| No
postoperatively 8h postoperatively
1g Cefoxitin IV for 24 |1g Cefoxitin IV for 24
United with the first dose with the first dose
States of . given in the emergency| given in the
Bofgrg%;ggeh America, 12370} MIXSTE gec;neral II-I1T CI()iS,S3O department after  |emergency department|No| No
Single ’ gery Y determination of the |after determination of
centre 300* requirement for the requirement for
laparotomy + 20x q 6h| laparotomy + 4x q 6h
1g Sulbactam IV & 0-5| 1g Sulbactam IV &
Hanif [India, Single| o, | Mixed general q g Cefoperazone IV |0-5 g Cefoperazone V]
2015'¢ | centre 220%* L4T% surgery [I-IT | Not, NR preoperatively + 15x q| preoperatively + 2x q Yes| No
8h
2g Cephalothin IV & | 2g Cephalothin IV &
0-08g Gentamicin IV | 0-08g Gentamicin IV
Taiwan, . No° 7 | preoperatively + lg | preoperatively + 1g
2(5)}(1)351}?7 Single 133& Gynae:olfglcal II  |days after | Cephalothin IV 5-10x| Cephalothin IV 4x q [Yes| No
centre 156 ° surgery discharge| q6h & 0-06-0-08¢ | 6h & 0-06-0-08g
Gentamicin IV 4-8x q |Gentamicin IV 3x q 8h|
8h postoperatively postoperatively
S[,[J;g:i £ Cefazolin for drain
Takemoto . 58, Orthopaedic / CDC, 1 duration starting Cefazolin for 24h
128 America, o 1 . - . 'Yes| Yes
2015 Sinele 55% | trauma surgery year preoperatively starting preoperatively
centr eg31 4 (average of 3-2 days)
. o Tglwan, 57. | Cardiothoracic €DC, 30 1gr Cefazohn 1gr Cbefazohn
Lin 2011 Single 7% sureer I davs preoperatively + 9x q | preoperatively + 3x q [No| Yes
centre 231 ’ gery Y 8h postoperatively 8h postoperatively
1g of cefazolin
preoperatively + 2x q
. 8h postoperatively .
INiederhauser SWlstizlfrll‘an’ 65, | Cardiothoracic I CDC, 3- followed by reége(;i t(i:sgzo-ll—lgx Ves| Yes
1997'3% centri 53 | 21% surgery 540 days | Ticarcillin/clavunate | P 8hpost0 ethivel 1
5-2g 6x q 8h & 0-5g postop y
Vancomycin q 12h
until removal of JABP
. . . . 0-3g Clindamycin IV
. 131 Tglwan, 57, | Head and neck CDC, 30 0-3g CllqdamyCIH v preoperatively +
Liu 2008 Single o I preoperatively +12x q Yes| Yes
17% surgery days . 4x q 6h
centre 53 6h postoperatively .
postoperatively
United . .
States of 0-9g Clindamycin IV 09 Cllndamycm v
Carroll . 62, | Head and neck NoP, 7 . preoperatively +
200312 | America, | yg surgery 1 days preoperatively ¥15x q ly q 8h after the initial Yes| Yes
Single 8h after the initial dose dose
centre 74
0-6g Clindamycin IV | 0-6g Clindamycin IV
& Cefonicid 1g IV & Cefonicid 1g IV
Righi  [Italy, Single| 64, | Head and neck I No*, 20 | preoperatively + 0-6g | preoperatively + 0-6g Ves| N
199633 | centre 162 | 12% surgery days | Clindamycin IV 9x q | Clindamycin IV 3x q | & "°
8h & Cefonicid 1g 3x |8h & Cefonicid 1g 1x
q 12h postoperatively | q 12h postoperatively
Bidkar |India, Single| 29, | Head and neck LI No¢, 3 rel). Se‘(’;i;f;rofg{% 5 1-5g Cefuroxime Ves| Yes
2014"* | centre 78* | 58% surgery weeks  [PFEOP y Elpreoperatively + 0-75g




postoperatively
followed by 0-2g
Cefixime PO 16x q
12h

Cefuroxime 2x q 12h
postoperatively

2m U aqueous
Penicillin-G IV q 4h

2m U aqueous

Penicillin VK 28x q 6h

dose was given

United from admission trough| Penicillin-G IV q 4h
Abubaker States. of 32, Maxillofacial Net, 6 Fhe preoperative and [from admlsswp trough
200135 America, 10% surgery 1I weeks intraoperative phase | the preoperative and [Yes| Yes
Single and for 12h intraoperative phase
centre 30 postoperatively and for 12h
followed by 0-5g postoperatively
penicillin PO 20x q 6h
1g Cefazolin IV
preoperatively + 1x q .
Eshghpour |Iran, Single| 27, Maxillofacial o Nod, 6 |4h after the initial dose relog ngf?j;lerIYX Ves| Yes
201436 | centre 50* | 66% surgery weeks followed by 0-5g 4[;1 aff) cth inﬁial p) 4
Amoxicillin PO 21x q crihe 08¢
8h
1-2g Amoxicillin /|y )0 A moxicillin /
Clavulanic acid + S
L Clavulanic acid
0-625g Amoxicillin / reoperatively + 1x
Thailand 26, clavulanic acid PO 15x p8hpost0 ethivel !
Jansisyanont . > | 67% | Maxillofacial CDC, 6 | q 8h postoperatively postop Y
137 |Multi centre I — - Yes| Yes
2008 % 217, surgery weeks 2 million units of
122 o e 2m U of aqueous
67% aqueous Penicillin IV Penicillin TV
+ 0-5g Amoxicillin PO .
g P
postoperatively postope Y
The United (l)gSAIX?IT(I)illEiﬁlLVI\J; 1g Amoxicillin IV +
Baqain Kingdom, | 27, Maxillofacial No', 6 g . 0-5g Amoxicillin IV
138 . o I 1x q 3h postoperatively| No| No
2004 Single 68% surgery weeks 1x q3h
centre 34 follqweq by 0-5g postoperatively
Amoxicillin 15x q 8h
2m U aqueous
Penicillin-G IV
preoperatively + 1x q
3h postoperatively ZmbU. aqueous
d fier the 1 Penicillin-G IV
Bentley Ca_na a, Makxillofacial cpc, 30| .2 ter t ¢ ast preoperatively + 1x q
139 Single  [NA,NA| 1I ! intraoperative dose . No| Yes
1999 surgery days 3h postoperatively
centre 30 followed by Im U
N after the last
PenicillinG IV 8x q 6y ;00 erative dose
followed by 0-3g P
penicillin-V PO 8x q
6h
United ferg [irl;cilxllle(iﬂl:—n IZh 2m U Penicillin IV
States of preop until I{, 4 preoperatively + a 2h
Fridrich . 217, Maxillofacial Nod, 8 . . . until participants
140 America, o 1I discontinuation on 'Yes| Yes
1994 Single 47% surgery weeks ostoperative day 1 reached the recovery
& « pos op Y * | room, where the final
centre 30 followed by 0-5g

surgical antibiotic prophylaxis <= 48h

Comparison 4: Postoperative continuation of surgical antibiotic prophylaxis > 48h vs postoperative continuation of

1g Flomoxef IV 1g Flomoxef IV
Japan, - preoperatively + 1x | preoperatively + 1x
Togo 2007 Single 36620} Hezitrozihary I C]()if’fo postoperatively postoperatively ~ [Yes| Yes
centre 180 ’ gery y followed by 2g followed by 2g
[Flomoxef IV 10x q 12h{Flomoxef IV 4x q 12h
Cefazoline IV (orin | Cefazoline IV (or in
Japan case of a positive case of a positive
Sugawara wpan, 70, Hepatobiliary CDC, 30 | culture, as culture culture, as culture
142 Single II-11I - . 'Yes| Yes
2018 29% surgery days indicated) indicated)
centre 86 - .
preoperatively + 12x | preoperatively + 6x
q8h q8h
Ceftazidime Ceftazidime
Gupta ([India, Single| 54, | Cardiothoracic CDC, 30 Pentahydra.te V& Pentah.ydrgte IV &
143 I Amikacin IV Amikacin IV 'Yes| Yes
2010 centre 227 | 19% surgery days . .
preoperatively + for | preoperatively + for
72h postoperatively | 48h postoperatively
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1g Cefmetazole IV

Japan preoperatively + 1x 1g Cefimetazole IV
Otani S 49, . No¢, 14 . preoperatively + 1x
2004144 Single 3% Thoracic surgery| 1I-111 days dlrectly directly followed by 2 No| No
centre 40 postoperatively <a12h
followed by 12 x q 12h 4
1g Cefazolin IV & l1g Cefazolin IV &
United 0-5g Metronidazole IV (0-5g Metronidazole IV
g g
States of preoperatively + 1g | preoperatively + 1g
?‘;‘gﬁ America, 26420} Heasl?n;irneck 1I No®, NR | Cefazolin IV 21x q 8h | Cefazolin IV 6x q 8h |No| Yes
Multi centre ’ gery & 0-5g Metronidazole |& 0-5g Metronidazole
50 IV28xq6h IV 8xq6h
postoperatively postoperatively
2g Cefazolin IV
preoperatively + 3x q
Davis Canada, 25 Maxillofacial CDC, 30 | 8h postoperatively 2g Cefazolin IV
2017146 Single 7 40} sureer I days /1 followed by 0-5g | preoperatively + 3x q [Yes| Yes
centre 171%* ’ sery year |Cephalexin PO & 0-3g| 8h postoperatively

Clindamycin PO 8x q
6h

Comparison 5: Postoperative continuation of surgical antibiotic prophylaxis > 72h vs postoperative continuation of
surgical antibiotic prophylaxis <= 72h

South 1g Cefotetan IV 1g Cefotetan IV
Park 2010'¥|Korea, Multi| 358%} C:&;)r:(r:tal II-111 ng’sﬂ preoperatively + 15x q| preoperatively + 9x q [Yes| Yes
centre 255 ’ gery Y 8h postoperatively 8h postoperatively

CDC: Center for Disease Control and Prevention; SSI: Surgical Site infection; Wound class.: CDC

Wound Classification; @: Timing of preoperative intravenous antibiotic specified and within 60 min

prior to incision; O : Repeat of surgical antibiotic prophylaxis administration specified when
Indicated; *: Included paediatric patients; T: exclusively paediatric patients; Nol*l: SSI definition
deviating from CDC classification. Letter refers to specification in the appendix, pp 12;IV:
intravenous; H: Hour; x: times/frequency; q: per/interval; g: gram; NR: not recorded; SSI: surgical site
infection; IABP: intra-aortic balloon pumping; <: less than; >: more than; <= less than or equal to;
>=more than or equal to; POD: Postoperative day; NA: Not Available; : 75% of the patients is <40
years; § Various (unspecified) cephalosporins with medium to long halftimes were used
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Appendix 5. SSI definitions deviating from the CDC definition

Purulent discharge with or without culture

Purulent discharge, or serous with a positive culture

Discharge with a positive culture

Wound infection, not otherwise specified

Pus drainage at the fracture site or in the vicinity of the surgical intervention site; b) increased swelling 7 days after the operation; c)

presence of a fistula in the area of the surgical intervention or at the site of the fracture, with active drainage; d) other clinical features

observed by the evaluator, including typical signs of infection such as fever, oedema and localized redness.

Purulent discharge or abscess

Purulent discharge, positive bacteriological culture, abscess, peritonitis, septicaemia

Purulent discharge, serous discharge + positive bacteriological cultures, serous discharge after the patient had returned home. Intra-

peritoneal abscess was diagnosed by ultrasonic evidence of an abscess and by laparotomy

i 0: No sign of infection., 1: Minor infection (erythema, stitch abscess or skin edge necrosis)., 2: Major infection (purulent discharge or
wound dehiscence).

o Ao o

—

[=plis}

j Pain at the operative site, persistent fever >38°C wound erythema, tenderness, wound discharge and dehiscence.
k  Presence of erythema, purulent discharge, cellulitis or wound abscess, peritonitis,

pelvic abscess or wound dehiscence.
1 Superficial or deep infection, pus discharge, abscess formation, wound dehiscence, and hematoma formation

m  Abdominal wound infection or trocar wound infection (including wound discharge or abscess). Pelvic abscess or tuba-ovarian abscess.
Vaginal cuff abscess. Postoperative septicaemia.

n  Pelvic cellulitis, vaginal cuff abscess, pelvic abscess, wound infection

o  Ifthe wound appeared red or oedematous or if there was drainage.

p A wound was considered infected if the colour became red or the wound was swollen. A pink wound that developed purulent discharge was
also considered infected.

q  Purulent drainage (either spontaneously or by incision) or muco-cutaneous fistula interpreted as wound infection.

r  Major wound infection was defined as wound breakdown and undermining of tissues sufficient to allow packing of the wound. Lesser
complications, such as cellulitis or a tiny fistula, allowing only entry of a cotton-tipped applicator were considered as minor.

s Presence of purulent drainage (either spontaneously or by incision), accompanied by pain or tenderness, localized swelling, redness, and heat
or fever (>38-5° C) or an increase in localized swelling after an initial postoperative decrease of oedema, together with pain, discomfort,
induration, and an increase in body temperature (>38-5° C).

t The need for additional antibiotics

u  Wound infection Erythema of incision(s), pus and/or turbid fluid. Intra-abdominal abscess

v Purulent discharge, endoperitoneal abscess or diffuse peritonitis but not secondary to anastomotic leakage

w Infiltrate, dehiscence or Purulent secretion of the wound.

x  Purulent drainage at the operative site with the presence of one or more of the classic signs and symptoms of inflammation (rubor, calor,
tumor, dolor)

z  Pus discharge from the wound, redness, tenderness and oedema. Intra-abdominal collection was defined as fluid collection inside the

peritoneal cavity confirmed by ultrasound or CT
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Appendix 6. Results of the exploratory subgroup analysis by surgical subspecialty

q . P-Value % of
Explanatory sl iin skl Rel'a LTI 2 2 for heterogeneity
. SG | N longer shorter risk tau “ma tau“mr A
variable regimen | regimen! || (95%CI) subgroup variance
g g ° differences explained
Overall analyses
Overall 4920f | s490f | O
. A |52 (079, 0-001 NA NA NA
analysis 9,726 9,547
1-00)
Optimal 196 of | 186of 104
plima B |24 ° ° (0-85, 0-000 NA NA NA
regimen 4,648 4,552
1-27)
Subgroup analyses
27 of 0-38
A | 6 | 90f268 79 (0-18, 0-000 0-000 0-025 100
Maxillofacial 0-80)
surgery 1 of 0-44
B | 3| 40f95 ° (0-14, 0-000 0-000 0-137 0
105
1:39)
0-45
21 of 47 of
Cardinc Al 2 ™" 238 (()9-721, 0-000 0-000 0-006 100
surgery )
B |o NA NA NA NA NA NA NA
055
Vascular Al 1154‘9)f 2185‘3’f (031, 0-000 0-000 0-102 100
Surgery 0-99)
B |o NA NA NA NA NA NA NA
0-74
A6 | 3of 30 of (0-44, 0-000 0-003 0-458 0
738 553 122)
Appendectomy
180of | 20of | 073
B |3 (036, 0-047 0-000 0-285 0
413 332
1-47)
0-68
Al 2 3326‘§f 4286gf (0-40, 0-048 0-000 0-182 100
Colorectal 1-15)
surgery 0-93
B | 1 15 of 16 of (0-47, 0-000 0-000 0-725 0
181 179
1-82)
0-98
A | 4 5614‘;f 56132f (062, 0-058 0004 0-612 0
Upper GI 1-54)
surgery 1-11
B | 3| 4lof 36 of (0-63, 0-087 0-000 0-812 0
486 472
1:97)
1-06
Ale 3699‘3’f 37713f (0-67, 0-000 0-002 0-392 0
Chole- 1-64)
cystectomy 1-19
B | 2| 60f170 | 50f168 | (037, 0-000 0-000 0-822 0
3-87)
1-00
64 of 64 of
Hepatobiliary | A | 1 03 o1 072, 0-000 0-003 0-470 0
Surgery 1-38)
B|o NA NA NA NA NA NA NA
1-08
Al 136641‘;f 135625‘§f (087, 0-000 0-000 0-029 100
Mixed general 1-34)
surgery 1-30
B |3 | 60of 47 of (0-89, 0-000 0-000 0-174 0
2172 2205
1-88)
135
Al 3318‘7’f 2338‘9’f (0-81, 0-000 0-000 0-101 100
Caesarean 2-28)
section 1-35
B |3 3318‘7’f 2338‘9’f (0-81, 0-000 0-000 0-281 0
2:28)
Gynaecological 11 of 0-37
y s A | 3] 40336 012, 0-000 0-000 0-136 100
surgery 337 117)
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1-01

B 1 | 1of264 | 10f267 (0-06, 0-000 0-000 0-984 0
16-08)
0-57
Al 4 1623‘3’f 1597‘§f (0-28, 0000 0000 0233 100
Ortho/Trauma 1-19)
surgery 17 of 0-48
B 3 | 90f320 (0-22, 0-000 0-000 0-047 0
277
1-06)
1-44
Thoracic A 2 | 50f230 | 30f233 (0-36, 0-000 0-003 0-492 0
surgery 5-87)
B 0 NA NA NA NA NA NA NA
13 of 165
A 3 211 8 0f 208 (0-41, 0-436 0-001 0-302 29
Head and neck 6-69)
surgery 1-19
B 1 | 100f58 | 8of55 (0-50, 0-000 0-000 0-758 0
2-78)
0-50
A 1 | 1of102 | 20f203 (0-05, 0-000 0-004 0-645 0
Transplantation 5-48)
surgery 0-50
B 1 | 1of102 | 20f203 (0-05, 0-000 0-000 0-551 0
5-48)

SG: Subgroup, A: Overall analysis, B: Subgroup; Adherence to current best practice standards of
SAP, N: Number of studies, SSI: Surgical site infection, 95%CI: 95% confidence interval, NA: Not
available, tau?: Tau-squared, MR: Meta-regression, MA: Meta-analysis, % of heterogeneity variance

explained: (

2 2
T" MA(overal)~T MR.

" Ma (overal)
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Appendix 7. Forest plots

Appendix 7a. Forest plot: Postoperative continuation of surgical antibiotic prophylaxis vs.
postoperative discontinuation of surgical antibiotic prophylaxis. Subgroup analysis: Timing of
first dose specified and within 60 min prior to surgery

Events, Events,
Study Postoperative Postoperative %
D RR (95% Cl) continuation  discontinuation  Weight
Timing of first dose specified and within 60 min prior to surgery ||

Buckley (1990) & 0.69 (0.10, 4.77) 21121 2/83 0.39
Mann (1990) ——— 1.19 (0.50, 2.78) 10/58 8/55 1.98
Sgroi (1990) :; 0.76 (0.27, 2.14) 6/175 8177 1.35
Garotta (1991) 1.4 (0.24, 8.57) 3/313 2/301 0.46
Balbo (1991) e — 0.66 (0.19, 2.34) 4/64 5/53 0.91
Turano (1992) —— 1.42 (0.88, 2.30) 39/1765 28/1802 6.15
Bates (1992) —— 1.02 (0.70, 1.48) 49/451 48/449 9.92
Cartana (1994) -~ 0.19 (0.02, 1.50) 1/30 5/28 0.33
Liberman (1995) -- 0.17 (0.02, 1.38) 1/54 5/45 0.33
Scher (1997) . ] 0.92 (0.45, 1.89) 14/386 15/382 2.82
Irato (1997) —— 0.40 (0.08, 1.95) 2/42 5/42 0.58
Lindeboom (2003) >~— : 0.50 (0.05, 5.27) 1/35 2/35 0.26
Rajan (2005) - ¢ 7.00 (0.37, 133.78)  3/100 0/100 0.17
Mui (2005) ——— 0.78 (0.29, 2.12) 9177 6/92 1.44
Su (2006) . 1.01(0.06,16.08)  1/264 11267 0.19
Fujita (2007) —— 0.54 (0.31, 0.94) 171187 32/190 469
Mohri (2007) —— 0.91(0.52, 1.61) 21/243 23/243 450
Becker (2008) D - — 1.75 (0.60, 5.10) 7121 4121 127
Hellbusch (2008) —_— 0.40 (0.08, 2.04) 21116 5117 0.55
Kang (2009) ———— 0.67 (0.12, 3.69) 2/28 3/28 0.50
Suzuki (2011) —— 0.93 (0.47, 1.82) 15/181 16/179 317
Imamura (2012) — e 1.97 (0.86, 4.48) 16/179 8176 213
Hussain (2012) —— 0.95 (0.38, 2.42) 8/182 91195 167
Lyimo (2013) — 1.33 (0.64, 2.76) 16/250 12/250 272
Regimbeau (2014) —— 0.95 (0.54, 1.68) 21/207 22/207 447
Shaheen (2014) B — — 1.20 (0.39, 3.68) 6/50 5/50 1.16
Orlando (2015) >— 0.50 (0.05, 5.48) 1102 2/103 0.26
Campos (2015) L - 0.22 (0.08, 1.73) 1/32 6/42 0.34
Westen (2015) —_— 153 (0.57, 4.13) 9/87 6/89 1.48
Loozen (2017) — 190 (0.18,20.47) 2177 173 0.26
Santibafies (2018) D < E— 0.91(0.29, 2.89) 5/96 6/105 1.09
Crist (2018) ——————— 0.46 (0.17, 1.30) 5/83 1077 137
Kim (2018) P 1.02 (0.26, 3.96) 4193 4/95 0.79
Subtotal (I-squared = 0.0%, p = 0.666) < 0.96 (0.82, 1.12) 303/6249 314/6151 59.67

I

Timing of first dose not within 60 min prior to surgery, or not specified |

Aberg (1991) —p—— 1.76 (0.76, 4.06) 15/221 8/207 2.06
Olak (1991) L 2 4.95(0.24,101.82) 2/100 0/99 0.16
Tsang (1992) < 0.87(0.06, 13.58)  1/55 1/48 0.19
Meijer (1993) —— 1.00 (0.72, 1.38) 64/503 64/501 13.22
Nooyen (1994) —— 0.49 (0.19, 1.30) 6/425 12/419 154
Ikow (1995) —— 0.91 (0.55, 1.50) 27/494 31/516 568
Jiang (1997) —— 1.03 (0.21, 5.01) 3/130 3134 0.58
Hall (1998) —te] 0.55 (0.31, 0.99) 15/149 28/153 419
Unemura (2000) ——— 197(0.37,10.54)  4/122 2/120 0.52
Cioca (2002) — e 0.68 (0.12, 3.92) 2/68 3/69 0.47
Tamayo (2008) —— 0.43 (0.24, 0.77) 15/419 35/419 412
Danda (2010) e —— 0.29 (0.06, 1.33) 2175 7175 0.61
Rajabi (2012) B o 0.69 (0.29, 1.65) 111194 8/97 1.88
Haga (2012) ——t 0.68 (0.31, 1.47) 10/161 15/164 243
Wahab (2013) - 0.17 (0.02, 1.30) 1/30 6/30 0.34
Abro (2014) —— e 0.70(0.28, 1.77) 7104 10/104 1.68
Sadraei-Moosavi (2018) 1.00 (0.06, 15.70) 176 1/76 0.19
Chauhan (2018) ———— 171(0.29,10.05)  3/98 2/112 0.46
Maier (1992) | (Excluded) 0/53 0/53 0.00
Subtotal (I-squared = 14.8%, p = 0.276) <3 0.77 (0.61, 0.96) 189/3477 236/3396 40.33
Overall (I-squared = 0.7%, p = 0.459) ¢ 0.89 (0.79, 1.00) 492/9726 550/9547 100.00

1

I I
1 1 10

Favours postoperative continuation Favours postoperative discontinuation



Appendix 7b. Forest plot: Postoperative continuation of surgical antibiotic prophylaxis vs.

postoperative discontinuation of surgical antibiotic prophylaxis. Subgroup analysi
Intraoperative repeat of administration specified when indicated

Study
ID

Events,
Postoperative

Events,
Postoperative

RR (95% Cl) continuation  discontinuation ~ Weight
Intraoperative repeat of administration specified when indicated 1
Buckley (1990) + 0.69 (0.10, 4.77) 2121 2/83 0.39
Mann (1990) —_—— 1.19 (0.50, 2.78) 10/58 8/55 1.98
Olak (1991) g 4.95(0.24,101.82)  2/100 0/99 0.16
Balbo (1991) —_——— 0.66 (0.19, 2.34) 4/64 5/53 0.91
Turano (1992) —— 1.42(0.88, 2.30) 39/1765 28/1802 6.15
Tsang (1992) -+ 0.87(0.06, 13.58)  1/55 1/48 0.19
Liberman (1995) + 0.17(0.02, 1.38) 1/54 5/45 033
Scher (1997) —— 0.92 (0.45, 1.89) 14/386 15/382 282
Hall (1998) —_—— 0.55 (0.31, 0.99) 15/149 28/153 4.19
Unemura (2000) —|-|—Q_ 1.97(0.37,10.54)  4/122 2/120 0.52
Lindeboom (2003) < 0.50 (0.05, 5.27) 1135 2135 0.26
Mui (2005) —— 0.78 (0.29, 2.12) 977 6/92 1.44
Su (2006) - 1.01(0.06,16.08)  1/264 1/267 0.19
Mohri (2007) —_—— 0.91(0.52, 1.61) 21/243 23/243 450
Tamayo (2008) —— 0.43 (0.24,0.77) 15/419 35/419 412
Becker (2008) 1.75 (0.60, 5.10) 7121 421 1.27
Hellbusch (2008) 0.40 (0.08, 2.04) 21116 5117 0.55
Kang (2009) — e 0.67 (0.12, 3.69) 2/28 3/28 0.50
Suzuki (2011) —— 0.93 (0.47, 1.82) 15/181 16/179 317
Rajabi (2012) ——— 0.69 (0.29, 1.65) 111194 8/97 1.88
Imamura (2012) _¢0— 1.97 (0.86, 4.48) 16/179 8/176 213
Haga (2012) 0.68 (0.31, 1.47) 101161 15/164 243
Hussain (2012) . e 0.95 (0.38, 2.42) 8/182 9195 1.67
Lyimo (2013) —e 1.33 (0.64, 2.76) 16/250 12/250 272
Abro (2014) ——— 0.70 (0.28, 1.77) 7104 10/104 1.68
Shaheen (2014) —_—— 1.20 (0.39, 3.68) 6/50 5/50 1.16
Orlando (2015) — 0.50 (0.05, 5.48) 1102 2103 0.26
Campos (2015) * - 0.22(0.03, 1.73) 1132 6/42 0.34
Westen (2015) —_— 153 (0.57, 4.13) 9/87 6/89 1.48
Loozen (2017) : —¢ 1.90(0.18,2047) 277 1173 0.26
Sadraei-Moosavi (2018) 1.00 (0.06, 15.70)  1/76 176 0.19
Chauhan (2018) ——e 1.71(0.29,10.05)  3/98 2112 0.46
Crist (2018) —e 0.46 (0.17, 1.30) 5/83 1077 1.37
Kim (2018) ——— 1.02 (0.26, 3.96) 4/93 4/95 0.79
Subtotal (I-squared = 0.0%, p = 0.514) ﬁ 0.89 (0.76, 1.05) 265/6126 288/5944 52.46
Ir e repeat of admr 1 not specified when indicated.
Sgroi (1990) e 0.76 (0.27, 2.14) 6175 8177 1.35
Aberg (1991) —_—— 1.76 (0.76, 4.06) 15/221 8/207 2.06
Garotta (1991) ———— 1.44 (0.24, 8.57) 3/313 2/301 0.46
Bates (1992) —— 1.02 (0.70, 1.48) 49/451 48/449 9.92
Meijer (1993) —— 1.00 (0.72, 1.38) 64/503 64/501 13.22
Nooyen (1994) —_—— 0.49 (0.19, 1.30) 6/425 12/419 154
Cartana (1994) + 0.19 (0.02, 1.50) 1130 5/28 033
Ikow (1995) —_—— 0.91 (0.55, 1.50) 27/494 31/516 5.68
Jiang (1997) ——— 1.03 (0.21, 5.01) 3/130 3134 0.58
Irato (1997) ——— 0.40 (0.08, 1.95) 2/42 5/42 0.58
Cioca (2002) —_—— 0.68 (0.12, 3.92) 2/68 3/69 0.47
Rajan (2005) + 7.00 (0.37,133.78)  3/100 0/100 017
Fujita (2007) ——l 0.54 (0.31,0.94) 171187 32/190 4.69
Danda (2010) — e 0.29 (0.06, 1.33) 2175 7175 0.61
Wahab (2013) -4~ 0.17 (0.02, 1.30) 1130 6/30 0.34
Regimbeau (2014) —_—— 0.95 (0.54, 1.68) 21/207 22/207 4.47
Santibafies (2018) ——— 0.91(0.29, 2.89) 5/96 6/105 1.09
Maier (1992) (Excluded) 0/53 0/53 0.00
Subtotal (I-squared = 12.5%, p = 0.307) <,E 0.86 (0.70, 1.05) 227/3600 262/3603 4754
Overall (I-squared = 0.7%, p = 0.459) ¢ 0.89 (0.79, 1.00) 492/9726 550/9547 100.00
1
I I
1 1 10

Favours postoperative continuation

Favours postoperative discontinuation
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Appendix 7c. Forest plot: Postoperative continuation of surgical antibiotic prophylaxis vs.
postoperative discontinuation of surgical antibiotic prophylaxis. Stratified analysis: Procedure

type
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Appendix 7d. Forest plot: Postoperative continuation of surgical antibiotic prophylaxis vs.
postoperative discontinuation of surgical antibiotic prophylaxis. Stratified analysis: Procedure
type — restricted to studies with optimal regimen.

Events, Events,
Study Postoperative Postoperative %
D RR (95% CI) continuation discontinuation Weight
Buckley (1990) *> !: 0.69 (0.10, 4.77) 2121 2/83 1.04
Mann (1990) —— 1.19 (0.50, 2.78) 10/58 8/55 5.40
Turano (1992) —_—— 1.42 (0.88, 2.30) 39/1765 28/1802 16.99
Liberman (1995) * - 0.17 (0.02,1.38) 1/54 5/45 0.88
Scher (1997) —— 0.92 (0.45, 1.89) 14/386 15/382 7.70
Lindeboom (2003) * 0.50 (0.05, 5.27) 1135 2135 0.71
Mui (2005) _0—:— 0.78 (0.29, 2.12) 9177 6/92 392
Su (2006) > 1.01 (0.06, 16.08) 1/264 11267 0.51
Mohri (2007) —— 0.91(0.52,1.61) 21/243 23/243 12.35
Becker (2008) —_—— 1.75 (0.60, 5.10) 7/21 4/21 3.44
Hellbusch (2008) * N 0.40 (0.08, 2.04) 21116 5117 1.50
Kang (2009) ag d 0.67 (0.12, 3.69) 2/28 3/28 1.34
Suzuki (2011) —_——— 0.93 (0.47,1.82) 15/181 16179 8.67
Imamura (2012) -+ 1.97 (0.86, 4.48) 16179 8/176 5.81
Hussain (2012) ——— 0.95 (0.38, 2.42) 8/182 9/195 4.54
Lyimo (2013) —_—T 1.33 (0.64, 2.76) 16/250 12/250 7.42
Shaheen (2014) —_—— 1.20 (0.39, 3.68) 6/50 5/50 313
Orlando (2015) : 0.50 (0.05, 5.48) 1102 2/103 0.69
Campos (2015) & ! 0.22 (0.03, 1.73) 1132 6/42 0.92
Westen (2015) —{—0— 1.53 (0.57, 4.13) 9/87 6/89 401
Loozen (2017) [ * 1.90 (0.18, 20.47) 277 173 0.69
Crist (2018) _0—:— 0.46 (0.17, 1.30) 5/83 1077 3.72
Kim (2018) —_—— 1.02 (0.26, 3.96) 4/93 4195 214
Balbo (1991) _0—:— 0.66 (0.19, 2.34) 4/64 5/53 246
Overall (I-squared = 0.0%, p = 0.784) <> 1.04 (0.85,1.27) 196/4648 186/4552 100.00
|
0
T T
Rl 1 10

Favours postoperative continuation Favours postoperative discontinuation



Appendix 7e. Forest plot: Postoperative continuation of SAP > 24h vs postoperative continuation

of SAP <= 24h.
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Appendix 7f. Forest plot: Postoperative continuation of surgical antibiotic prophylaxis > 48h vs

postoperative continuation of surgical antibiotic prophylaxis <= 48h

Events, Events,
Study Postoperative Postoperative %
D RR (95% CI) continuation discontinuation Weight
1
1
1
Sawyer (1990) — 0.62 (0.24,1.65) 5/25 8125 17.78
1
1
1
Otani (2004) ———————— 1.50 (0.50, 4.52) 6/20 4120 1376
1
1
1
Togo (2007) —*—‘ 0.98 (0.25,3.79) 4191 4189 9.12
1
1
[
Gupta (2010) ——————— 1.76 (059, 5.23) 8108 5/119 14.18
1
1
1
Davis (2017) —— 2553 (1.03,6.21) 15/85 6/86 2075
1
1
1
Sugawara (2018) —————— 1.25 (0.5, 2.86) 10143 8/43 24.41
1
1
Overall (I-squared = 0.0%, p = 0.435) 0 1.35 (0.89, 2.03) 48/372 351382 100.00
1
1
1
1
1
1
I
T T
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Appendix 8. Studies reporting adverse events related to SAP

Study Adverse event definition Longer Shorter
postoperative | postoperative
regimens regimens
Mui 2005'"° g Clostridium difficile confirmed by fecal clostridium toxin 50f177 0 of 92
Karran 1993'"7 Hypotension, phlebitis, rash, erythema 50f114 1 of 113
Turano 1992% * Thrombophlebitis, allergic reaction and gastrointestinal 40 of 1517 10 of 1700
disturbances
Bidkar 2014 1 Gastrointestinal disturbances 19 of 39 1 of 39
Rajan 2005'% * Nausea, diarrhea, skin rash, pruritus 29 of 100 2 of 100
de Santibanes 20187° * Unspecified 4 of 96 3 of 105
Liu 2008"! } No adverse events attributable to antibiotic use in both the intervention and control group.

Carrol 200332 §

No adverse events attributable to antibiotic use in both the intervention and control group.

Righi 1996' §

No adverse events attributable to antibiotic use in both the intervention and control group.

Maier 1992!% *

No adverse events attributable to antibiotic use in both the intervention and control group.

Sawyer 1990'* §

No adverse events attributable to antibiotic use in both the intervention and control group.

Kang 2009''* *

No adverse events attributable to antibiotic use in both the intervention and control group.

Lindeboom 2003!10 *

No adverse events attributable to antibiotic use in both the intervention and control group.

Suzuki 2011 *

No adverse events attributable to antibiotic use in both the intervention and control group.

Fujita 2015'> *

No adverse events attributable to antibiotic use in both the intervention and control group.

Imamura 20127 *

No adverse events attributable to antibiotic use in both the intervention and control group.

Mohri 20077 *

No adverse events attributable to antibiotic use in both the intervention and control group.

Regimbeau 20077 *

No adverse events attributable to antibiotic use in both the intervention and control group.

Becker 2008% *

No adverse events attributable to antibiotic use in both the intervention and control group.

Cartana 1994 *

No adverse events attributable to antibiotic use in both the intervention and control group.

Eshghpour 20143 §

No adverse events attributable to antibiotic use in both the intervention and control group.

Loozen 201778 *

No adverse events attributable to antibiotic use in both the intervention and control group.

Rajabi 2012'7 §

No adverse events attributable to antibiotic use in both the intervention and control group.

Danda 20101 *

No adverse events attributable to antibiotic use in both the intervention and control group.

* Postoperative continuation vs immediate discontinuation of SAP; 1 Postoperative continuation for
24 h vs a single dose after surgery; I Postoperative continuation for >24 h vs <24 h; § Postoperative
continuation for >48 h vs <48 h; § Postoperative continuation vs immediate discontinuation of SAP
and Postoperative continuation for >24 h vs <24 h;
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Appendix 9. Studies reporting costs of SAP continuation

Study Cost Cost Cost Absolute Relative
included postoperative postoperative difference difference
continuation discontinuation
Liberman 1995¢7 * Antibiotics $ 54.80 $17.90 +$ 36,90 3.06
Su 2005% * Antibiotics $ 48,00 $3.50 +$ 44,50 13.71
Chang 2005'” + Total costs $1,768.00 $1,728.00 +$ 40,00 1.02
Orlando 2015'% * Antibiotics $38.80 $3.88 +$ 34,92 10,00
Rajan 2005'% * Total costs $93.45 $14.50 +$ 7895 6,44

>24hvs<24h

* Postoperative continuation vs immediate discontinuation of SAP; 1 Postoperative continuation for
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Appendix 10. Risk of bias evaluation of the included studies

Blinding of i o
Random . cing outcome Selective
sequence Allocation | participants assessment Incomplete reportin
Author, Year q 3 concealment (and personnel . outcome data porting Other bias
generation o 5 (detection g . (reporting
q .__|(selection bias)| (performance . (attrition bias) .
(selection bias) bias) bias) bias)
Sadraei- 1 1 1 1 1
Moosavi 20186 Unclear Unclear Unclear Unclear Unclear Low Low
Support for Not Not Not Not Not All predefined
'u gp erment (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) outcomes No concerns
Juds described described described described described reported
Hussain 2012 Unclear Unclear Unclear Unclear Unclear Unclear Low
S ot for Not Not Not Not Not No protocol or
,L‘l‘gp:me;’t (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) ?epi;rziﬁ) n" No concerns
Juds described described described described described &
Lllb ;;;r?n Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for Not Not Not Not Not No protocol or
.ugpemen " | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) repis otion | No concerns
Juds described described described described described &
Tsang 1992 High High High Unclear Unclear Unclear Low
Randomized | Randomized .
. . No blinding
according to | according to . Not Not
Support for . . described and . - No protocol or
‘udeement hospital hospital 10 allocation (sufficiently) | (sufficiently) registration No concerns
Judg numbers (even | numbers (even concealment described described g
—odd) —odd)
Suzuki 2011% Low Unclear Unclear Unclear Low Unclear Low
Missing data
Not Not Not balanced in
Support for Random . . . numbers across| No protocol or
. (sufficiently) | (sufficiently) | (sufficiently) | . . . . No concerns
judgement | number table . . . intervention registration
described described described
groups for
similar reasons
Fujita 20077 Low Low High High Low Unclear Low
S <t for Central Central Lorﬁz;{tt{ltlton, No nrotocol or
>upport 1o computer computer Not blinded | Not blinded unukety to 0 Protocolor | \r, concerns
judgement A . influence registration
randomisation | randomisation
outcome
In;g?lzgfa Low Low High High Low Low Low
Mersenne . All predefined
Support for twister Cent_ralv Not blinded | Not blinded Intention to outcomes No concerns
judgement randomisation randomisation treat analysis reported
Haga 20127 Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for Not Not Not Not Not No protocol or
u gp erment (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) rep istration No concerns
Juds described described described described described g
Balbo 19917 Unclear High Unclear Unclear Unclear Unclear Low
Based on a
Support for N(.)t randomisation N(.)t N9t N9t No protocol or
“udeement (sufficiently) list (sufficiently) | (sufficiently) | (sufficiently) registration No concerns
Jude described described described described &
Mobhri 20077 Low Low Low Low Low Unclear Low
Balanced in
Central Central Blinded Independent reason and
Support for . . No protocol or
. computer computer nvestigators outcome groups, . . No concerns
judgement . .. . . registration
randomisation | randomisation | and patients assessor unlikely to
affect outcome
Czh g lu ;1 72;11 Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for Not Not Not Not Not No protocol or
'ul?lp ment (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) repis tration No concerns
Judg described described described described described g
Sa; (t)llb ;;ées Low Low Low Low Low Low Low
Supnort for Not Not Blinded Blinded Intention to All predefined
'u(li:l)pement (sufficiently) | (sufficiently) | investigators | investigators treat analvsis outcomes No concerns
Juds described described and patients | and patients Y reported
Kim 2017”7 Low Low Low Low Low Low Low
Support for Computer Cenral . Bhr}ded ) Bllr}ded Missing All predefined
judgement | randomisation | allocation by investigators | investigators outcomes outcomes No concerns
Jucg and patients | and patients | balanced in reported
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independent reason and
investigator groups
Loozen 20177 Low Low High Unclear Low Low Low
Missing
S ot for Central Central Not outcomes | All predefined
'Sgpgmer?t computer computer Not blinded | (sufficiently) | balanced in outcomes No concerns
Judg randomisation | randomisation described reason and reported
groups
Rezg(l)rlnggau Low Low Unclear Low Low Unclear Low
Central Central Not Blinded .
Support for computer . Intention to | No protocol or
- computer . (sufficiently) outcome . . . No concerns
judgement randomisation randomisation described ASSESSOT treat analysis | registration
based
U;g(r)%l;g a High High Unclear Unclear Unclear Unclear Low
Randomized by|Randomized by
Suport for alternately alternately Not Not Not No nrotocol or
. gp ement selecting selecting (sufficiently) | (sufficiently) | (sufficiently) r p istration No concerns
Judg treatment treatment described described described cgistratio
allocation allocation
Meijer 1993%! Low Low Low Low Low Unclear Low
Support for Central Central . Bln}ded Blinded Intention to | No protocol or
udeement computer computer investigators outcome treat analysis | registration No concerns
Jucg randomisation | randomisation | and patients assessor
Abro 2014% Unclear Unclear Unclear Unclear High Unclear Low
High attrition
Support for Not Not Not Not relative to No protocol or
.ugp erment (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | events. Could rep stration No concerns
Judg described) described described described have affected g
outcome
Becker 2008* Low Unclear Low Unclear Unclear Unclear Low
. Not . Not Not
S.llllgp;ﬁef::tr Iz;i/\zllgge:f (sufficiently) aRf?:rdO?;lcseegLOrrel (sufficiently) | (sufficiently) N;)epir;)ttrf;(t:{)olnor No concerns
Juag P described P described described g
Scher 1997% Low Low Unclear Unclear Unclear Unclear Low
Cen’gral . Cent_ral . Not Not Not
Support for | randomisation | randomisation . . . No protocol or
. (sufficiently) | (sufficiently) | (sufficiently) . . No concerns
judgement by random by random . . . registration
% «| described described described
number chart* [number chart
Kow 1995% Unclear Unclear High Unclear Unclear Unclear Low
Not Not . Not Not
Sugp ;ﬁef::tr (sufficiently) | (sufficiently) Not blinded (sufficiently) | (sufficiently) N;) p irottr(;(t:iolnor No concerns
Juds described described described described cgistratio
Turano 1992%¢ Unclear High Unclear Unclear Unclear Unclear Low
Support for Not Open Not Not Not No protocol or
'u(li:l)pemen ¢ (sufficiently) ran donpilisation (sufficiently) | (sufficiently) | (sufficiently) repis tration No concerns
Juag described described described described g
Bates 1992% Low Unclear Unclear Low Low Unclear Low
Randomized by]| Not Not Blinded Attrition low
Support for . . and balanced. | No protocol or
. random number| (sufficiently) | (sufficiently) outcome . . . No concerns
judgement . . Unlikely to registration
table described described assessor
affect outcome
Aberg 1991%8 Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for Not Not Not Not Not No protocol or
'u(li:l)pemen t (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) repis tration No concerns
Judg described described described described described g
Sgroi 1990% Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for Not Not Not Not Not No protocol or
> gpemen .| (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) |~ pi Hotion | No concerns
Juds described described described described described cgistratio
Westen 2015°°|  Unclear Low Unclear Low Low Low Low
Not Sequentially Not Blinded . All predefined
Support for fficientl numbered, ficient] Intention to
judgement (su 101§nt y) opaque, sealed (su 1c1_ent y) outcome treat analysis outcomes No concerns
J described envel’opes described assessor reported
Shaheen 2014’ Low Unclear Unclear Unclear Unclear Unclear Low
Support for Not Not Not Not No protocol or
'u(li:l)pemen ¢ Shuffled cards | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) repis tration No concerns
Judg described described described described g
Lyimo 2013* Low Unclear High High Low Unclear Low
. Not .
Supp ort for Drawing of (sufficiently) | Notblinded | Not blinded Intention t(.) Nop _rotocp For No concerns
judgement envelopes described treat analysis | registration
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Su 2005% Low Unclear Unclear Unclear High Unclear Low
Support for Computer N(.)t N(.)t N9t atltfl'ri?(?rllanccggld No protocol or
- L (sufficiently) | (sufficiently) | (sufficiently) : . . No concerns
judgement | randomisation . . . have affected | registration
described described described
outcome
Irato 1997% Unclear Unclear Unclear Unclear Unclear Unclear Low
S ot for Not Not Not Not Not No protocol or
,L‘l‘gp:me;’t (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) fepi;’trzii‘; n" No concerns
Juds described described described described described &
Cartafia 1994% Low Unclear Unclear Unclear Unclear Unclear Low
Not Not Not Not
Sll;gp grﬁefr?tr nu}:nellarta(iotg‘;)le (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) N;)ep ir:ttr(:t:ioolnor No concerns
Juag described described described described g
Buckley 1990 Unclear Unclear Low Low High Unclear Low
Not Not Blinded Blinded | Unbalanced
Support for . . . . attrition. Could | No protocol or
udeement (sufficiently) | (sufficiently) | investigators outcome have affected | registration No concerns
Jude described described and patients assessors
outcome
Garotta 1991%’ Low Low Unclear Unclear Unclear Unclear Low
Suport for Central Central Not Not Not No nrotocol or
.ugp ement computer computer (sufficiently) | (sufficiently) | (sufficiently) rep istration No concerns
Jucg randomisation | randomisation | described described described &
Hellbusch .
2008% Unclear Unclear Unclear Unclear High Unclear Low
High attrition
Suport for Not Not Not Not relative to No nrotocol or
.ugpemem (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | events. Could repistraﬁon No concerns
Judg described described described described have affected e
outcome
Crist 2018” Unclear Low Low Low High Unclear Low
High attrition
S <t for Not Pharmacy Blinded Blinded relative to No nrotocol or
'Egp:mer?t (sufficiently) controlled investigators | investigators | events. Could ?epi;rziﬁ)no No concerns
Jude described | randomisation | and patients | and patients | have affected &
outcome
INooyen 1994!% Low Low Unclear Unclear High Unclear Low
Central Central Not Not Up!aalanced
Support for . . attrition. Could| No protocol or
. computer computer (sufficiently) | (sufficiently) . . No concerns
judgement . . . . have affected | registration
randomisation | randomisation |  described described
outcome
"1;2(1;(;1; 1}(1,? Low Unclear Unclear Low High Unclear Low
High attrition
Support for | Computerized N(.)t N(.)t Blinded relative to No protocol or
judgement | randomisation (sufﬁqently) (sufﬁqently) outcome events. Could registration No concerns
J described described assessor have affected
outcome
Olak 1991'% Low Low Low Low Unclear Unclear Low
Central random|Central random Blinded Blinded Not
Support for . . . No protocol or
udeement number number investigators outcome (sufficiently) registration No concerns
Juds generation generation and patients assessor described g
Jiang 2004 Low High Unclear Unclear Unclear Unclear Low
Not Not Not
Sugp ;ﬁef::tr nii%ifrl?st Open list (sufficiently) | (sufficiently) | (sufficiently) N;) p irottr(;(t:iolnor No concerns
Jucg described described described cgistratio
Hall 1998'™ Low Low Unclear Unclear Unclear Unclear Low
Sequentially Not Not Not
Support for Computer numbered, . . . No protocol or
judgement | randomisation | opaque, sealed (sufficiently) | (sufficiently) | (sufficiently) registration No concerns
Judg paque, described described described g
envelopes
(2)(r)11a ;11%? Low Low Unclear Unclear Low Low Low
Support for Central Central Not Not c:rill I{?c:(liejsztiih All predefined
.ugp erment computer computer (sufficiently) | (sufficiently) th[; stud outcomes No concerns
Juds randomisation | randomisation |  described described protocoi/ reported
Maier 1992'% High High High Unclear Unclear Unclear Low
Randomisation [Randomisation No bllndmg Not Not
Support for b dlb d described and fficientl fficientl No protocol or
judgement y even an y even an 10 allocation (su icient y) | (su icient y) registration No concerns
J uneven days | uneven days described described
concealment
Mann 1990'"7 Unclear Unclear Unclear Unclear Unclear Unclear Low
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Support for N(.)t N(.)t N(.)t N(.)t N(.)t No protocol or
udeement (sufﬁmpntly) (sufﬁc1_ent1y) (sufﬁc1_ent1y) (sufﬁmpntly) (sufﬁmpntly) repistration No concerns
Juds described described described described described g
Rajan 2005'% Low Unclear Low Unclear Unclear Unclear Low
. Not . Not Not
Sugpon for Drawllng of (sufficiently) | . Bhl?ded (sufficiently) | (sufficiently) No p.rOtOC.O Lor No concerns
judgement envelopes described investigators described described registration
ngrlnsplgg Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for N(.)t N(.)t N(.)t N(.)t N(.)t No protocol or
judgement (sufﬁmf:ntly) (sufﬁm.ently) (sufﬁm.ently) (sufﬁmf:ntly) (sufﬁmf:ntly) registration No concerns
described described described described described
ngggg)ﬂ%m Low High Unclear Low Unclear Unclear Low
Support for Random . N(.)t Blinded N(.)t No protocol or
judgement number list Open list (sufﬁm.ently) outcome (sufﬁmf:ntly) registration No concerns
described assessor described
Cioaca 2002'"! Unclear Unclear Unclear Low Low Unclear Low
Not Not Not Blinded Atrition low
Support for . . fficiently) tcom and balanced. | No protocol or N
judgement (sufﬁmpntly) (sufﬁc1_ently) (su iciently outcome Unlikely to registration 0 concerns
described described described assessor
affect outcome
Wahab 2013"?|  Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for N(.)t N(.)t N(.)t N(.)t N(.)t No protocol or
ideement (sufﬁmf:ntly) (sufﬁm.ently) (sufﬁm.ently) (sufﬁmf:ntly) (sufﬁmf:ntly) registration No concerns
Judg described described described described described g
Danda 2010'3 Unclear Unclear Low Low Unclear Unclear Low
Support for N(.)t N(.)t . Blir}ded Blinded N(.)t No protocol or
udeement (sufﬁmpntly) (sufﬁc1_ent1y) 1nvest1g_ators outcome (sufﬁmpntly) repistration No concerns
Jucg described described and patients assessor described g
Kang 2009''* Low Unclear Unclear Unclear Unclear Unclear Low
Support for Computer N(.)t N(.)t N(.)t N(.)t No protocol or
udeement | randomisation (sufﬁm.ently) (sufﬁm.ently) (sufﬁmf:ntly) (sufﬁmf:ntly) registration No concerns
Judg described described described described g
Rajabi 2012'"° Unclear Unclear Low Unclear Unclear Unclear Low
Support for N(.)t N(.)t N(.)t N(.)t N(.)t No protocol or
udeement (sufﬁmpntly) (sufﬁc1_ent1y) (sufﬁc1_ent1y) (sufﬁmpntly) (sufﬁmpntly) repistration No concerns
Jucg described described described described described g
Mui 2005' Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for N(.)t N(.)t N(.)t N(.)t N(.)t No protocol or
udeement (sufﬁmf:ntly) (sufﬁm.ently) (sufﬁm.ently) (sufﬁmf:ntly) (sufﬁmf:ntly) registration No concerns
Juag described described described described described g
Karran 1993'"” Unclear Unclear Unclear Unclear High Unclear Low
High attrition
Support for N(.)t N(.)t N(.)t N(.)t relative to No protocol or
“udeement (sufﬁmpntly) (sufﬁm.ently) (sufﬁm.ently) (sufﬁc1.ently) events. Could resistration No concerns
Jude described described described described have affected &
outcome
152}(1)1}) :15121 Unclear Unclear Low Unclear Low Unclear Low
Attrition low
Support for N(.)t N(.)t Randomisation N(.)t and balanced. | No protocol or
. (sufficiently) | (sufficiently) (sufficiently) . . . No concerns
judgement described described after procedure described Unlikely to registration
escribe escribe: escribe affect outcome
Iszl(l)l(t;;lsl};l Unclear Unclear Low Unclear Unclear Unclear Low
Not Not . Not Not
Sugpon for (sufficiently) | (sufficiently) Rfandomlsaglon (sufficiently) | (sufficiently) No p.rOtOC.O Lor No concerns
Judgement described described |2 ter procedure described described registration
l\fggAsrg}f Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for N(.)t N(.)t N(.)t N(.)t N(.)t No protocol or
udeement (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) repistration No concerns
Juds described described described described described &
Becker 1991"! Unclear Unclear Low Low Unclear Unclear Low
Support for N(.)t N(.)t . Bligded Blinded N(.)t No protocol or
‘udeement (sufﬁmpntly) (sufﬁc1_ent1y) 1nvest1g_ators outcome (sufﬁmpntly) registration No concerns
Juag described described and patients assessor described g
Fujita 2015'* Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for N(.)t N(.)t N(.)t N(.)t N(.)t No protocol or
udeement (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) repistration No concerns
Juds described described described described described &
Lau 1990'% Unclear Unclear Low Low High Unclear Low
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High attrition

Not Not L Blinded relative to
Support for . . Randomisation No protocol or
“udgement (sufficiently) | (sufficiently) after procedure outcome events. Could resistration No concerns
Jude described described P assessor have affected &
outcome
Yang 2001'%* Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for Not Not Not Not Not No protocol or
>upp (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) P! . No concerns
judgement . . . . . registration
described described described described described
BO?OgI(‘)gngézlgeh Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for Not Not Not Not Not No protocol or
>upp (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) protoc No concerns
judgement . . . . . registration
described described described described described
Hanif 2015'* High High Unclear Unclear Unclear Unclear Low
S ot for Randomisation | Randomisation Not Not Not No protocol or
>upport fo by alternating | by alternating | (sufficiently) | (sufficiently) | (sufficiently) O PIOtoCoOLor |\ concerns
judgement . . . . . registration
assignment assignment described described described
Chang 2005'” Low Low Unclear Unclear Unclear Unclear Low
Suport for Central Central Not Not Not Not
.ugp ement computer computer (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | No concerns
Jucg randomisation | randomisation | described described described described
ng?snl%o Low Unclear Low Low High Low Low
High attrition
Not . Outcome relative to | All predefined
Support for Computer . Investigators
‘udoement | randomisation (sufficiently) blinded assessors events. Could outcomes No concerns
Juce described blinded | have affected |  reported
outcome
Lin 2011'% Low unclear Unclear Low low Unclear Low
Support for Computer N(.)t N(.)t Blinded Intent-to-treat | No protocol or
judgement | randomisation (sufficiently) | (sufficiently) outcome analysis registration No concerns
Juce described described assessor Y g
N1e1d969rl71?313ser Low Unclear Low Unclear Low Unclear Low
Support for |Randomisation ffN(.)t | Randomisation ff}\] of | All participants No protoco Lor
judgement list (su ieient y) after procedure (su etent y) were analysed registration | No concerns
described described
Liu 2008"! Low Unclear Unclear Unclear Unclear Unclear Low
Not - Not Not
S,L‘l‘gp:rﬁef;’tr rafd";lnﬁ‘s‘;’iron (sufficiently) aRfi‘;d"f;‘CseﬁL‘ig (sufficiently) | (sufficiently) N;’epir;’ttrzii";n"r No concerns
Juds described P described described &
Carroll 2003'% unclear unclear Unclear Unclear Unclear Unclear Low
Support for Not Not Not Not Not No protocol or
>upp (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) Pl . No concerns
judgement . . . . . registration
described described described described described
Righi 199633 unclear unclear Unclear Unclear High Unclear Low
High attrition
Support for Not Not Not Not relative to No protocol or
>upp (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | events. Could P! . No concerns
judgement . . . . registration
described described described described have affected
outcome
Bidkar 20143 Low Unclear Low Low Low Unclear Low
Support for Computer N(.)t Blinded Blinded All participants| No protocol or
. L (sufficiently) | . . outcome . . No concerns
judgement | randomisation . investigators were analysed | registration
described aSSessors
A2b Sl é’ fks T Unclear Low Low Low High Unclear Low
High attrition
Support for N(.)t Central . Bln?ded Blinded relative to No protocol or
. sufficiently o investigators outcome events. Could . . No concerns
judgement . randomisation el registration
described and participants| — assessors have affected
outcome
Eszlz)g&fi?éur Unclear Unclear Unclear Unclear Low Unclear Low
Not Not Not Not ..
S.llllgp;ﬁef::tr (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) I:;Liaanézllp:::f N;)epir;)ttrf;(t:{)olnor No concerns
Judg described described described described Y g
Janzs(l)%}glgg nt Unclear Unclear Unclear Unclear High Unclear Low
S ot for Not Not Not Not High attrition No protocol or
'Sgpgmer?t (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) relative to ;)epi;)tr(;(t:i(z)no No concerns
Judg described described described described events. Could g
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have affected

outcome
Baqain 2004 Low Low Low low Low Unclear Low
Support for Cen'gral_ Cent_ralv . Bln}ded Blinded All participants| No protocol or
judgement randomlsatlc_)n randomlsatlgn investigators outcome were analysed | registration No concerns
J by random list | by random list | and patients assessors
Bentley 1999'*|  Unclear Unclear Low Low Unclear Unclear Low
Support for Not Not Blinded Blinded Not No protocol or
'u(li:l)pemen ¢ (sufficiently) | (sufficiently) | investigators outcome (sufficiently) repis tration No concerns
Juag described described and patients asSessors described g
Fridrich 1994'* Unclear Unclear Unclear Unclear Low Unclear Low
Not Not Not Not .
S,“gp;ﬁefr‘l’tr (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) QV“ rpa;i‘;panés Nf pi“’ttr‘;?lnc’r No concerns
Juds described described described described ere yse cgistratio
Togo 2007™! Low Low Unclear Unclear low unclear Low
Support for Central Central N(.)t N(.)t All participants| No protocol or
judgement computer computer (sufﬁc1§nt1y) (sufﬁmgntly) were analysed | registration No concerns
J randomisation | randomisation |  described described
Sgg‘i‘gﬂia Low Low Low Unclear Low Low Low
Central Central Not All predefined
Support for © Randomisation| (sufficiently) |All participants precetine
- computer computer . outcomes No concerns
judgement o .. |after procedure| described | were analysed
randomisation | randomisation outcome reported
Gupta 2010'3 Low Low Low Low Low Unclear Low
Randomisation Allocation Blinded Blinded Attrition low.
Support for concealed . . . No protocol or
judgement by random throughout the 1nvest1ggtors outcome Unlikely to registration No concerns
J number table study and patients assessors |affect outcome.
Otani 2004'# Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for Not Not Not Not Not No protocol or
S oment | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | "0 P9 %% 91 No concerns
Juce described described described described described g
Sawyer 1990'%|  Unclear Unclear Unclear Unclear Unclear Unclear Low
Support for Not Not Not Not Not No protocol or
'u(li:l)pemen ¢ (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) repis tration No concerns
Judg described described described described described g
Davis 20174 Low Unclear Low Low High Low Low
High attrition
S ot for Randomisation Not Blinded Blinded relative to | All predefined
'Sgpgmer?t by drawing | (sufficiently) | investigators outcome events. Could outcomes No concerns
Judg envelopes described and patients assessors have affected reported
outcome
Park 2010'¥ Unclear Unclear Unclear Unclear Unclear Unclear Low
S ot for Not Not Not Not Not No protocol or
,L‘l‘gp:me;’t (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) | (sufficiently) ;’epi;’trzii‘; n" No concerns
Juds described described described described described &

* Information obtained through correspondence with author
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Appendix 11. Funnel plot: Postoperative continuation of surgical antibiotic prophylaxis > 24h vs
postoperative continuation of surgical antibiotic prophylaxis <= 24h

p>10%

The figure illustrates the distribution of effect estimates of the different studies (x-axis) against their
precision (y-axis). Asymmetry across the vertical midline, representing the overall effect estimate of
the meta-analysis, indicates publication bias. Both funnel plots show a symmetrical distribution and no
indication of publication bias.
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