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PubMed search strategy (8% H 20194 4 A 27 H)

#1 Sepsis[MeSH Terms]) OR Shock, Septic[MeSH Terms]) OR “Systemic 1409379
inflammatory  response  syndrome”[MeSH Terms]) OR  “Bacterial
Infections”[MeSH Terms]) OR Sepsis[Title/Abstract]) OR
Septic*[Title/Abstract]) OR Infection[MeSH Terms]))

#2 | (beta—Lactams[MeSH Terms] OR carbapenem*[Title/Abstract] OR 181062

penicillink[Title/Abstract] OR piperacillin[Title/Abstract]) OR
cephalosporinx[Title/Abstract]) OR meropenem[Title/Abstract])
OR imipenem[Title/Abstract]) OR doripenem[Title/Abstract]) OR
ticarcillin[Title/Abstract]) OR cefepime[Title/Abstract]) OR
ceftazidime[Title/Abstract]) OR cefoperazone[Title/Abstract]) OR
monobactam[Title/Abstract]) OR aztreonam[Title/Abstract])) OR
Ertapenem[Title/Abstract]) OR Cefazolin[Title/Abstract]) OR
“Clavulanic Acid*”[Title/Abstract]) OR Sulbactam[Title/Abstract])
OR Tazobactam[Title/Abstract])) OR
beta—Lactam*[Title/Abstract])

#3 | (Drug Administration Schedule[MeSH Terms]) OR | 1019250
(extended[Title/Abstract]) OR prolonged[Title/Abstract]) OR
continuous[Title/Abstract]) OR intermittent[Title/Abstract])

#4 | Administration, Intravenous[MeSH Terms] OR| 1075028
infusion*[Title/Abstract]) OR administration*[Title/Abstract]

#5 | #3 AND #4 128269

#6 | #1 AND #2 AND #5 1794

#7 | (“randomized controlled trial”’[pt] OR “controlled clinical trial”’[pt] | 4490408
OR randomized[tiab] OR placebo[tiab] OR “drug therapy”’[sh] OR
randomly[tiab] OR trial[tiab] OR groupsl[tiab]l))




#8

#6 AND #7

1494

CENTRAL search strategy (% H 20194 4 B 27 H)

#1 | MeSH descriptor: [Sepsis] explode all trees 3998
#2 | MeSH descriptor: [Shock, Septic] explode all trees 771
#3 | MeSH descriptor: [Systemic Inflammatory Response Syndrome] 4328
explode all trees
#4 | MeSH descriptor: [Bacterial Infections] explode all trees 16094
#5 | MeSH descriptor: [Infection] explode all trees 22510
#6 | MeSH descriptor: [Pneumonial explode all trees 3131
#7 | (sepsis):ti,abkw 10248
#8 | (septic*):ti,ab,kw 5100
#9 | (bacteremia):ti,ab,kw 2383
#10 | (“critically ill”):ti,ab,kw 5961
#11 | (infect*):ti,abkw 115779
#12 | (pneumonia):ti,ab,kw 13960
#13 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 140097
OR #11 OR #12
#14 | MeSH descriptor: [beta—Lactams] explode all trees 8954
#15 | (carbapenemx):ti,abkw 520
#16 | (penicillin¥):ti,ab,kw 3531
#17 | (piperacillin):ti,ab,kw 917
#18 | (cephalosporin#):ti,ab kw 2553
#19 | (meropenem):ti,ab kw 593
#20 | (imipenem):ti,ab,kw 702
#21 | (doripenem):ti,ab,kw 96
#22 | (ticarcillin):ti,ab,kw 259
#23 | (cefepime):ti,ab,kw 339
#24 | (ceftazidime):ti,ab,kw 1045
#25 | (cefoperazone):ti,ab,kw 283
#26 | (monobactam):ti,ab,kw 25
#27 | (aztreonam):ti,abkw 386
#28 | (ertapenem):ti,ab kw 193
#29 | (cefazolin):ti,abkw 1050
#30 | (clavulanic acid):ti,ab,kw 1297




#31 | (sulbactam):ti,abkw 482
#32 | (tazobactam):ti,ab,kw 607
#33 | (beta—lactamx):ti,abkw 1182
#34 | #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR 13798
#22 OR #23 OR #24 #25 OR #26 OR #27 OR #28 OR #29 OR #30
OR #31 OR #32 OR #33
#35 | MeSH descriptor: [Drug Administration Schedule] explode all trees 22968
#36 | (extended):ti,ab,kw 16633
#37 | (prolonged):ti,ab,kw 25010
#38 | (continuous):ti,abkw 46155
#39 | (intermittent):ti,ab,kw 12531
#40 | #35 OR #36 OR #37 OR #38 OR #39 113693
#41 | MeSH descriptor: [Administration, Intravenous] explode all trees 17807
#42 | (infusion*):ti,ab,kw 61022
#43 | (administration*):ti,ab kw 322182
#44 | #41 OR #42 OR #43 350856
#45 | #40 AND #44 56058
#46 | #13 AND #34 AND #45 1362
EFE R M EE search strategy (% H 20194 4 A 20 H)
#1 | (BRIMYE/TH or BRIMYE/TA)) and (PT=53&EFR<) 22405
#2 | (Uavo-BRMEETE/TH or BRIMEML 3v9/TA)) and PT=-23 6145
(239
#3 | (B RRRAE/TH or MIERRAE/TA)) and PT=-2&EXIR<) 115853
#4 | (ZSMERERGIEEE/TH or £ B RERIGAEIREE/TA)) and 17730
(PT== %R
#5 | #1 or #2 or #3 or #4 132833
#6 | ((Carbapenems/TH or carbapenems/TA or HJIL/IARRL/TA or 8823
meropenem/TA or AANRARL/TA or imipenem/TA or ASRRL
/TA or doripenem/TA or KU~ L/TA or Ertapenem/TA or IT)L
RRK L /TA)) and (PT=:EEXERC)
#7 | ((Penicillins/TH or penicillin/TA or X = 2 1J > /TA or 17958
piperacillin/TA or EXRS1)2/TA)) and (PT=2Z& k&)
#8 | ((Cephalosporins/TH or Cephalosporin/TA or £27RAXARY2/TA 20924
or cefazolin/TA or £ 77J1)/TA or ceftazidime/TA or £I48¥




2 L./TA or cefepime/TA or #7xE L/TA or cefoperazone/TA or
T IARSYD/TA) and PT=ZERR

#9 | ((Beta—Lactams/TH or beta—lactams/TA or beta—lactam/TA)) and 33334
(PT==& %R
#10 | ((Beta—Lactamases/TH or beta—lactamase/TA or B S9U3<—+ 4614
/TA or sulbactam/TA or RJL/NJRL/TA or (clavulanic/TA and
acid/TA) or 95T SFE/TA or tazobactam/TA or AV /NJR L
/TA)) and (PT=£5&8%R<)
#11 | ((Monobactams/TH or monobactam/TA or E//\J AL /TA or 1030
aztreonam/TA or 7 AL A FL/TA)) and (PT=Z k<)
#12 | #6 or #7 or #8 or #9 or #10 or #11 42645
#13 | (BRZEFTE/TH or HZFEEE/TA or k5 /TA or REFHIRS 36650
/TA or ¥REEREIER/TA or BIRIEE/TA)) and (PT==5E R
#14 | (FFRAIX S /TH or FARAIXS/TA) and (PT==&&EXFE<) 36165
#15 | #13 AND #14 4870
#16 | #5 AND #12 AND #15 134
#17 | (G5 LLLEEGEAER/TH or 5 F LMELLEEER/TH or S5 | 249263
LAb/AL or SEAEZAL/AL or LLEXEABR/AL or EREREXER/AL or 7
S47R/AL or XtHB/AL or a2 hE—)L/AL or BREREAZL/AL or &
BX/AL) and (PT=ZEXER<)
#18 | #16 AND #17 13




PRISMA 70—

2869 of records
identified through
database

0 of additional
recards identified
through ather

searching

sources

\_l_l

367 of recards after duplicates
remaved

2502 of recards 2455 of recards
screened excluded

A7 af full-text 32 of fulk-text
articles d articles excluded,
far eligibility with reasans

15 of studies
included in
qualitative
synthesis

13 of studies
included in
quantitative
synthesis
(meta-analysis)

Risk of Bias H¥<!)—

~ | @ |Random sequence generation (selection biag)

-~ . Allocation concealment (selection hias)

- . Blinding of outcome assessment (detection bias)

-~ . Incomplete outcome data (attrition bias)
- . Selective reporting (reporting hias)

) . . . Blinding of participants and personnel (performance bhias)

»
o
=
z
3

Abdul 2016 ®

Angus 2000 ®

Dulhurty 2013 | @ | @ ® e : e

Georges 2005 | 2 | 2 (@2

Laterre 2015 |2 |2 |2 |2 (@2 | @

Faul2iis | @D OO 9 OO

Rafatizoos |2 |2 |2 |2 (@2 |2
Rohetts & Kirkpatrick 2008 | @) (@ (@ | 2 (@] 2 | 2
Zhao2017 | @ | @ (@ |2 (@] 2 |2
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Continuous Intermittent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Angus 2000 1 10 8 11 4.2% 0.14[0.02,0.81] 2000
Georges 2005 3 26 3 24 B2% 042021, 414] 2005 ——
Rafati 2006 ] 20 G 200 11.4% 0.83[0.30,2.29) 2006 I
Roberts & Kirkpatrick 2009 2 g a 5  20% 5.00[0.30, 83.69] 2009
Dulhunty 2013 3 a0 1 30 3.2% 3000033, 27.23] 2013 —
Lips 2014 1 10 1 9  23% 0.90[0.07,12.38] 2014
Paul 2015 84 M2 56 220 30.6% 1.00[0.72,1.38] 2015 -
Laterre 2014 2 14 ] 14 B.5% 0.40[0.09,1.73] 2015 e
Abdul 2016 10 68 24 B 19.2% 0.40[0.21,078] 2016 —
Zhao 2017 7 25 g 25 144% 0.88[0.37, 208 2017 —
Total (95% CI) 420 424 100.0% 0.74[0.49,1.12] -
Total events a8 112
Heterogeneity: Tau‘:. 012, Chi®=13.29 df=9(P=018);, F=32% 'D.D1 D!1 1'D 100
Testfor overall effect £=1.42 (P=0.16) Continuous  Intermittent
» »;
7 INALQ A—4yrriREEERE
Continuous Intermittent Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% Cl
Culhunty 2013 18 22 A 21 MI3% 0.25[010,064] 2013 e
Ahdul 2016 43 68 23 BB  78.8% 0.34[0.21,0.55] 2016 -
Total (95% CI) a0 87 100.0% 0.32 [0.21, 0.49] &
Tatal events 71 29
Heterogeneity: Tau®= 0.00; Chi*=0.29, df=1 (P = 0.83); F= 0% ) t t
Test for overall effect: 2= 5245 (P = 0.00001) 0.01 o1 " ] 10 100
Continuous  Intermittent
FTIMHLQ ERERBIARE
Continuous Intermittent Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Micolau 2001 7 17 5 18 6.8% 0.88[0.53, 1.48] 200 T
Georges 2004 22 26 16 24 1.7% 0.46[016,1.34] 2005 —
Lau 2006 95 128 104 130 8.4% 1.251[0.79,1.97] 2006 T
Roberts 2007 13 29 ] 28 11.9% 067 [0.46, 097 2007 -
Chytra 2012 30 106 24 108 353% 0.592[0.79,1.08] 2012 L
Dulhunty 2013 q 30 A 30 16.9% 0.88 065 117] 2013 —
Laterre 2015 13 14 11 14 0.4% 0.33[0.04,283] 2015
Abdul 2016 39 68 23 BB 14.5% 0.65[0.47 091] 2016 —
Zhao 2017 16 28 14 25 4.0% 0.82[0.41,1.62] 2017 I
Total (95% CI) 443 443 100.0% 0.84 [0.73,0.97] +
Total events 245 2049
Heterogeneity: Tau®= 0.01; Chi*= 9.86, df= 8 (P = 0.27); F= 19% ; f f t
Testfn?u\rergll effect: 2= 2I.42 P= D.IJEI) ( ’ 0.05 o2 " . 5 20
Continuous  Intermittent
T7IbhL® BIERREEE
Continuous Intermittent Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Lau 2006 22 1B 12 114 20.7% 0.96 [0.85,1.08] 2008
Faul 2015 19 12 25 220 T1.6% 1.03[0.96,1.09] 2015
Laterre 2015 1 14 a 14 77% 093077, 113] 2015 E
Total (95% CI) 342 349 100.0% 1.01 [0.95, 1.06] &
Total events 42 43
Heterogeneity: Tau®= 0.00; Chi*=1.64, df= 2 (P = 0.44); F= 0% ) t t
Testfor overall effect 2= 0.20 (P = 0.849) 05 or ; 18 z
Continuous  Intermittent
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Continuous Intermittent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Chytra 2012 Z? 96 4 102 100.0% 0.53[0.10,2.83]
Total {(95% CI) a6 102 100.0% 0.53[0.10, 2.83] ——oui—
Total events 2 4
ity i } }
Heterageneity: Mot applicahle o 10 100

Testfaroverall effect: Z=0.74 (P = 0.46)
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