Table S1. Search strategy for each database.
	Pubmed
	
	

	Search number
	Query
	Results

	1
	"piperacillin tazobactam drug combination"[Supplementary Concept] OR ("Piperacillin"[Title/Abstract] AND "tazobactam"[Title/Abstract]) OR ("Zosyn"[Title/Abstract] OR "Tazocillin"[Title/Abstract] OR "Tazocel"[Title/Abstract] OR "Tazocin"[Title/Abstract])
	7,094

	2
	"ticarcillin-clavulanic acid" [Supplementary Concept] OR ("ticarcillin"[Title/Abstract] AND "clavulanic"[Title/Abstract]) OR ("BRL 28500"[Title/Abstract] OR "BRL-28500"[Title/Abstract] OR "Timentin"[Title/Abstract])
	790

	3
	"Cefepime"[MeSH Terms] OR "Cefepime"[Title/Abstract] OR "Cefepim"[Title/Abstract] OR "BMY-28142"[Title/Abstract] OR "BMY-28142"[Title/Abstract] OR "BMY28142"[Title/Abstract] OR "Maxipime"[Title/Abstract] OR "Quadrocef"[Title/Abstract] OR "Axepim"[Title/Abstract]
	5,428

	4
	"ceftolozane, tazobactam drug combination" [Supplementary Concept] OR ("ceftolozane"[Title/Abstract] AND "tazobactam"[Title/Abstract]) OR "Zerbaxa"[Title/Abstract]
	1,042

	5
	"Ceftazidime"[MeSH Terms] OR "Ceftazidime"[Title/Abstract] OR "Fortum"[Title/Abstract] OR "Tazidime"[Title/Abstract] OR "ly 139381"[Title/Abstract] OR "ly 139381"[Title/Abstract] OR "gr 20263"[Title/Abstract] OR "GR20263"[Title/Abstract] OR "gr 20263"[Title/Abstract] OR "Fortaz"[Title/Abstract]
	13,989

	6
	"avibactam ceftazidime drug combination"[Supplementary Concept] OR ("avibactam"[Title/Abstract] AND "ceftazidime"[Title/Abstract]) OR "Avycaz"[Title/Abstract]
	2,382

	7
	("Meropenem"[Mesh]) OR ((Meropenem[Title/Abstract]) OR (Merrem[Title/Abstract]) OR (SM 7338[Title/Abstract]) OR (SM-7338[Title/Abstract]) OR (SM7338[Title/Abstract]) OR (Ronem[Title/Abstract]) OR (Penem[Title/Abstract]) OR (3-(5-Dimethylcarbamoylpyrrolidin-3-ylthio)-6-(1-hydroxyethyl)-4-methyl-7-oxo-1-azabicyclo(3.2.0)hept-2-ene-2-carboxylic acid[Title/Abstract]))
	13,192

	8
	"cilastatin imipenem drug combination"[Supplementary Concept] OR "Imipenem"[Title/Abstract] OR "Cilastatin"[Title/Abstract] OR "Primaxin"[Title/Abstract] OR "Zienam"[Title/Abstract] OR "mk 0787 mk 0791 mixture"[Title/Abstract] OR "mk 0787 mk 0791 mixture"[Title/Abstract] OR "mk 787 mk 791 mixture"[Title/Abstract] OR "mk 787 mk 791 mixture"[Title/Abstract] OR "tienam 500"[Title/Abstract] OR "Thienam"[Title/Abstract]
	14,274

	9
	("Doripenem"[Mesh]) OR ((Doripenem[Title/Abstract]) OR (S 4661[Title/Abstract]) OR (S-4661[Title/Abstract]) OR (S4661[Title/Abstract]) OR (2-(5-sulfamoylaminomethylpyrrolidin-3-ylthio)-6-(1-hydroxyethyl)-1-methylcarbapen-2-em-3-carboxylic acid[Title/Abstract]))
	866

	10
	#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9
	39,352

	11
	(extended[Title/Abstract]) OR (continuous[Title/Abstract]) OR (prolonged[Title/Abstract]) OR (intermittent[Title/Abstract]) OR (interval[Title/Abstract]) OR (discontinuous[Title/Abstract]) OR (bolus[Title/Abstract]) OR (pulse[Title/Abstract])
	2,399,553

	12
	(randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR placebo[tiab] OR clinical trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals [mh] NOT (humans [mh] AND animals[mh]))
	1,616,450

	13
	cohort studies[mesh:noexp] OR longitudinal studies[mesh:noexp] OR follow-up studies[mesh:noexp] OR prospective studies[mesh:noexp] OR retrospective studies[mesh:noexp] OR cohort[TIAB] OR longitudinal[TIAB] OR prospective[TIAB] OR retrospective[TIAB]
	3,884,216

	14
	#12 OR #13
	5,123,722

	15
	#10 AND #11 AND #14
	2,329

	Embase
	
	

	Search number
	Query
	Results

	#1
	'piperacillin plus tazobactam'/exp OR 'piperacillin tazobactam':ti,ab OR (piperacillin:ti,ab AND tazobactam:ti,ab) OR 'zosyn':ti,ab OR 'tazocillin':ti,ab OR 'tazocel':ti,ab OR 'tazocin':ti,ab
	53639

	#2
	'ticarcillin plus clavulanic acid'/exp OR 'ticarcillin clavulanic acid':ti,ab OR (ticarcillin:ti,ab AND 'clavulanic acid':ti,ab) OR 'brl 28500':ti,ab OR 'timentin':ti,ab
	5448

	#3
	'cefepime'/exp OR 'cefepime':ti,ab OR 'cefepim':ti,ab OR 'bmy-28142':ti,ab OR 'maxipime':ti,ab OR 'quadrocef':ti,ab OR 'axepim':ti,ab
	37978

	#4
	'ceftolozane plus tazobactam'/exp OR 'ceftolozane tazobactam':ti,ab OR (ceftolozane:ti,ab AND tazobactam:ti,ab) OR 'zerbaxa':ti,ab
	2812

	#5
	'ceftazidime'/exp OR 'ceftazidime':ti,ab OR 'fortum':ti,ab OR 'tazidime':ti,ab OR 'ly 139381':ti,ab OR 'gr 20263':ti,ab OR 'fortaz':ti,ab
	64635

	#6
	'ceftazidime plus avibactam'/exp OR 'ceftazidime avibactam':ti,ab OR (avibactam:ti,ab AND ceftazidime:ti,ab) OR 'avycaz':ti,ab
	5602

	#7
	'meropenem'/exp OR 'meropenem':ti,ab OR 'merrem':ti,ab OR 'sm 7338':ti,ab OR 'ronem':ti,ab OR 'penem':ti,ab
	67082

	#8
	'imipenem plus cilastatin'/exp OR 'imipenem cilastatin':ti,ab OR 'imipenem':ti,ab OR 'cilastatin':ti,ab OR 'primaxin':ti,ab OR 'zienam':ti,ab OR 'tienam 500':ti,ab OR 'thienam':ti,ab
	26434

	#9
	'doripenem'/exp OR 'doripenem':ti,ab OR 's 4661':ti,ab
	4174

	#10
	#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9
	157332

	#11
	'extended':ti,ab OR 'continuous':ti,ab OR 'prolonged':ti,ab OR 'intermittent':ti,ab OR 'interval':ti,ab OR 'discontinuous':ti,ab OR 'bolus':ti,ab OR 'pulse':ti,ab
	3295701

	#12
	'randomized controlled trial'/exp OR 'controlled clinical trial'/exp OR 'randomized':ti,ab OR 'placebo':ti,ab OR 'clinical trial':ti,ab OR 'randomly':ti,ab OR 'trial':ti,ab
	3191063

	#13
	'cohort'/exp OR 'longitudinal study'/exp OR 'prospective study'/exp OR 'retrospective study'/exp OR 'cohort':ti,ab OR 'longitudinal':ti,ab OR 'prospective':ti,ab OR 'retrospective':ti,ab
	5363535

	#14
	#12 OR #13
	7820791

	#15
	#10 AND #11 AND #14 AND [humans]
	2594

	Web of science
	

	Search Number
	Query
	Results

	#1
	TS=("piperacillin tazobactam" OR (piperacillin AND tazobactam) OR Zosyn OR Tazocillin OR Tazocel OR Tazocin)
	7298

	#2
	TS=("ticarcillin clavulanic" OR (ticarcillin AND clavulanic) OR "BRL 28500" OR Timentin)
	807

	#3
	TS=(Cefepime OR Cefepim OR "BMY-28142" OR Maxipime OR Quadrocef OR Axepim)
	5774

	#4
	TS=("ceftolozane tazobactam" OR (ceftolozane AND tazobactam) OR Zerbaxa)
	1169

	#5
	TS=(Ceftazidime OR Fortum OR Tazidime OR "ly 139381" OR "gr 20263" OR Fortaz)
	14340

	#6
	TS=("avibactam ceftazidime" OR (avibactam AND ceftazidime) OR Avycaz)
	2812

	#7
	TS=(Meropenem OR Merrem OR "SM 7338" OR Ronem OR Penem)
	13608

	#8
	TS=("imipenem cilastatin" OR Imipenem OR Cilastatin OR Primaxin OR Zienam OR "tienam 500" OR Thienam)
	14653

	#9
	TS=(Doripenem OR "S 4661")
	956

	#10
	 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9
	40313

	#11
	 TS=(extended OR continuous OR prolonged OR intermittent OR interval OR discontinuous OR bolus OR pulse)
	6115849

	#12
	TS= clinical trial* OR TS=research design OR TS=comparative stud* OR TS=evaluation stud* OR TS=controlled trial* OR TS=follow-up stud* OR TS=prospective stud* OR TS=random* OR TS=placebo* OR TS=(single blind*) OR TS=(double blind*)
	7881766

	#13
	TS= cohort stud* OR TS= longitudinal stud* OR TS=follow-up stud* OR TS=prospective stud* OR TS=retrospective stud* OR TS=cohort OR TS=longitudinal OR TS=prospective
	3533173

	#14
	 #12 OR #13
	9406846

	#15
	#10 AND #11 AND #14
	3047

	Cochrane Central Register of Controlled Trials
	( 
  ( (Piperacillin NEAR/3 tazobactam) OR Zosyn OR Tazocillin OR Tazocel OR Tazocin ) OR
  ( (ticarcillin NEAR/3 clavulanic) OR "BRL 28500" OR Timentin ) OR
  ( Cefepime OR Cefepim OR "BMY-28142" OR Maxipime OR Quadrocef OR Axepim ) OR
  ( (ceftolozane NEAR/3 tazobactam) OR Zerbaxa ) OR
  ( Ceftazidime OR Fortum OR Tazidime OR "ly 139381" OR "gr 20263" OR Fortaz ) OR
  ( (avibactam NEAR/3 ceftazidime) OR Avycaz ) OR
  ( Meropenem OR Merrem OR "SM 7338" OR Ronem OR Penem ) OR
  ( (Imipenem NEAR/3 Cilastatin) OR Primaxin OR Zienam OR "tienam 500" OR Thienam ) OR
  ( Doripenem OR "S 4661" )
) AND ( extended OR continuous OR prolonged OR intermittent OR interval OR discontinuous OR bolus OR pulse )
	824

	CNKI
	TKA=('哌拉西林他唑巴坦' + '派拉西林他唑巴坦' + '哌拉西林钠他唑巴坦' + '派拉西林钠他唑巴坦' + '特治星' + '他唑仙' + '替卡西林克拉维酸' + '特美汀' + '头孢吡肟' + '马斯平' + '头孢洛扎他唑巴坦' + '头孢他啶' + '复达欣' + '头孢他啶阿维巴坦' + '美罗培南' + '美平' + '亚胺培南西司他丁' + '泰能' + '多尼培南') AND TKA=('延长输注' + '持续输注' + '间断输注' + '间歇输注' + '推注' + '脉冲输注' + '输注时间' + '输注方式' + '延长静脉输注' + '持续静脉输注')
	245

	WangFang
	(主题:(哌拉西林他唑巴坦 or 派拉西林他唑巴坦 or 哌拉西林钠他唑巴坦 or 派拉西林钠他唑巴坦 or 特治星 or 他唑仙 or 替卡西林克拉维酸 or 头孢吡肟 or 头孢洛扎他唑巴坦 or 头孢他啶 or 头孢他啶阿维巴坦 or 美罗培南 or 亚胺培南西司他丁 or 泰能 or 多尼培南) ) and (主题:(延长输注 or 持续输注 or 间断输注 or 间歇输注 or 推注 or 脉冲输注 or 输注时间 or 输注方式 or 延长静脉输注 or 持续静脉输注) or 题名或关键词:(延长输注 or 持续输注 or 间断输注 or 间歇输注 or 推注 or 脉冲输注 or 输注时间 or 输注方式 or 延长静脉输注 or 持续静脉输注))
	733

	WeiPu
	(M=(哌拉西林他唑巴坦 OR 派拉西林他唑巴坦 OR 哌拉西林钠他唑巴坦 OR 派拉西林钠他唑巴坦 OR 特治星 OR 他唑仙 OR 替卡西林克拉维酸 OR 特美汀 OR 头孢吡肟 OR 马斯平 OR 头孢洛扎他唑巴坦 OR 头孢他啶 OR 复达欣 OR 头孢他啶阿维巴坦 OR 美罗培南 OR 美平 OR 亚胺培南西司他丁 OR 泰能 OR 多尼培南) OR R=(哌拉西林他唑巴坦 OR 派拉西林他唑巴坦 OR 哌拉西林钠他唑巴坦 OR 派拉西林钠他唑巴坦 OR 特治星 OR 他唑仙 OR 替卡西林克拉维酸 OR 特美汀 OR 头孢吡肟 OR 马斯平 OR 头孢洛扎他唑巴坦 OR 头孢他啶 OR 复达欣 OR 头孢他啶阿维巴坦 OR 美罗培南 OR 美平 OR 亚胺培南西司他丁 OR 泰能 OR 多尼培南)) AND (M=(延长输注 OR 持续输注 OR 间断输注 OR 间歇输注 OR 推注 OR 脉冲输注 OR 输注时间 OR 输注方式 OR 延长静脉输注 OR 持续静脉输注) OR R=(延长输注 OR 持续输注 OR 间断输注 OR 间歇输注 OR 推注 OR 脉冲输注 OR 输注时间 OR 输注方式 OR 延长静脉输注 OR 持续静脉输注))
	200


Table S2. Beta-lactam antibiotics analyzed in this network-analysis

	Subclass
	Drug

	Penicillin
	Piperacillin/tazobactam

	
	Ticarcillin/clavulanate

	Cephalosporins
	Cefepime

	
	Ceftolozane/tazobactam

	
	Ceftazidime

	
	Ceftazidime/avibactam

	Carbapenem
	Meropenem

	
	Imipenem/cilastatin

	
	Doripenem


Note: Compound formulations containing the above drugs will also be analyzed. Studies were eligible if they used at least one of the nine listed antibiotics.

Table S3. List of excluded full‑text articles with reasons

	Author (first author, year)
	Title

	Full text unavailable (n=10)

	Gao XM, 2012
	Clinical study of continuous infusion of meropenem in the treatment of severe infections (in Chinese)

	Hense J, 1998
	Prospective randomized trial of bolus meropenem versus infusion meropenem versus ceftazidime/amikacin as empiric initial therapy for infections and fever of unknown origin in neutropenic patients with hematologic malignancies

	Georges B, 1999
	Continuous versus intermittent cefepime infusion in critical care. Preliminary results

	Liu ZT, 2000
	Clinical study of low dose continuous infusion of ceftazidime (CAZ) for the treatment of low respiratory tract infections

	Noens L, 2000
	Cefepime in continuous infusion of 4 grams versus intermittent dosing with 6 grams daily in severe febrile neutropenia: a randomized comparative trial

	Okimoto N, 2009
	Clinical effects of continuous infusion and intermittent infusion of meropenem on bacterial pneumonia in the elderly

	Amonova DS, 2011
	Clinical and bacteriological efficiency of two modes of ceftazidime and amikacin dosing in patients with ventilator-associated pneumonia

	Fahimi F, 2011
	Clinical efficacy of bolus versus continuous‑infusion of piperacillin‑tazobactam in VAP treatment

	NCT (ClinicalTrials.gov), 2012
	Optimizing Dosing Regimen of Piperacillin/Tazobactam for Nosocomial Pneumonia

	Farokhi J, 2020
	The effect of continuous infusion of meropenem antibiotic on clinical signs and changes of procalcitonin in patients with acute sepsis related to cancer

	Duplicate data (n=8)

	McNabb JJ, 2001
	Cost‑Effectiveness of Ceftazidime by Continuous Infusion versus Intermittent Infusion for Nosocomial Pneumonia

	DeRyke CA, 2006
	Pharmacoeconomics of continuous versus intermittent infusion of piperacillin–tazobactam for the treatment of complicated intraabdominal infection

	Georges B, 1999
	Continuous versus intermittent cefepime infusion in critical care patients. Preliminary findings.

	Lv Y, 2013
	Optimized dosing regimen of piperacillin/tazobactam by prolonged infusion for hospital‑acquired pneumonia (in Chinese)

	Wang ZH, 2014
	Comparison of 3‑hour and 30‑minute infusion regimens for meropenem in ICU patients with hospital‑acquired pneumonia (in Chinese)

	He GL, 2014
	Prolonged infusion of cefepime reduces mortality in patients with Pseudomonas aeruginosa infection (in Chines)

	Jiang JW, 2024
	Continuous or intermittent infusion of beta‑lactam antibiotics for critically ill patients with sepsis (in Chinese)

	M Dulhunty J, 2024
	Continuous vs intermittent beta‑lactam antibiotic infusions in critically ill patients with sepsis (in Chinese)

	Non‑severe infection (n=5)

	Liu ZT, 2000
	Low‑dose continuous infusion of ceftazidime for lower respiratory tract infections (in Chinese)

	Van Zanten ARH, 2007
	Continuous vs. intermittent cefotaxime in COPD and respiratory tract infections

	Chytra I, 2012
	Continuous versus intermittent meropenem in critically ill patients

	Dulhunty JM, 2012
	Continuous infusion of beta‑lactam antibiotics in severe sepsis

	Abdul-Aziz MH, 2016
	Beta‑Lactam Infusion in Severe Sepsis (BLISS)

	Ineligible outcomes (n=4)

	Angus BJ, 2000
	Erratum: pharmacokinetic‑pharmacodynamic evaluation of ceftazidime continuous infusion vs intermittent bolus in septicaemic melioidosis

	Sakka SG, 2004
	Continuous vs. bolus administration of imipenem in ICU‑acquired pneumonia

	Roberts JA, 2010
	First‑dose and steady‑state population pharmacokinetics and pharmacodynamics of piperacillin by continuous or intermittent dosing

	Jaruratanasirikul S, 2011
	Pharmacodynamics of meropenem in critically ill patients with febrile neutropenia and bacteraemia

	Ineligible drugs (n=4)

	Wysocki M, 2001
	Continuous versus intermittent infusion of vancomycin in severe staphylococcal infections

	Rafati MR, 2006
	Clinical efficacy of continuous infusion of piperacillin compared with intermittent dosing in septic critically ill patients

	Mirjalili M, 2023
	The clinical and paraclinical effectiveness of four-hour infusion vs. half-hour infusion of high-dose ampicillin-sulbactam in treatment of critically ill patients with sepsis or septic shock: An assessor-blinded randomized clinical trial.

	Roberts JA, 2007
	Is continuous infusion ceftriaxone better than once‑a‑day dosing in intensive care?

	Non‑RCT design (n=1)

	Grant EM, 2002
	Clinical Efficacy and Pharmacoeconomics of a Continuous‑Infusion Piperacillin‑Tazobactam Program in a Large Community Teaching Hospital


Table S4 Study-level outcome data of included trials
	Study ID
	Group
	Mortality
	Clinical cure
	Microbiological Success
	ADE
	Hospital Length of Stay

	Dulhunty_2015[29]
	CI vs IB
	90-day
CI: 54
IB: 60
	CI: 111
IB: 109
	NR
	CI: 20
IB: 28
	CI: 5.3(2.9-7.7)
IB: 5.0(3.1-8.0)

	Maranchick_2024[30]
	CI vs IB
	In-hospital/Study end
CI: 2
IB: 2
	CI: 0
IB: 5
	CI: 1
IB: 4
	NR
	CI: 27(12-32)
IB: 18(13-32)

	Abdul-Aziz_2016[31]
	CI vs IB
	30-day
CI: 52
IB: 44
	CI: 37
IB: 24
	NR
	NR
	CI: 7(5-9)
IB: 7(5-9)

	Georges_2005[32]
	CI vs IB
	In-hospital/Study end
CI: 3
IB: 3
	CI: 22
IB: 16
	CI: 18
IB: 13
	NR
	CI: 34±17
IB: 40±15

	Chytra_2012[33]
	CI vs IB
	In-hospital/Study end
CI: 21
IB: 28
	CI: 88
IB: 81
	CI: 87
IB: 80
	NR
	CI: 26 (17-38)
IB: 22 (12-35)

	Fan_2017[47]
	EI vs IB
	In-hospital/Study end
EI: 52
II: 59
	NR
	NR
	NR
	EI: 20
IB: 21

	Wang_2014[48]
	EI vs IB
	14-day
EI: 7
IB: 16
	EI: 27
IB: 16
	EI: 14
IB: 13
	EI: 23
IB: 7
	EI: 19.6±10.8
IB: 21.2±9.2

	Dulhunty_2012[34]
	CI vs IB
	In-hospital/Study end
CI: 3
IB: 6
	CI: 21
IB: 13
	NR
	NR
	CI: 2.5 (2-6.25)
IB: 4.5 (2-7)

	Nicolau_2001[35]
	CI vs IB
	In-hospital/Study end
CI: 1
IB: 3
	CI: 16
IB: 15
	CI: 10
IB: 12
	CI: 9
IB: 10
	CI: 8.5±3.4
IB: 9.3±4.0

	Khan_2025[36]
	CI vs IB
	In-ICU
CI: 7
IB: 10
	CI: 52
IB: 43
	NR
	NR
	CI: 9.5 (6-15.5
IB: 9 (5-16)

	Monti_2023[37]
	CI vs IB
	90-day
CI: 127
IB: 127
	NR
	NR
	NR
	CI: 21 (IQR 12-38)
IB: 22 (IQR 10-40)

	Dulhunty_2024[38]
	CI vs IB
	90-day
CI: 864
IB: 939
	CI: 1930
IB: 1744
	NR
	CI: 10
IB: 6
	CI: 42.4±32.2
IB: 40.6±32.5

	Ammar_2018[49]
	EI vs IB
	In-hospital/Study end
EI: 4
IB: 5
	EI: 20
IB: 16
	EI: 9
IB: 11
	EI: 4
IB: 3
	EI: 9.21±1.17
IB: 11.87±2.6

	Álvarez_2024[39]
	CI vs IB
	In-hospital/Study end
CI: 0
IB: 2
	CI: 6
IB: 9
	CI: 4
IB: 6
	NR
	CI: 22±13.31
IB: 16.8±8.8

	Laporte_2025[50]
	EI vs IB
	30-day
EI: 2
IB: 1
	EI: 39
IB: 46
	NR
	NR
	NR

	Wrenn_2018[51]
	EI vs IB
	In-hospital/Study end
EI: 5
IB: 3
	EI: 23
IB: 29
	NR
	NR
	EI: 27±16
IB: 25±13

	Naiim_2022[52]
	EI vs IB
	In-hospital/Study end
EI: 11
IB: 10
	EI: 5
IB: 6
	NR
	EI: 9
IB: 11
	EI: 22.2±15.79
IB: 19.1±23.5

	Ram_2018[23]
	EI vs IB
	30-day
EI: 1
IB: 2
	EI: 35
IB: 32
	NR
	EI: 4
IB: 10
	EI: 23 (15-61)
IB: 24 (13-145)

	Hanes_2000[40]
	CI vs IB
	NR
	CI: 9
IB: 10
	CI: 9
IB: 10
	NR
	CI: 41.7±30.5
IB: 28.7±15.9

	Roberts_2009_1[41]
	CI vs IB
	In-hospital/Study end
CI: 0
IB: 2
	NR
	NR
	NR
	NR

	Zhao_2017[10]
	CI vs IB
	In-hospital/Study end
CI: 7
IB: 8
	CI: 16
IB: 14
	CI: 18
IB: 14
	NR
	CI: 10.0 (IQR 7.0-26.5)
IB: 10.0 (IQR 8.0-27.0)

	Lips_2014[53]
	EI vs IB
	In-hospital/Study end
EI: 1
IB: 1
	NR
	NR
	NR
	NR

	Roberts_2009_2[42]
	CI vs IB
	CI: 0
IB: 0
	CI: 13
IB: 13
	NR
	NR
	NR

	Sakka_2007[43]
	CI vs IB
	In-hospital/Study end
CI: 1
IB: 2
	NR
	NR
	NR
	CI: 14±8
IB: 12±7

	Lau_2006[44]
	CI vs IB
	In-hospital/Study end
CI: 1
IB: 3
	CI: 70
IB: 76
	CI: 47
IB: 51
	CI: 22
IB: 18
	NR

	Lyu_2018[45]
	CI vs IB
	28-day
CI: 1 
IB: 5
	CI: 53
IB: 52
	CI: 59
IB: 45
	NR
	NR

	Lv_2013[54]
	EI vs IB
	NR
	EI: 22
IB: 20
	NR
	NR
	NR

	Li_2010[46]
	CI vs IB
	NR
	CI: 24
IB: 17
	CI: 11
IB: 11
	CI: 2
IB: 2
	NR

	Wang_2008[55]
	EI vs IB
	NR
	EI: 14
IB: 13
	EI: 14
IB: 13
	NR
	NR

	Lu_2012[56]
	EI vs IB
	NR
	EI: 10
IB: 8
	EI: 8
IB: 6
	EI: 2
IB: 3
	NR

	Ding_2010[57]
	EI vs IB
	NR
	EI: 12
IB :9
	EI: 0
IB: 6
	NR
	NR

	Liu_2023[58]
	EI vs IB
	In-hospital/Study end
EI: 1
IB: 2
	EI: 45
IB: 36/52 
	NR
	NR
	EI: 13

IB: 16.5

	Li_2008[59]
	EI vs IB
	28-day 
EI: 6 
IB: 9 
	EI: 15
IB: 12
	EI: 10
IB: 7
	EI: 1
IB: 1
	EI: 23.4
IB: 39.9

	Zhang_2015[60]
	EI vs IB
	NR
	EI: 19
IB: 18
	EI: 19
IB: 18
	NR
	NR

	Ye_2011[61]
	EI vs IB
	28-day
EI: 8
IB: 8
	EI: 24
IB: 13
	EI: 15
IB:10
	NR
	NR


Table S5. CINeMA assessment of confidence in the evidence for each comparison
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness
	Imprecision
	Heterogeneity
	Incoherence
	Confidence rating

	all-cause mortality

	CI:IB
	17
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	Not applicable
	Moderate

	EI:IB
	11
	Major concerns
	Low risk
	Some concerns
	Some concerns
	No concerns
	Not applicable
	Very low

	EI vs CI (indirect only)
	-
	Some concerns
	Low risk
	Major concerns
	Major concerns
	No concerns
	Not applicable
	Very low

	Clinical cure rate

	CI:IB
	15
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	Not applicable
	Low

	EI:IB
	14
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	Not applicable
	Moderate

	EI vs CI (indirect only)
	-
	Some concerns
	Low risk
	Major concerns
	Major concerns
	No concerns
	Not applicable
	Very low

	Microbiological success

	CI:IB
	10
	Some concerns
	Low risk
	No concerns
	Some concerns
	Some concerns
	Not applicable
	Low

	EI:IB
	8
	Major concerns
	Low risk
	No concerns
	Some concerns
	Some concerns
	Not applicable
	Very low

	EI vs CI (indirect only)
	-
	Major concerns
	Low risk
	Major concerns
	Some concerns
	Some concerns
	Not applicable
	Very low

	Adverse events

	CI:IB
	5
	Some concerns
	Low risk
	No concerns
	Major concerns
	Some concerns
	Not applicable
	Very low

	EI:IB
	6
	Some concerns
	Low risk
	No concerns
	Major concerns
	Some concerns
	Not applicable
	Very low

	EI vs CI (indirect only)
	-
	Some concerns
	Low risk
	Major concerns
	Major concerns
	Some concerns
	Not applicable
	Very low

	Hospital length of stay

	CI:IB
	14
	Some concerns
	Low risk
	No concerns
	Major concerns
	Major concerns
	Not applicable
	Very low

	EI:IB
	8
	Some concerns
	Low risk
	No concerns
	Some concerns
	Major concerns
	Not applicable
	Very low

	EI vs CI (indirect only)
	-
	Some concerns
	Low risk
	Major concerns
	Major concerns
	Major concerns
	Not applicable
	Very low


、[image: image1.png]Cumulative Probability

1.00 1

0.75 1

0.50 1

o
o
a

0.00 1

Rank

Odds Ratio (95% Cl)
Compared with IB

cl ——e——  1.39(0.831, 2.46)
El P — 1.08 (0.558, 2.00)
[ 1
05 1 3

100

° ® Clvs B (n=10)
A E|vs B (n=8)

75

0.433

SUCRA (%)
g
0.867

Standard Error

1.3

25
ference: IB (logOR =

1.733

[ I I I
-3 -2 -1 0 1 2 3

Log Odds Ratio (Treatment vs Reference: IB)

D




Figure S1 Network meta-analysis results for microbiological success

(A) Network plot of eligible comparisons among extended infusion (EI), continuous infusion (CI), and intermittent bolus (IB). Node size is proportional to the number of patients, and edge thickness is proportional to the number of studies. (B) Forest plot of treatment effects. Odds ratios (ORs) with 95% confidence intervals (CIs) are shown for all pairwise comparisons. (C) Ranking probabilities based on surface under the cumulative ranking curve (SUCRA). Higher SUCRA values indicate greater likelihood of being the best treatment. (D) Funnel plot for assessment of publication bias. Egger's test p-values were 0.74 for CI vs IB and 0.23 for EI vs IB, suggesting no significant publication bias.

[image: image2.png]Cumulative Probability

o
©

o
o

o
~

0.2 1

Rank

SUCRA (%)

100

75

o
o

25

El

Standard Error

1.026 0.684 0.342

1.368

Compared with IB
Cl

Odds Ratio (95% Cl)

El

1.07 (0.436, 2.71)

0]

1.30 (0.497, 3.21)
1

0.4

Re

A

ference: IB (logOR = 0)

4

® ClvsIB (n=5)
A E|vs B (n=6)

A
|
|
|
|

.

-1

0 1 2 3

Log Odds Ratio (Treatment vs Reference: IB)

D




Figure S2 Network meta-analysis results for adverse events

(A) Network plot of eligible comparisons among extended infusion (EI), continuous infusion (CI), and intermittent bolus (IB). Node size is proportional to the number of patients, and edge thickness is proportional to the number of studies. (B) Forest plot of treatment effects. Odds ratios (ORs) with 95% confidence intervals (CIs) are shown for all pairwise comparisons. (C) Ranking probabilities based on surface under the cumulative ranking curve (SUCRA). Higher SUCRA values indicate greater likelihood of being the safest treatment (lower adverse event risk). (D) Funnel plot for assessment of publication bias. Egger's test p-values were 0.64 for CI vs IB and 0.53 for EI vs IB, suggesting no significant publication bias.
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Figure S3 Network meta-analysis results for hospital length of stay

(A) Network plot of eligible comparisons among extended infusion (EI), continuous infusion (CI), and intermittent bolus (IB). Node size is proportional to the number of patients, and edge thickness is proportional to the number of studies. (B) Forest plot of treatment effects. Mean differences (MDs) with 95% confidence intervals (CIs) are shown for all pairwise comparisons. Negative values favor the intervention (shorter hospital stay). (C) Ranking probabilities based on surface under the cumulative ranking curve (SUCRA). Higher SUCRA values indicate greater likelihood of being the best treatment for shortening hospital stay. (D) Funnel plot for assessment of publication bias. Egger's test p-values were 0.27 for CI vs IB and 0.81 for EI vs IB, suggesting no significant publication bias..


