	eTable 1

	Baseline characteristics of patients receiving CTRX or PIPC/TAZ

	Characteristics
	CTRX (n = 29)
	PIPC/TAZ (n = 17)
	SMD
	P value

	Age (years)
	75.0 [67.0, 86.0]
	77.0 [73.0, 83.0]
	0.404
	0.487

	Female
	14 (48.3) 
	 6 (35.3) 
	0.266
	0.54

	Body mass index* (kg/m2)
	21.4 ± 5.0
	19.3 ± 4.2
	0.474
	0.15

	Comorbidity
	
	
	
	

	  Diabetes mellitus
	 7 (24.1) 
	 8 (47.1) 
	0.493
	0.192

	  Cardiovascular disease
	11 (37.9) 
	 9 (52.9) 
	0.305
	0.369

	  Congestive heart failure
	10 (34.5) 
	 5 (29.4) 
	0.109
	>0.999

	  Chronic kidney disease 
	 5 (17.2) 
	 3 (17.6) 
	0.011
	>0.999

	  Malignant tumor
	 6 (20.7) 
	 5 (29.4) 
	0.202
	0.722

	  Hemodialysis
	 1 (3.4) 
	 0 (0.0) 
	0.267
	>0.999

	  Valvular heart disease
	 4 (13.8) 
	 4 (23.5) 
	0.252
	0.443

	  Cirrhosis
	 3 (10.3) 
	 5 (29.4) 
	0.492
	0.125

	  COPD
	 2 (6.9) 
	 3 (17.6) 
	0.332
	0.343

	Immunosuppressive therapy 
	 2 (6.9) 
	 3 (17.6) 
	0.332
	0.343

	ACCI
	 6.0 [4.0, 8.0]
	 6.0 [6.0, 8.0]
	0.407
	0.37

	PBS*
	 1.0 [0.0, 2.0]
	 1.5 [0.8, 3.0]
	0.119
	0.278

	Admission to ICU
	 3 (10.3) 
	 5 (29.4) 
	0.492
	0.125

	TTE/TEE
	14 (48.3) 
	 6 (35.3) 
	0.266
	0.54

	Presence of CVC
	 1 (3.4) 
	 4 (23.5) 
	0.615
	0.055

	Focus of infection 
	
	
	
	

	  Respiratory 
	10 (34.5) 
	 9 (52.9) 
	0.379
	0.352

	  CRBSI
	 2 (6.9) 
	 2 (11.8) 
	0.168
	0.619

	  SSTI/SSI
	 2 (6.9) 
	 4 (23.5) 
	0.476
	0.174

	  Urinary tract
	 8 (27.6) 
	 1 (5.9) 
	0.608
	0.124

	  Osteoarticular
	 1 (3.4) 
	 0 (0.0) 
	0.267
	>0.999

	  Abscess
	 1 (3.4) 
	 0 (0.0) 
	0.267
	>0.999

	  Cardiovascular
	 1 (3.4) 
	 0 (0.0) 
	0.267
	>0.999

	  Device-related infection
	0 (0.0) 
	0 (0.0)
	<0.001
	NA

	  Other
	 0 (0.0) 
	 1 (5.9) 
	0.354
	0.37

	  Unknown
	 7 (24.1) 
	 2 (11.8) 
	0.327
	0.45

	Infection settings
	
	
	0.176
	0.922

	  Community-acquired
	10 (34.5) 
	 6 (35.3) 
	
	

	  Nosocomial
	14 (48.3) 
	 7 (41.2) 
	
	

	  Healthcare-associated
	 5 (17.2) 
	 4 (23.5) 
	
	

	Source control
	 5 (17.2) 
	 5 (29.4) 
	0.291
	0.462

	Intervention of AST
	12 (41.4) 
	 7 (41.2) 
	0.004
	>0.999

	Study antibiotic duration (days)
	8.0 [5.0, 11.0]
	6.0 [4.0, 9.0]
	0.079
	0.384

	Total antibiotic duration (days)
	15.0 [11.0, 19.0]
	12.0 [8.0, 16.0]
	0.276
	0.124

	Time to initiation
	
	
	
	
	

	  Study antibiotic (days)
	0.0 [0.0, 0.0]
	0.0 [0.0, 2.0]
	0.817
	0.007
	

	  Effective antimicrobial therapy (days)
	0.0 [0.0, 0.0]
	0.0 [0.0, 0.0]
	0.393
	0.202
	

	Data are presented as medians [interquartile ranges] or means ± standard deviations or numbers (%)

*Missing data: n = 3

Abbreviations: CTRX, ceftriaxone; PIPC/TAZ, piperacillin/tazobactam; SMD, standardized mean difference; COPD, chronic obstructive pulmonary disease; ACCI, age-adjusted Charlson comorbidity index; PBS, Pitt bacteremia score; ICU, intensive care unit; TTE/TEE, transthoracic or transesophageal echocardiography; CVC, central venous catheter; CRBSI, catheter-related bloodstream infection; SSTI, skin and soft tissue infection; SSI, surgical site infection; NA, not applicable; AST, antimicrobial stewardship team


	eTable 2

	Multivariable Cox proportional hazards analysis comparing CEZ versus CTRX and CEZ versus PIPC/TAZ

	Variables
	HR (95%CI)
	P value

	CEZ therapy (versus CTRX)
	0.52 (0.24–1.11)
	0.091

	CEZ therapy (versus PIPC/TAZ)
	0.32 (0.15–0.70)
	0.004

	Abbreviations: CEZ, cefazolin; CTRX, ceftriaxone; PIPC/TAZ, piperacillin/tazobactam; HR, hazard ratio; CI, confidence interval


	eTable 3

	Baseline characteristics of the study population before and after propensity score matching

	Characteristics
	Original cohort
	
	Matched cohort

	
	Overall
(n = 106)
	CEZ group
(n = 60)
	non-CEZ group
(n = 46)
	SMD
	P value
	
	Overall
(n = 28)
	CEZ group
(n = 14)
	non-CEZ group
(n = 14)
	SMD
	P value

	Age (years)
	75.0 [65.3, 83.0]
	73.5 [60.8, 82.3]
	76.0 [69.3, 85.8]
	0.329
	0.112
	
	74.5 [67.0, 81.0]
	74.5 [62.8, 79.5]
	74.5 [68.0, 86.5]
	0.347
	0.645

	Female
	44 (41.5) 
	24 (40.0) 
	20 (43.5) 
	0.071
	0.843
	
	11 (39.3)
	6 (42.9)
	5 (35.7)
	0.147
	>0.999

	Body mass index* (kg/m2)
	21.5 ± 4.3
	22.0 ± 3.9
	20.6 ± 4.8
	0.319
	0.120
	
	21.3 [19.5, 22.1]
	21.3 [21.0, 21.7]
	20.6 [18.9, 25.2]
	0.141
	0.765

	Comorbidity
	
	
	
	
	
	
	
	
	
	
	

	  Diabetes mellitus
	42 (39.6) 
	27 (45.0) 
	15 (32.6) 
	0.256
	0.232
	
	11 (39.3)
	5 (35.7)
	6 (42.9)
	0.147
	>0.999

	  Cardiovascular disease
	40 (37.7) 
	20 (33.3) 
	20 (43.5) 
	0.210
	0.317
	
	12 (42.9) 
	5 (35.7) 
	7 (50.0) 
	0.292
	0.704

	  Congestive heart failure
	31 (29.2) 
	16 (26.7) 
	15 (32.6) 
	0.130
	0.526
	
	8 (28.6) 
	4 (28.6) 
	4 (28.6) 
	<0.001
	>0.999

	  Chronic kidney disease 
	30 (28.3) 
	22 (36.7) 
	8 (17.4) 
	0.445
	0.032
	
	2 (7.1) 
	1 (7.1) 
	1 (7.1) 
	<0.001
	>0.999

	  Malignant tumor
	20 (18.9) 
	 9 (15.0) 
	11 (23.9) 
	0.227
	0.318
	
	8 (28.6) 
	5 (35.7) 
	3 (21.4) 
	0.32
	0.678

	  Hemodialysis
	16 (15.1) 
	15 (25.0) 
	 1 (2.2) 
	0.707
	0.001
	
	1 (3.6) 
	0 (0.0) 
	1 (7.1) 
	0.392
	>0.999

	  Valvular heart disease
	15 (14.2) 
	 7 (11.7) 
	 8 (17.4) 
	0.163
	0.416
	
	 4 (14.3) 
	 2 (14.3) 
	 2 (14.3) 
	<0.001
	>0.999

	  Cirrhosis
	12 (11.3) 
	 4 (6.7) 
	 8 (17.4) 
	0.334
	0.122
	
	 4 (14.3) 
	 2 (14.3) 
	 2 (14.3) 
	<0.001
	>0.999

	  COPD
	 9 (8.5) 
	 4 (6.7) 
	 5 (10.9) 
	0.149
	0.497
	
	 4 (14.3) 
	 2 (14.3) 
	 2 (14.3) 
	<0.001
	>0.999

	Immunosuppressive therapy 
	10 (9.4) 
	 5 (8.3) 
	 5 (10.9) 
	0.086
	0.744
	
	 4 (14.3) 
	 3 (21.4) 
	 1 (7.1) 
	0.417
	0.596

	ACCI
	6.3 ± 2.9
	6.2 ± 3.1
	6.1 ± 2.4
	0.063
	0.748
	
	6.7 ± 2.4
	6.7 ± 2.6
	6.7 ± 2.2
	<0.001
	>0.999

	PBS*
	1.0 [0.0, 2.0]
	0.0 [0.0, 2.0]
	1.0 [0.0, 2.0]
	0.215
	0.068
	
	1.0 [0.0, 2.0]
	0.5 [0.0, 1.0]
	1.00 [0.0, 2.0]
	0.488
	0.351

	Admission to ICU
	29 (27.4) 
	21 (35.0) 
	 8 (17.4) 
	0.409
	0.050
	
	 5 (17.9) 
	 2 (14.3) 
	 3 (21.4) 
	0.187
	>0.999

	TTE/TEE
	54 (50.9) 
	34 (56.7) 
	20 (43.5) 
	0.266
	0.240
	
	16 (57.1) 
	 8 (57.1) 
	 8 (57.1) 
	<0.001
	>0.999

	Presence of CVC
	28 (26.4) 
	23 (38.3) 
	 5 (10.9) 
	0.673
	0.002
	
	 7 (25.0) 
	 3 (21.4) 
	 4 (28.6) 
	0.166
	>0.999

	Focus of infection 
	
	
	
	
	
	
	
	
	
	
	

	  Respiratory 
	26 (24.5) 
	 7 (11.7) 
	19 (41.3) 
	0.713
	0.001
	
	 8 (28.6) 
	 3 (21.4) 
	 5 (35.7) 
	0.32
	0.678

	  CRBSI
	24 (22.6) 
	20 (33.3) 
	 4 (8.7) 
	0.634
	0.004
	
	 5 (17.9) 
	 3 (21.4) 
	 2 (14.3) 
	0.187
	>0.999

	  SSTI/SSI
	16 (15.1) 
	10 (16.7) 
	 6 (13.0) 
	0.102
	0.785
	
	 5 (17.9) 
	 3 (21.4) 
	 2 (14.3) 
	0.187
	>0.999

	  Urinary tract
	14 (13.2) 
	 5 (8.3) 
	 9 (19.6) 
	0.329
	0.146
	
	 2 (7.1) 
	 1 (7.1) 
	 1 (7.1) 
	<0.001
	>0.999

	  Osteoarticular
	 8 (7.5) 
	 7 (11.7) 
	 1 (2.2) 
	0.381
	0.134
	
	 2 (7.1) 
	 1 (7.1) 
	 1 (7.1) 
	<0.001
	>0.999

	  Abscess
	 8 (7.5) 
	 7 (11.7) 
	 1 (2.2) 
	0.381
	0.134
	
	 2 (7.1) 
	 1 (7.1) 
	 1 (7.1) 
	<0.001
	>0.999

	  Cardiovascular
	 7 (6.6) 
	 6 (10.0) 
	 1 (2.2) 
	0.332
	0.136
	
	1 (3.6)
	0 (0.0)
	1 (7.1)
	0.392
	>0.999

	  Device-related infection
	 2 (1.9) 
	 2 (3.3) 
	 0 (0.0) 
	0.263
	0.504
	
	0 (0.0)
	0 (0.0)
	0 (0.0)
	<0.001
	NA

	  Other
	 6 (5.7) 
	 5 (8.3) 
	 1 (2.2) 
	0.279
	0.230
	
	 1 (3.6) 
	 1 (7.1) 
	 0 (0.0) 
	0.392
	>0.999

	  Unknown
	17 (16.0) 
	 8 (13.3) 
	 9 (19.6) 
	0.169
	0.431
	
	 7 (25.0) 
	 3 (21.4) 
	 4 (28.6) 
	0.166
	>0.999

	Infection settings
	
	
	
	0.031
	>0.999
	
	
	
	
	0.419
	0.757

	  Community-acquired
	36 (34.0) 
	20 (33.3) 
	16 (34.8) 
	
	
	
	9 (32.1)
	4 (28.6)
	5 (35.7)
	
	

	  Nosocomial
	49 (46.2) 
	28 (46.7) 
	21 (45.7) 
	
	
	
	15 (53.6)
	7 (50.0)
	8 (57.1)
	
	

	  Healthcare-associated
	21 (19.8) 
	12 (20.0) 
	 9 (19.6) 
	
	
	
	4 (14.3)
	3 (21.4)
	1 (7.1)
	
	

	Data are presented as medians [interquartile ranges] or means ± standard deviations or numbers (%)
*Missing data: n = 3

Abbreviations: CEZ, cefazolin; SMD, standardized mean difference; COPD, chronic obstructive pulmonary disease; ACCI, age-adjusted Charlson comorbidity index; PBS, Pitt bacteremia score; ICU, intensive care unit; TTE/TEE, transthoracic or transesophageal echocardiography; CVC, central venous catheter; CRBSI, catheter-related bloodstream infection; SSTI, skin and soft tissue infection; SSI, surgical site infection; NA, not applicable


	eTable 4

	Cox proportional hazards analysis of the primary endpoint 
in the propensity score-matched cohort

	Variables
	HR (95%CI)
	P value

	CEZ therapy
	0.22 (0.05–1.03)
	0.054

	Abbreviations: HR, hazard ratio; CI, confidence interval; CEZ, cefazolin


