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	Variables
	All patients
 (n = 1612)
	2-hour bundle achieved (n = 845)
	2-hour bundle 
failed (n = 767)
	p value

	Age, years
	69 (60-77)
	68 (59-77)
	70 (61-78)
	0.011

	Male, n (%)
	913 (56.6)
	463 (54.7)
	450 (58.6)
	0.116

	Initial vital signs
	
	
	
	

	SBP, mmHg
	90 (75.5-110)
	90 (76-110)
	89 (75-110)
	0.756

	DBP, mmHg
	55 (47-66)
	55 (47-66)
	54 (46-65)
	0.347

	Heart rate, bpm
	111 (94-128)
	111 (94-128)
	110 (93-128)
	0.73

	Respiratory rate, breaths/min
	20 (18-23)
	20 (18-22)
	20 (18-24)
	0.431

	Body temperature, ℃
	38 (36.9-38.9)
	38.1 (37.1-39)
	37.9 (36.7-38.9)
	0.008

	Comorbidities, n (%)
	
	
	
	

	Hypertension
	638 (39.5)
	333 (39.4)
	305 (39.7)
	0.883

	Diabetes mellitus
	426 (26.4)
	217 (25.6)
	209 (27.2)
	0.475

	Cardiac disease
	215 (13.3)
	124 (14.6)
	91 (11.8)
	0.097

	COPD
	116 (7.2)
	75 (8.8)
	41 (5.3)
	0.006

	CKD
	114 (7.1)
	66 (7.8)
	48 (6.2)
	0.224

	Chronic liver disease
	172 (10.6)
	93 (11)
	79 (10.3)
	0.646

	Infection site, n (%)
	
	
	
	

	Respiratory 
	373 (23.1)
	198 (23.4)
	175 (22.8)
	0.769

	Urinary tract
	342 (21.22)
	177 (20.95)
	165 (21.51)
	0.781

	Gastrointestinal tract
	216 (13.4)
	112 (13.2)
	104 (13.5)
	0.857

	Hepato-biliary & pancreas
	270 (16.7)
	147 (17.4)
	123 (16)
	0.465

	Others
	79 (4.9)
	39 (4.6)
	40 (5.2)
	0.577

	Lactate, mmol/L
	2.7 (1.7-4.5)
	2.5 (1.7-3.7)
	3.1 (1.8-5.3)
	<0.001

	SOFA
	6 (4-8)
	6 (4-8)
	6 (4-8)
	0.226

	APACHE 2
	19 (13-25)
	19 (13-25)
	20 (14-26)
	0.007

	Positive blood culture, n (%)
	731 (45.3)
	380 (44.9)
	351 (45.7)
	0.749

	Outcomes, n (%)
	
	
	
	

	In-hospital mortality
	293 (18.1)
	127 (15)
	166 (21.6)
	0.001

	28-day mortality 
(n = 1,492)
	270 (18.1)
	112 (14.2)
	158 (22.4)
	<0.001

	90-day mortality
(n = 1,327)
	387 (29.1)
	181 (25.3)
	206 (33.6)
	0.001


APACHE 2 Acute Physiology and Chronic Health Evaluation, CKD chronic kidney disease, COPD chronic obstructive pulmonary disease, SBP systolic blood pressure, DBP diastolic blood pressure, SOFA Sequential Organ Failure Assessment
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Additional Table 2. Comparison of baseline and clinical characteristics of groups that succeeded or failed to achieve the 3-hour bundle 
	Variables
	All patients
(n = 1,612)
	3-hour bundle achieved (n = 1098)
	3-hour bundle 
failed (n = 514)
	p value

	Age, years
	69 (60-77)
	69 (60-77)
	70 (60-78)
	0.059

	Male, n (%)
	913 (56.6)
	607 (55.2)
	306 (59.5)
	0.108

	Initial vital signs
	
	
	
	

	SBP, mmHg
	90 (75.5-110)
	90 (75-110)
	89 (76-110)
	0.872

	DBP, mmHg
	55 (47-66)
	55 (46-66)
	55 (47-66)
	0.689

	Heart rate, bpm
	111 (94-128)
	111 (94-128)
	110 (93-129)
	0.638

	Respiratory rate, breaths/min
	20 (18-23)
	20 (18-22)
	20 (18-24)
	0.205

	Body temperature, ℃
	38 (36.9-38.9)
	38.1 (37-39)
	37.8 (36.6-38.8)
	0.001

	Comorbidities, n (%)
	
	
	
	

	Hypertension
	638 (39.5)
	436 (39.7)
	202 (39.3)
	0.875

	Diabetes mellitus
	426 (26.4)
	285 (25.9)
	141 (27.4)
	0.531

	Cardiac disease
	215 (13.3)
	153 (13.9)
	62 (12.1)
	0.302

	COPD
	116 (7.2)
	86 (7.8)
	30 (5.8)
	0.148

	CKD
	114 (7.1)
	80 (7.3)
	34 (6.6)
	0.624

	Chronic liver disease
	172 (10.6)
	125 (11.3)
	47 (9.1)
	0.174

	Infection site, n (%)
	
	
	
	

	Respiratory
	373 (23.1)
	251 (22.8)
	122 (23.7)
	0.697

	Urinary tract
	342 (21.2)
	233 (21.2)
	109 (21.2)
	0.994

	Gastrointestinal tract
	216 (13.4)
	152 (13.8)
	64 (12.4)
	0.444

	Hepato-biliary & pancreas
	270 (16.7)
	181 (16.4)
	89 (17.3)
	0.677

	Others
	79 (4.9)
	52 (4.7)
	27 (5.2)
	0.654

	Lactate, mmol/L
	2.7 (1.7-4.5)
	2.6 (1.7-4.1)
	3.2 (1.8-5)
	<0.001

	SOFA
	6 (4-8)
	6 (4-8)
	6 (4-8)
	0.989

	APACHE 2
	19 (13-25)
	19 (13-25)
	20 (14-26)
	0.023

	Positive blood culture, n (%)  
	731 (45.3)
	497 (45.2)
	234 (45.5)
	0.921

	Outcomes, n (%)
	
	
	
	

	In-hospital mortality
	293 (18.1)
	172 (15.6)
	121 (23.5)
	<0.001

	28-day mortality 
(n = 1,492)
	270 (18.1)
	155 (15.1)
	115 (24.6)
	<0.001

	90-day mortality
(n = 1,327)
	387 (29.1)
	240 (26.3)
	147 (35.4)
	0.001


[bookmark: _Hlk38907409]APACHE 2 Acute Physiology and Chronic Health Evaluation, CKD chronic kidney disease, COPD chronic obstructive pulmonary disease, SBP systolic blood pressure, DBP diastolic blood pressure, SOFA Sequential Organ Failure Assessment










[bookmark: _Hlk53681947]






Additional Table 3. Proportion of patients achieving individual elements in a specific time
	
	Antibiotics
	Blood culture
	Lactate measurement
	Vasopressor 

	1-hour 
	50%
	73%
	95%
	54%

	2-hour
	73%
	82%
	97%
	76%

	3-hour
	86%
	87%
	98%
	86%

	4-hour
	91%
	90%
	98%
	91%

	5-hour
	94%
	92%
	98%
	94%

	6-hour
	96%
	93%
	99%
	95%
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	Antibiotics
	OR (95% CI)
	p value

	1-hour bundle achievement
	0.791
(0.582-1.076)
	0.136

	2-hour bundle achievement
	0.745
(0.540-1.029)
	0.074

	3-hour bundle achievement
	0.669
(0.447-1.000)
	0.05

	4-hour bundle achievement
	0.659
(0.404-1.076)
	0.096

	5-hour bundle achievement
	0.767
(0.415-1.416)
	0.396

	6-hour bundle achievement
	0.700
(0.328-1.492)
	0.356

	
	
	

	Blood culture 
	OR (95% CI)
	p value

	1-hour bundle achievement
	0.822
(0.598-1.130)
	0.228

	2-hour bundle achievement
	0.734
(0.516-1.046)
	0.087

	3-hour bundle achievement
	0.556
(0.377-0.821)
	0.003

	4-hour bundle achievement
	0.563
(0.371-0.856)
	0.007

	5-hour bundle achievement
	0.559
(0.349-0.897)
	0.016

	6-hour bundle achievement
	0.491
(0.299-0.804)
	0.005

	
	
	

	Lactate measurement
	OR (95% CI)
	p value

	1-hour bundle achievement
	0.681
(0.345-1.345)
	0.269

	2-hour bundle achievement
	0.477
(0.215-1.057)
	0.068

	3-hour bundle achievement
	0.432
(0.177-1.055)
	0.065

	4-hour bundle achievement
	0.404
(0.157-1.043)
	0.061

	5-hour bundle achievement
	0.322
(0.116-0.891)
	0.029

	6-hour bundle achievement
	0.352
(0.115-1.081)
	0.068

	
	
	

	Vasopressor
	OR (95% CI)
	p value

	1-hour bundle achievement
	1.093
(0.806-1.483)
	0.567

	2-hour bundle achievement
	0.833
(0.590-1.178)
	0.302

	3-hour bundle achievement
	0.615
(0.410-0.923)
	0.019

	4-hour bundle achievement
	0.593
(0.364-0.966)
	0.036

	5-hour bundle achievement
	0.436
(0.246-0.773)
	0.005

	6-hour bundle achievement
	0.385
(0.208-0.712)
	0.002



Variables such as respiratory tract, urinary tract, hepatobiliary, pancreatic, and other infections, age, male sex, heart rate, respiratory rate, body temperature, CKD, lactate, and SOFA score were adjusted as covariates in multivariable analysis. CI = confidence interval, OR = odds ratio, CKD = chronic kidney disease, SOFA = Sequential Organ Failure Assessment.


ED: emergency department; CI: confidence interval: MAP: mean arterial pressure: systolic blood pressure: OR: odds ratio; Surviving Sepsis Campaign
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