Supplementary appendix
Definitions 

Malignancy


Malignancy was defined as previous documentation of tissue pathology confirming a diagnosis of solid organ cancer or hematologic malignancy before the development of sepsis. 

Immunosuppression


Immunosuppression was defined as history of chemotherapy of any chemotherapy or steroid use (dose equivalent to prednisolone >20 mg/d for 7 days) within 3 months before the development of sepsis. 
Chronic lung disease


Chronic lung disease was defined as previous documentation of a disorder that affects the lungs and other parts of the respiratory system. It usually develops slowly and may worsen over time. Types of chronic lung disease include asthma, chronic obstructive pulmonary disease (COPD), pulmonary fibrosis, asbestosis, pneumonitis, and other lung conditions. 

Sequential organ failure assessment (SOFA) score 

Table S1: Sequential organ failure assessment (SOFA) score
	System
	Score

	
	0
	1
	2
	3
	4

	Respiration

PaO2/FiO2, mm Hg
	≥400
	<400
	<300
	<200 with respiratory support
	<100 with respiratory support

	Coagulation

Platelets, x 103/µL
	≥150
	<150
	<100
	<50
	<20

	Liver

Bilirubin, mg/dL
	<1.2
	1.2-1.9
	2.0-5.9
	6.0-11.9
	>12

	Cardiovascular
	MAP ≥70
	MAP <70
	Dopamine <5 or dobutamine (any dose)a
	Dopamine 5.1-15 or epinephrine ≤0.1 or norepinephrine ≤0.1a
	Dopamine >15 or epinephrine >0.1 or norepinephrine >0.1a

	Central nervous system

Glasgow Coma Scale (GCS) scoreb
	15
	13-14
	10-12
	6-9
	<6

	Renal

Creatinine, mg/dL

Urine output, mL/d
	<1.2
	1.2-1.9
	2.0-3.4
	3.5-4.9

<500
	>5

<200


Abbreviations: FiO2, fraction of inspired oxygen; MAP, mean arterial pressure; PaO2, partial pressure of oxygen
aCatecholamine doses are given as µg/kg/min for at least 1 hour. 

bGCS range from 3-15; higher score indicates better neurological function.

Sepsis


Suspected or documented infection and an acute increase of ≥2 SOFA points (a proxy for organ dysfunction).
Septic shock


Sepsis and vasopressor therapy needed to elevate mean arterial pressure ≥65 mm Hg and lactate >2 mmol/L (18 mg/dL) despite adequate fluid resuscitation.
Obvious symptoms


Sepsis symptoms that immediately lead the clinician to consider infection. Obvious symptoms include fever, chills, or rigors; cough with productive sputum; dysuria; reported skin redness; or concern for soft-tissue infection.
 Vague symptoms 


Sepsis symptoms that were not included in obvious symptoms. Vague symptoms included fatigue, shortness of breath, altered mental status, diarrhea, abdominal pain, nausea, vomiting, dry cough, chest pain, headache, back pain, upper respiratory (sore throat, nasal congestion, etc.), extremities pain, focal neurological symptoms, and abnormal urine (bloody or cloudy).

Hospital-acquired infection 

Hospital-acquired infection was defined as those infections acquired in hospital or healthcare service unit that first appear within 30 days after discharge following in patient care.2

 

Community-acquired infection 

Hospital-acquired infection was defined as any infection acquired in the community. The patient had not recently been in a health care facility or been contact with someone who had been recently in a health care facility. 

Table S2 Patient characteristics categorized by obvious and vague symptoms (n = 437)
	Characteristic
	Obvious

(n = 268)
	Vague
(n = 169)
	P

	Age 
	65 (53.2-77.0)
	72 (62.5-82.5)
	<0.01

	Male
	163 (60.8)
	94 (55.6)
	0.28

	Antibiotic time, min
	60 (39.0-117.2)
	55 (40.0-130.0)
	0.45

	SOFA score, median (IQR)
	6 (3-9) 
	7 (5-9)
	0.08

	Sepsis
	154 (57.5)
	96 (56.8)
	0.89

	Septic shock 
	114 (42.5)
	73 (43.2)
	0.89

	Type of infection 
	
	
	

	 Pneumonia 
	145 (54.1)
	73 (43.2)
	0.03

	 Intraabdominal infection
	28 (10.4)
	42 (24.9)
	< 0.01

	 Skin and soft tissue
	22 (8.2)
	4 (2.4)
	0.01

	 Urinary tract
	36 (13.4)
	26 (15.4)
	0.57

	 Infective endocarditis
	3 (1.1)
	0
	0.17

	  CNS
	1 (0.4)
	1 (0.6)
	0.74

	  Primary bacteremia
	20 (7.5)
	12 (7.1)
	0.89

	 Tropical 
	10 (3.7)
	0
	0.01

	Outcomes 
	
	
	

	  In-hospital mortality
	72 (26.9)
	67 (39.6)
	<0.01

	  ICU length of stay, median (IQR), day
	1 (1-5)
	2 (1-5)
	0.82

	  Ward length of stay, median (IQR), day  
	6 (2-15)
	5 (1-14)
	0.15


Notes: Data are presented as number (%) unless otherwise specified. 

Abbreviations: CNS, central nervous system; ICU, intensive care unit; IQR, interquartile range; SOFA, sequential organ failure assessment  

Table S3 Characteristics of septic patients categorized into death and survival at hospital discharge (n = 437)
	Characteristic
	Death

(n = 139)


	Survival
(n = 298)
	P

	Age 
	72 (56-81)
	66 (57-78)
	0.38

	Male
	86 (61.9)
	171 (57.4)
	0.37

	Underlying 
	
	
	

	Hypertension
	58 (41.7)
	91 (30.5)
	0.02

	Diabetes mellitus
	39 (28.1)
	71 (23.8)
	0.34

	Malignancy 
	28 (20.1)
	67 (22.5)
	0.58

	Immunosuppression 
	14 (10.1)
	33 (11.1)
	0.75

	Chronic kidney disease
	28 (20.1)
	54 (18.1)
	0.62

	Coronary artery disease
	27 (19.4)
	41 (13.8)
	0.13

	Stroke 
	5 (3.6)
	33 (11.1)
	0.01

	Cirrhosis 
	10 (7.2)
	17 (5.7)
	0.55

	Chronic lung disease
	9 (6.5)
	26 (8.7)
	0.42

	Antibiotic time, min
	52 (35-110)
	60 (40-122)
	0.97

	SOFA score, median (IQR)
	9 (6-11)
	6 (3-8)
	<0.01

	Septic shock 
	84 (60.4)
	103 (34.6)
	<0.01

	Type of infection 
	
	
	

	 Pneumonia 
	80 (57.6)
	138 (46.3)
	0.03

	 Intraabdominal infection
	26 (18.7)
	44 (14.8)
	0.30

	 Skin and soft tissue
	5 (3.6)
	21 (7.0)
	0.16

	 Urinary tract
	16 (11.5)
	46 (15.4)
	0.27

	 Infective endocarditis
	0
	3 (1.0)
	0.24

	 CNS
	1 (0.7)
	1 (0.3)
	0.58

	 Tropical 
	0
	10 (3.4)
	0.03

	Primary bacteremia
	15 (10.8)
	17 (5.7)
	0.06

	Vague symptoms
	67 (48.2)
	102 (34.2)
	<0.01


Notes: Data are presented as number (%) unless otherwise specified. 

Abbreviations: CNS, central nervous system; IQR, interquartile range; SOFA, sequential organ failure assessment  
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