Supplementary Table 1 Details of the comprehensive clinical evaluation and diagnostic investigation of the study 

	The comprehensive clinical evaluation and diagnostic investigation applies an integrated approach that comes from a combination of the followings:

	· A review of medical history, past or recent procedures carried out, previous and current medications, treatment, initial physical examination, and laboratory testing and results since admission to the onset of nosocomial fever

	· A repeated physical examination, including the periodic physical examinations from head to toes and the careful inspection of frequently ignorable areas, such as sinuses, lymph nodes, cardiac murmurs, intertriginous area, back, groin, and joints

	· Laboratory investigations include hematologic and blood chemistry testing, urine examination, microbiological testing and cultures, and additional testing if clinically suspects, such as C-reactive protein (CRP), antinuclear antibody (ANA) and other autoimmune profiles, lactate dehydrogenase (LDH), etc.

	· Radiological studies include plain chest radiography, and ultrasonography or computed tomography in regard to clinical suspicion of thoracic or intraabdominal abnormality

	· Tissue biopsy and diagnosis will be further investigated, such as lymph node biopsy, and diagnostic endoscopy and tissue biopsy when clinical findings require tissue biopsy for the final diagnosis

	· Specialist consultation when advanced intervention or patient co-evaluation is necessary














Supplementary Table 2 Type of organisms isolated from clinical samples of hospitalized subjects with nosocomial fever 

	Isolated organism 
	Total (n = 86)

	Gram-negative (%)
	

	 Klebsiella pneumoniae, ESBL producing
	13 (15.1)

	 Acinetobacter baumannii
	11 (12.8)

	 Escherichia coli, ESBL producing
	9 (10.5)

	 Pseudomonas aeruginosa
	7 (8.1)

	 Stenotrophomonas maltophilia
	5 (5.5)

	 Carbapenem-resistant Enterobacteriaceae
	3 (3.5)

	 Enterobacter cloacae
	2 (2.3)

	 Proteus mirabilis
	1 (1.2)

	 Shewanella putrefaciens
	1 (1.2)

	 Burkholderia cepacian complex
	1 (1.2)

	Gram-positive (%)
	

	 Methicillin sensitive Staphylococcus aureus
	2 (2.3)

	 Enterococcus gallinarum
	2 (2.3)

	 Streptococcus pasteurianus
	1 (1.2)

	 Enterococcus faecium
	1 (1.2)

	Candida spp. (%)
	2 (2.3)


Abbreviation: ESBL, extended spectrum beta-lactamase
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Supplementary Table 3 Comparison of subjects with nosocomial fever categorized by survival and non-survival outcomes 

	
	Survival
(n = 63)
	Non-survival
(n = 23)
	Odd ratio
	p-value

	Male (%)
	23 (36.5)
	12 (52.2)
	0.53 (0.20-1.38)
	0.19

	Mean age (SD), years
	67.97 (18.75)
	78 (13.23)
	-
	0.25

	Mean BMI (SD), kg/m2
	21.04 (4.33)
	21.95 (6.25)
	-
	0.45

	Underlying disease (%)
	49 (77.8)
	21 (91.3)
	3.00 (0.63-14.38)
	0.22

	 Hypertension
	36 (57.1)
	15 (65.2)
	1.41 (0.52-3.79)
	0.50

	 Dyslipidemia
	22 (34.9)
	9 (39.1)
	1.20 (0.45-3.21)
	0.72

	 Diabetes mellitus
	21 (33.3)
	9 (39.1)
	1.29 (0.48-3.45)
	0.62

	 Chronic kidney disease
	11 (17.5)
	7 (30.4)
	2.07 (0.69-6.22)
	0.23

	 End-stage renal disease
	1 (1.6)
	3 (13.0)
	9.3 (0.92-94.50)
	0.06

	 Cerebrovascular disease
	14 (22.2)
	7 (30.4)
	1.53 (0.53-4.46)
	0.43

	 Coronary arterial disease or arrhythmia
	9 (14.3)
	7 (30.4)
	2.63 (0.84-8.16)
	0.12

	 Autoimmune diseases
	10 (15.9)
	3 (13)
	0.80 (0.20-3.19)
	1.00

	 Asthma or COPD
	5 (7.9)
	2 (8.7)
	1.11 (0.20-6.14)
	1.00

	 Chronic liver disease
	5 (7.9)
	2 (8.7)
	1.11 (0.20-6.14)
	1.00

	 HIV infection
	1 (1.6)
	0 (0)
	
	1.00

	 Organ transplant recipient
	0 (0)
	1 (4.3)
	
	0.27

	Immunocompromise state (%)  
	15 (23.8)
	3 (13.0)
	0.48 (0.13-1.84)
	0.38

	Living in dependence status (%)
	24 (38.0)
	12 (52.2)
	1.77 (0.68-4.65)
	0.24

	Median Charlson Comorbidity index (P25-P75)
	5 (2-6)
	5 (4-7)
	-
	0.11

	Mean APACHE II (SD)
	13.02 (4.62)
	15.87 (5.75)
	-
	0.02

	Median SOFA score (P25-75)
	2 (1-4)
	5 (2-5)
	
	0.001

	Medical procedure prior to NF diagnosis (%)
	
	
	
	

	 Urinary catheterization
	42 (66.7)
	17 (73.9)
	1.42 (0.49-4.12)
	0.52

	 Nasogastric tubing
	35 (55.5)
	12 (52.2)
	0.87 (0.34-2.27)
	0.78

	 Endotracheal intubation
	18 (78.3)
	7 (30.4)
	1.09 (0.39-3.10)
	0.87

	 Intravascular catheterization
	10 (16.9)
	4 (17.4)
	1.12 (0.31-3.98)
	1.00

	 Percutaneous drainage
	2 (3.2)
	0 (0)
	0.73 (0.64-0.83)
	1.00

	Recent surgery (%)
	9 (14.3)
	5 (21.7)
	1.67 (0.48-5.63)
	0.51

	Clinical characteristics of nosocomial fever
	
	
	
	

	 Median onset (P25-P75), days
	8 (4-20)
	17 (7-32)
	
	0.05

	 Mean body temperature (SD), oC 
	38.97 (0.54)
	38.93 (0.56)
	-
	0.78

	 Median duration of identifying etiology
 (P25-P75), days
	6 (4-9)
	5 (3-5)
	-
	0.007

	 Pertinent symptoms and physical findings 
 at the onset (%)
	39 (61.9)
	20 (86.9)
	4.10 (1.10-15.29)
	0.03

	Etiology of nosocomial fever (%)
	
	
	
	

	 Infectious
	39 (61.9)
	18 (78.3)
	2.22 (0.73-6.75)
	0.16

	 Non-infectious
	23 (36.5)
	5 (21.7)
	0.48 (0.16-1.47)
	0.20

	 Unknown
	1 (1.6)
	0 (0)
	
	1.00

	Laboratory testing and investigations
	
	
	
	

	 Mean Hb level (SD), g/dL
	9.58 (1.78)
	9.35 (1.85)
	-
	0.60

	 Median WBC count (P25-P75), 
 x 103 cells/mm3
	10.39 (7.36-13.87)
	9.77 (7.58-13.81)
	-
	0.93

	 Mean neutrophil (SD), %
	80.61 (11.38)
	78.48 (11.56)
	-
	0.45

	 Median platelet count (P25-75), 
 x 103 cells/mm3
	200 (115-279)
	178 (130-270)
	-
	0.76

	 Median BUN (P25-75), mg/dL
	26.60 (17.15-52.90)
	46.20 (34.80-58.00)
	-
	0.02

	 Median Cr level (P25-75), mg/dL
	1.07 (0.73-2.04)
	1.42 (0.75-2.11)
	-
	0.37

	 Radiographic study (%)
	
	
	
	

	  Abnormal chest radiography
	17 (27.0)
	12 (52.2)
	2.95 (1.10-7.94)
	0.03

	  Abnormal US or CT findings
	15 (23.8)
	5 (21.7)
	1.17 (0.18-7.56)
	1.00

	 Culture (%)
	
	
	
	

	  Blood cultures positive
	8 (12.7)
	1 (4.3)
	0.30 (0.04-2.55)
	0.43

	  Sputum cultures positive 
	17 (27.0)
	11 (47.8)
	0.65 (0.17-2.53)
	0.53

	  Urine cultures positive 
	11 (17.5)
	4 (17.4)
	1.25 (0.32-4.90)
	0.73

	Managements (%)
	
	
	
	

	 Receiving antimicrobial treatment
	54 (85.7)
	23 (100)
	-
	0.11

	  Appropriate antimicrobial treatment
	28 (44.4)
	11 (47.8)
	0.79 (0.26-2.36)
	0.78

	 Surgical treatment
	3 (4.8
	1 (4.3)
	0.91 (0.90-9.21)
	1.00

	 Blood transfusion therapy
	21 (33.3)
	6 (26.1)
	0.71 (0.24-2.05)
	0.52

	 Medical procedure post NF diagnosis
	17 (27.00)
	5 (21.7)
	0.75 (0.24-2.34)
	0.62

	  Tissue biopsy
	4 (6.3)
	0 (0)
	
	0.57

	  Fine needle aspiration
	5 (7.9)
	3 (13.0)
	1.74 (0.38-7.95)
	0.44

	  Lumbar puncture
	3 (4.8)
	0 (0)
	
	0.56

	  Bronchoscopy
	1 (1.6)
	0 (0)
	
	1.00

	  Gastrointestinal endoscopy
	1 (1.6)
	1 (4.3)
	2.82 (0.17-47.01)
	0.47

	Median LOS (P25-P75), days
	36 (23-51)
	61 (29-109)
	-
	0.02


Abbreviation: APACHE II, acute physiology and chronic health evaluation II; BMI, body mass index; BUN, blood urea nitrogen; COPD, chronic obstructive pulmonary disease; CT, computed tomography; Cr, creatinine; Hb, hemoglobin; HIV, human immunodeficiency virus; LOS, length of stay; NF, nosocomial fever; SOFA, sequential organ failure assessment; US, ultrasonography; WBC, white blood cell 








