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Supplemental Figure S1
Trajectory of antimicrobial use density (AUD) for each antibiotic from 2009 to 2015.
Abbreviations: PEN, penicillins; CARB, carbapenems; CEPH, cephalosporins; AG, aminoglycosides; FQ, fluoroquinolones; MRSA, methicillin-resistant Staphylococcus aureus































	Supplemental Table S1. Antibiotic susceptibility of isolated enterococci.

	
	
	
	
	
	All isolates
(n=235)
	
	E. faecalis
 (n=98)
	
	E. faecium
 (n=113)
	
	Other enterococci
(n=24)

	Ampicillin
	
	R
	:
	
	111
	(47)
	
	0
	(0)
	
	103
	(91)
	
	8
	(33)

	
	
	I
	:
	
	0
	(0)
	
	0
	(0)
	
	0
	(0)
	
	0
	(0)

	
	
	S
	:
	
	124
	(53)
	
	98
	(100)
	
	10
	(9)
	
	16
	(67)

	Vancomycin
	
	R
	:
	
	0
	(0)
	
	0
	(0)
	
	0
	(0)
	
	0
	(0)

	
	
	I
	:
	
	1
	(0)
	
	0
	(0)
	
	0
	(0)
	
	1
	(4)

	
	
	S
	:
	
	234
	(100)
	
	98
	(100)
	
	113
	(100)
	
	23
	(96)

	Teicoplanin
	
	R
	:
	
	0
	(0)
	
	0
	(0)
	
	0
	(0)
	
	0
	(0)

	
	
	I
	:
	
	0
	(0)
	
	0
	(0)
	
	0
	(0)
	
	0
	(0)

	
	
	S
	:
	
	235
	(100)
	
	98
	(100)
	
	113
	(100)
	
	24
	(100)

	Levofloxacin
	
	R
	:
	
	125
	(53)
	
	16
	(16)
	
	105
	(93)
	
	4
	(17)

	
	
	I
	:
	
	3
	(1)
	
	0
	(0)
	
	1
	(1)
	
	2
	(8)

	
	
	S
	:
	
	107
	(46)
	
	82
	(84)
	
	7
	(6)
	
	18
	(75)

	Erythromycin
	
	R
	:
	
	171
	(73)
	
	61
	(62)
	
	99
	(88)
	
	11
	(46)

	
	
	I
	:
	
	27
	(11)
	
	17
	(17)
	
	7
	(6)
	
	3
	(12)

	
	
	S
	:
	
	37
	(16)
	
	20
	(21)
	
	7
	(6)
	
	10
	(42)

	Data represent the number (%) of isolated enterococci.
Abbreviations: R, resistant; I, intermediate; S, susceptible





	Supplemental Table S2. Comparison of the baseline demographics and clinical characteristics of patients with E. faecalis and patients with E. faecium bacteraemia.

	Variables
	　
	E. faecalis (n=98)
	　
	E. faecium (n=113)
	　
	P-value

	Demographics
	
	
	
	
	
	
	

	Age, median (IQR)
	71
	(60-78)
	
	62
	(52-73)
	
	<0.001

	Sex (males)
	62
	(63)
	
	63
	(56)
	
	0.326

	Ampicillin-resistant bacteraemia
	0
	(0)
	
	103
	(91)
	
	<0.001

	Polymicrobial bacteraemia
	39
	(40)
	
	19
	(17)
	
	<0.001

	Persistent bacteraemia
	8
	(8.2)
	
	15
	(13)
	
	0.273

	Nosocomial infection
	73
	(75)
	
	101
	(89)
	
	0.006

	ICU-acquired
	5
	(5.1)
	
	31
	(27)
	
	<0.001

	Underlying disease
	
	
	
	
	
	
	

	Heart disease
	30
	(31)
	
	29
	(26)
	
	0.445

	Stroke/hemiplegia
	20
	(20)
	
	9
	(8.0)
	
	0.015

	Chronic pulmonary disease
	5
	(5.1)
	
	10
	(8.8)
	
	0.422

	Systemic autoimmune diseases
	4
	(4.1)
	
	12
	(11)
	
	0.116

	Chronic kidney disease
	8
	(8.2)
	
	15
	(13)
	
	0.273

	Diabetes mellitus
	18
	(18)
	
	27
	(24)
	
	0.400

	Liver disease
	21
	(21)
	
	51
	(45)
	
	<0.001

	Hematological malignancy
	7
	(7.1)
	
	26
	(23)
	
	0.002

	Solid tumor
	46
	(47)
	
	46
	(41)
	
	0.405

	Prior operation (6 m)
	47
	(48)
	
	52
	(46)
	
	0.784

	Indwelling devices
	
	
	
	
	
	
	

	Central venous catheter
	37
	(38)
	
	54
	(48)
	
	0.164

	Arterial line
	9
	(9.2)
	
	30
	(27)
	
	0.001

	Urinary devices
	28
	(29)
	
	34
	(30)
	
	0.880

	Mechanical ventilation
	11
	(11)
	
	23
	(20)
	
	0.091

	Bile duct devices
	11
	(11)
	
	25
	(22)
	
	0.044

	Surgical drain
	20
	(20)
	
	42
	(37)
	
	0.010

	Immunosuppression
	
	
	
	
	
	
	

	Solid organ transplantation
	9
	(9.2)
	
	33
	(29)
	
	<0.001

	BMT/HSCT
	3
	(3.1)
	
	11
	(9.7)
	
	0.058

	Neutropenia
	9
	(9.2)
	
	22
	(20)
	
	0.050

	Chemotherapy (30 d)
	19
	(19)
	
	29
	(26)
	
	0.325

	Immunosuppressant
	26
	(27)
	
	62
	(55)
	
	<0.001

	Prior antibiotic exposure
	79
	(81)
	
	109
	(97)
	
	<0.001

	Penicillins
	28
	(29)
	
	62
	(55)
	
	<0.001

	Cephalosporins
	70
	(71)
	
	100
	(89)
	
	0.003

	Carbapenems
	19
	(19)
	
	55
	(49)
	
	<0.001

	Quinolones
	22
	(22)
	
	52
	(46)
	
	<0.001

	Glycopeptides
	22
	(22)
	
	44
	(39)
	
	0.011

	Sulfamethoxazole/Trimethoprim
	16
	(16)
	
	53
	(47)
	
	<0.001

	Days from admission to onset, median (IQR)
	17
	(4-48)
	
	42
	(16-77)
	
	<0.001

	Prior hospitalisation (1 y)
	57
	(56)
	
	83
	(68)
	
	0.097

	Prior ICU admission (1 y)
	25
	(26)
	
	49
	(43)
	
	0.009

	Prior enterococcal isolation (1 y)
	32
	(32)
	
	50
	(44)
	
	0.091

	Source of bacteraemia
	
	
	
	
	
	
	

	Intra-abdominal
	21
	(21)
	
	39
	(35)
	
	0.046

	Catheter-related bloodstream infection
	11
	(11)
	
	12
	(11)
	
	1

	Febrile neutropenia
	3
	(3.1)
	
	5
	(4.4)
	
	0.727

	Urinary tract
	19
	(19)
	
	7
	(6.2)
	
	0.006

	Unknown
	34
	(35)
	
	47
	(42)
	
	0.323

	Other
	10
	(10)
	
	3
	(2.7)
	
	0.041

	Pitt bacteraemia score, median (IQR)
	2
	(1-4)
	
	2
	(1-5)
	
	0.88

	Charlson comorbidity index, median (IQR)
	3
	(2-6)
	
	3
	(3-5)
	
	0.181

	Data represent the number (%) of patients, unless otherwise indicated.
Abbreviations: IQR, interquartile range; BMT, bone marrow transplantation; HSCT, hematopoietic stem cell transplantation; ICU, intensive care unit





	Supplemental 

Table S3. Comparison of the baseline demographics and clinical characteristics of the 30-day survivors and non-survivors with Enterococcus faecium bacteraemia.

	
	30-day mortality
	

	Variables
	　Survivors (n=82)
	Non-survivors (n=31)
	P-value

	Demographics
	
	
	
	
	

	Age, median (IQR)
	62
	(52-73)
	61
	(49-74)
	0.983

	Sex (males)
	44
	(54)
	19
	(61)
	0.517

	Ampicillin-resistant bacteraemia
	74
	(90)
	29
	(94)
	0.725

	Polymicrobial bacteraemia
	14
	(17)
	5
	(16)
	0.961

	Persistent bacteraemia
	8
	(9.8)
	7
	(23)
	0.094

	Nosocomial infection
	71
	(87)
	30
	(97)
	0.138

	ICU-acquired
	21
	(26)
	10
	(32)
	0.588

	Underlying disease
	
	
	
	
	

	Heart disease
	18
	(22)
	11
	(36)
	0.104

	Stroke/hemiplegia
	6
	(7.3)
	3
	(9.7)
	0.645

	Chronic pulmonary disease
	9
	(11)
	1
	(3.2)
	0.234

	Systemic autoimmune diseases
	8
	(9.8)
	4
	(13)
	0.545

	Chronic kidney disease
	11
	(13)
	4
	(13)
	0.977

	Diabetes mellitus
	17
	(21)
	10
	(32)
	0.171

	Liver disease
	36
	(44)
	15
	(48)
	0.814

	Hematological malignancy
	15
	(18)
	11
	(36)
	0.059

	Solid tumor
	37
	(45)
	9
	(29)
	0.135

	Prior operation (6 m)
	42
	(51)
	10
	(32)
	0.057

	Indwelling devices
	
	
	
	
	

	Central venous catheter
	32
	(39)
	22
	(71)
	0.003

	Arterial line
	16
	(20)
	14
	(45)
	0.008

	Urinary devices
	23
	(28)
	11
	(36)
	0.441

	Mechanical ventilation
	11
	(13)
	12
	(39)
	0.002

	Bile duct devices
	20
	(24)
	5
	(16)
	0.280

	Surgical drain
	29
	(35)
	13
	(42)
	0.578

	Immunosuppression
	
	
	
	
	

	Solid organ transplantation
	24
	(29)
	9
	(29)
	0.859

	BMT/HSCT
	5
	(6.1)
	6
	(19)
	0.035

	Neutropenia
	10
	(12)
	12
	(39)
	<0.001

	Chemotherapy (30 d)
	18
	(22)
	11
	(36)
	0.175

	Immunosuppressant
	43
	(52)
	19
	(61)
	0.461

	Prior antibiotic exposure
	79
	(96)
	30
	(97)
	0.981

	Penicillins
	42
	(51)
	20
	(65)
	0.270

	Cephalosporins
	74
	(90)
	26
	(84)
	0.341

	Carbapenems
	37
	(45)
	18
	(58)
	0.278

	Quinolones
	38
	(46)
	14
	(45)
	0.797

	Glycopeptides
	29
	(35)
	15
	(48)
	0.292

	Sulfamethoxazole/Trimethoprim
	33
	(40)
	20
	(65)
	0.029

	Days from admission to onset, median (IQR)
	40
	(14-75)
	42
	(18-105)
	0.605

	Prior hospitalisation (1 y)
	61
	(74)
	18
	(58)
	0.118

	Prior ICU admission (1 y)
	35
	(43)
	14
	(45)
	0.901

	Prior enterococcal isolation (1 y)
	39
	(48)
	11
	(36)
	0.215

	Source of bacteraemia
	
	
	
	
	

	Intra-abdominal
	35
	(43)
	4
	(13)
	0.003

	Catheter-related bloodstream infection
	6
	(7.3)
	6
	(19)
	0.087

	Febrile neutropenia
	4
	(4.9)
	1
	(3.2)
	0.683

	Urinary tract
	7
	(8.5)
	0
	(0)
	0.120

	[bookmark: _GoBack]Unknown
	27
	(33)
	20
	(65)
	<0.001

	Other
	3
	(3.73)
	0
	(0)
	0.319

	Pitt bacteraemia score, median (IQR)
	1
	(0-3)
	6
	(2-8)
	<0.001

	Charlson comorbidity index, median (IQR)
	3
	(3-6)
	4
	(3-5)
	0.432

	Data represent the number (%) of patients unless otherwise indicated.
Abbreviations: IQR, interquartile range; ICU, intensive care unit; BMT, bone marrow transplantation; HSCT, hematopoietic stem cell transplantation



2009	PEN	CARB	CEPH	AG	FQ	anti-MRSA	11.488893782986345	13.166814270563409	23.847596243207487	3.7558585991114612	5.7636588272597056	15.923453712511343	2010	PEN	CARB	CEPH	AG	FQ	anti-MRSA	13.63763630626749	16.17687304250714	20.996486533554847	3.1778073868489649	5.4885819251363497	20.034498868005894	2011	PEN	CARB	CEPH	AG	FQ	anti-MRSA	12.282908002862037	15.827930877474468	21.449014548687149	2.5632530011636061	5.7584939615359589	18.242774441143947	2012	PEN	CARB	CEPH	AG	FQ	anti-MRSA	15.379188515467973	15.093289609793477	22.211157882387777	1.2231790626067833	5.2311826305072255	18.752426628529609	2013	PEN	CARB	CEPH	AG	FQ	anti-MRSA	17.792415676452602	15.833045990705983	24.79696790452936	1.331657868842808	5.8421661989756579	19.276485281049123	2014	PEN	CARB	CEPH	AG	FQ	anti-MRSA	20.640966982951632	19.303745375678304	23.723022985153076	1.7117089798719871	5.4027672287569999	19.913101739409186	2015	PEN	CARB	CEPH	AG	FQ	anti-MRSA	19.234777852448605	23.623448935996358	22.653851541433692	1.671564507531099	5.317099933463294	19.116170754199398	
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