Table 1 - Patients’ baseline characteristics
	
	Overall population 

n = 105
	Group 1
Loading dose 
15 ± 5 mg/kg
n = 76
	Group 2
Loading dose 
]20-25[ mg/kg
n = 9
	Group 3
Loading dose 
30 ± 5 mg/kg
n = 20
	p

	Recruiting centers
	
	
	
	
	0.36

	   Hospital n°1, n (%)
	49 (47)
	35 (46)
	4 (44)
	10 (50)
	

	   Hospital n°2, n (%)
	21 (20)
	17 (22)
	2 (22)
	2 (10)
	

	   Hospital n°3, n (%)
	20 (19)
	16 (21)
	2 (22)
	2 (10)
	

	   Other hospitals (8 centers), n (%)
	15 (14)
	8 (11)
	1 (11)
	6 (30)
	

	
	
	
	
	
	

	Demographic characteristics
	
	
	
	
	

	   Age, yr., median [IQR]
	62 [51 - 72]
	62 [51 - 11]
	66 [61 - 81]
	62 [50 - 68]
	0.40

	   Male, n (%)
	60 (57)
	44 (58)
	3 (33)
	13 (65)
	0.27

	   Weight, kg, median [IQR]
	71 [59 - 82]
	68 [57 - 80]
	85 [70 - 93]
	73 [67 - 80]
	0.07

	   Size, cm, median [IQR]
	170 [159 - 177]
	169 [160 - 176]
	170 [156 - 175]
	170 [164 - 177]
	0.70

	   Body mass index, median [IQR]
	25 [21 - 28]
	25 [21 - 28]
	28 [25 - 30]
	25 [21 - 28]
	0.03

	
	
	
	
	
	

	Hospitalization wards
	
	
	
	
	0.85

	   Surgery units, n (%)
	51 (49)
	35 (46)
	5 (56)
	11 (55)
	

	   Infectious Disease units, n (%)
	2 (2)
	1 (1)
	0 (0)
	1 (5)
	

	   Internal medicine units, n (%)
	5 (5)
	4 (5)
	0 (0)
	1 (5)
	

	   Other medical units, n (%)
	47 (45)
	36 (47)
	4 (44)
	7 (35)
	

	
	
	
	
	
	

	Comorbidities
	
	
	
	
	

	   Immunodeficiency, n (%)
	53 (51)
	42 (55)
	5 (56)
	6 (20)
	0.13

	     Neoplasia, n (%)
	26 (25)
	21 (28)
	2 (22)
	3 (15)
	

	     Hemopathy, n (%)
	20 (19)
	16 (21)
	2 (22)
	2 (10)
	

	     Immunosuppressive treatment or solid organ transplantation, n (%) 
	7 (7)
	5 (7)
	1 (11)
	1 (5)
	

	   Glomerular filtration rate < 30 mL/min /1,73 m2, n (%)
	3 (3)
	2 (3)
	1 (11)
	0 (0)
	0.25

	
	
	
	
	
	

	Laboratory results
	
	
	
	
	

	   Albuminemia, g/L, median [IQR]
	27 [23 - 30]
	27 [24 - 30]
	32 [29 - 36]
	26 [20 - 28]
	0.11

	   Proteinemia, g/L, median [IQR]
	61 [56 - 67]
	61 [56 - 66]
	63 [59 - 70]
	59 [52 - 68]
	0.50

	   Creatininemia, µmol/L, median [IQR]
	67 [55 - 81]
	64 [53 - 80]
	72 [67 - 90]
	70 [55 - 73]
	0.30

	   Polynuclear neutrophils, G/L, median [IQR]
	5 [3 - 9]
	5 [3 - 10]
	3 [2 - 8]
	6 [4 - 9]
	0.70

	   Leukocyte < 1 G/L, n (%)
	11 (10)
	8 (11)
	2 (22)
	1 (5)
	0.38

	Infection characteristics
	
	
	
	
	

	   Probabilistic antibiotic therapy, n (%)
	46 (44)
	35 (46)
	3 (33)
	8 (40)
	0.71

	   qSOFA score ≥ 2, n (%)
	5 (5)
	4 (5)
	0 (0)
	1 (5)
	0.78

	   Microbiological characteristics 
	
	
	
	
	0.66

	     Coagulase negative staphylococci, n (%) 
	33 (34)
	22 (29)
	4 (44)
	7 (35)
	

	     Staphylococcus aureus, n (%)
	9 (9)
	6 (8)
	0 (0)
	3 (15)
	

	     Streptococcus or Enterococcus, n (%)
	19 (18)
	14 (18)
	3 (33)
	2 (10)
	

	     Other, n (%)
	12 (12)
	10 (13)
	0 (0)
	2 (10)
	

	     None, n (%)
	32 (35)
	24 (32)
	2 (22)
	6 (30)
	

	   Infection site 
	
	
	
	
	0.43

	     Digestive/urologic, n (%)
	18 (17)
	15 (20)
	0 (0)
	3 (15)
	

	     Skin or catheter, n (%)
	25 (24)
	17 (22)
	5 (56)
	3 (15)
	

	     Osteoarticular, n (%)
	34 (32)
	24 (32)
	3 (33)
	7 (35)
	

	     Other, n (%)
	21 (20)
	15 (20)
	1 (11)
	5 (25)
	

	     Not specified, n (%)
	7 (7)
	5 (7)
	0 (0)
	2 (10)
	

	IQR interquartile range, yr. year
	




Table 2 – Characteristics of vancomycin plasma concentration at 36h (±12h) and glomerular filtration rate variation, according to loading dose group
	
	Overall population 

n = 105
	Group 1
Loading dose 
15 ± 5 mg/kg
n = 76
	Group 2
Loading dose 
]20-25[ mg/kg
n = 9
	Group 3
Loading dose 
30 ± 5 mg/kg
n = 20
	p

	Vancomycin plasma concentration, mmol//L, median [IQR]
	19 [15 - 25]
	17 [14 - 24]
	20 [18 - 25]
	22 [16 - 26]
	0.30

	
	
	
	
	
	

	Therapeutic zone, mmol//L 
	
	
	
	
	0.125

	   Underdosed (< 20), n (%)
	56 (53)
	45 (59)
	3 (33)
	8 (40)
	

	   Optimal ([20 - 30]), n (%)
	36 (34)
	21 (28)
	4 (44)
	11 (55)
	

	   Overdosed (> 30), n (%)
	13 (12)
	10 (13)
	2 (22)
	1 (5)
	

	
	
	
	
	
	

	Delay between vancomycin dosage and loading dose administration, hours 
	
	
	
	
	0.045

	   < 30, n (%)
	18 (17)
	10 (13)
	1 (11)
	7 (35)
	

	   [30 - 42], n (%)
	61 (58)
	48 (63)
	3 (33)
	10 (50)
	

	   > 42, n (%)
	26 (25)
	18 (24)
	5 (56)
	3 (15)
	

	
	
	
	
	
	

	Glomerular filtration rate variation from loading dose administration to vancomycin dosage (mL/min/1.73m2), median [IQR]
	9.9 [-2.1 - 32.2]
	11.4 [-0.8 - 30.9]
	4.1 [-0.3 - 37.1]
	3.2 [-5.4 - 40.0]
	0.60

	NA, n (%)
	25 (24)
	17 (22)
	4 (44)
	4 (20)
	

	IQR interquartile range, NA : not assessed
	





	Table 3 – Bivariate and multivariate logistic regressions of the association of patient’s characteristics and vancomycin plasma concentration in under-exposed and over-exposed populations

	 
	Bivariate
	Multivariate

	 
	Inside the therapeutic range n=36
	Under-exposed n=56
	OR (95% CI)
	p
	Over-exposed n=13
	OR (95% CI)
	p
	aOR Under-exposed (95% CI)
	p
	aOR Over-exposed (95% CI)
	p

	Age (>=75), n (%)
	12/36 (33)
	6 /56 (11)
	0.24 [0.08 - 0.72]
	0.01
	2 /13 (15)
	0.36 [0.07 - 1.91]
	0.2
	 
	 
	 
	 

	Female sex, n (%)
	19/36 (53)
	19/56 (34)
	0.46 [0.20 - 1.08]
	0.08
	7 /13 (54)
	1.04 [0.29 - 3.72]
	>0.9
	 
	 
	 
	 

	Baseline glomerular filtration rate <90 (mL/min/1.73m2), n (%) 
	22/36 (61)
	12/56 (21)
	0.17 [0.07 - 0.44]
	<0.01
	6 /13 (46)
	0.55 [0.15 - 1.96]
	0.4
	0.14 [0.05 - 0.39]
	<0.01
	0.42 [0.11 - 1.61]
	0.2

	Loading dose per kg n (%) 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	]20-25[ 
	4 /36 (11)
	3 /56 (5)
	0.35 [0.07 - 1.71]
	0.2
	2 /13 (15)
	1.05 [0.16 - 6.72]
	>0.9
	0.41 [0.07 - 2.32]
	0.3
	1.13 [017 - 7.45]
	0.9

	30 ± 5
	11/36 (31)
	8 /56 (14)
	0.34 [0.12 - 0.97]
	0.04
	1 /13 (8)
	0.19 [0.02 - 1.69]
	0.14
	0.23 [0.07 - 0.76]
	0.02
	0.16 [0.02 - 1.46]
	0.1

	Delay (h)
	
	
	
	
	
	
	
	
	
	
	

	<30
	8/36 (22)
	9/56 (16)
	0.49 [0.16 – 1.49]
	0.2
	2 /13 (15)
	0.25 [0.03 – 2.36]
	0.2
	
	
	
	

	>42
	12/36 (33)
	10/56 (18)
	0.36 [0.13 – 1.00]
	0.05
	1 /13 (8)
	0.67 [0.16 – 2.74]
	0.6
	
	
	
	

	Immunodeficiency, n (%)
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Neoplasia
	12/36 (33)
	14/56 (25)
	0.73 [0.28 - 1.96]
	0.3
	0 /13 (0)
	0 [0 - 0]
	0.6
	 
	 
	 
	 

	Hemopathy
	4 /36 (11)
	13/56 (23)
	2.05 [0.57 - 7.32]
	0.5
	3 /13 (23)
	1.59 [0.29 - 8.86]
	0.8
	 
	 
	 
	 

	Other
	3 /36 (8)
	2 /56 (4)
	0.42 [0.06 - 2.77]
	0.4
	2 /13 (15)
	1.42 [0.20 - 10.2]
	0.7
	 
	 
	 
	 

	Proteinemia (g/L), median [IQR]
	59 [54 - 66]
	63 [57 - 69]
	1.03 [0.98 - 1.09]
	0.2
	59 [54 - 63]
	0.97 [0.89 - 1.04]
	0.4
	 
	 
	 
	 

	OR = Odds Ratio, CI = Confidence Interval, aOR =  ajusted Odds Ratio, OR, associated 95% CI and p-value to Wald test are displayed for each regression method. Results to multivariate analysis were obtained after backward selection 
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Figure 1 - Vancomycin plasma concentration according to loading dose and baseline glomerular filtration rate
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	Overall population 
	< 30 h
	[30 - 42]h
	   > 42 h
	p

	
	n = 105
	n = 18
	n = 61 
	n = 26 
	

	Vancomycin plasma concentration group*
	
	
	
	
	0.20

	   Underdosed (< 20 mmol/L)
	56 (53)
	9 (50) 
	37 (61) 
	10 (39) 
	

	   Optimal ([20 - 30] mmol/L)
	36 (34)
	8 (44) 
	16 (26) 
	12 (46) 
	

	   Overdosed (> 30 mmol/L)
	13 (13)
	1 (6) 
	8 (13) 
	4 (15) 
	

	*(χ² test, p = 0.25)
	





Table S2 - Vancomycin plasma concentration group according to loading dose and baseline glomerular filtration rate
	Glomerular filtration rate at baseline
	< 90 (mL/min/1.73m2)
	p
	> 90 (mL/min/1.73m2)
	p

	 
	15 ± 5 mg/kg
	20-25 mg/kg
	30 ± 5 mg/kg
	
	 
	15 ± 5 mg/kg
	20-25 mg/kg.
	30 ± 5 mg/kg
	

	Vancomycin plasma concentration
	n= 39 (%)
	n= 5 (%)
	n= 6 (%)
	0.20
	Vancomycin plasma concentration
	n=47 (%)
	n=4 (%)
	n=14 (%)
	0.04

	<20 mg/L
	11 (28)
	0 (0)
	1 (17)
	
	<20 mg/L
	34 (72)
	3 (75)
	7 (50)
	

	20-30 mg/L
	26 (67)
	3 (60)
	4 (67)
	
	20-30 mg/L
	6 (13)
	1 (25)
	7 (50)
	

	>30 mg/L
	3 (8)
	2 (40)
	1 (17)
	
	>30 mg/L
	7 (15)
	0 (0)
	0 (0)
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