
	Supplementary Table 2. Amikacin model-based bias and precision stratified by group of age, weight and chronic kidney disease classification 

	Bias, µg/mL (mean [95% CI])
	n
	CGT
	CGA
	CGI
	MDRD4
	CKD-EPI
	rLM
	BIS1
	FAS

	Age (years)
	
	
	
	
	
	
	
	
	

	     18 – 29    
	61
	0.6 [-1.1 – 2.3]
	0.5 [-1.1 – 2.2]
	0.5 [-1.2 – 2.2]
	0.9 [-0.8 – 2.7]
	0.3 [-1.2 – 1.8]
	0.5 [-1.0 – 2.0]
	0.0 [-1.7 – 1.7]
	0.7 [-1.0 – 2.4]

	     30 – 69  
	336
	-1.3 [-1.9 – -0.7]
	-1.3 [-1.9 – -0.7]
	-1.3 [-1.9 – -0.7]
	-1.2 [-1.8 – -0.6]
	-1.2 [-1.8 – -0.6]
	-1.2 [-1.8 – -0.6]
	-1.2 [-1.8 – -0.6]
	-1.3 [-1.9 – -0.7]

	     ≥ 70
	169
	-1.1 [-1.9 – -0.3]
	-1.1 [-1.9 – -0.3]
	-1.1 [-1.9 – -0.3]
	-1.4 [-2.2 – -0.6]
	-1.1 [-1.9 – -0.3]
	-1.1 [-1.9 – -0.3]
	-1.1 [-1.8 – -0.3]
	-1.1 [-1.9 – -0.3]

	Total Body Weight (kg)
	
	
	
	
	
	
	
	
	

	     < 65
	166
	-0.7 [-1.5 – 0.1]
	-0.8 [-1.6 – 0.0]
	-1.0 [-1.8 – -0.2]
	-1.0 [-1.8 – -0.2]
	-0.8 [-1.6 – 0.1]
	-0.7 [-1.5 – 0.1]
	-0.9 [-1.7 – -0.1]
	-0.9 [-1.7 – -0.1]

	     65 – 73 
	196
	-1.1 [-1.8 – -0.4]
	-1.2 [-1.9 – -0.5]
	-1.2 [-1.9 – -0.5]
	-1.2 [-1.9 – -0.5]
	-1.1 [-1.9 – -0.4]
	-1.1 [-1.8 – -0.4]
	-1.2 [-1.9 – -0.5]
	-1.2 [-1.9 – -0.5]

	     ≥ 74
	204
	-1.1 [-2.0 – -0.2]
	-1.0 [-1.9 – -0.1]
	-0.9 [-1.8 – 0.0]
	-0.9 [-1.8 – 0.0]
	-1.1 [-2.0 – -0.3]
	-1.2 [-2.0 – -0.3]
	-1.1 [-1.9 – -0.2]
	-1.0 [-1.9 – -0.1]

	Chronic Kidney Disease (mL/min/1.73m2)*

	     15 – 29
	22
	-0.6 [-2.1 – 0.9]
	-0.7 [-2.1 – 0.8]
	-0.7 [-2.2 – 0.8]
	-0.7 [-2.2 – 0.8]
	0.2 [-1.4 – 1.8]
	0.5 [-1.2 – 2.1]
	-0.7 [-2.2 – 0.8]
	-0.5 [-2.1 – 1.0]

	     30 – 59
	98
	-1.6 [-2.8 – -0.3]
	-1.6 [-2.8 – -0.3]
	-1.7 [-2.9 – -0.4]
	-1.6 [-2.9 – -0.4]
	-0.9 [-2.2 – 0.4]
	-1.4 [-2.6 – -0.1]
	-1.7 [-2.9 – -0.4]
	-1.5 [-2.7 – -0.3]

	     60 – 89
	77
	-1.2 [-2.2 – -0.3]
	-1.3 [-2.2 – -0.4]
	-1.3 [-2.2 – -0.4]
	-1.5 [-2.4 – -0.6]
	-1.6 [-2.5 – -0.7]
	-1.5 [-2.4 – -0.5]
	-1.3 [-2.2 – -0.4]
	-1.3 [-2.3 – -0.4]

	     ≥ 90
	369
	-0.8 [-1.4 – -0.2]
	-0.8 [-1.4 – -0.2]
	-0.8 [-1.4 – -0.2]
	-0.8 [-1.4 – -0.2]
	-1.0 [-1.6 – -0.4]
	-0.9 [-1.4 – -0.3]
	-0.8 [-1.4 – -0.3]
	-0.9 [-1.4 – -0.3]

	Accuracy, % (mean [95% CI])
	n
	CGT
	CGA
	CGI
	MDRD4
	CKD-EPI
	rLM
	BIS1
	FAS

	Age (years)
	
	
	
	 
	
	
	
	
	

	     18 – 29    
	61
	68.1 [34.0 – 102.2]
	68.0 [33.9 – 102.1]
	69.1 [35.2 – 103.0]
	73.6 [36.7 – 110.5]
	53.8 [28.7 – 78.8]
	54.7 [27.6 – 81.7]
	65.4 [34.1 – 96.8]
	69.8 [35.1 – 104.4]

	     30 – 69  
	336
	25.2 [18.9 – 31.5]
	25.3 [18.9 – 31.6]
	25.8 [19.3 – 32.4]
	26.2 [18.8 – 33.6]
	24.5 [20.4 – 28.5]
	23.5 [19.6 – 27.4]
	24.8 [19.1 – 30.5]
	25.5 [19.0 – 32.1]

	     ≥ 70
	169
	19.8 [16.3 – 23.4]
	19.8 [16.2 – 23.3]
	19.4 [16.0 – 22.8]
	20.2 [16.5 – 23.8]
	21.6 [17.3 – 25.9]
	20.4 [17.0 – 23.9]
	19.1 [15.8 – 22.4]
	20.0 [16.4 – 23.6]

	Total Body Weight (kg)
	
	
	
	
	
	
	
	
	

	     < 65
	166
	18.6 [14.7 – 22.4]
	18.4 [14.6 – 22.1]
	18.5 [14.9 – 22.2]
	18.7 [14.9 – 22.4]
	19.5 [15.5 – 23.5]
	19.0 [15.4 – 22.6]
	18.6 [15.0 – 22.1]
	18.3 [14.7 – 22.0]

	     65 – 73 
	196
	25.0 [18.5 – 31.6]
	24.8 [18.2 – 31.3]
	25.0 [18.6 – 31.4]
	25.6 [18.7 – 32.5]
	26.0 [20.2 – 31.7]
	24.5 [19.0 – 30.0]
	24.4 [18.3 – 30.5]
	25.3 [18.7 – 31.8]

	     ≥ 74
	204
	39.2 [25.9 – 52.5]
	39.6 [26.3 – 52.9]
	40.2 [26.6 – 53.9]
	42.1 [26.9 – 57.3]
	33.5 [24.8 – 42.1]
	32.9 [23.9 – 41.9]
	37.6 [25.6 – 49.7]
	40.3 [26.5 – 54.0]

	Chronic Kidney Disease (mL/min/1.73m2)*

	     15 – 29
	22
	21.4 [11.9 – 30.8]
	21.0 [11.6 – 30.5]
	22.2 [11.5 – 32.9]
	22.2 [11.5 – 33.0]
	25.9 [11.8 – 39.9]
	27.5 [13.5 – 41.4]
	21.3 [11.6 – 31.0]
	22.3 [11.6 – 33.0]

	     30 – 59
	98
	21.3 [16.2 – 26.3]
	21.2 [16.2 – 26.2]
	20.9 [15.9 – 25.8]
	21.4 [16.1 – 26.7]
	26.7 [18.8 – 34.7]
	22.4 [16.9 – 27.9]
	20.2 [15.5 – 24.9]
	21.5 [16.3 – 26.8]

	     60 – 89
	77
	16.3 [12.8 – 19.7]
	16.4 [12.9 – 20.0]
	16.4 [12.9 – 20.0]
	16.8 [13.4 – 20.2]
	17.7 [14.1 – 21.2]
	16.7 [13.2 – 20.3]
	16.2 [12.7 – 19.6]
	16.5 [13.0 – 20.1]

	     ≥ 90
	369
	33.0 [24.8 – 41.2]
	33.0 [24.8 – 41.2]
	33.6 [25.2 – 41.9]
	34.8 [25.5 – 44.0]
	28.7 [23.3 – 34.2]
	28.7 [23.0 – 34.4]
	32.1 [24.6 – 39.6]
	33.4 [25.0 – 41.8]


[bookmark: _GoBack]Estimated glomerular filtration rate (eGFR) and creatinine clearance equations are defined in table 1; n, number of amikacin concentrations; CGT, Cockcroft-Gault Total body weight; CGA, Cockcroft-Gault Adjusted body weight; CGI, Cockcroft-Gault Ideal body weight; MDRD, Modification of Diet in Renal Disease; CKD-EPI, Chronic Kidney Disease Epidemiology Collaboration; rLM, Revised Lund-Malmö; BIS1, Berlin Initiative Study; FAS, Full Age Spectrum; CI, confidence interval assuming normal distribution; * eGFR calculated with CKD-EPI equation, Staging based on Guidance for Industry Pharmacokinetics in Patients with Impaired Renal Function — Study Design, Data Analysis, and Impact on Dosing and Labeling [30].

