


	Supplementary Table 1. Population pharmacokinetic parameters of the models evaluated

	Linear relationship: CL = CLnr + CLr x (eGFR/) 
	
	
	
	
	
	
	

	
	Base model
	CGT
	CGA
	CGI
	MDRD4
	CKD-EPI
	rLM
	BIS1
	FAS

	OFV
	2682.3
	2531.1
	2542.3
	2557.9
	2583.0
	2501.8
	2463.6
	2546.1
	2540.3

	OFV diff with base model
	0.0
	-151.2
	-140.0
	-124.4
	-99.3
	-180.5
	-218.7
	-136.2
	-142.0

	CLnr, L/h
	4.83 (4.3)
	1.03 (26.7)
	1.06 (27.9)
	1.26 (25.1)
	1.21 (30.6)
	0.405 (47.9)
	0.0* (0)
	1.19 (27.7)
	0.876 (31.6)

	V, L/kg
	0.427 (3.4)
	0.427 (3.7)
	0.428 (3.6)
	0.43 (3.6)
	0.432 (3.7)
	0.425 (3.5)
	0.42 (3.4)
	0.428 (3.6)
	0.429 (3.6)

	CLr
	0
	4.26 (8)
	4.2 (8.6)
	3.97 (9.6)
	4.2 (11)
	4.76 (5.2)
	5.15 (2.4)
	4.15 (9.9)
	5.02 (7.8)

	CVCL, % (RSE, %)
	60.8 (5.1)
	32.2 (6.8)
	33.4 (6.7)
	35.1 (6.2)
	36.8 (6.1)
	30 (8.2)
	28.3 (8)
	35.1 (6)
	32.8 (6.7)

	CVV, % (RSE, %)
	17.8 (18.8)
	20.2 (14.7)
	20.4 (15)
	20.2 (15.6)
	21.1 (15)
	19 (16.4)
	18.8 (17.3)
	19.7 (15.4)
	20.6 (15)

	RUV, % (RSE, %)
	32 (6.3)
	32.9 (6.7)
	32.9 (6.7)
	33.1 (6.9)
	33.3 (6.9)
	32.9 (6.5)
	32.1 (6.7)
	32.8 (6.7)
	33.1 (6.8)

	Non-linear relationship: CL = CLnr + (eGFR/)^CLrp

	
	Base model
	CGT
	CGA
	CGI
	MDRD4
	CKD-EPI
	rLM
	BIS1
	FAS

	OFV
	2682.3
	2633.3
	2637.8
	2639.1
	2651.6
	2599.5
	2579.8
	2633.7
	2646.0

	OFV diff with base model
	0.0
	-49.0
	-44.5
	-43.2
	-30.7
	-82.8
	-102.5
	-48.6
	-36.3

	CLnr, L/h
	4.83 (4.3)
	3.64 (6.1)
	3.65 (6.3)
	3.66 (5.9)
	3.78 (6)
	3.35 (6.7)
	3.29 (5.9)
	3.66 (5.8)
	3.81 (5.1)

	V, L/kg
	0.427 (3.4)
	0.427 (3.4)
	0.427 (3.4)
	0.428 (3.4)
	0.427 (5)
	0.424 (3.4)
	0.423 (3.4)
	0.427 (3.4)
	0.428 (3.2)

	CLrp
	(0)
	1.3 (38.8)
	1.23 (46.1)
	1.19 (37.4)
	0.976 (52.4)
	2.76 (21.3)
	3.16 (12.9)
	1.25 (31.8)
	1.15 (46.6)

	CVCL, % (RSE, %)
	60.8 (5.1)
	47.4 (7.6)
	48.3 (7.6)
	48.7 (6.5)
	52.1 (19.1)
	42.2 (6.9)
	40.7 (6.5)
	47.8 (6.5)
	50.1 (5.5)

	CVV, % (RSE, %)
	17.8 (18.8)
	19.8 (15)
	19.5 (16.1)
	19.1 (16.3)
	18.9 (16.9)
	19.9 (14.5)
	19.2 (15.3)
	19.1 (16.5)
	19.1 (17.1)

	RUV, % (RSE, %)
	32 (6.3)
	32.4 (6.4)
	32.4 (6.3)
	32.4 (6.3)
	32.3 (11.6)
	32.4 (6.5)
	32.1 (6.5)
	32.4 (6.30)
	32.4 (5.7)

	[bookmark: _GoBack]Estimated glomerular filtration rate (eGFR) and creatinine clearance equations are defined in table 1; 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; OFV, objective function value (-2 log likelihood); OFV diff, objective function value difference; CLnr, non-renal clearance; V, volume of distribution; CLr, slope of renal clearance as linear relationship; CV, coefficient of variation (log-normal distribution); RSE, residual standard error; RUV, residual unknown variability (proportional); rLM*, * fixed to 0 (boundary issues in estimation step; value close to lower boundary, 0); CLrp, power of renal clearance as power relationship. Base model is duplicated to facilitate the comparison of the results.
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