Table S1. Statistical comparison of plasma total esmethadone parameters in renal function groups. 

	Comparison
	Parameter
	Geometric LSM Test
	Geometric
LSM
Reference
	Test/Reference
Ratio (%)

	Lower
90% CI
	Upper
90% CI


	Mild decrease vs normal GFR
	Cmax (ng/mL)
	114.9
	99.5
	115.43
	91.78
	145.17

	Moderate decrease vs normal GFR
	Cmax (ng/mL)
	108.0
	99.5
	108.51
	86.96
	135.41

	Severe decrease vs normal GFR
	Cmax (ng/mL)
	137.5
	99.5
	138.22
	110.76
	172.48

	Mild decrease vs normal GFR
	AUC0-last (h*ng/mL)
	3458.2
	2910.9
	118.8
	87.34
	161.59

	Moderate decrease vs normal GFR
	AUC0-last (h*ng/mL)
	3322.8
	2910.9
	114.2
	84.8
	153.7

	Severe decrease vs normal GFR
	AUC0-last (h*ng/mL)
	4204.8
	2910.9
	144.5
	107.3
	194.4

	Mild decrease vs normal GFR
	AUC0-inf (h*ng/mL)
	3812.2
	3134.2
	121.6
	93.2
	158.8

	Moderate decrease vs normal GFR
	AUC0-inf (h*ng/mL)
	3732.2
	3134.2
	119.1
	92.1
	154.1

	Severe decrease vs normal GFR
	AUC0-inf (h*ng/mL)
	5542.8
	3134.2
	176.9
	135.5
	230.9



 
Table S2. Statistical comparison of plasma total esmethadone pharmacokinetic parameters with and without dialysis in subjects with ESRD.

	Comparison
	Parameter
	Geometric LSM Test
	Geometric
LSM Reference
	Test/Reference
Ratio (%)
	Lower
90% CI
	Upper
90% CI

	[bookmark: _GoBack]Period 2 (On dialysis) vs Period 1 (Off dialysis)
	Cmax (ng/mL)
	87.7
	76.7
	114.4
	91.4
	143.1

	Period 2 (On dialysis) vs Period 1 (Off dialysis)
	AUC0-last (h*ng/mL)
	2297.5
	2395.9
	95.9
	73.1
	125.8

	Period 2 (On dialysis) vs Period 1 (Off dialysis)
	AUC0-inf (h*ng/mL)
	2848.5
	3232.4
	88.1
	62.5
	124.3


 
Table S3. Statistical comparison of plasma total esmethadone parameters in hepatic function groups. 
	Comparison
	Parameter
	Geometric LSM Test
	Geometric
LSM
Reference
	Test/Reference
Ratio (%)

	90% CI (%)

	Mild impairment vs normal
	Cmax (ng/mL)
	93.8
	134.8
	69.6
	52.9-91.5

	Moderate impairment vs normal
	Cmax (ng/mL)
	91.0
	134.8
	67.5
	50.1-91.1

	Mild impairment vs normal
	AUC0-last (h*ng/mL)
	2610.3
	3804.8
	68.6
	49.34-95.4

	Moderate impairment vs normal
	AUC0-last (h*ng/mL)
	2782.4
	3804.8
	73.1
	51.3-104.3

	Mild impairment vs normal
	AUC0-inf (h*ng/mL)
	2835.4
	4215.4
	67.3
	47.6-95.2

	Moderate impairment vs normal
	AUC0-inf (h*ng/mL)
	3389.1
	4215.4
	80.4
	55.4-116.8


 

