	
	Young men
	Young women
	Elderly men and women

	Day
	10 mg
(Cohort E)
	25 mg 
(Cohort A)
	75 mg
(Cohort B)
	100 mg
(Cohort C)
	100 mg 
(Cohort D)

	Parameters
	
	
	
	
	

	Day 1
	n=6
	n=6
	n=6
	n=6
	n=6

	Cmax 
(ng/mL)
	63.6
(11.6)
	144 
(46.6)
	638 
(75.6)
	972 
(149)
	841 
(207)

	tmaxa 
(h)
	1.75
(1.00-2.50)
	1.24 
(0.50-1.50)
	1.25 
(0.50-2.50)
	1.00 
(0.50-1.50)
	1.00 
(0.50-2.00)

	AUC0-24 
(h*ng/mL)
	488
(167)
	1202 
(322)
	4770 
(771)
	5736 
(1209)
	6134 
(1657)

	Day 10
	n=6
	n=6
	n=5
	n=6
	n=6

	Cmax 
(ng/mL)
	78.9
(22.8)
	225 
(76.0)
	942 
(206)
	949 
(143)
	1050 
(307)

	DN Cmax 
(ng/mL)
	78.9
(22.8)
	90.0
(30.4)
	126
(27.5)
	94.9
(14.3)
	105
(30.7)

	tmaxa 
(h)
	1.00
(1.00-1.50)
	1.25 
(0.50-2.50)
	3.00 
(1.00-4.00)
	1.00 
(0.50-2.00)
	1.00 
(0.50-2.00)

	AUC 
(h*ng/mL)
	655
(277)
	2204 
(826)
	11325 
(2532)
	6966 
(1240)
	9372 
(3398)

	DN AUC 
(h*ng/mL)
	655
(277)
	882
(330)
	1510
(338)
	697
(124)
	937
(340)

	t1/2 (h)
	8.14
(2.55)
	11.0 
(3.70)
	14.1 
(4.31)
	10.9
(2.61)
	13.2 
(2.17)

	CL/F 
(L/h)
	17.7
(7.04)
	12.5 
(3.97)
	6.98 
(2.04)
	14.7 
(2.63)
	11.8 
(3.98)

	Ae 
(%,dose)
	NA
	0.151 
(0.0666)
	0.124 
(0.0614)
	0.0745 
(0.0223)
	0.101 
(0.0227)

	CLR 
(L/h)
	NA
	0.0170 
(0.00417)
	0.00807 
(0.00303)
	0.0108 
(0.00330)
	0.0114 
(0.00300)

	RA, Cmax (90% CI)
	122.12 (96.02; 155.33) 
	156.16 (125.12; 194.9)
	145.64 (117.41; 180.66)
	97.66 (88.04; 108.33)
	123.72 (95.39; 160.46)

	RA, AUC (90% CI)
	143.78 (114.57; 180.44)
	242.06 (184.56; 317.48)
	337.38 (259.45; 438.73)
	152.95 (130.87; 178.76)
	205.63 (166.14; 254.5)

	amedian (range); DN: Mean (SD) values dose normalized to 10 mg
CI, confidence interval; NA, not applicable, Ra, Cmax, accumulation ratio calculated from Cmax; RA, AUC, accumulation ratio calculated from AUC


Below the lowest quantifiable limit concentrations were treated as zero for calculating pharmacokinetic parameters and summary statistics of concentration-time data
AUC, area under the curve over a dosing interval (i.e., 24 h); CLR, renal clearance; MAD, multiple ascending dose; SD, standard deviation
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