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	0 (predose)
	0.5
	1
	1.5
	2
	3
	4
	4.5
	5
	5.5
	6
	6.5
	7
	8
	10
	12
	15
	24

	Venous Blood
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x

	Exhaled Breath
	
	x
	
	x
	x
	x
	
	x
	x
	x
	x
	
	x
	x
	x
	x
	x
	x

	Oral Fluid
	
	
	
	x
	x
	x
	
	
	x
	
	x
	
	
	x
	x
	x
	x
	x
























Table 2. Pharmacokinetic parameters of d-threo-methylphenidate (MPH) and d- and l-threo-ritalinic acid (RA) in the 12 subjects studied, together with mean and median for the cohort

	

Subject
	

Sex
	

t½(h)
	

Cmax (ng/mL)
	

AUC 0-infobs 
(ng*h/mL)
	

Cl/Fobs 
(mL/h)

	
AUCd-RA/ AUCd-MPH
ratio

	
5- hour
d-RA/d-MPH
ratio

	
	
	d-MPH
	d-RA
	l-RA
	d-MPH
	d-RA
	l-RA
	d-MPH
	d-RA
	l-RA
	d-MPH
	d-RA
	l-RA
	

	

	1
	M
	2.8
	7.2
	8.4
	5.2
	124
	107
	32
	1279
	1331
	626
	16
	15
	40
	29

	2
	M
	2.6
	6.4
	9.2
	10.9
	142
	83
	78
	1337
	1622
	256
	15
	12
	17
	14

	3
	M
	3.6
	6.0
	8.4
	8.0
	160
	114
	50
	1353
	1377
	401
	15
	14
	27
	21

	4
	F
	3.6
	5.2
	10.0
	16.5
	177
	129
	119
	1514
	2121
	168
	13
	9
	13
	12

	5
	F
	2.2
	6.0
	10.0
	9.0
	171
	136
	48
	1330
	1897
	416
	15
	11
	28
	22

	6
	F
	3.5
	6.4
	11.0
	10.7
	154
	111
	71
	1500
	1958
	280
	13
	10
	21
	15

	8
	M
	2.9
	8.0
	9.6
	10.4
	131
	79
	60
	1032
	1158
	335
	19
	17
	17
	12

	9
	F
	4.5
	5.6
	11.1
	14.8
	114
	55
	191
	1421
	1374
	105
	14
	15
	7
	6

	10
	M
	3.2
	6.1
	8.5
	4.7
	115
	85
	46
	1399
	1672
	436
	14
	12
	30
	23

	11
	F
	4.4
	7.2
	9.9
	6.0
	167
	111
	40
	1277
	1336
	503
	16
	15
	32
	28

	12
	M
	3.1
	6.5
	7.9
	9.3
	151
	111
	62
	1279
	1360
	321
	16
	15
	21
	16

	13
	F
	2.8
	5.5
	6.7
	12.3
	238
	151
	75
	1667
	1787
	266
	12
	11
	22
	19

	Mean
	
	3.3
	6.4
	9.2
	9.8
	154
	106
	73
	1366
	1583
	343
	15
	13
	23
	18

	Median
	
	3.2
	6.2
	9.4
	9.8
	152
	111
	61
	1345
	1500
	328
	15
	13
	22
	17






Table 3.  tmax1 and tmax2 of d- and l-threo-methylphenidate (MPH) and d- and l-threo-ritalinic acid (RA) in the 12 subjects studied, together with mean and median for the cohort


	Subject
	Sex
	 tmax1 (h)   
	tmax2 (h)   
	tmax1 (h)   
	tmax2 (h)   
	tmax1 (h)   
	tmax2 (h)   
	tmax1 (h)   
	tmax2 (h)   

	
	
	d-MPH
	d-MPH
	l-MPH
	l-MPH
	d-RA
	d-RA
	l-RA
	l-RA

	1
	M
	1.5
	3
	3
	-
	1.5
	4
	4
	-

	2
	M
	0.5
	8
	0.5
	8
	1.5
	8
	1.5
	8

	3
	M
	1.5
	4
	-
	-
	1.5
	4.5
	1.5
	4.5

	4
	F
	1.5
	3
	0.5
	3
	1.5
	3
	4.5
	-

	5
	F
	1.5
	4
	-
	-
	1.5
	4.5
	3
	5

	6
	F
	2
	4.5
	-
	-
	1.5
	4.5
	2
	5.5

	8
	M
	1.5
	3
	-
	-
	1
	3
	1.5
	3

	9
	F
	3
	10
	1
	10
	1.5
	10
	3
	12

	10
	M
	2
	6
	-
	-
	2
	7
	3
	6.5

	11
	F
	1
	4.5
	0.5
	-
	1
	4
	1.5
	4.5

	12
	M
	1.5
	4
	-
	-
	1
	4
	1.5
	4.5

	13
	F
	1.5
	4.5
	-
	-
	1.5
	4.5
	1.5
	5

	Mean
	
	2
	5
	1.1
	7
	1.4
	5.1
	2.4
	5.8

	Median
	
	2
	4
	0.5
	8
	1.5
	4.5
	1.8
	5.0





