[bookmark: _Toc124169863][bookmark: _Ref128404015][bookmark: _Toc184817858]Blood Toxicokinetic Parameters for α-Pinene (AP) following Administration of α-Pinene by oral Gavage (PO) or Intravenously (IV) in Male  (M) and Female (F) Rats
	[bookmark: _Hlk193643649]Species  
	Rat
	Rat
	Rat
	Rat
	Rat
	Rat
	Rat
	Rat

	Route  
	Oral
	Oral
	Oral
	Oral
	Oral
	Oral
	IV
	IV

	Dose  
	10
	10
	50
	50
	150
	150
	10
	10

	Analyte  
	AP
	AP
	AP
	AP
	AP
	AP
	AP
	AP

	Sex  
	F
	M
	F
	M
	F
	M
	F
	M

	Cmax (ng/mL)
	126
	161
	1260
	461
	1980
	613
	2680
	9820

	Cmax SE  
	31.2
	19.4
	194
	78.5
	342
	81.7
	552
	802

	Cmax/D (ng/mL/mg/kg)
	12.6
	16.1
	25.2
	9.22
	13.2
	4.08
	268
	982

	Tmax (h)
	2.39
	1.88
	1.72
	1.48
	1.06
	0.329
	-
	-

	Tmax SE  
	0.773
	0.324
	0.354
	0.338
	0.242
	0.186
	-
	-

	K01 (1/h)
	0.478
	0.546
	0.577
	0.691
	0.949
	12.3
	-
	-

	K01 SE  
	6.57
	13.8
	9.20
	21.2
	17.1
	9.36
	-
	-

	K10 (1/h)
	0.255
	0.307
	0.331
	0.566
	0.662
	0.210
	1.10
	2.28

	K10 SE  
	4.59
	7.51
	4.30
	17.6
	12.1
	0.161
	0.324
	0.167

	K12 (1/h)
	0.124
	0.234
	0.267
	0.101
	0.306
	0.0258
	0.912
	0.875

	K12 SE  
	1.33
	6.72
	5.52
	3.19
	5.83
	0.127
	0.348
	0.116

	K21 (1/h)
	0.0491
	0.0530
	0.0327
	0.0440
	0.0757
	0.0227
	0.187
	0.337

	K21 SE  
	1.16
	0.222
	0.304
	0.421
	0.141
	0.271
	0.126
	0.0634

	A (ng/mL)
	1680
	-11900
	-55200
	49400
	-114000
	667
	2560
	9490

	A SE  
	258000
	17600000
	29300000
	121000000
	92400000
	128
	531
	782

	Alpha (1/h)
	0.396
	0.565
	0.613
	0.674
	0.992
	0.238
	2.10
	3.25

	Alpha SE  
	6.12
	14.2
	9.59
	20.8
	17.9
	0.0972
	0.514
	0.242

	B (ng/mL)
	15.6
	20.6
	90.7
	14.4
	153
	8.26
	119
	329

	B SE  
	316
	66.2
	465
	107
	349
	83.2
	72.6
	68.9

	Beta (1/h)
	0.0316
	0.0287
	0.0176
	0.0370
	0.0505
	0.0200
	0.0979
	0.236

	Beta SE  
	0.837
	0.146
	0.233
	0.376
	0.0865
	0.247
	0.0736
	0.0447

	K01_HL (h)
	1.45
	1.27
	1.20
	1.00
	0.730
	0.0565
	- 
	- 

	K01_HL SE  
	19.9
	32.1
	19.1
	30.8
	13.1
	0.0431
	- 
	 -

	K10_HL (h)
	2.72
	2.26
	2.10
	1.23
	1.05
	3.31
	0.630
	0.304

	K10_HL SE  
	49.0
	55.3
	27.2
	38.0
	19.1
	2.54
	0.185
	0.0223

	Alpha_HL (h)
	1.75
	1.23
	1.13
	1.03
	0.698
	2.91
	0.330
	0.213

	Alpha_HL SE  
	27.1
	30.7
	17.7
	31.7
	12.6
	1.19
	0.0805
	0.0158

	Beta_HL (h)
	22.0
	24.1
	39.3
	18.8
	13.7
	34.7
	7.08
	2.94

	Beta_HL SE  
	581
	123
	518
	191
	23.6
	429
	5.32
	0.556

	CL_F (mL/h/kg)
	8400
	106000
	951
	69000
	1230
	47500
	4110
	2320

	CL SE  
	42000
	148000
	4190
	64300
	423
	34500
	898
	94.3

	CLD2 (mL/h/kg)
	4070
	81400
	768
	12400
	567
	5840
	3400
	891

	CLD2 SE  
	19800
	271000
	4120
	49700
	726
	28900
	1060
	96.3

	V1 (mL/kg)
	33000
	347000
	2880
	122000
	1850
	226000
	3730
	1020

	V1 SE  
	441000
	8850000
	46400
	3730000
	33700
	36300
	770
	83.2

	V2 (mL/kg)
	83000
	1540000
	23500
	281000
	7490
	257000
	18200
	2640

	V2 SE  
	2320000
	11400000
	343000
	3450000
	18800
	4180000
	14000
	573

	Vss (mL/kg)
	-
	-
	-
	-
	-
	-
	21900
	3660

	Vss SE  
	-
	-
	-
	-
	-
	-
	14300
	599

	AUC (h*ng/mL)
	1190
	1410
	10500
	2170
	8150
	3160
	2430
	4310

	AUC SE  
	5950
	1950
	46200
	2020
	2810
	2300
	532
	175

	AUC/D (h*ng/mL/mg/kg)
	119
	141
	210
	43.4
	54.3
	21.1
	243
	431


[bookmark: _Ref148001081][bookmark: _Toc184817859][bookmark: _Toc124169864]Blood Toxicokinetic Parameters for α-Pinene  (AP) Following Administration of α-Pinene by Oral Gavage or Intravenously (IV) in Male (M) and Female (F) Mice
	Species 
	Mouse
	Mouse
	Mouse
	Mouse

	Route 
	Oral
	Oral
	IV
	IV

	Dose 
	50
	50
	10
	10

	Analyte 
	AP
	AP
	AP
	AP

	Sex 
	F
	M
	F
	M

	Cmax (ng/mL)
	202
	207
	3580
	2370

	Cmax SE 
	31.1
	28.5
	596
	431

	Tmax (h)
	1.16
	1.33
	-
	-

	Cmax/D (ng/mL/mg/kg)
	4.04
	4.14
	358
	237

	Tmax SE 
	0.241
	0.308
	-
	-

	K01 (1/h)
	0.853
	0.792
	-
	-

	K01 SE 
	7.51
	117
	-
	-

	K10 (1/h)
	0.502
	0.445
	2.68
	1.93

	K10 SE 
	4.39
	65.7
	0.360
	0.335

	K12 (1/h)
	0.401
	0.308
	1.58
	1.42

	K12 SE 
	3.87
	51.8
	0.255
	0.314

	K21 (1/h)
	0.0824
	0.0981
	0.349
	0.292

	K21 SE 
	0.174
	0.176
	0.0760
	0.0982

	A (ng/mL)
	-5200
	-83200
	3470
	2270

	A SE 
	930000
	4.25E+09
	586
	420

	Alpha (1/h)
	0.941
	0.797
	4.40
	3.48

	Alpha SE 
	8.18
	117
	0.543
	0.566

	B (ng/mL)
	25.3
	34.0
	117
	92.8

	B SE 
	43.7
	57.8
	28.3
	32.2

	Beta (1/h)
	0.0440
	0.0548
	0.213
	0.161

	Beta SE 
	0.107
	0.0982
	0.0467
	0.0554

	K01_HL (h)
	0.812
	0.875
	-
	-

	K01_HL SE 
	7.15
	129
	-
	-

	K10_HL (h)
	1.38
	1.56
	0.258
	0.360

	K10_HL SE 
	12.1
	230
	0.0346
	0.0625

	Alpha_HL (h)
	0.737
	0.870
	0.157
	0.199

	Alpha_HL SE 
	6.40
	128
	0.0194
	0.0323

	Beta_HL (h)
	15.8
	12.6
	3.26
	4.29

	Beta_HL SE 
	38.3
	23.1
	0.714
	1.47

	CL_F (mL/h/kg)
	44900
	41000
	7490
	8140

	CL_F SE 
	29900
	17900
	519
	776

	CLD2 (mL/h/kg)
	35800
	28400
	4410
	6020

	CLD2 SE 
	34200
	572000
	581
	985

	V1 (mL/kg)
	89400
	92200
	2790
	4220

	V1 SE 
	805000
	1.36E+07
	465
	769

	V2 (mL/kg)
	434000
	290000
	12600
	20600

	V2 SE 
	1260000
	6200000
	3150
	7460

	Vss (mL/kg)
	-
	-
	15400
	24900

	Vss SE 
	-
	-
	3390
	7760

	AUC (h*ng/mL)
	1110
	1220
	1340
	1230

	AUC SE 
	742
	532
	92.4
	117

	AUC/D (h*ng/mL/mg/kg)
	22.2
	24.4
	134
	123





[bookmark: _Toc184817861]Blood Toxicokinetic Parameters for α-Pinene oxide (APO) Following Administration of α-Pinene by Gavage (PO) or Intravenously (IV) in Male and Female Rats
	[bookmark: _Hlk193643584]Species
	Rat
	Rat
	Rat
	Rat
	Rat
	Rat
	Rat
	Rat

	Route
	PO
	PO
	PO
	PO
	PO
	PO
	IV
	IV

	Dose
	10
	10
	50
	50
	150
	150
	10
	10

	Analyte
	APO
	APO
	APO
	APO
	APO
	APO
	APO
	APO

	Sex
	F
	M
	F
	M
	F
	M
	F
	M

	Cmax (ng/mL)
	145
	161
	530
	592
	1397
	262
	184
	240

	C0 (ng/mL)
	-
	-
	-
	-
	-
	-
	151
	3.10

	Tmax (h)
	2.00
	2.00
	2.10
	1.10
	2.00
	1.00
	0.500
	0.250

	Lambda_z (1/h)
	0.367
	0.102
	0.115
	0.170
	0.092
	0.053
	0.129
	0.092

	HL_Lambda_z (h)
	1.89
	6.80
	6.05
	4.09
	7.54
	13.1
	5.36
	7.57

	AUCINFobs(h*ng/mL)
	705
	1159
	3621
	2409
	5441
	1972
	540
	1132

	AUC_%Extrap_obs
	2.09
	7.67
	5.14
	2.62
	0.426
	5.55
	4.87
	11.7




[bookmark: _Ref148006759][bookmark: _Toc184817862]Blood Toxicokinetic Parameters for α-Pinene oxide Following Administration of α-Pinene by Gavage (PO) or Intravenously (IV) in Male and Female Mice
	Species
	Mouse
	Mouse
	Mouse
	Mouse

	Route
	PO
	PO
	IV
	IV

	Dose
	50
	50
	10
	10

	Analyte
	APO
	APO
	APO
	APO

	Sex
	F
	M
	F
	M

	Cmax (ng/mL)
	55.5
	21.4
	58.6
	56.3

	C0 (ng/mL)
	-
	-
	155
	110

	Tmax (h)
	1.00
	0.500
	0.261
	0.250

	Lambda_z (1/h)
	0.380
	0.544
	0.321
	0.202

	HL_Lambda_z (h)
	1.82
	1.28
	2.16
	3.43

	AUCINFobs (h*ng/mL)
	112
	62.5
	66.0
	63.0

	AUC_%Extrap_obs
	2.77
	4.48
	5.20
	11.3



