Table 1 Participant characteristics by sex
	  Measure
	Sex
	Mean (SEM) or n (%)

	  Age (years)
	Male
Female
	25.47 (1.00)
25.00 (0.71)

	  Race/Ethnicity   
     White
     West Asian or Arab
     South Asian     
     Chinese 
     Filipino
     Black
     Southeast Asian
     Korean

     White
     White
     West Asian or Arab
     South Asian     
     Chinese 
     Filipino
     Black
     Southeast Asian
     Korean

	Male








Female

	7 (41.18%)
4 (23.53%)
2 (11.76%)
1 (5.88%)
1 (5.88%)
1 (5.88%)
1 (5.88%)
0 (0%)

9 (50.00%)
1 (5.56%)
0 (0%)
3 (16.67%)
2 (11.11%)
1 (5.56%)
1 (5.56%)
1 (5.56%)
1 (5.56%)

	Height (m)
	Male
Female
	1.80 (0.014)
1.63 (0.016)

	Weight (kg)
	Male
Female
	79.51 (3.23)
63.60 (3.64)

	BMI (kg/m2)
	Male
Female
	24.62 (1.06)
23.61 (1.01)

	Cannabis Use Frequency (days/week)
	Male
Female
	2.26 (0.25)
2.83 (0.30)

	Age of Initiation of Cannabis Use (years – average, range)
	Male
Female
	19.59 (1.10)
17.11 (0.67)

	Age of Initiation of Weekly Cannabis Use (years – average, range)
	Male
Female
	22.00 (1.02)
20.39 (0.62)


Bold values indicate statistically difference detected between males and females, p < 0.05





Table 2 Linear mixed-effects model results for dose and sex effects on all outcome measures
	Outcome Measure
	Condition
	Sex
	Sex × Dose

	Smoking Topography

	   Amount Smoked
	<0.0001 a,b,c
	0.589
	0.385

	   Estimated THC Dose 
	<0.0001 a,b,c
	0.633
	0.972

	   Number of Puffs
	0.072
	0.456
	0.081

	   Time Spent Smoking
	0.035 a,c
	0.009 a,b,c
	0.384

	Blood Cannabinoid Concentrations – Peak Change from Baseline

	   THC
	<0.0001 a
	0.719
	0.985

	   11-OH-THC
	<0.0001 a
	0.535
	0.529

	   THC-COOH
	<0.0001 a
	0.507
	0.467

	Blood Cannabinoid Concentrations – AUC

	   THC
	<0.0001 a
	0.966
	0.966

	   11-OH-THC
	<0.0001 a
	0.916
	0.811

	   THC-COOH
	<0.0001 a
	0.713
	0.901

	Oral Fluid Cannabinoid Concentrations – Peak Change from Baseline

	   THC
	<0.0001 a,b,c
	0.045
	0.499

	Oral Fluid Cannabinoid Concentrations – AUC

	   THC
	<0.0001 a,b,c
	0.045
	0.371

	Vitals – Peak Change from Baseline

	   Heart Rate
	<0.0001 a,b,c
	0.531
	0.193

	   Systolic BP
	0.551
	0.372
	0.036 a,b,c

	   Diastolic BP
	0.703
	0.012 a,b,c
	0.519

	VAS – Peak Change from Baseline

	   “I like this drug effect”
	<0.0001 a,b,c
	0.678
	0.321

	   “This feels like cannabis”
	<0.0001 a,b,c
	0.949
	0.661

	   “I feel this effect”
	<0.0001 a,b,c
	0.533
	0.378

	   “I feel high”
	<0.0001 a,b,c
	0.599
	0.330

	   “I feel the good effects”
	<0.0001 a,b,c
	0.611
	0.654

	   “I feel the bad effects”
	<0.0001 a,b,c
	0.541
	0.204

	   “I feel the rush”
	<0.0001 a,b,c
	0.941
	0.181

	VAS – AUC

	   “I like this drug effect”
	<0.0001 a,b,c
	0.234 c
	0.462

	   “This feels like cannabis”
	<0.0001 a,b,c
	0.101 a,b,c
	0.297

	   “I feel this effect”
	<0.0001 a,b,c
	0.727
	0.448

	   “I feel high”
	<0.0001 a,b,c
	0.502
	0.798

	   “I feel the good effects”
	<0.0001 a,b,c
	0.469
	0.702

	   “I feel the bad effects”
	<0.0001 a,b,c
	0.724
	0.522

	   “I feel the rush”
	<0.0001 a,b,c
	0.373 b,c
	0.262

	VAS – Time to Peak

	   “I like this drug effect”
	0.012 a,b
	0.775
	0.071

	   “This feels like cannabis”
	0.660
	0.245
	0.239

	   “I feel this effect”
	0.753
	0.049
	0.040 a,b,c

	   “I feel high”
	0.517
	0.239
	0.440

	   “I feel the good effects”
	0.036 a
	0.730
	0.192

	   “I feel the bad effects”
	0.108
	0.235
	0.638

	   “I feel the rush”
	0.318
	0.257
	0.610

	ARCI

	   AMPH
	0.180
	0.443
	0.400

	   MBG
	0.019 a,b
	0.884
	0.690

	   LSD
	<0.0001 a,b,c
	0.994
	0.215

	   BG
	0.713
	0.690
	0.323

	   PCAG
	0.061 c
	0.841
	0.919

	   Euphoria
	0.010 a
	0.636
	0.366

	   Sedation
	0.018 a,c
	0.634
	0.938

	POMS

	   Tension-Anxiety
	0.026 a
	0.470
	0.592

	   Anger-Hostility
	0.011 a,b,c
	0.060
	0.251

	   Depression-Dejection
	0.444
	0.033
	0.780

	   Friendliness
	0.848
	0.129
	0.264

	   Fatigue
	0.467
	0.956
	0.870

	   Confusion 
	0.004 a,b,c
	0.703
	0.532

	   Vigor
	0.664
	0.230
	0.447

	   Elation
	0.453
	0.166
	0.130

	   Arousal
	0.672
	0.628
	0.754

	   Positive Mood
	0.659
	0.071
	0.161

	VFR

	   Immediate Recall (Trial 1)
	0.032 a
	0.088
	0.395

	   Immediate Total Recall (Trials 1+2+3)
	0.026 a
	0.282
	0.893

	   Trial 4 (Delayed Recall)
	0.478
	0.815
	0.684

	   Percent Retained
	0.683
	0.994
	0.554

	UFOV

	   Processing Speed
	0.271
	0.303
	0.410

	   Selective Attention
	0.641
	0.014 a,b,c
	0.541

	   Divided Attention
	0.074
	0.164
	0.128


P-values are presented from model 1. Bold values indicate statistically difference detected; p < 0.05. Body weight was the only covariate added for blood cannabinoid concentrations
a Effect statistically significant in model 2 adjusting for body weight
b Effect statistically significant in model 3 adjusting for body weight and peak change from baseline blood THC concentrations
c Effect statistically significant in model 4 adjusting for body weight and peak change from baseline blood 11-OH-THC concentrations














Table 3 Correlations between peak change from baseline concentrations of THC and 11-OH-THC and peak change from baseline VAS and heart rate
	THC
	Sex
	Placebo
	Low
	Medium
	High

	“I like this drug effect” 
	Male
Female
	0.228
-0.315
	0.469
0.227
	0.289
0.400
	0.323
0.147

	“This feels like cannabis”
	Male
Female
	0.263
-0.124
	0.170
0.296
	0.157
0.390
	0.241
0.148

	 “I feel this effect”
	Male
Female
	0.349
-0.113
	0.438
0.408
	0.318
0.442
	0.318
0.059

	“I feel high”
	Male
Female
	0.402
-0.113
	0.430
0.478*
	0.265
0.529*
	0.282
0.021

	“I feel the good effects”
	Male
Female
	0.377
-0.146
	0.539*
0.263
	0.297
0.377
	0.410
-0.014

	“I feel the bad effects”
	Male
Female
	-0.178
-0.100
	-0.172
0.364
	-0.239
0.260
	-0.156
0.067

	“I feel the rush”
	Male
Female
	-0.213
-0.099
	-0.089
0.323
	0.246
0.309
	-0.189
-0.156

	Heart rate
	Male
Female
	0.451
-0.202
	0.187
0.827**
	0.555*
0.351
	1.000**
1.000**

	11-OH-THC
	Sex
	Placebo
	Low
	Medium
	High

	“I like this drug effect” 
	Male
Female
	-0.184
-0.285
	0.450
0.186
	0.378
0.407
	0.334
0.179

	“This feels like cannabis”
	Male
Female
	-0.078
-0.215
	0.116
0.205
	0.218
0.250
	0.223
0.255

	 “I feel this effect”
	Male
Female
	-0.122
-0.177
	0.393
0.227
	0.352
0.259
	0.325
0.158

	“I feel high”
	Male
Female
	-0.035
-0.181
	0.417
0.312
	0.354
0.401
	0.297
0.048

	“I feel the good effects”
	Male
Female
	-0.036
-0.150
	0.541*
0.199
	0.381
0.198
	0.412
-0.027

	“I feel the bad effects”
	Male
Female
	-0.179
-0.163
	-0.184
0.293
	-0.121
0.104
	-0.060
0.273

	“I feel the rush”
	Male
Female
	0.103
-0.041
	-0.073
0.254
	0.361
-0.040
	0.247
-0.258

	Heart rate
	Male
Female
	-0.250
-0.254
	0.414
0.684**
	0.687**
0.260
	0.638**
0.330


Bold values indicate statistically significant correlation, *0.05 > p > 0.01, **p £ 0.01





