	Regions
	Bregma
	VEH-VEH
	VEH-RISP
	THC-RISP

	
	
	
	
	

	1. Cingulate cortex
	+1.98
	3.5 ± 1.3
	3.4 ± 1.2
	4.9 ± 2.0

	2. Prelimbic cortex
	+1.98
	3 ± 0.9
	22.2 ± 6.5**
	8 ± 3.5

	3. Medial caudate putamen
	+0.98
	0.3 ± 0.2
	6.9 ± 3.1**
	1.4 ± 0.7#

	4. Nucleus accumbens core
	+0.98
	0.4 ± 0.2
	1.7 ± 0.7
	1.9 ± 1.0

	5. Paraventricular thalamic nucleus
	–0.94
	11.4 ± 2.0
	20.2 ± 2.8*
	9.6 ± 1.7##

	6. Paraventricular hypothalamic nucleus
	–0.94
	15 ± 3.6
	23 ± 4.8
	14.5 ± 2.3#

	7. CA3
	–1.58
	0.4 ± 0.2
	3.6 ± 1.4
	4 ± 1.5

	8. Dentate gyrus
	–1.58
	8.4 ± 2.2
	9.3 ± 1.3
	9.4 ± 1.5


Table 1. Mean number (± SEM) of risperidone-induced c-Fos in mice following drug treatment (n = 8). Significant differences compared to VEH-VEH control * P < 0.05 and ** P < 0.01, and between VEH-RISP and THC-RISP groups # < 0.05 and ## P < 0.01 (Mann-Whitney U test). VEH = vehicle, THC = 1 mg/kg Δ9-tetrahydrocannabinol, RISP = 1 mg/kg risperidone.
Table 2. Pretreatment with THC had no significant effect on PPI or locomotor activity compared to vehicle controls 2 weeks after the final drug exposure. There was no detectable concentration of THC or THC-COOH in blood samples collected from mice two weeks after the final THC treatment (n = 12). ND = not detectable, VEH = vehicle, THC = ∆9-tetrahydrocannabinol, ∆9 – THC-COOH = 11-nor-9-carboxy-delta-9-tetrahydrocannabinol. Data are presented as mean ± SEM.
	
	VEH-VEH
	THC-VEH

	%PPI
	34.8 ± 4.5
	22.1 ± 5.7

	Startle response (120 dB)
	162.3 ± 25.4
	164.1 ± 18.0

	Meters travelled 
	103.4 ± 7.6
	110.3 ± 6.5

	∆9 – THC concentration
	-
	ND

	∆9 – THC-COOH concentration 
	-
	ND


Table 3. The cumulative volume of P-gp transporter expression following vehicle or THC pretreatment (n = 4-6). VEH = vehicle, THC = ∆9-tetrahydrocannabinol. Data are presented as mean ± SEM.
	Regions
	Bregma
	VEH-VEH
	THC-VEH

	
	
	
	

	1. Prelimbic cortex
	+1.98
	3684.7 ± 1108.6
	4993.4 ± 738

	2. Dorsomedial caudate putamen
	+0.98
	1178.8 ± 252.6
	1889.5 ± 469

	3. Nucleus accumbens shell
	+0.98
	2228.4 ± 686
	2052.1 ± 315

	4. Paraventricular hypothalamic nucleus
	–0.94
	2912.2 ± 1057.2
	3781.3 ± 1162.1


Table 4. Mean number (±SEM) of clozapine induced c-Fos in mice following drug treatment (n = 6). VEH = vehicle, THC = 1 mg/kg Δ-tetrahydrocannabinol, CLOZ = 3 mg/kg clozapine.
	Regions
	Bregma
	VEH-VEH
	VEH-CLOZ
	THC-CLOZ

	
	
	
	
	

	1. Dorsomedial caudate putamen
	+0.98
	9 ± 2.7 
	8 ± 2.4
	9.5 ± 3.4

	2. Nucleus accumbens core
	+0.98
	2 ± 0.7
	3 ± 0.6
	5.3 ± 1.8

	3. Paraventricular thalamic nucleus
	–0.94
	21.5 ± 1.3
	19.8 ± 4.0
	21.5 ± 1.3

	4. Paraventricular hypothalamic nucleus
	–0.94
	69.7 ± 8.7
	69 ± 2.7
	53.3 ± 1.8

	5. CA3
	–1.58
	11.2 ± 1.9
	10.6 ± 1.3
	9.8 ± 1.1


