


Table S1. Repeated-measures ANOVAs of cocaine self-administration acquisition
Repeated-measures ANOVAs examining cocaine infusions earned across acquisition sessions in C3HeB/FeJ and NOD/ShiLtJ mice in Experiments 1a–1b and in the separate C3HeB/FeJ dose-response cohort used in Experiment 2.
	Experiment
	Effect
	F(df1, df2)
	p

	Experiments 1a-1b (C3HeB/FeJ vs NOD/ShiLtJ)
	Session
	F(9, 342) = 7.405
	<0.0001

	
	Strain
	F(1, 38) = 4.480
	0.0409

	
	Session x Strain
	F(9, 342) = 3.899
	<0.0001

	Experiment 2 (C3HeB/FeJ dose-response cohort)
	Session
	F(2.983, 68.60) = 11.75
	<0.0001














Table S2. Two-way repeated-measures ANOVAs of active-lever presses across pharmacological conditions
Two-way repeated-measures ANOVAs examining the effects of treatment and strain on active-lever presses following O-1821, tranilast, or SET2 administration. Treatment, strain, Treatment x Strain, and subject effects are reported. 
	Dataset
	Effect
	F(df1,df2)
	p

	O-1821
	Treatment x Strain
	F(2,64) = 1.057
	0.3534

	
	Treatment
	F(2,64) = 2.151
	0.1247

	
	Strain
	F(1,32) = 0.078
	0.7818

	
	Subject
	F(32,64) = 9.490
	<0.0001

	Tranilast
	Treatment x Strain
	F(2,64) = 1.110
	0.3357

	
	Treatment
	F(2,64) = 1.954
	0.1501

	
	Strain
	F(1,32) = 0.00175
	0.9669

	
	Subject
	F(32,64) = 8.623
	<0.0001

	SET2
	Treatment x Strain
	F(2,64) = 1.299
	0.2798

	
	Treatment
	F(2,64) = 2.280
	0.1105

	
	Strain
	F(1,32) = 0.0213
	0.8849

	
	Subject
	F(32,64) = 7.343
	<0.0001











Table S3. Two-way repeated-measures ANOVAs of active-lever preference ratios across pharmacological conditions
Two-way repeated-measures ANOVAs examining the effects of treatment and strain on active-lever preference ratios following O-1821, SET2, or tranilast administration. Treatment, strain, Treatment x Strain, and subject effects are reported.
	Dataset
	Effect
	F(df1,df2)
	p

	O-1821
	Treatment x Strain
	F(2,64) = 0.194
	0.825

	
	Treatment
	F(2,64) = 0.335
	0.707

	
	Strain
	F(1,32) = 6.443
	0.016

	
	Subject
	F(32,64) = 8.811
	<0.0001

	SET2
	Treatment x Strain
	F(2,64) = 0.675
	0.512

	
	Treatment
	F(2,64) = 1.153
	0.322

	
	Strain
	F(1,32) = 8.852
	0.006

	
	Subject
	F(32,64) = 8.528
	<0.0001

	Tranilast
	Treatment x Strain
	F(2,64) = 0.161
	0.852

	
	Treatment
	F(2,64) = 0.560
	0.574

	
	Strain
	F(1,32) = 6.441
	0.013

	
	Subject
	F(32,64) = 50.61
	<0.0001











Table S4. One-way repeated-measures ANOVAs of active-lever presses within each strain
One-way repeated-measures ANOVAs examining the effects of treatment on active-lever presses within C3HeB/FeJ and NOD/ShiLtJ mice following O-1821, SET2, or tranilast administration.

	Dataset
	Strain
	Effect
	F(df1,df2)
	p

	O-1821
	C3HeB/FeJ
	Treatment
		F (1.802, 27.04) = 3.307



	0.056

	
	NOD/ShiLtJ
	Treatment
		F (1.333, 22.66) = 1.346



	0.270

	SET2
	C3HeB/FeJ
	Treatment
		F (1.257, 18.86) = 2.444



	0.130

	
	NOD/ShiLtJ
	Treatment
		F (1.795, 30.51) = 0.3373



	0.693

	Tranilast
	C3HeB/FeJ
	Treatment
		F (1.902, 28.53) = 2.374



		0.1135




	
	NOD/ShiLtJ
	Treatment
		F (1.326, 22.55) = 0.1221



		0.7996
















Table S5. One-way repeated-measures ANOVAs of active-lever preference ratios within each strain
One-way repeated-measures ANOVAs examining the effects of treatment on active-lever preference ratios within C3HeB/FeJ and NOD/ShiLtJ mice following O-1821, SET2, or tranilast administration.

	Dataset
	Strain
	Effect
	F(df1,df2)
	p

	O-1821
	C3HeB/FeJ
	Treatment
		F (1.387, 20.81) = 0.7603



	0.435

	
	NOD/ShiLtJ
	Treatment
		F (1.796, 30.54) = 0.1586



	0.832

	SET2
	C3HeB/FeJ
	Treatment
		F (1.133, 17.00) = 0.2016



	0.690

	
	NOD/ShiLtJ
	Treatment
		F (1.559, 26.50) = 1.093



	0.336

	Tranilast
	C3HeB/FeJ
	Treatment
		F (1.842, 27.63) = 0.8567



	0.427

	
	NOD/ShiLtJ
	Treatment
		F (1.504, 25.56) = 1.228



	0.299




