Supplementary Figures

FIG. S1. INH induces inter-strain variations in severity of adipophilin staining in the liver. (A) Severity scores for liver adipophilin staining in vehicle-treated (white circles) and INH-treated (black squares) animals. Data are represented as mean ± SE for N=4 mice per treatment and strain, except for strains noted in the methods. Strains are ordered from left to right by average microvesicular steatosis severity score for the INH-treated animals. *p<0.05 indicates the difference between vehicle- and INH-treated animals. Significance was evaluated by a Mann-Whitney U test. (B) Severity scores for liver adipophilin staining for vehicle- and INH-treated mice were binned according to steatosis microvesicular steatosis severity score. Values represent mean ±SE of severity scores for adipophilin staining. Individual means across all strains for each bin were statistically significant (one-way ANOVA). Post hoc statistical significance was determined using a Tukey’s multiple comparison test. *p<0.001 indicates the difference relative to severity scores of 0.
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Supplementary Tables

TABLE S1
Top 10 canonical pathways enriched in the dataset of genes significantly different between resistant and sensitive strains.
	Ingenuity Canonical Pathways
	 -log(p)

	Prostate cancer signaling
	5.72

	Antigen presentation pathway
	3.89

	Docosahexaenoic acid (DHA) signaling
	3.80

	HER-2 signaling in breast cancer
	3.71

	D-glucuronate degradation I
	3.54

	Ephrin A signaling
	3.45

	Virus entry via endocytic pathways
	3.39

	IGF-1 signaling
	3.22

	ErbB2-ErbB3 signaling
	3.16

	HGF signaling 
	3.16


mRNA expression analysis was performed in liver tissue derived from all vehicle- and INH-treated animals in the study. An ANOVA model using the fixed categorical factors strains (resistant vs sensitive to INH-induced hepatocellular microvesicular steatosis) and treatment (vehicle vs INH) was then applied to the intensity data to determine which probe sets were significantly altered by each experimental factor individually or in concert. Canonical pathways enriched among genes significantly associated with sensitivity to INH-induced hepatocellular microvesicular steatosis (p<0.05) but not INH treatment itself (p>0.05) were identified using the Tox Analysis feature in IPA. The top 10 pathways are represented. 
TABLE S2
Genes in the mitochondrial dysfunction pathway that are significantly different between vehicle and INH treatment.
	Gene Symbol
	Gene Title
	Probeset ID
	Treatment (+/- INH) p-value 

	Atp5b
	ATP synthase, H+ transporting mitochondrial F1 complex, beta subunit
	1416829_at
	1.20E-08

	Atp5f1
	ATP synthase, H+ transporting, mitochondrial F0 complex, subunit B1
	1426742_at
	7.25E-16

	Atp5g1
	ATP synthase, H+ transporting, mitochondrial F0 complex, subunit c1 (subunit 9)
	1416020_a_at
	7.12E-15

	Atp5g3
	ATP synthase, H+ transporting, mitochondrial F0 complex, subunit C3 (subunit 9)
	1454661_at
	4.51E-10

	Atp5j
	ATP synthase, H+ transporting, mitochondrial F0 complex, subunit F
	1416143_at
	3.16E-12

	Cox11
	COX11 homolog, cytochrome c oxidase assembly protein (yeast)
	1429188_at
	1.82E-05

	Cox17
	cytochrome c oxidase, subunit XVII assembly protein homolog (yeast)
	1434435_s_at
	3.96E-07

	Cox5b /// LOC100046079
	cytochrome c oxidase, subunit Vb /// cytochrome c oxidase subunit 5B, mitochondrial-lik
	1454716_x_at
	3.24E-12

	Cox6a1
	cytochrome c oxidase, subunit VI a, polypeptide 1
	1417418_s_at
	1.63E-02

	Cox6b1
	cytochrome c oxidase, subunit VIb polypeptide 1
	1436757_a_at
	1.67E-12

	Cox7a2
	cytochrome c oxidase, subunit VIIa 2
	1416971_at
	2.50E-14

	Cpt1a
	carnitine palmitoyltransferase 1a, liver
	1460409_at
	1.01E-06

	Gm3244 /// Gm3873 /// Ndufb4
	predicted pseudogene 3244 /// predicted gene 3873 /// NADH dehydrogenase (ubiquinone) 1
	1428076_s_at
	6.63E-10

	Gm4943 /// Ndufa11
	predicted pseudogene 4943 /// NADH dehydrogenase (ubiquinone) 1 alpha subcomplex 11
	1429708_at
	3.84E-10

	Gm6293 /// Uqcr10
	predicted pseudogene 6293 /// ubiquinol-cytochrome c reductase, complex III subunit X
	1424364_a_at
	6.67E-04

	Ndufa1
	NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 1
	1422241_a_at
	4.13E-09

	Ndufa10
	NADH dehydrogenase (ubiquinone) 1 alpha subcomplex 10
	1448934_at
	6.52E-08

	Ndufa12
	NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 12
	1418814_s_at
	3.71E-08

	Ndufa13
	NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 13
	1430713_s_at
	2.98E-03

	Ndufa4
	NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 4
	1424085_at
	4.61E-06

	Ndufa5
	NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 5
	1417285_a_at
	6.06E-20

	Ndufa8
	NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 8
	1423692_at
	8.93E-07

	Ndufa9
	NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 9
	1416663_at
	2.63E-05

	Ndufab1
	NADH dehydrogenase (ubiquinone) 1, alpha/beta subcomplex, 1
	1447919_x_at
	2.36E-13

	Ndufb10
	NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 10
	1428322_a_at
	1.82E-23

	Ndufb2
	NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 2
	1448483_a_at
	1.37E-06

	Ndufb3
	NADH dehydrogenase (ubiquinone) 1 beta subcomplex 3
	1416547_at
	4.15E-06

	Ndufb5
	NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 5
	1417102_a_at
	3.10E-03

	Ndufb6
	NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 6
	1434056_a_at
	7.95E-05

	Ndufb7
	NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 7
	1416417_a_at
	2.97E-06

	Ndufs1
	NADH dehydrogenase (ubiquinone) Fe-S protein 1
	1425143_a_at
	1.25E-07

	Ndufs2
	NADH dehydrogenase (ubiquinone) Fe-S protein 2
	1451096_at
	1.01E-02

	Ndufs3
	NADH dehydrogenase (ubiquinone) Fe-S protein 3
	1423737_at
	2.31E-05

	Ndufs4
	NADH dehydrogenase (ubiquinone) Fe-S protein 4
	1448959_at
	9.39E-10

	Ndufs8
	NADH dehydrogenase (ubiquinone) Fe-S protein 8
	1423907_a_at
	4.67E-12

	Ndufv1
	NADH dehydrogenase (ubiquinone) flavoprotein 1
	1415966_a_at
	8.25E-06

	Ndufv2
	NADH dehydrogenase (ubiquinone) flavoprotein 2
	1428179_at
	3.31E-03

	Ogdh
	oxoglutarate dehydrogenase (lipoamide)
	1451274_at
	1.61E-05

	Park7
	Parkinson disease (autosomal recessive, early onset) 7
	1456194_a_at
	9.88E-12

	Psen1
	presenilin 1
	1421853_at
	3.97E-02

	Sdha
	succinate dehydrogenase complex, subunit A, flavoprotein (Fp)
	1426689_s_at
	4.69E-04

	Sdhb
	succinate dehydrogenase complex, subunit B, iron sulfur (Ip)
	1418005_at
	9.24E-10

	Sdhd
	succinate dehydrogenase complex, subunit D, integral membrane protein
	1428235_at
	4.44E-02

	Sod2
	superoxide dismutase 2, mitochondrial
	1448610_a_at
	4.50E-05

	Surf1
	surfeit gene 1
	1450561_a_at
	2.18E-03

	Trak1
	trafficking protein, kinesin binding 1
	1459666_at
	2.27E-06

	Txn2
	thioredoxin 2
	1455640_a_at
	7.12E-14

	Txnrd2
	thioredoxin reductase 2
	1449097_at
	1.07E-04

	Uqcrb
	ubiquinol-cytochrome c reductase binding protein
	1416337_at
	1.32E-10

	Uqcrc2
	ubiquinol cytochrome c reductase core protein 2
	1435757_a_at
	2.41E-03



mRNA expression analysis was performed in liver tissue derived from all vehicle- and INH-treated animals in the study. An ANOVA model using the fixed categorical factors strains (resistant vs sensitive to INH-induced hepatocellular microvesicular steatosis) and treatment (vehicle vs INH) was then applied to the intensity data to determine which probe sets were significantly altered by each experimental factor individually or in concert. Canonical pathways enriched among genes significantly associated with treatment (p<0.05) but not sensitivity to hepatocellular microvesicular steatosis (p>0.05) were identified using the Tox Analysis feature in IPA. The top pathway was mitochondrial dysfunction. The genes in this pathway that were significantly associated with treatment are represented.
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