Table S1 Detail informations of gene and sequence variants
	Gene
	dbSNP identifiers
	Chromosome
	Reference sequences

	CYP2B6
	rs2099361: C>A
	19:40992443
	NG_007929.1:g.6145C>A

	CYP2B6
	rs4803418: C>G
	19:41005898
	NG_007929.1:g.19600C>G

	CYP2B6
	rs4803420: G>A
	19:41017655
	NG_007929.1:g.31357G>A

	CYP2B6
	rs1038376: A>G
	19:41018104
	NG_007929.1:g.31806A>G

	CYP2B6
	rs12979270: A>C
	[bookmark: _GoBack]19:41018226
	NG_007929.1:g.31928A>C



Table S2. The patient cohort collected from TCGA.
	Full name
	Abbreviation
	Tumor cases
	Normal cases
	Total number

	Lung adenocarcinoma
	LUAD
	527
	58
	585

	Lung squamous cell carcinoma
	LUSC
	501
	49
	550

	Total
	
	
	
	1135



Table S3 Best SNP–SNP interactions model for predicting the occurrence of lung cancer by MDR method
	Model
	Training 
Accuracy 
	Testing 
Accuracy 
	CVC
	p-value
	OR (95%CI)

	rs12979270
	0.534
	0.483
	7/10
	0.049
	1.28 (1.00-1.64)

	rs12979270, rs4803420
	0.542
	0.480
	4/10
	0.011
	1.43 (1.08-1.88)

	rs4803420, rs2099361, rs4803418
	0.553
	0.473
	4/10
	0.001
	1.51 (1.17-1.93)

	rs12979270, rs4803420, rs2099361, rs4803418
	0.571
	0.486
	7/10
	＜0.001
	1.72 (1.33-2.21)

	rs12979270, rs4803420, rs2099361, rs1038376, rs4803418
	0.586
	0.499
	10/10
	＜0.001
	1.97 (1.53-2.55)


Notes: Bold values are statistically significant;
Abbreviations: OR, odds ratio; CVC, cross-validation consistency; 95% CI, 95% confidence interval
