Supporting Information Table 1. Databases for selection of the list of genes in the toll-like receptor signaling pathway

	Dataset
	Name of pathway
	Number of genes

	KEGG
	KEGG_TOLL_LIKE_RECEPTOR_SIGNALING_PATHWAY
	102

	REACTOME
	REACTOME_TOLL_RECEPTOR_CASCADES
	118

	PID
	PID_TOLL_ENDOGENOUS_PATHWAY
	25

	Total
	 
	165



Supporting Information Table 2: Associations of demographics and clinical characteristics with OS in NSCLC patients from the PLCO studya
	Characteristics
	No.
	Median  

Survival Timeb
	Univariate Analysis
	 
	Multivariate Analysisc

	
	Patients
	Deaths (%)
	
	HR (95%)
	P
	 
	HR (95%)
	P

	Total
	
	1185
	798 (67.3)
	23.77
	
	
	
	
	

	Aged
	≤71
	636
	400 (62.9)
	36.53
	1.00 
	
	
	1.00 
	

	
	>71
	549
	398 (72.5)
	14.60
	1.74 (1.51-2.00)
	<0.0001
	
	1.26 (1.09-1.46)
	0.002 

	Sex
	Male
	698
	507 (72.6)
	19.33
	1.00 
	
	
	1.00 
	

	
	Female
	487
	291 (59.8)
	31.77
	0.73 (0.63-0.84)
	<0.0001
	
	0.80 (0.69-0.94)
	0.005 

	Smoking status
	Never
	115
	63 (54.8)
	43.50
	1.00 
	
	
	1.00 
	

	
	Current
	423
	272 (64.3)
	23.70
	1.34 (1.02-1.76)
	0.038
	
	1.79 (1.32-2.44)
	0.0002 

	
	Former
	647
	463 (71.6)
	21.30
	1.51 (1.16-1.96)
	0.002
	
	1.69 (1.26-2.27)
	0.0005 

	Pack yearsd
	≤49
	603
	399 (66.2)
	23.77
	1.00 
	
	
	1.00 
	

	
	>49
	581
	398 (68.5)
	23.97
	1.05 (0.92-1.21)
	0.458
	
	1.01 (0.87-1.17)
	0.936 

	
	Missing
	1
	
	
	
	
	
	
	

	Histology
	Adenocarcinoma
	577
	348 (60.3)
	36.37
	1.00 
	
	
	1.00 
	

	
	Squamous cell carcinoma
	285
	192 (67.4)
	29.83
	1.19 (1.00-1.42)
	0.057
	
	1.14 (0.94-1.37)
	0.180 

	
	Others
	323
	258 (79.9)
	10.87
	1.89 (1.60-2.22)
	<0.0001
	
	1.33 (1.12-1.57)
	0.003 

	Stage
	I - IIIA
	655
	315 (48.1)
	80.13
	1.00 
	
	
	1.00 
	

	
	IIIB - IV
	528
	482 (91.3)
	6.87
	5.08 (4.37-5.91)
	<0.0001
	
	2.70 (2.23-3.27)
	<0.0001

	
	Missing
	2
	
	
	
	
	
	
	

	Chemotherapy
	No
	639
	367 (57.4)
	53.03
	1.00 
	
	
	1.00 
	

	
	Yes
	538
	423 (78.6)
	14.83
	1.85 (1.60-2.14)
	<0.0001
	
	0.42 (0.35-0.50)
	<0.0001

	
	Missing
	8
	
	
	
	
	
	
	

	Radiotherapy
	No
	762
	450 (59.1)
	40.50
	1.00 
	
	
	1.00 
	

	
	Yes
	415
	340 (81.9)
	12.33
	1.94 (1.68-2.24)
	<0.0001
	
	0.90 (0.77-1.05)
	0.160 

	
	 Missing
	8
	
	
	
	
	
	
	

	Surgery
	No
	637
	566 (88.9)
	8.27
	1.00 
	
	
	1.00 
	

	
	Yes
	540
	224 (41.5)
	103.33
	0.15 (0.13-0.18)
	<0.0001
	
	0.26 (0.21-0.33)
	<0.0001

	
	Missing
	8
	 
	 
	 
	 
	 
	 
	 


Abbreviations: OS, overall survival; NSCLC, non-small cell lung cancer; PLCO, the Prostate, Lung, Colorectal and Ovarian Cancer Screening Trial; HR, hazards ratio.

aReference: Yanru Wang, etc. Genetic variants in ABCG1 predict survival of non-small cell lung cancer patients. Int J Cancer. 2016.

bMedian survival time for overall survival.

cMultivariate Cox regression analyses were adjusted for all factors listed in this table.

dMedian age is 71 years; Median pack year is 49.
Supporting Information Table 3. Meta-analyses of the 68 SNPs from the PLCO and Harvard study
	SNP
	Chr.
	Position
	Gene
	Allelea
	Q
	I2
	Meta-analysisb
	PLCO studyc
	Harvard studyd

	
	
	
	
	
	
	
	HR (95%CI)
	P
	HR (95%CI)
	P
	HR (95%CI)
	P

	rs4785225
	16
	50746546
	NOD2
	G/C
	0.00
	88.12
	1.10 (0.88-1.39)
	3.99E-01
	1.24 (1.11-1.37)
	9.28E-05
	1.02 (0.91-1.15)
	7.40E-01

	rs751271
	16
	50751175
	NOD2
	G/T
	0.01
	86.24
	1.10 (0.88-1.36)
	4.06E-01
	1.22 (1.09-1.35)
	3.06E-04
	1.02 (0.91-1.15)
	7.38E-01

	rs9925315
	16
	50749374
	NOD2
	T/A
	0.01
	86.09
	1.10 (0.88-1.36)
	4.02E-01
	1.22 (1.09-1.35)
	3.36E-04
	0.98 (0.87-1.10)
	7.50E-01

	rs13332952
	16
	50751972
	NOD2
	A/G
	0.01
	85.49
	1.10 (0.89-1.35)
	3.78E-01
	1.22 (1.09-1.35)
	3.43E-04
	1.01 (0.90-1.14)
	8.15E-01

	rs7870840
	9
	21187928
	IFNA4
	T/C
	0.04
	76.17
	0.90 (0.77-1.05)
	1.79E-01
	0.83 (0.75-0.92)
	3.57E-04
	0.98 (0.87-1.10)
	6.77E-01

	rs1062571
	9
	21187311
	IFNA4
	T/C
	0.05
	74.98
	0.91 (0.78-1.06)
	2.15E-01
	0.84 (0.76-0.93)
	5.75E-04
	0.98 (0.87-1.11)
	7.91E-01

	rs67885002
	19
	40760085
	AKT2
	TG/T
	NA
	NA
	NA
	NA
	1.19 (1.08-1.32)
	5.83E-04
	NA
	NA

	rs1077861
	16
	50759547
	NOD2
	T/A
	0.02
	81.15
	1.10 (0.92-1.32)
	2.82E-01
	1.21 (1.08-1.34)
	6.10E-04
	0.99 (0.89-1.12)
	9.25E-01

	rs17383714
	2
	202153789
	CASP8
	C/T
	0.02
	82.54
	0.84 (0.62-1.15)
	2.89E-01
	0.72 (0.60-0.87)
	6.17E-04
	0.99 (0.83-1.19)
	9.09E-01

	rs35562135
	19
	40770860
	AKT2
	G/A
	0.00
	91.08
	1.05 (0.81-1.35)
	7.24E-01
	1.19 (1.08-1.32)
	6.63E-04
	0.92 (0.82-1.03)
	1.42E-01

	rs13339578
	16
	50739105
	NOD2
	A/G
	0.03
	79.48
	1.10 (0.92-1.31)
	3.04E-01
	1.20 (1.08-1.34)
	6.91E-04
	1.00 (0.88-1.13)
	9.92E-01

	rs4785449
	16
	50738547
	NOD2
	C/T
	0.03
	79.66
	1.10 (0.92-1.31)
	3.07E-01
	1.20 (1.08-1.34)
	6.91E-04
	1.00 (0.89-1.13)
	1.00E+00

	rs12460555
	19
	40772464
	AKT2
	C/G
	0.00
	91.13
	1.05 (0.81-1.35)
	7.27E-01
	1.19 (1.08-1.31)
	7.16E-04
	0.92 (0.82-1.03)
	1.39E-01

	rs7024135
	9
	21165348
	IFNA21
	A/T
	0.12
	58.48
	0.89 (0.79-1.00)
	5.59E-02
	0.84 (0.76-0.93)
	7.94E-04
	0.95 (0.84-1.07)
	3.83E-01

	rs12459567
	19
	40789926
	AKT2
	C/T
	0.00
	91.18
	1.05 (0.81-1.35)
	7.29E-01
	1.19 (1.07-1.31)
	7.96E-04
	0.92 (0.82-1.03)
	1.33E-01

	rs12985477
	19
	40788893
	AKT2
	A/G
	0.00
	91.23
	1.05 (0.81-1.35)
	7.31E-01
	1.19 (1.07-1.31)
	7.96E-04
	0.92 (0.82-1.03)
	1.37E-01

	rs2111234
	16
	50734033
	NOD2
	T/C
	0.03
	78.88
	1.10 (0.92-1.31)
	2.91E-01
	1.20 (1.08-1.33)
	8.33E-04
	1.00 (0.89-1.13)
	9.69E-01

	rs2111235
	16
	50733969
	NOD2
	G/A
	0.03
	78.88
	1.10 (0.92-1.31)
	2.93E-01
	1.20 (1.08-1.33)
	8.39E-04
	1.00 (0.89-1.13)
	9.77E-01

	rs71334903
	19
	40758507
	AKT2
	ATC/A
	NA
	NA
	NA
	NA
	1.19 (1.07-1.31)
	8.88E-04
	NA
	NA

	rs8057341
	16
	50737980
	NOD2
	G/A
	0.03
	79.62
	1.10 (0.92-1.31)
	3.09E-01
	1.20 (1.08-1.33)
	9.05E-04
	1.00 (0.88-1.13)
	9.88E-01

	rs7038852
	9
	21165322
	IFNA21
	A/G
	0.14
	53.15
	0.89 (0.79-0.99)
	3.52E-02
	0.84 (0.76-0.93)
	9.46E-04
	0.94 (0.84-1.06)
	3.15E-01

	rs2304186
	19
	40739721
	AKT2
	G/T
	0.00
	91.22
	1.04 (0.80-1.36)
	7.57E-01
	1.19 (1.07-1.32)
	9.50E-04
	0.91 (0.81-1.02)
	1.15E-01

	rs7047687
	9
	21167652
	IFNA21
	A/C
	0.11
	60.01
	0.89 (0.79-1.00)
	5.95E-02
	0.84 (0.76-0.93)
	9.91E-04
	0.95 (0.85-1.06)
	3.77E-01

	rs7187857
	16
	50760838
	NOD2
	G/A
	0.01
	83.12
	1.09 (0.90-1.32)
	3.91E-01
	1.20 (1.08-1.33)
	9.96E-04
	1.02 (0.90-1.14)
	7.93E-01

	rs33933140
	19
	40739513
	AKT2
	A/G
	0.00
	90.87
	1.05 (0.81-1.35)
	7.33E-01
	1.19 (1.07-1.32)
	1.00E-03
	0.92 (0.82-1.03)
	1.39E-01

	rs1857650
	9
	21164594
	IFNA21
	T/A
	0.12
	59.37
	0.89 (0.79-1.00)
	5.74E-02
	0.84 (0.76-0.93)
	1.02E-03
	0.95 (0.85-1.07)
	3.77E-01

	rs9921146
	16
	50759980
	NOD2
	C/A
	0.01
	84.12
	1.09 (0.89-1.33)
	4.20E-01
	1.20 (1.07-1.33)
	1.05E-03
	1.02 (0.91-1.15)
	7.24E-01

	rs779901
	3
	10269958
	IRAK2
	C/T
	0.47
	0.00
	0.81 (0.73-0.90)
	1.08E-04
	0.78 (0.67-0.91)
	1.06E-03
	0.84 (0.72-0.98)
	3.13E-02

	rs779903
	3
	10269666
	IRAK2
	G/A
	0.47
	0.00
	0.81 (0.73-0.90)
	1.09E-04
	0.78 (0.67-0.91)
	1.06E-03
	0.84 (0.72-0.99)
	3.15E-02

	rs117353991
	16
	81870161
	PLCG2
	C/T
	0.02
	82.02
	0.85 (0.59-1.22)
	3.78E-01
	0.71 (0.58-0.87)
	1.07E-03
	1.03 (0.82-1.29)
	8.21E-01

	rs74383491
	16
	81869449
	PLCG2
	C/T
	0.02
	82.04
	0.85 (0.59-1.22)
	3.78E-01
	0.71 (0.58-0.87)
	1.07E-03
	1.03 (0.82-1.29)
	8.28E-01

	rs75529606
	16
	81869623
	PLCG2
	T/C
	0.02
	82.14
	0.85 (0.59-1.22)
	3.80E-01
	0.71 (0.58-0.87)
	1.07E-03
	1.03 (0.82-1.29)
	8.27E-01

	rs73590821
	16
	81872424
	PLCG2
	T/C
	0.01
	86.36
	0.87 (0.58-1.30)
	4.98E-01
	0.71 (0.58-0.87)
	1.11E-03
	1.07 (0.86-1.33)
	5.40E-01

	rs2891157
	9
	21168306
	IFNA21
	C/G
	0.15
	52.24
	0.90 (0.80-1.00)
	5.13E-02
	0.85 (0.76-0.94)
	1.16E-03
	0.95 (0.85-1.07)
	3.90E-01

	rs79667821
	16
	81868860
	PLCG2
	T/C
	0.02
	82.03
	0.85 (0.59-1.22)
	3.76E-01
	0.71 (0.58-0.88)
	1.20E-03
	1.03 (0.82-1.29)
	8.31E-01

	rs10733373
	9
	21164132
	IFNA21
	C/A
	0.14
	55.24
	0.90 (0.80-1.01)
	6.77E-02
	0.85 (0.77-0.94)
	1.23E-03
	0.96 (0.85-1.07)
	4.54E-01

	rs73033745
	6
	166885393
	RPS6KA2
	G/C
	0.22
	34.30
	1.19 (1.07-1.33)
	1.25E-03
	1.27 (1.10-1.47)
	1.23E-03
	1.11 (0.94-1.30)
	2.08E-01

	rs4658403
	1
	243832560
	AKT3
	T/C
	0.09
	65.83
	1.16 (0.97-1.38)
	1.05E-01
	1.26 (1.09-1.44)
	1.24E-03
	1.05 (0.91-1.23)
	4.91E-01

	rs200119487
	9
	21163938
	IFNA21
	T/TGA
	NA
	NA
	NA
	NA
	0.85 (0.77-0.94)
	1.28E-03
	NA
	NA

	rs4421955
	15
	100106646
	MEF2A
	G/T
	0.00
	91.07
	1.03 (0.71-1.50)
	8.71E-01
	1.24 (1.09-1.41)
	1.39E-03
	0.85 (0.71-1.02)
	7.33E-02

	rs10738589
	9
	21163939
	IFNA21
	T/G
	0.17
	47.40
	0.89 (0.82-0.96)
	2.99E-03
	0.85 (0.77-0.94)
	1.43E-03
	0.95 (0.84-1.07)
	3.82E-01

	rs7740060
	6
	166914713
	RPS6KA2
	A/G
	0.00
	87.37
	1.06 (0.85-1.33)
	5.95E-01
	1.19 (1.07-1.32)
	1.49E-03
	1.06 (0.94-1.19)
	3.60E-01

	rs58899768
	16
	81873081
	PLCG2
	A/T
	0.03
	79.77
	0.85 (0.61-1.19)
	3.51E-01
	0.72 (0.59-0.89)
	1.82E-03
	1.02 (0.81-1.27)
	8.93E-01

	rs2581468
	15
	100112468
	MEF2A
	T/C
	0.00
	91.19
	1.04 (0.74-1.45)
	8.29E-01
	1.23 (1.08-1.40)
	1.89E-03
	0.87 (0.75-1.02)
	7.85E-02

	rs2570825
	15
	100111962
	MEF2A
	C/T
	0.00
	91.17
	1.04 (0.74-1.46)
	8.30E-01
	1.23 (1.08-1.40)
	2.00E-03
	0.87 (0.75-1.02)
	7.85E-02

	rs1991921
	15
	100193989
	MEF2A
	A/G
	0.01
	87.03
	0.94 (0.77-1.16)
	5.72E-01
	0.85 (0.77-0.94)
	2.00E-03
	1.05 (0.94-1.16)
	3.96E-01

	rs10738590
	9
	21163940
	IFNA21
	T/A
	0.17
	46.20
	0.89 (0.82-0.96)
	2.95E-03
	0.85 (0.77-0.94)
	2.05E-03
	0.95 (0.84-1.07)
	3.72E-01

	rs10514519
	16
	81975065
	PLCG2
	G/A
	0.09
	64.61
	1.13 (0.96-1.32)
	1.30E-01
	1.22 (1.07-1.38)
	2.05E-03
	1.04 (0.91-1.19)
	5.84E-01

	rs4078270
	16
	81975680
	PLCG2
	G/T
	0.10
	62.01
	1.13 (0.97-1.32)
	1.11E-01
	1.22 (1.07-1.38)
	2.09E-03
	1.04 (0.91-1.20)
	5.46E-01

	rs779905
	3
	10268017
	IRAK2
	G/A
	0.44
	0.00
	0.83 (0.75-0.92)
	6.03E-04
	0.80 (0.69-0.92)
	2.10E-03
	0.87 (0.75-1.01)
	6.82E-02

	rs7514510
	1
	243891327
	AKT3
	G/A
	0.17
	45.97
	1.18 (1.06-1.32)
	2.58E-03
	1.27 (1.09-1.47)
	2.10E-03
	1.09 (0.93-1.28)
	2.80E-01

	rs4888196
	16
	81974263
	PLCG2
	G/A
	0.09
	64.67
	1.13 (0.96-1.34)
	1.29E-01
	1.23 (1.08-1.40)
	2.15E-03
	1.04 (0.90-1.20)
	5.84E-01

	rs813591
	3
	10264299
	IRAK2
	C/T
	0.40
	0.00
	0.83 (0.74-0.92)
	3.79E-04
	0.79 (0.69-0.92)
	2.17E-03
	0.87 (0.74-1.01)
	6.37E-02

	rs2722187
	12
	104324148
	HSP90B1
	A/G
	0.02
	80.99
	1.10 (0.85-1.43)
	4.69E-01
	1.25 (1.08-1.45)
	2.19E-03
	0.96 (0.81-1.14)
	6.43E-01

	rs2675489
	3
	10268648
	IRAK2
	A/G
	0.44
	0.00
	0.83 (0.75-0.93)
	6.65E-04
	0.80 (0.69-0.92)
	2.22E-03
	0.87 (0.75-1.01)
	7.47E-02

	rs9710247
	19
	40760449
	AKT2
	A/G
	0.01
	83.91
	1.06 (0.86-1.30)
	6.05E-01
	1.17 (1.06-1.30)
	2.25E-03
	0.95 (0.83-1.08)
	4.10E-01

	rs4710056
	6
	166906171
	RPS6KA2
	T/C
	0.06
	72.23
	1.11 (0.94-1.30)
	2.12E-01
	1.20 (1.07-1.34)
	2.26E-03
	1.02 (0.90-1.15)
	7.72E-01

	rs11247116
	15
	100133554
	MEF2A
	C/T
	0.01
	86.37
	0.94 (0.77-1.15)
	5.43E-01
	0.85 (0.77-0.95)
	2.26E-03
	1.04 (0.94-1.16)
	4.57E-01

	rs4889443
	16
	81974671
	PLCG2
	G/C
	0.10
	62.52
	1.14 (0.97-1.33)
	1.14E-01
	1.23 (1.08-1.40)
	2.28E-03
	1.04 (0.90-1.21)
	5.57E-01

	rs2326813
	6
	6612705
	LY86
	T/C
	0.02
	80.93
	1.08 (0.88-1.33)
	4.47E-01
	1.20 (1.07-1.35)
	2.29E-03
	0.97 (0.85-1.11)
	6.86E-01

	rs6936613
	6
	6612773
	LY86
	A/G
	0.02
	80.86
	1.08 (0.88-1.33)
	4.43E-01
	1.20 (1.07-1.35)
	2.30E-03
	0.97 (0.85-1.11)
	6.94E-01

	rs6941260
	6
	6612794
	LY86
	T/C
	0.02
	80.88
	1.08 (0.88-1.33)
	4.43E-01
	1.20 (1.07-1.35)
	2.30E-03
	0.97 (0.85-1.11)
	6.94E-01

	rs2235276
	6
	166907173
	RPS6KA2
	A/G
	0.10
	62.03
	1.11 (0.97-1.27)
	1.22E-01
	1.19 (1.06-1.33)
	2.35E-03
	1.04 (0.92-1.17)
	5.75E-01

	rs7172418
	15
	100143418
	MEF2A
	G/A
	0.01
	86.68
	0.94 (0.77-1.15)
	5.62E-01
	0.85 (0.77-0.95)
	2.35E-03
	1.04 (0.94-1.16)
	4.19E-01

	rs12902009
	15
	100106731
	MEF2A
	G/C
	0.00
	90.20
	1.03 (0.74-1.44)
	8.53E-01
	1.22 (1.07-1.40)
	2.39E-03
	0.87 (0.74-1.02)
	8.72E-02

	rs62040141
	15
	100164085
	MEF2A
	T/C
	0.01
	85.89
	0.94 (0.77-1.15)
	5.47E-01
	0.85 (0.77-0.95)
	2.45E-03
	1.04 (0.93-1.16)
	4.59E-01

	rs12324876
	15
	100164106
	MEF2A
	G/T
	0.01
	85.95
	0.94 (0.77-1.15)
	5.49E-01
	0.85 (0.77-0.95)
	2.46E-03
	1.04 (0.93-1.16)
	4.54E-01

	rs4313380
	1
	243990955
	AKT3
	C/T
	0.26
	21.00
	1.18 (1.06-1.31)
	2.17E-03
	1.25 (1.08-1.45)
	2.49E-03
	1.11 (0.95-1.29)
	2.06E-01



Supporting Information Table 4. FPRP correction results of the two validated SNPs in PLCO dataset

	SNP
	Allelea
	Gene
	Prior probabilityb
	HR (95%CI)c
	Pc
	EAFc

	
	
	
	0.25
	0.1
	0.01
	0.001
	0.0001
	
	
	

	rs779901
	C/T
	IRAK2
	0.003
	0.010
	0.097
	0.519
	0.915
	0.78 (0.67-0.91)
	0.001
	0.14

	rs779903
	G/A
	IRAK2
	0.003
	0.010
	0.097
	0.519
	0.915
	0.78 (0.67-0.91)
	0.001
	0.14



	Supporting Information Table 5. Independent test for SNPs identified in this study and previous studies using the PLCO dataset



	Variables
	Beta
	SE
	(2
	HR (95% CI)a
	Pa
	
	

	Age (in years)
	0.034
	0.007
	22.182
	1.04 (1.02-1.05)
	2.00E-06
	
	

	Sex (female/male)
	-0.249
	0.081
	9.481
	0.78 (0.67-0.91)
	0.002
	
	

	Smoking status (former/never smoker)
	0.547
	0.161
	11.624
	1.73 (1.26-2.37)
	6.51E-04
	
	

	Smoking status (current/never smoker)
	0.574
	0.152
	14.176
	1.78 (1.32-2.39)
	1.66E-04
	
	

	Histology types (LUSC/LUAD)
	0.245
	0.100
	6.006
	1.28 (1.05-1.55)
	0.014
	
	

	Histology types (Other LC/LUAD)
	0.314
	0.093
	11.326
	1.37 (1.14-1.64)
	7.64E-04
	
	

	Stage (IIIB-IV/I-IIIA)
	1.134
	0.104
	118.758
	3.11 (2.53-3.81)
	<0.0001
	
	

	Chemotherapy (no/yes)
	-0.604
	0.097
	38.887
	0.55 (0.45-0.66)
	<0.0001
	
	

	Radiotherapy (no/yes)
	-0.007
	0.091
	0.006
	0.99 (0.83-1.19)
	0.941
	
	

	Surgery (yes/no)
	-1.571
	0.138
	129.287
	0.21 (0.16-0.27)
	<.000001
	
	

	rs225390_Ab
	-0.169
	0.078
	4.630
	0.85 (0.72-0.99)
	0.031
	
	

	rs225388_Ab
	0.001
	0.075
	0.000
	1.00 (0.86-1.16)
	0.987
	
	

	rs10794069_Gc
	0.211
	0.062
	11.632
	1.23 (1.09-1.39)
	6.48E-04
	
	

	rs1732793_Ac
	0.286
	0.072
	15.595
	1.33 (1.16-1.53)
	7.80E-05
	
	

	rs199731120_CAc
	0.177
	0.123
	2.055
	1.19 (0.94-1.52)
	0.152
	
	

	rs35970494_TCc
	0.121
	0.089
	1.869
	1.13 (0.95-1.34)
	0.172
	
	

	rs3806116_Tc
	0.135
	0.055
	6.103
	1.14 (1.03-1.27)
	0.013
	
	

	rs779901_Td
	-0.218
	0.080
	7.455
	0.80 (0.69-0.94)
	0.006
	
	

	Abbreviations: LUSC = lung squamous cell carcinoma; LUAD = lung adeno carcinoma; SE = standard error; HR = hazards ratio; CI = confidence interval.
	
	
	

	aMultivariate Cox regression analyses with adjustment for all factors listed in this table
	
	
	
	

	bTwo SNPs were reported in a previous publication (PMID: 26757251); SNP rs225388 could not enter the final model.
	
	

	cFive SNPs were reported in a previous publication (PMID: 27557513); SNP rs199731120 could not enter the final model.
	
	

	dThe very SNP identified in the present study. 
	
	
	
	
	
	
	


Supporting Information Figure 1. Manhattan plot of 14,431 SNPs of toll-like receptor signaling pathwaygenes in the PLCO study.The statistical values across the autosomes for associations between 14,431 SNPs and overall survival are plotted as −log10 P values. The red horizontal line indicates P = 0.050, the two validated SNPs in IRAK2 were marked red.
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Supporting Information Figure 2. Linkage disequilibrium plots for the two validated SNPs in IRAK2.
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Supporting Information Figure 3. ENCODE project data of the representative SNP rs779901 from the University of California Santa Cruz (UCSC, http://genome.ucsc.edu/).
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Supporting Information Figure 4. Regional association plot of the representative SNP rs779901. The left-hand Y-axis shows the -log10 transformation of P-value of individual SNPs, which is plotted against the chromosomal base-pair position with an expansion of 500 KB in the flanks of the gene region. The right-hand Y-axis shows the recombination rate estimated for European populations from HapMap Data Rel 22/phase II.
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Supporting Information Figure 5. The comparison of IRAK2mRNA expression between normal and non-small cell lung cancer tissues from the Oncomine Platform (https://www.oncomine.org/resource/login.html).
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