Supplementary Table S1. Sociodemographic and clinical characteristics according to smoking status
	Characteristics
	Overall (n = 2801)
	Never-smokers (n = 1261)
	Ever-smokers
(n = 1541)
	p-value2

	Age at diagnosis (years)
	68.0 (58.8–78.2)
	73.0 (63.8–80.4)
	63.5 (57.3–72.5)
	<0.001

	Missing data
	10
	2
	8
	

	Male sex
	150 (53.6%)
	34 (27.0%)
	116 (75.3%)
	<0.001

	Occupation
	0.002

	Agriculture
	5 (15.2%)
	2 (14.3%)
	3 (15.8%)
	

	Sanitation / hygiene services
	6 (18.2%)
	6 (42.9%)
	0 (0.0%)
	

	Construction / public works
	7 (21.2%)
	1 (7.1%)
	6 (31.6%)
	

	Retail / commerce
	1 (3.0%)
	0 (0.0%)
	1 (5.3%)
	

	Food service / catering
	2 (6.1%)
	2 (14.3%)
	0 (0.0%)
	

	Automotive sector
	5 (15.2%)
	0 (0.0%)
	5 (26.3%)
	

	Transportation
	4 (12.1%)
	2 (14.3%)
	2 (10.5%)
	

	Craft / artisan
	1 (3.0%)
	0 (0.0%)
	1 (5.3%)
	

	Healthcare
	1 (3.0%)
	1 (7.1%)
	0 (0.0%)
	

	Animal-related occupations
	1 (3.0%)
	0 (0.0%)
	1 (5.3%)
	

	Missing data
	247
	112
	135
	

	Presence of symptoms
	226 (84.6%)
	102 (85.0%)
	124 (84.4%)
	0.9

	Missing data
	13
	6
	7
	

	Age at symptom onset (years)
	66.7 (58.3–77.0)
	72.2 (63.1–80.6)
	62.3 (55.8–70.3)
	<0.001

	Missing data
	28
	12
	16
	

	Symptoms
	

	Cough
	63 (27.9%)
	27 (26.5%)
	36 (29.0%)
	0.6

	Dyspnea
	88 (38.9%)
	42 (41.2%)
	46 (37.1%)
	0.6

	Hemoptysis
	24 (10.6%)
	10 (9.8%)
	14 (11.3%)
	0.7

	General deterioration of condition
	81 (35.8%)
	27 (26.5%)
	54 (43.5%)
	0.007

	Pain
	70 (31.0%)
	28 (27.5%)
	42 (33.9%)
	0.3

	Neurological symptoms
	27 (11.9%)
	12 (11.8%)
	15 (12.1%)
	>0.9

	Other
	20 (8.8%)
	4 (3.9%)
	16 (12.9%)
	0.017

	WHO performance status at diagnosis
	0.033

	0 – 1
	175 (62.7%)
	83 (66.4%)
	92 (59.7%)
	

	≥2 
	104 (37.3%)
	42 (33.6%)
	62 (40.3%)
	

	Missing data
	1
	1
	0
	

	Stage at diagnosis (TNM 8th edition)
	0.3

	I
	27 (9.6%)
	14 (11.1%)
	13 (8.4%)
	

	II
	13 (4.6%)
	8 (6.3%)
	5 (3.2%)
	

	IIIA-B
	20 (7.1%)
	7 (5.6%)
	13 (8.4%)
	

	IIIC
	10 (3.6%)
	2 (1.6%)
	8 (5.2%)
	

	IV
	210 (75.0%)
	95 (75.4%)
	115 (74.7%)
	

	CNS involvement
	71 (31.4%)
	35 (35.0%)
	36 (28.6%)
	0.3

	Missing data
	54
	26
	28
	

	Histology
	<0.001

	Adenocarcinoma
	225 (80.4%)
	116 (92.1%)
	109 (70.8%)
	

	Small-cell lung carcinoma
	10 (3.6%)
	0 (0.0%)
	10 (6.5%)
	

	Large-cell neuroendocrine carcinoma
	8 (2.9%)
	2 (1.6%)
	6 (3.9%)
	

	Squamous cell carcinoma
	37 (13.2%)
	8 (6.3%)
	29 (18.8%)
	

	Molecular alterations

	EGFR mutation 
	82/213 (38.5%)
	74/113 (65.5%)
	8/100 (8.0%)
	<0.001

	ALK rearrangement 
	6/139 (4.3%)
	6/65 (9.2%)
	0/74 (0.0%)
	0.009

	KRAS mutation
	26/139 (18.7%)
	9/65 (13.8%)
	17/74 (23.0%)
	0.2

	BRAF mutation
	5/139 (3.6%)
	2/65 (3.1%)
	3/74 (4.1%)
	>0.9

	MET mutation 
	3/139 (2.2%)
	2/65 (3.1%)
	1/74 (1.4%)
	0.6

	ROS1 rearrangement
	9/139 (6.5%)
	6/65 (9.2%)
	3/74 (4.1%)
	0.3

	RET rearrangement 
	1/139 (0.7%)
	0/65 (0.0%)
	1/74 (1.4%)
	>0.9

	PDL1 ≥50%
	47/213 (22.1%)
	13/101 (12.9%)
	34/112 (30.4%)
	0.003


1 Median (Q1, Q3) ; n (%)
2 Wilcoxon rank sum test ; Pearson’s Chi-squared test ; Fisher’s exact test

Supplementary Table S2. Sociodemographic, clinical and histological characteristics according to EGFR mutation status
	Characteristics
	Overall (n = 2171)
	EGFR wild-type (n = 1321)
	EGFR-mutated (n= 851)
	p-value2

	Age at diagnosis (years)
	67.7 (59.0–78.2)
	66.1 (58.1–75.9)
	71.6 (63.0–80.1)
	0.007

	Missing data
	4
	2
	2
	

	Age at symptom onset (years)
	66.6 (58.4–77.0)
	65.5 (57.8–74.8)
	70.9 (62.0–79.5)
	0.021

	Missing data
	59
	32
	27
	

	Male sex
	108 (49.8%)
	82 (62.1%)
	26 (30.6%)
	<0.001

	Ever-smoker
	100 (46.9%)
	92 (70.2%)
	8 (9.8%)
	<0.001

	Missing data
	4
	1
	3
	

	Cannabis and/or crack cocaine consumption
	14 (7.1%)
	12 (10.3%)
	2 (2.5%)
	0.05

	Missing data
	19
	15
	4
	

	WHO performance status at diagnosis
	0.056

	0 – 1
	137 (63.7%)
	81 (61.8%)
	56 (66.7%)
	

	≥2 
	78 (36.3%)
	50 (38.2%)
	28 (33.3%)
	

	Missing data
	2
	1
	1
	

	Stage at diagnosis
	0.2

	I
	25 (11.5%)
	12 (9.1%)
	13 (15.3%)
	

	II
	12 (5.5%)
	10 (7.6%)
	2 (2.4%)
	

	IIIA-B
	10 (4.6%)
	5 (3.8%)
	5 (5.9%)
	

	IIIC
	6 (2.8%)
	5 (3.8%)
	1 (1.2%)
	

	IV
	164 (75.6%)
	100 (75.8%)
	64 (75.3%)
	

	Central nervous system involvement
	57 (32.2%)
	26 (23.6%)
	31 (46.3%)
	0.003

	Missing data
	40
	22
	18
	

	Histology
	0.21

	Adenocarcinoma
	204 (94.9%)
	122 (93.1%)
	82 (97.6%)
	

	Squamous cell carcinoma
	11 (5.1%)
	9 (6.9%)
	2 (2.4%)
	


	1 Median (Q1, Q3) ; n (%)

	2 Wilcoxon rank sum test ; Pearson’s Chi-squared test ; Fisher’s exact test




Supplementary Figure S1. DAG for variable selection for the multivariable analysis of factor associated of EGFR mutation
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