Supplementary Table S1 - Clinicopathological characteristics classified by the DLCO status (current and former smokers)

	
	Low DLCO

(n=164)


	Normal DLCO

(n=213)
	p-value

	Age, years (mean +/- SD)
	65.72±7.72
	67.88±8.839
	0.014

	Gender
	
	
	0.053

	Male
	107 (65.2%)
	159 (74.6%)
	

	Female
	57 (34.8%)
	54 (25.4%)
	

	Smoking status
	
	
	0.001

	Current
	130 (79.3%)
	34 (20.7%)
	

	 Former
	125 (58.7%)
	88 (41.3%)
	

	FEV1
	
	
	0.035

	< 80%
	64 (39.0%)
	60 (28.3%)
	

	≥ 80%
	100 (61.0%)
	152 (71.7%)
	

	Tumor location
	
	
	0.586

	RUL
	75 (45.7%)
	85 (40.1%)
	

	RML
	7 (4.3%)
	11 (5.2%)
	

	RLL
	17 (10.4%)
	20 (9.4%)
	

	LUL
	35 (21.3%)
	43 (20.3%)
	

	LLL
	21 (12.8%)
	43 (20.3%)
	

	Right hilum
	6 (3.7%)
	5 (2.4%)
	

	Left hilum
	3 (1.8%)
	5 (2.4%)
	

	Surgical procedure
	
	
	0.832

	Wedge resection
	9 (5.5%)
	13 (6.2%)
	

	Segmentectomy
	3 (1.8%)
	2 (0.9%)
	

	Lobectomy
	144 (87.8%)
	188 (88.3%)
	

	Bilobectomy/Pneumonectomy
	8 (4.9%)
	10 (4.7%)
	

	Histological subtypes
	
	
	0.021

	Lepidic
	14 (8.5%)
	35 (16.4%)
	

	Acinar
	36 (22.0%)
	56 (26.3%)
	

	Papillary
	22 (13.4%)
	35 (16.4%)
	

	Micropapillary
	16 (9.8%)
	10 (4.7%)
	

	Solid
	76 (46.3%)
	77 (36.2%)
	

	Grade
	
	
	0.061

	1
	10 (6.1%)
	25 (11.8%)
	

	2
	34 (20.7%)
	54 (25.5%)
	

	3
	120 (73.2%)
	133 (62.7%)
	

	Stage
	
	
	0.345

	I
	104 (63.4%)
	129 (60.6%)
	

	II
	34 (20.7%)
	38 (17.8%)
	

	III+IV
	26 (15.9%)
	46 (21.6%)
	

	Lymphoid infiltrate                
	
	
	0.015

	Low
	89 (69.5%)
	123 (82.6%)
	

	High
	39 (30.5%)
	26 (17.4%)
	

	Pleural invasion
	
	
	0.325

	0
	92 (56.1%)
	              138 (64.8%)
	

	1
	41 (25.0%)
	42 (19.7%)
	

	2
	18 (11.0%)
	22 (10.3%)
	

	3
	13 (7.9%)
	11 (5.2%)
	

	Lymphatic invasion
	
	
	0.253

	Absent 
	79 (48.2%)
	116 (54.5%)
	

	Present
	85 (51.8%)
	97 (45.5%)
	

	Vascular invasion                      
	
	
	0.655

	Absent
	115 (70.1%)
	144 (67.6%)
	

	Present
	49 (29.9%)
	69 (32.4%)
	

	Necrosis


	
	
	0.591

	Absent
	90 (57.7%)
	127 (60.8%)
	

	Present
	66 (42.3%)
	82 (39.2%)
	

	Scar
	
	
	0.277

	Absent
	94 (58.8%)
	131 (64.5%)
	

	Present
	66 (41.3%)
	72 (35.5%)
	

	Desmoplasia
	
	
	0.036

	Absent
	65 (40.1%)
	108 (51.4%)
	

	Present
	97 (59.9%)
	102 (48.6%)
	


Supplementary Table S2 – Relationship between the DLCO mean value and lung adenocarcinoma patterns - Current and former smokers subgroup (p-value: 0.003) 

	ADC histologic pattern
	DLCO value (%, mean ± SD)

	Lepidic
	91.9±17.4

	Acinar
	89.7±25.5

	Papillary
	87.4±21.2

	Micropapillary
	76.8±18

	Solid
	81.6±22.3


Supplementary Table S3 – Multivariable logistic regression analysis of the clinical variables associated with presence of tumour desmoplasia, presence of high lymphoid infiltrate, tumour grade 3 and micropapillary/solid ADC histotype (current and former smokers subgroup)

	
	Desmoplasia

Present
	Lymphoid infiltrate

High
	Grade 3
	Histotype

Micropapillary/Solid

	
	OR    95% CI    P-value
	OR    95% CI    P-value
	OR     95% CI   P-value
	OR    95% CI    P-value

	DLCO
	
	
	
	

	≥ 80%
	1.00
	1.00
	1.00
	1.00

	< 80%
	1.49    0.97-2.29  0.065
	2.03    1.13-3.63  0.017
	1.54   0.97-2.43   0.062
	1.77   1.16-2.71   0.008

	FEV1
	
	
	
	

	≥ 80%
	1.00
	1.00
	1.00
	1.00

	< 80%
	1.55   0.98-2.43   0.056
	0.84    0.46-1.53  0.582
	1.78    1.08-2.92  0.022
	1.81   1.16-2.83   0.009

	Age
	
	
	
	

	Ten-year increase
	0.97   0.95-1.00   0.133
	0.99    0.96-1.03  0.924 
	0.98    0.96-1.01  0.426
	0.987  0.96-1.01  0.514

	Sex
	
	
	
	

	Female
	1.00
	1.00
	1.00
	1.00

	Male
	1.38   0.86-2.21   0.178
	0.69    0.37-1.30  0.256
	1.35    0.82-2.20  0.231
	1.11   0.69-1.79   0.643


