Supplemental Table 3A. Association analysis of clusters and clinico-pathologic characteristics in the independent 101 NeNs cohort (GSE30219).
	
	All
N=101
	Cluster
	p-value

	
	
	CL1
N=50
	CL2
N=51
	CL1
vs CL2

	Age at surgery [yrs]
	
	
	
	

	   median (Q1;Q3)
	62 (51;70)
	56 (42;67)
	66 (54;71)
	0.0036 a

	   min-max
	15-83
	15-83
	41-80
	

	Gender
	
	
	
	

	   male
	84 (83.2%)
	39 (78.0%)
	45 (88.2%)
	0.19 b

	   female
	17 (16.8%)
	11 (22.0%)
	6 (11.8%)
	

	Hystological type
	
	
	
	

	   Carcinoid
	24 (23.8%)
	22 (44.0%)
	2 (3.9%)
	<0.0001 b

	   LCNE
	56 (55.4%)
	20 (40.0%)
	36 (70.6%)
	

	   SCC
	21 (20.8%)
	8 (16.0%)
	13 (25.5%)
	

	Stage
	
	
	
	

	   I
	38 (37.6%)
	20 (40.0%)
	18 (35.3%)
	0.12 b

	   II
	17 (16.8%)
	12 (24.0%)
	5 (9.8%)
	

	   III
	35 (34.7%)
	15 (30.0%)
	20 (39.2%
	

	   IV
	7 (6.9%)
	1 (2.0%)
	6 (11.8%)
	

	   NA
	4 (4.0%)
	2 (4.0%)
	2 (3.9%)
	

	Prognosis events
	
	
	
	

	   Death
	71 (70.3%)
	29 (58.0%)
	42 (82.4%)
	0.0092 b

	   Recurrence
	43 (49.4%)
	21 (44.7%)
	22 (55.0%)
	0.15 b




percentages could not add up to 100 due to rounding; missing information: N=1 CL1 for age at surgery; N=14 (N=3 CL1, N=11 CL2) for recurrence; a Wilcoxon test; b Fisher’s exact test
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Supplemental Table 3B. Univariate and multivariable Cox regression analysis for overall survival in the independent 101 NeNs cohort (GSE30219).
	
	Univariate analysis
	Multivariable analysis

	
	N=101
	N deaths=71
	HR (95% CI)
	Wald test
	HR (95% CI)
	Wald test

	Age at surgery (for 1 unit increase)
	101
	71
	1.04 (1.02-1.06)
	<0.0001
	1.03 (1.01-1.05)
	0.0155

	Male (vs female)
	84
	65
	3.49 (1.50-8.08)
	0.0036
	2.19 (0.90-5.30)
	0.08

	Stage II (vs stage I)
	17
	6
	0.63 (0.25-1.55)
	0.31
	0.54 (0.20-1.40)
	0.21

	Stage III (vs stage I)
	35
	34
	3.25 (1.88-5.62)
	<0.0001
	1.96 (1.05-3.66)
	0.0342

	Stage IV (vs stage I)
	7
	7
	4.74 (1.98-11.32)
	0.0005
	4.48 (1.78-11.28)
	0.0015

	LCNE (vs Carcinoid)
	56
	46
	7.26 (3.07-17.16)
	<0.0001
	5.39 (1.86-15.60)
	0.0019

	SCC (vs carcinoid)
	21
	19
	10.20 (3.96-26.26)
	<0.0001
	4.65 (1.37-15.75)
	0.0136

	Cluster CL2 (vs CL1) 
	51
	42
	2.09 (1.28-3.42)
	0.0031
	0.85 (0.49-1.47)
	0.56




Supplemental Table 3C. Univariate and multivariable Cox regression analysis for disease-free survival in the independent 101 NeNs cohort (GSE30219).
	
	Univariate analysis
	Multivariable analysis

	
	N=87
	N recurrence=43
	HR (95% CI)
	Wald test
	HR (95% CI)
	Wald test

	Age at surgery (for 1 unit increase)
	87
	43
	1.04 (1.01-1.06)
	0.0022
	1.03 (1.00-1.06)
	0.0436

	Male (vs female)
	71
	37
	2.03 (0.85-4.85)
	0.11
	1.67 (0.65-4.28)
	0.29

	Stage II (vs stage I)
	15
	5
	1.38 (0.46-4.12)
	0.57
	0.89 (0.27-2.89)
	0.85

	Stage III (vs stage I)
	31
	25
	5.08 (2.33-11.07)
	<0.0001
	2.57 (1.09-6.05)
	0.0312

	Stage IV (vs stage I)
	5
	3
	4.36 (1.17-16.29)
	0.0288
	4.31 (1.08-17.24)
	0.0388

	LCNE (vs Carcinoid)
	44
	27
	7.79 (2.69-22.56)
	0.0002
	6.97 (1.76-27.63)
	0.0057

	SCC (vs carcinoid)
	19
	12
	8.38 (2.65-26.50)
	0.0003
	5.05 (1.15-22.23)
	0.0324

	Cluster CL2 (vs CL1) 
	40
	22
	1.55 (0.84-2.85)
	0.16
	0.62 (0.32-1.22)
	0.17




