	Supplementary Table 1. Differentially expressed genes (DEGs) between tumor and normal tissues used for scoring the tumor signature


	Gene Symbol
	Entrez ID
	Gene Name
	RefSeq

	CLDN2
	9075
	claudin 2
	NM_020384

	COL10A1
	1300
	collagen type X alpha 1 chain
	NM_000493

	COL11A1
	1301
	collagen type XI alpha 1 chain
	NM_001854

	CST1
	1469
	cystatin SN
	NM_001898

	CXCL5
	6374
	C-X-C motif chemokine ligand 5
	NM_002994

	CXCL8
	3576
	C-X-C motif chemokine ligand 8
	NM_000584

	DSG3
	1830
	desmoglein 3
	NM_001944

	HCAR3
	8843
	hydroxycarboxylic acid receptor 3
	NM_006018

	KRT17
	3872
	keratin 17
	NM_000422

	KRT23
	25984
	keratin 23
	NM_015515

	KRT6B
	3854
	keratin 6B
	NM_005555

	MMP7
	4316
	matrix metallopeptidase 7
	NM_002423

	NOTUM
	147111
	notum, palmitoleoyl-protein carboxylesterase
	NM_178493

	PPBP
	5473
	pro-platelet basic protein
	NM_002704

	REG1B
	5968
	regenerating family member 1 beta
	NM_006507

	REG3A
	5068
	regenerating family member 3 alpha
	NM_002580

	S100A2
	6273
	S100 calcium binding protein A2
	NM_005978

	SLCO1B3
	28234
	solute carrier organic anion transporter family member 1B3
	NM_019844

	TCN1
	6947
	transcobalamin 1
	NM_001062

	WNT2
	7472
	Wnt family member 2
	NM_003391















Supplementary Table 2. Comparison of baseline characteristics between tNME and NME 
	
	tNME 
(N=103)
	hNME 
(N=170)
	P value

	Age (y) (meanSD) 
	 62.7 ± 12.8
	62.1 ± 12.6
	0.695

	Sex
	 
	
	1.000

	  Male
	65 (63.1%)
	106 (62.4%)
	

	  Female
	38 (36.9%)
	64 (37.6%)
	

	Tumor site side 
	
	
	0.965

	  Right sided  
	35 (34.0%)
	56 (32.9%)
	

	  Left sided  
	68 (66.0%)
	114 (67.1%)
	

	TNM stage 
	 
	
	1.000

	  Stage II 
	26 (25.2%)
	43 (25.3%)
	

	  Stage III 
	77 (74.8%)
	127 (74.7%)
	

	Extended stage 
	
	
	0.265

	  T1-3 and N0-1
	57 (55.3%)
	107 (62.9%)
	

	  T4 and/or N2 
	46 (44.7%)
	63 (37.1%)
	

	MSI status
	
	
	0.535

	MSI-H
	17 (16.5%)
	22 (12.9%)
	

	MSI-L
	 2 (1.9%)
	8 (4.7%)
	

	MSS 
	83 (80.6%)
	137 (80.6%)
	

	NA
	1 (1.0%)
	3 (1.8%)
	

	CMS 
	
	
	0.106

	CMS 1
	18 (17.5%)
	17 (10.0%)
	

	CMS 2
	22 (21.4%)
	45 (26.5%)
	

	CMS 3 
	15 (14.6%)
	42 (24.7%)
	

	CMS 4
	 38 (36.9%)
	51 (30.0%)
	

	NA 
	 10 (9.7%)
	15 (8.8%)
	

	[bookmark: OLE_LINK20]Adjuvant chemotherapy
	
	
	0.641

	Yes
	76 (73.8%)
	131 (77.1%)
	

	No
	27 (26.2%)
	39 (22.9%)
	


Data are presented as n (%), unless otherwise indicated. P value was calculated using Student’s t-test or chi-square test, as appropriate.
Abbreviations: SD, standard deviation; MSI, microsatellite instability; MSI-H, microsatellite instability-high; MSI-L, microsatellite instability-low; MSS, microsatellite stable; CMS, consensus molecular subtype; tNME, tumor-like normal microenvironment group; hNME, healthy normal microenvironment group; NA, not available for analysis.







Supplementary Table 3. Comparison of recurrence site between tNME and NME 
	Site of recurrence
	Total
(N=84)
	tNME 
(N=44)
	hNME 
(N=40)
	P value

	  Liver
	34 (40.5%)
	19 (43.2%)
	15 (37.5%)
	0.759

	  Lung 
	29 (34.5%)
	16 (36.4%)
	13 (32.5%)
	0.887

	  Lymph node
	15 (17.9%)
	7 (15.9%)
	8 (20.0%)
	0.839

	  Peritoneum 
	14 (16.7%)
	4 (9.1%)
	10 (25.0%)
	0.097

	  Colon
	7 (8.3%)
	5 (11.4%)
	2 (5.0%)
	0.437

	  Others
	5 (6.0%)
	1 (2.3%)
	4 (10.0%)
	0.187


The data are presented as numbers. (%). P value were calculated using the chi-square test or Fisher’s exact test.
Abbreviations: tNME, tumor-like normal microenvironment; NME, healthy normal microenvironment





Supplementary Table 4. Multivariate analyses for recurrence-free survival and overall survival 
	Variables
	Recurrence-free survival
	Overall survival

	
	univariate
	multivariate
	univariate
	multivariate

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

	Age 
(≥ 60 years vs. < 60 years)
	0.97 (0.63-1.5)
	0.890
	
	
	 1.77 (1.01-3.11)
	0.046 
	1.95 (1.11-3.43)
	0.020

	Sex
(Male vs. Female)
	 1.71 (1.06-2.76)
	 0.029
	1.56 (0.96-2.56)
	0.074
	 1.43 (0.81-2.52)
	0.219 
	
	

	Tumor location
(Rt. sided vs. Lt. sided)
	0.69 (0.42-1.14) 
	 0.147
	
	
	 0.98 (1.03-0.55)
	0.932 
	
	

	TNM stage
(Stage III vs. Stage II)
	 5.25 (2.28-12.05)
	 < 0.001
	 4.46 (1.93-10.31)
	< 0.001
	 11.75 (1.61-85.55)
	0.015
	 12.51(1.72-91.24)
	 0.013

	Normal tissue-based classification
	 1.94 (1.26-2.97)
	 0.002
	2.07 (1.34-3.18)
	0.001
	1.76 (1.05-2.97)
	0.033
	1.87 (1.11-3.15)
	0.019

	 (tNME vs. hNME)
	
	
	
	
	
	
	
	

	MSI status 
(MSI-L or MSS vs. MSI-H) 
	2.42 (1.06-5.56) 
	0.037
	2.14 (0.93-4.94)
	0.074
	 1.35 (0.54-3.39)
	0.525
	 
	 

	Adjuvant chemotherapy
(Yes vs. No)
	 1.08 (0.63-1.87)
	 0.776
	
	
	 0.60 (0.32-1.11)
	0.104
	 
	 


Abbreviations: HR, hazard ratio; CI, confidence interval; Rt. sided, right-sided; Lt. sided, left-sided; MSI, microsatellite instability; MSI-H, microsatellite instability-high; MSI-L, microsatellite instability-low; MSS, microsatellite stable; CMS, consensus molecular subtype; tNME, tumor-like normal microenvironment; hNME, healthy normal microenvironment 


`
