	Variables
	Female (n=194)
	Male (n=179)
	N/A (n=332)

	Age
	66.19 ± 11.20
	66.54 ± 11.72
	n/a

	 
	 
	 
	 

	Histology
	 
	 
	 

	Normal
	51
	31
	149

	Adenoma
	23
	27
	82

	CRC
	120
	121
	101

	 
	 
	 
	 

	Staging
	 
	 
	 

	AJCC
	 
	 
	 

	I
	-
	-
	10

	II
	48
	42
	37

	III
	-
	-
	23

	IV
	-
	-
	18

	Dukes A/B
	-
	-
	14

	Low grade poly dysplasia
	-
	-
	16

	High grade polyp dysplasia
	-
	-
	13

	 
	 
	 
	 

	Metastasis
	 
	 
	 

	M0
	58
	65
	68

	M1
	9
	9
	18

	Recurrence
	10
	8
	26

	 
	 
	 
	 

	Primary location
	 
	 
	 

	Cecum
	4
	5
	0

	Ascending Colon
	9
	4
	8

	Transverse Colon
	1
	8
	2

	Descending Colon
	7
	1
	8

	Sigmoid
	21
	21
	32

	Rectum
	11
	11
	14


Supplementary Table S1: Multi-cohort Dataset Clinicopathological features 


	Variables
	 
	IL-36R Low (N=109)
	IL-36R High (N = 109)

	Sex
	Female
	54
	55

	 
	Male
	55
	54

	 
	 
	 
	 

	Age
	<70
	50*
	50

	 
	>70
	57
	59

	 
	 
	 
	 

	AJCC Stage
	NA
	2
	5

	 
	I
	20
	25

	 
	II
	10
	4

	 
	IIA
	27
	35

	 
	IIB
	7
	12

	 
	III
	7
	3

	 
	IIIA
	3
	0

	 
	IIIB
	13
	12

	 
	IIIC
	11
	12

	 
	IV
	6
	9

	 
	IVA
	3
	3



Supplementary Table S2: IL-36R Low and High expression TCGA clinicopathological features

	GSE39582
	N=562
	 
	 

	Sex
	 
	Chemotherapy received
	 

	Male
	309
	Y
	233

	Female
	253
	N
	313

	 
	 
	N/A
	16

	Age
	 
	MMR status
	 

	<70
	300
	dMMR
	72

	>70
	261
	pMMR
	444

	N/A
	1
	N/A
	46

	TNM
	 
	TP53 mutation
	 

	0
	4
	WT
	159

	I
	32
	M
	190

	II
	262
	N/A
	213

	III
	204
	KRAS mutation
	 

	IV
	60
	WT
	325

	T
	 
	M
	216

	T0
	1
	N/A
	21

	T1
	11
	BRAF mutation
	 

	T2
	44
	WT
	459

	T3
	364
	M
	49

	T4
	119
	N/A
	54

	N/A
	23
	 
	 

	N
	 
	Location
	 

	N0
	299
	Proximal
	220

	N1
	133
	Distal
	342

	N2
	98
	 
	 

	N3
	4
	 
	 

	N/A
	29
	 
	 

	M
	 
	 
	 

	M0
	479
	 
	 

	M1
	61
	 
	 

	N/A
	22
	 
	 


Supplementary Table S3: GSE39582 clinicopathological features


	Dataset
	Sample Type
	n
	Assay
	Platform
	Tissue sample

	 
	 
	 
	 
	 
	 

	GSE37364
	Normal
	38
	Microarray
	GPL570
	Bulk tissue

	 
	Adenoma
	29
	 
	 
	 

	 
	Low grade dysplasia
	16
	
	
	

	 
	High grade dysplasia
	13
	 
	 
	 

	 
	CRC
	27
	
	
	

	 
	Dukes A/B
	14
	 
	 
	 

	 
	Dukes C/D
	13
	
	
	

	 
	 
	 
	 
	 
	 

	 
	
	
	
	
	

	GSE23878
	Normal
	24
	Microarray
	GPL570
	Bulk tissue

	 
	CRC
	35
	
	
	

	 
	 
	 
	 
	 
	 

	GSE25070
	Normal
	26
	Microarray
	GPL6883
	Bulk tissue

	 
	CRC
	26
	 
	 
	 

	 
	
	
	
	
	

	 
	 
	 
	 
	 
	 

	GSE68468
	Normal
	55
	Microarray
	GPL96
	Bulk tissue

	 
	CRC
	195
	 
	 
	 


Supplementary Table S4: Datasets used for DEG analysis


	Gene
	Forward Primers
	Reverse Primer
	Cat. No.

	IL-17R
	N/A
	N/A
	Hs.PT.58.27139758

	IL-22R
	N/A
	N/A
	Hs.PT.58.20536006

	IL-36R
	GCGTGTCAAGCCATACTGAC
	CCTCCATATCCAGCTCTTTCTG
	N/A

	CXCL1
	TCCTGCATCCCCCATAGTTA
	CTTCAGGAACAGCCACCAGT
	N/A

	LCN2
	N/A
	N/A
	Hs.PT.58.27617685

	CCL20
	TTGCTCCTGGCTGCTTTGAT
	AGTCAAAGTTGCTTGCTGCT
	N/A

	IL-23
	GGCAGAGATTCCACCAGGAC
	GCTCCCCAGCATCTTTTTGC
	N/A

	ACTB
	ATTGGCAATGAGCGGTTC
	GGATGCCACAGGACTCCA
	N/A


Supplementary Table S5: Primers sequences/details used for gene expression analysis
