[bookmark: _Hlk517719789]Supplementary Table S7. Significantly enriched biological pathways in HIC 
	[bookmark: _Hlk521165953]Pathway ID
	KEGG pathway name (no. of genes)
	No. of
enriched genes
	P value

	Upregulated pathways in HIC

	hsa04141
	Protein processing in endoplasmic reticulum (165)
	50
	<0.0001

	hsa05321
	Inflammatory bowel disease (IBD) (65)
	24
	

	hsa04612
	Antigen processing and presentation (77)
	25
	

	hsa05332
	Graft-versus-host disease (41)
	18
	

	map05152
	Tuberculosis (179)
	40
	

	hsa05330
	Allograft rejection (38)
	17
	

	hsa04145
	Phagosome (152)
	36
	

	hsa04659
	Th17 cell differentiation (107)
	29
	

	hsa05167
	Kaposi sarcoma-associated herpesvirus infection (186)
	40
	

	hsa04940
	Type I diabetes mellitus (43)
	17
	

	hsa04658
	Th1 and Th2 cell differentiation (92)
	25
	

	hsa04380
	Osteoclast differentiation (128)
	30
	

	hsa04672
	Intestinal immune network for IgA production (49)
	17
	

	hsa05140
	Leishmaniasis (76)
	21
	

	hsa05169
	Epstein-Barr virus infection (201)
	38
	

	map05166
	Human T-cell leukemia virus 1 infection (219)
	40
	

	map05320
	Autoimmune thyroid disease (53)
	17
	

	map04062
	Chemokine signaling pathway (189)
	36
	

	map05162
	Measles (138)
	29
	

	map05145
	Toxoplasmosis (112)
	24
	

	map05170
	Human immunodeficiency virus 1 infection (212)
	36
	

	map05164
	Influenza A (170)
	31
	

	map05150
	Staphylococcus aureus infection (96)
	21
	

	map04060
	Cytokine-cytokine receptor interaction (294)
	44
	

	map04630
	JAK-STAT signaling pathway (162)
	29
	

	map04061
	Viral protein interaction with cytokine and cytokine receptor (100)
	21
	

	map03060
	Protein export (23)
	9
	

	map05161
	Hepatitis B (162)
	28
	

	map05163
	Human cytomegalovirus infection (225)
	35
	<0.001

	map05310
	Asthma (31)
	10
	

	map05168
	Herpes simplex virus 1 infection (491)
	62
	

	map05323
	Rheumatoid arthritis (93)
	19
	

	map04621
	NOD-like receptor signaling pathway (181)
	29
	

	map05416
	Viral myocarditis (60)
	14
	

	map04621
	Natural killer cell mediated cytotoxicity (131)
	23
	

	map04514
	Cell adhesion molecules (CAMs) (146)
	24
	

	hsa04620
	Toll-like receptor signaling pathway (104)
	19
	

	hsa04640
	Hematopoietic cell lineage (97)
	18
	

	hsa04217
	Necroptosis (162)
	25
	

	hsa05135
	Yersinia infection (120)
	20
	

	hsa04625
	C-type lectin receptor signaling pathway (104)
	18
	<0.01

	hsa05235
	PD-L1 expression and PD-1 checkpoint pathway in cancer (89)
	16
	

	hsa00510
	N-Glycan biosynthesis (50)
	11
	

	hsa04218
	Cellular senescence (160)
	24
	

	hsa05340
	Primary immunodeficiency (37)
	9
	

	map00513
	Various types of N-glycan biosynthesis (39)
	9
	

	ko05200
	Pathways in cancer (529)
	59
	

	hsa04611
	Platelet activation (124)
	19
	

	ko04140
	Autophagy - animal (137)
	20
	

	hsa04660
	T cell receptor signaling pathway (103)
	16
	

	ko04120
	Ubiquitin mediated proteolysis (136)
	19
	

	map04722
	Neurotrophin signaling pathway (119)
	17
	<0.05

	hsa04064
	NF-kappa B signaling pathway (102)
	15
	

	hsa05223
	Non-small cell lung cancer (66)
	11
	

	ko05212
	Pancreatic cancer (75)
	12
	

	ko04725
	Cholinergic synapse (112)
	16
	

	ko05130
	Pathogenic Escherichia coli infection (201)
	25
	

	hsa05203
	Viral carcinogenesis (201)
	25
	

	map05133
	Pertussis (76)
	12
	

	map05322
	Systemic lupus erythematosus (133)
	18
	

	hsa04151
	PI3K-Akt signaling pathway (354)
	39
	

	ko05160
	Hepatitis C (155)
	20
	

	map04622
	RIG-I-like receptor signaling pathway (70)
	11
	

	ko00740
	Riboflavin metabolism (8)
	3
	

	hsa04668
	TNF signaling pathway (112)
	15
	

	hsa04142
	Lysosome (123)
	16
	

	hsa04136
	Autophagy - other (32)
	6
	

	hsa04014
	Ras signaling pathway (232)
	26
	

	hsa04211
	Longevity regulating pathway (89)
	12
	

	hsa04070
	Phosphatidylinositol signaling system (99)
	13
	

	hsa04917
	Prolactin signaling pathway (70)
	10
	

	hsa04130
	SNARE interactions in vesicular transport (34)
	6
	

	Downregulated pathways in HIC

	hsa03010
	Ribosome (153)
	95
	<0.0001

	hsa04714
	Thermogenesis (231)
	63
	

	hsa05016
	Huntington disease (193)
	56
	

	hsa00190
	Oxidative phosphorylation (133)
	44
	

	hsa05012
	Parkinson disease (142)
	44
	

	hsa04932
	Non-alcoholic fatty liver disease (NAFLD) (149)
	43
	

	hsa05010
	Alzheimer disease (171)
	46
	

	map01100
	Metabolic pathways (1444)
	217
	

	hsa03040
	Spliceosome (135)
	36
	

	hsa00280
	Valine, leucine and isoleucine degradation (48)
	17
	

	hsa04146
	Peroxisome (83)
	23
	

	hsa03020
	RNA polymerase (31)
	11
	<0.001

	hsa04122
	Sulfur relay system (8)
	5
	

	hsa00640
	Propanoate metabolism (34)
	11
	

	hsa00270
	Cysteine and methionine metabolism (49)
	13
	<0.01

	hsa05219
	Bladder cancer (41)
	11
	

	ko00537
	Glycosylphosphatidylinositol (GPI)-anchor biosynthesis (25)
	8
	

	hsa00071
	Fatty acid degradation (44)
	11
	

	hsa03410
	Base excision repair (33)
	9
	

	hsa01212
	Fatty acid metabolism (57)
	13
	

	hsa05418
	Fluid shear stress and atherosclerosis (139)
	25
	

	hsa00650
	Butanoate metabolism (28)
	8
	

	hsa04012
	ErbB signaling pathway (85)
	17
	

	hsa01210
	2-Oxocarboxylic acid metabolism (18)
	6
	

	hsa04260
	Cardiac muscle contraction (86)
	17
	<0.05

	hsa03013
	RNA transport (165)
	28
	

	hsa01200
	Carbon metabolism (117)
	21
	

	hsa05211
	Renal cell carcinoma (69)
	14
	

	hsa05216
	Thyroid cancer (37)
	9
	

	hsa05220
	Chronic myeloid leukemia (76)
	15
	

	hsa04217
	Necroptosis (162)
	27
	

	hsa04723
	Retrograde endocannabinoid signaling (148)
	25
	

	hsa04919
	Thyroid hormone signaling pathway (119)
	21
	

	hsa00051
	Fructose and mannose metabolism (33)
	8
	

	hsa00410
	beta-Alanine metabolism (33)
	8
	

	hsa04330
	Notch signaling pathway (53)
	11
	

	hsa00260
	Glycine, serine and threonine metabolism (40)
	9
	

	hsa03420
	Nucleotide excision repair (47)
	10
	

	hsa01230
	Biosynthesis of amino acids (75)
	14
	

	hsa05212
	Pancreatic cancer (75)
	14
	

	hsa03320
	PPAR signaling pathway (76)
	14
	

	hsa03015
	mRNA surveillance pathway (91)
	16
	

	hsa05225
	Hepatocellular carcinoma (168)
	26
	

	hsa03018
	RNA degradation (79)
	14
	

	hsa04260
	Cardiac muscle contraction (86)
	95
	


HIC: Hunner-type interstitial cystitis






