Supplemental figures and tables
Table S1. Targeted compounds of the authentic chemical standards used for faecal metabolomics analysis of mice receiving various AOM/DSS concentrations. 
	Compound
	Chemical formula
	RT (min)
	Ion
	m/z-ratio (Da)

	Microbial metabolism
	
	
	
	

	7-Ketodeoxycholate
	C₂₄H₃₈O₅
	9.47
	[M-H]-
	405.26460

	Cholate
	C₂₄H₄₀O₅
	9.82
	[M-H]-
	407.28030

	(Cheno)deoxycholate
	C₂₄H₄₀O₄
	10.92
	[M-H]-
	391.28534

	Sodium glycocholate
	C₂₆H₄₃NO₆
	9.30
	[M-H]-
	464.30176

	Trimethylamine
	C₃H₉N
	0.78
	[M+H]+
	60.08079

	Trimethylamine-N-oxide
	C₃H₉NO
	0.78
	[M+H]+
	76.07569

	Butyrate
	C₄H₈O₂
	6.08
	[M+H]+
	89.05971

	3-Hydroxybutyric acid
	C₄H₈O₃
	2.15
	[M+H]+
	105.05462

	α/β-Hydroxyisovalerate
	C₅H₁₀O₃
	5.10
	[M+H]+
	117.05572

	γ-Butyrolactone
	C₄H₆O₂
	2.15
	[M+H]+
	87.04406

	2,3-Pentanedione
	C₅H₈O₂
	3.72
	[M+H]+
	101.05971

	3-Hydroxypyridine
	C₅H₅NO
	1.12
	[M+H]+
	96.04439

	1-Methylhydantoin
	C₅H₆N₂O₂
	1.35
	[M+H]+
	115.05020

	p-Cresol sulfate
	C₇H₈O₄S
	7.75
	[M-H]-
	187.00705

	Trigonelline
	C₇H₇NO₂
	0.90
	[M+H]+
	138.05496

	Tryptophan metabolism
	
	
	
	

	L-Kynurenine
	C₁₀H₁₂N₂O₃
	3.95
	[M+H]+
	209.09207

	Kynurenate
	C₁₀H₇NO₃
	5.77
	[M+H]+
	190.04987

	L-Tryptophan
	C₁₁H₁₂N₂O₂
	5.39
	[M+H]+
	205.09715

	Tryptophol
	C₁₀H₁₁NO
	9.05
	[M+H]+
	162.09134

	N-Acetyltryptophan
	C₁₃H₁₄N₂O₃
	8.55
	[M+H]+
	247.10770

	2-Picolinic/Nicotinic acid
	C₆H₅NO₂
	1.38
	[M+H]+
	124.03930

	Carbohydrate/Energy metabolism
	
	
	
	

	Glycerol
	C₃H₈O₃
	0.90
	[M+H]+
	93.05462

	Pyruvate
	C₃H₄O₃
	1.10
	[M-H]-
	87.00877

	Lactate
	C₃H₆O₃
	1.38
	[M-H]-
	89.02441

	Fumarate
	C₄H₄O₄
	1.83
	[M-H]-
	115.00368

	D-Arabinose
	C₅H₁₀O₅
	0.88
	[M-H]-
	149.04555

	D-Galactose
	C₆H₁₂O₆
	0.90
	[M-H]-
	179.05611

	D-Glucose
	C₆H₁₂O₆
	0.83
	[M+H]+
	203.05261

	Citrate
	C₆H₈O₇
	1.47
	[M-H]-
	191.01973

	D-Glucuronic acid
	C₆H₁₀O₇
	0.85
	[M-H]-
	193.03547

	Acetate
	C₂H₄O₂
	1.50
	[M+H]+
	61.02841

	Glucaric acid
	C₆H₁₀O₈
	0.83
	[M-H]-
	209.03029

	D-Pantothenic acid
	C₉H₁₇NO₅
	4.65
	[M+H]+
	220.11795

	N-Acetylglucosamine
	C₈H₁₅NO₆
	0.93
	[M+H]+
	222.09721

	D-Quinic acid
	C₇H₁₂O₆
	1.00
	[M-H]-
	191.05610

	L-Glyceric acid
	C₃H₆O₄
	0.95
	[M-H]-
	105.01933

	Methylglyoxal
	C₃H₄O₂
	0.85
	[M-H]-
	71.01385

	Trehalose
	C₁₂H₂₂O₁₁
	0.98
	[M-H]-
	341.10893

	L-Threonic acid
	C₄H₈O₅
	0.88
	[M-H]-
	135.02989

	Glucosamine/mannosamine
	C₆H₁₃NO₅
	0.85
	[M+H]+
	180.08664

	Thiamine
	C₁₂H₁₇N₄OS
	0.80
	[M+H]+
	265.11175

	6-Deoxygalactose
	C₆H₁₂O₅
	1.43
	[M+H]+
	187.05769

	Glucosamine-6-phosphate
	C₆H₁₄NO₈P
	0.78
	[M+H]+
	260.05298

	N-Acetylmuramic acid
	C₁₁H₁₉NO₈
	2.57
	[M-H]-
	292.10379

	N-Acetylneuraminate
	C₁₁H₁₉NO₉
	0.88
	[M-H]-
	308.09871

	Histidine metabolism
	
	
	
	

	L-Histidine
	C₆H₉N₃O₂
	0.74
	[M+H]+
	156.07675

	1-Methylhistidine
	C₇H₁₁N₃O₂
	0.73
	[M+H]+
	170.09240

	Urocanic acid
	C₆H₆N₂O₂
	1.37
	[M+H]+
	139.05020

	Imidazolepropionic acid
	C₆H₈N₂O₂
	1.30
	[M+H]+
	141.06585

	N-Acetylglucosamine 1-phosphate
	C₈H₁₅NO₉P
	0.82
	[M-H]-
	300.04990

	Lipid metabolism
	
	
	
	

	L-Carnitine
	C₇H₁₅NO₃
	0.82
	[M+H]+
	162.11250

	Butyrylcarnitine
	C₁₁H₂₁NO₄
	4.90
	[M+H]+
	232.15433

	Choline
	C₅H₁₄NO
	0.78
	[M+H]+
	104.10699

	Dodecanedioic acid
	C₁₂H₂₂O₄
	9.38
	[M-H]-
	229.14453

	Suberic acid
	C₈H₁₄O₄
	7.95
	[M-H]-
	173.08193

	Azelaic acid
	C₉H₁₆O₄
	8.75
	[M-H]-
	187.09758

	Glutaric acid
	C₅H₈O₄
	3.63
	[M-H]-
	131.03498

	Sebacic acid
	C₁₀H₁₈O₄
	8.98
	[M-H]-
	201.11323

	3-Methylhexanedioic acid
	C₇H₁₂O₄
	6.55
	[M-H]-
	159.06628

	Ethanolamine
	C₂H₇NO
	0.75
	[M+H]+
	62.06004

	Ursodeoxycholic acid
	C₂₄H₄₀O₄
	10.00
	[M-H]-
	391.28534

	Hexanoylcarnitine
	C₁₃H₂₅NO₄
	8.00
	[M+H]+
	260.18563

	(Iso)valerylcarnitine/2-methylbutyrylcarnitine
	C₁₂H₂₃NO₄
	6.30
	[M+H]+
	246.16998

	1-Palmitoyl-glycero-3-phosphoethanolamine
	C₄₁H₈₂NO₈P
	11.15
	[M-H]-
	452.27826

	3-Hydroxy-3-methylglutarate
	C₆H₁₀O₅
	2.53
	[M-H]-
	161.04554

	2-Ethyl-2-hydroxybutyric acid
	C₆H₁₂O₃
	6.50
	[M-H]-
	131.07137

	2-Hydroxyhexanedioic acid
	C₆H₁₀O₆
	2.53
	[M-H]-
	161.04555

	Deoxycarnitine
	C₇H₁₅NO₂
	0.88
	[M+H]+
	146.11756

	Diethanolamine
	C₄H₁₁NO₂
	0.77
	[M+H]+
	106.08626

	12-Aminododecanoic acid
	C₁₂H₂₅NO₂
	8.73
	[M+H]+
	216.19580

	Phenylalanine metabolism
	
	
	
	

	L-Tyrosine
	C₉H₁₁NO₃
	1.97
	[M+H]+
	182.08117

	L-Phenylalanine
	C₉H₁₁NO₂
	4.10
	[M+H]+
	166.08626

	N-Acetylphenylalanine
	C₁₁H₁₃NO₃
	8.20
	[M-H]-
	206.08227

	3,4-Dihydroxyphenylacetic acid
	C₈H₈O₄
	5.05
	[M-H]-
	167.03498

	3,4-Dihydroxybenzoic acid
	C₇H₆O₄
	4.90
	[M-H]-
	153.01933

	Gallic acid
	C₇H₆O₅
	3.30
	[M-H]-
	169.01424

	3-(2-Hydroxyphenyl)propionic acid
	C₉H₁₀O₃
	8.15
	[M-H]-
	165.05572

	3-Hydroxphenylacetic acid
	C₈H₈O₃
	6.20
	[M-H]-
	151.04007

	Salicylic acid
	C₇H₆O₃
	8.90
	[M-H]-
	137.02442

	4-Hydroxybenzaldehyde
	C₇H₆O₂
	6.65
	[M-H]-
	121.02950

	4-Hydroxyphenylpyruvic acid
	C₉H₈O₄
	4.62
	[M-H]-
	179.03498

	3,4-Dimethoxyphenylacetic acid
	C₁₀H₁₂O₄
	8.48
	[M-H]-
	195.06628

	3-Aminosalicylic acid
	C₇H₇NO₃
	1.80
	[M+H]+
	154.04987

	3-Methoxy-4-hydroxymandelic acid
	C₉H₁₀O₅
	3.78
	[M-H]-
	197.04555

	4-Hydroxyphenylglycine
	C₈H₉NO₃
	0.93
	[M+H]+
	168.06552

	Hydroxyphenyllactic acid
	C₉H₁₀O₄
	5.88
	[M-H]-
	181.05063

	Phenylglycine
	C₈H₉NO₂
	1.20
	[M+H]+
	152.07060

	Amino acid metabolism
	
	
	
	

	Glycine
	C₂H₅NO₂
	0.78
	[M+H]+
	76.03930

	L-Alanine
	C₃H₇NO₂
	0.80
	[M+H]+
	90.05496

	L-Valine
	C₅H₁₁NO₂
	1.32
	[M+H]+
	118.08626

	L-Leucine/Norleucine
	C₆H₁₃NO₂
	2.25
	[M+H]+
	132.10191

	L-Isoleucine
	C₆H₁₃NO₂
	2.02
	[M+H]+
	132.10191

	L-Proline
	C₅H₉NO₂
	0.90
	[M+H]+
	116.07061

	L-Serine
	C₃H₇NO₃
	0.78
	[M+H]+
	106.04987

	L-Threonine
	C₄H₉NO₃
	0.80
	[M+H]+
	120.06552

	L/D-Aspartic acid
	C₄H₇NO₄
	0.78
	[M+H]+
	134.04478

	L-Methionine
	C₅H₁₁NO₂S
	1.39
	[M+H]+
	150.05833

	L-Pyroglutamic acid
	C₅H₇NO₃
	1.57
	[M+H]+
	130.04987

	L-Glutamic acid
	C₅H₉NO₄
	0.83
	[M+H]+
	148.06043

	γ-Aminobutyric acid (GABA)
	C₄H₉NO₂
	0.85
	[M+H]+
	104.07061

	L-Lysine
	C₆H₁₄N₂O₂
	0.68
	[M+H]+
	147.11280

	L-Arginine
	C₆H₁₄N₄O₂
	0.75
	[M+H]+
	175.11895

	L-Glutamine
	C₅H₁₀N₂O₃
	0.80
	[M+H]+
	147.07642

	2-Piperidinone
	C₅H₉NO
	4.25
	[M+H]+
	100.07569

	5-Oxo-L-prolyl-L-proline
	C₁₀H₁₄N₂O₃
	4.58
	[M+H]+
	227.10263

	Creatine
	C₄H₉N₃O₂
	0.90
	[M+H]+
	132.07680

	Creatinine
	C₄H₇N₃O
	0.84
	[M+H]+
	114.06610

	Pipecolinic acid
	C₆H₁₁NO₂
	1.35
	[M+H]+
	130.08626

	L-Ornithine
	C₅H₁₂N₂O₂
	0.83
	[M-H]-
	131.08260

	N-Acetylglutamic acid
	C₇H₁₃NO₅
	1.80
	[M-H]-
	188.05645

	N-Acetylmethionine
	C₇H₁₃NO₃S
	5.10
	[M+H]+
	192.06889

	trans-4-Hydroxy-L-proline
	C₅H₉NO₃
	0.80
	[M+H]+
	132.06552

	Spermidine
	C₇H₁₉N₃
	0.60
	[M+H]+
	146.16517

	Betaine/5-Aminovaleric acid
	C₅H₁₁NO₂
	1.00
	[M+H]+
	118.08626

	2-Hydroxyisocaproic/2-Hydroxyhexanoic acid
	C₆H₁₂O₃
	7.23
	[M-H]-
	131.07136

	α-Aminoadipic acid/N-Methylglutamate
	C₆H₁₁NO₄
	1.32
	[M+H]+
	162.07608

	Ophthalmic acid
	C₉H₁₅N₃O₆
	1.37
	[M+H]+
	290.13443

	N-Acetylasparagine
	C₆H₁₀N₂O₄
	0.88
	[M+H]+
	175.07133

	3-Amino-2-piperidone
	C₅H₈N₂O
	0.83
	[M+H]+
	115.08658

	N6-Acetyllysine
	C₈H₁₆N₂O₂
	1.35
	[M+H]+
	189.12337

	N6,N6-Dimethyllysine
	C₈H₁₆N₂O₂
	0.70
	[M+H]+
	175.14410

	Methionine sulfoxide
	C₅H₁₁NO₃S
	0.83
	[M+H]+
	166.05324

	3-Methyl-2-oxobutyric acid
	C₅H₈O₃
	3.70
	[M-H]-
	115.04006

	Leucylglycine
	C₈H₁₆N₂O₃
	3.27
	[M+H]+
	189.12337

	N-Acetylarginine
	C₈H₁₅N₄O₃
	1.35
	[M+H]+
	217.12952

	L-Citrulline
	C₆H₁₃N₃O₃
	0.83
	[M+H]+
	176.10297

	N,N-Dimethylarginine
	C₈H₁₈N₄O₂
	0.88
	[M+H]+
	203.15025

	Leucylphenylalanine
	C₁₅H₂₂N₂O₃
	7.52
	[M+H]+
	279.17031

	N-Acetyl-β-alanine
	C₅H₉NO₃
	1.60
	[M+H]+
	132.06552

	γ-Glutamylphenylalanine
	C₁₂H₁₆N₂O₄
	6.05
	[M+H]+
	295.12884

	N-Acetylagmatine
	C₇H₁₆N₄O
	1.58
	[M+H]+
	173.13951

	Pyridoxine
	C₈H₁₁NO₃
	1.50
	[M+H]+
	170.08116

	1-Aminocyclopropane-1-carboxylic acid
	C₄H₇NO₂
	0.83
	[M+H]+
	102.05496

	N6,N6,N6-Trimethyllysine
	C₉H₂₀N₂O₂
	0.72
	[M+H]+
	189.15976

	N-Methylglutamate
	C₆H₁₁NO₄
	1.32
	[M+H]+
	162.07609

	4-Guanidinobutanoic acid
	C₅H₁₁N₃O₂
	1.35
	[M+H]+
	146.09240

	α-Hydroxyglutaric acid
	C₅H₈O₅
	1.43
	[M-H]-
	147.02990

	Aspartylphenylalanine
	C₁₀H₁₂N₂O₃
	5.50
	[M+H]+
	281.11320

	Succinate/Methylmalonic acid
	C₄H₆O₄
	1.98
	[M-H]-
	117.01933

	N-Acetylaspartic acid
	C₆H₉NO₅
	1.38
	[M-H]-
	174.04080

	N-Acetylleucine
	C₈H₁₅NO₃
	7.55
	[M+H]+
	174.11247

	N-Acetylputrescine
	C₆H₁₄N₂O
	0.98
	[M+H]+
	131.11789

	N-Formylmethionine
	C₆H₁₁NO₃S
	5.23
	[M-H]-
	176.03869

	Pyridoxal
	C₈H₉NO₃
	1.38
	[M-H]-
	166.05097

	Nucleotide metabolism
	
	
	
	

	Xanthosine
	C₁₀H₁₂N₄O₆
	3.93
	[M+H]+
	285.08296

	Inosine
	C₁₀H₁₂N₄O₅
	3.20
	[M+H]+
	269.08805

	7-Methylguanine
	C₆H₇N₅O
	1.47
	[M+H]+
	166.07234

	Thymine
	C₅H₆N₂O₂
	2.70
	[M+H]+
	127.05020

	Uracil
	C₄H₄N₂O₂
	1.38
	[M+H]+
	113.03455

	Cytosine
	C₄H₅N₃O
	0.83
	[M+H]+
	112.05054

	Hypoxanthine
	C₅H₄N₄O
	1.47
	[M+H]+
	137.04579

	Orotate
	C₅H₄N₂O₄
	1.27
	[M-H]-
	155.00983

	Cytidine
	C₉H₁₃N₃O₅
	1.35
	[M+H]+
	244.09280

	Xanthine
	C₅H₄N₄O₂
	1.68
	[M+H]+
	153.04070

	Caffeine
	C₈H₁₀N₄O₂
	6.42
	[M+H]+
	195.08765

	3-Methyladenine
	C₆H₇N₅
	1.25
	[M+H]+
	150.07742

	2-Deoxyuridine
	C₉H₁₂N₂O₅
	2.75
	[M-H]-
	227.06734

	Pseudo(uridine)
	C₉H₁₂N₂O₆
	1.37
	[M-H]-
	243.06226

	Deoxycytidine
	C₉H₁₃N₃O₄
	1.37
	[M+H]+
	228.09788

	Folic acid
	C₁₉H₁₉N₇O₆
	5.86
	[M-H]-
	440.13241

	Thymidine
	C₁₀H₁₄N₂O₅
	4.30
	[M-H]-
	241.08300

	Internal standards
	
	
	
	

	L-Tyrosine-d2
	C₉H₉D₂NO₃
	1.75/1.92
	[M+H]+/[M-H]-
	184.09372/ 182.07917

	Indole-3-acetic acid-d5
	C₁₀H₄D₅NO₂
	8.7/8.82
	[M+H]+/[M-H]-
	181.10199/179.08744

	Dopamine-d4
	C₈H₇D₄NO₂
	1.45
	[M+H]+
	158.11110

	Deoxycholic acid-d4
	C₂₄H₃₆D₄O₄
	10.92
	[M-H]-
	395.31050

	L-Phenylalanine-d2
	C₉H₉D₂NO₂
	3.90
	[M+H]+
	168.09880

	L-Alanine-d3
	C₃H₄D₃NO₂
	0.85
	[M+H]+
	93.07378



Detected compounds, with their chemical formula, retention time (RT), ion formed and m/z-ratio in faecal samples at Pre-Diss for mice groups receiving various AOM/DSS concentrations. 

Table S2. Targeted compounds of the authentic chemical standards used for faecal lipidomics analysis of mice receiving various AOM/DSS concentrations. 
	Compound
	Chemical formula
	RT (min)
	Ion
	m/z-ratio (Da)

	Sterol lipids
	
	
	
	

	Anandamide
	C₂₂H₃₇NO₂
	7.30
	[M+H]+
	326.30536

	Fatty acids
	
	
	
	

	Octanoic acid
	C₈H₁₆O₂
	1.76
	[M-H]-
	143.10634

	Dodecanoic acid
	C₁₂H₂₄O₂
	2.55
	[M-H]-
	199.16946

	Myristic acid
	C₁₄H₂₈O₂
	3.40
	[M-H]-
	227.20165

	Eicosapentaenoic acid
	C₂₀H₃₀O₂
	4.20
	[M-H]-
	301.21730

	α/γ-Linolenic acid
	C₁₈H₃₀O₂
	3.97
	[M-H]-
	277.21730

	Palmitoleic acid
	C₁₆H₃₀O₂
	3.98
	[M-H]-
	253.21730

	Tridecanoic acid
	C₁₃H₂₆O₂
	2.88
	[M-H]-
	213.18600

	Nonanoic acid
	C₉H₁₈O₂
	1.90
	[M-H]-
	157.12257

	Pentadecanoic acid
	C₁₅H₃₀O₂
	3.83
	[M-H]-
	241.21730

	Myristoleic acid
	C₁₄H₂₆O₂
	2.92
	[M-H]-
	225.18600

	Behenic acid
	C₂₂H₄₄O₂
	8.45
	[M-H]-
	339.32685

	Linoleic acid
	C₁₈H₃₂O₂
	4.71
	[M-H]-
	279.23295

	Decanoic acid
	C₁₀H₂₀O₂
	2.05
	[M-H]-
	171.13882

	Energy metabolism
	
	
	
	

	O-Acetylcarnitine
	C₉H₁₇NO₅
	1.27
	[M+H]+
	204.12303

	L-Carnitine
	C₇H₁₅NO₃
	1.27
	[M+H]+
	162.11250

	(Iso)valerylcarnitine/2-methylbutyrylcarnitine
	C₁₂H₂₃NO₄
	1.57
	[M+H]+
	246.16998

	Propionylcarnitine
	C₁₀H₁₉NO₄
	1.48
	[M+H]+
	218.13868

	Valerylcarnitine
	C₁₂H₂₃NO₄
	1.57
	[M+H]+
	246.16945

	Deoxycarnitine
	C₇H₁₅NO₂
	1.27
	[M+H]+
	146.11750

	Microbial metabolism
	
	
	
	

	2-Pentylfuran
	C₉H₁₄O
	1.48
	[M+H]+
	139.11174

	Butyric acid
	C₄H₈O₂
	1.50
	[M-H]-
	87.04346

	Propionic acid
	C₃H₆O₂
	1.13
	[M-H]-
	73.02795

	Valproic acid
	C₈H₁₆O₂
	1.76
	[M-H]-
	143.10718

	Cholate
	C₂₄H₄₀O₅
	1.87
	[M-H]-
	407.28030

	(Cheno)deoxycholate
	C₂₄H₄₀O₄
	2.97
	[M-H]-
	391.28534

	Lithocholate
	C₂₄H₄₀O₃
	3.75
	[M-H]-
	375.29047

	Ursodeoxycholic acid
	C₂₄H₄₀O₄
	2.15
	[M-H]-
	391.28538

	Internal standards
	
	
	
	

	Palmitic acid-d31
	C₁₆D₃₁O₂
	4.70
	[M-H]-
	286.42733

	1,2-dimyristoyl-d54-sn-glycero-3-phosphocholine (14:0 PC-d54)
	C₃₆D₅₄H₂₀NO₈P
	9.20
	[M+H]+
	730.83170 



Detected compounds, with their chemical formula, retention time (RT), ion formed and m/z-ratio in faecal samples at Pre-Diss for mice groups receiving various AOM/DSS concentrations. 
Table S3. Annotation of potential biomarkers using faecal metabolomics of faecal samples for mice receiving various AOM/DSS concentrations. (cov. = covariance; corr. = correlation) at Pre-Diss.
	Comparison
	VIP
	S-plot cov.
	S-plot corr.
	Proposed identity
	m/z
	RT

	10AOM1DSS
–
12AOM1DSS
	1.88
	0.10
	0.59
	
	
	

	
	1.36
	-0.072
	-0.57
	
	
	

	
	1.27
	0.067
	0.57
	
	
	

	
	1.64
	-0.085
	-0.67
	6-Phosphogluconic acid
	275.01736
	0.98

	
	1.11
	-0.054
	-0.56
	
	
	

	
	1.05
	-0.056
	-0.77
	
	
	

	
	1.37
	-0.071
	-0.56
	
	
	

	
	1.39
	0.074
	0.78
	
	
	

	
	1.46
	-0.071
	-0.54
	
	
	

	
	1.44
	0.076
	0.74
	
	
	

	
	1.72
	0.087
	0.60
	
	
	

	
	1.44
	-0.076
	-0.58
	
	
	

	
	1.43
	0.072
	0.56
	
	
	

	
	1.13
	-0.060
	-0.65
	
	
	

	
	1.57
	0.082
	0.70
	
	
	

	
	1.44
	0.078
	0.86
	
	
	

	
	1.50
	0.081
	0.85
	
	
	

	
	1.75
	0.095
	0.88
	
	
	

	
	1.66
	0.089
	0.85
	
	
	

	
	1.70
	0.092
	0.85
	
	
	

	10AOM1DSS
–
12AOM2DSS
	1.04
	0.082
	0.53
	Lactic acid
	89.02441
	1.43

	
	2.11
	0.20
	0.84
	Imidazolepropionic acid
	141.06585
	1.38

	
	1.51
	0.14
	0.65
	
	
	

	
	1.11
	0.091
	0.52
	
	
	

	
	1.05
	0.10
	0.56
	
	
	

	
	1.19
	0.10
	0.65
	
	
	

	
	1.15
	-0.095
	-0.55
	
	
	

	
	1.38
	-0.12
	-0.59
	
	
	

	
	1.62
	-0.15
	-0.83
	
	
	

	
	1.12
	0.10
	0.56
	
	
	

	
	1.25
	0.10
	0.53
	
	
	

	
	1.34
	0.11
	0.54
	
	
	

	
	1.36
	0.12
	0.59
	
	
	

	10AOM2DSS
–
12AOM1DSS
	1.45
	0.066
	0.57
	
	
	

	
	1.37
	-0.071
	-0.76
	
	
	

	
	1.29
	0.056
	0.60
	
	
	

	
	1.25
	-0.061
	-0.58
	
	
	

	
	1.24
	0.063
	0.69
	
	
	

	
	1.24
	0.056
	0.65
	
	
	

	
	1.20
	0.054
	0.65
	
	
	

	
	1.24
	0.055
	0.59
	
	
	

	
	1.18
	0.057
	0.73
	Leucylphenylalanine
	279.17031
	7.69

	
	1.28
	0.063
	0.76
	
	
	

	
	1.33
	0.063
	0.63
	
	
	

	
	1.39
	-0.071
	-0.77
	
	
	

	
	1.17
	0.058
	0.69
	
	
	

	
	1.34
	-0.067
	-0.75
	
	
	

	
	1.04
	0.054
	0.76
	
	
	

	
	1.01
	0.052
	0.77
	
	
	

	
	1.41
	-0.070
	-0.54
	
	
	

	
	1.13
	-0.054
	-0.64
	
	
	

	
	1.18
	0.061
	0.64
	
	
	

	
	1.26
	0.065
	0.86
	
	
	

	
	1.53
	-0.075
	-0.62
	
	
	

	
	1.27
	0.064
	0.67
	
	
	

	
	1.08
	0.056
	0.83
	
	
	

	10AOM2DSS
–
12AOM2DSS
	1.28
	0.12
	0.68
	
	
	

	
	1.14
	-0.12
	-0.80
	
	
	

	
	1.36
	0.11
	0.58
	3,4-Dihydroxybenzoic acid
	153.01933
	4.90

	
	1.07
	-0.098
	-0.63
	
	
	

	
	1.29
	0.13
	0.81
	
	
	

	
	1.36
	-0.13
	-0.71
	
	
	

	
	1.24
	-0.11
	-0.64
	
	
	

	
	1.15
	-0.11
	-0.66
	
	
	

	
	1.12
	-0.10
	-0.66
	
	
	

	
	1.37
	-0.13
	-0.71
	
	
	

	
	1.02
	0.093
	0.68
	
	
	

	
	1.23
	0.10
	0.56
	
	
	

	
	1.46
	0.15
	0.82
	
	
	

	12AOM1DSS
–
12AOM2DSS
	1.14
	0.11
	0.68
	Imidazolepropionic acid
	141.06585
	1.38

	
	1.24
	-0.12
	-0.66
	4-Hydroxybenzoic acid
	137.02442
	6.00

	
	1.02
	-0.098
	-0.64
	
	
	

	
	1.15
	-0.10
	-0.71
	
	
	






[image: ]Figure S1. Significant mouse body weight differences occurred between AOM/DSS dosing regimens, while spleen dimensions remain unchanged. (A) Visual representation of significant mean weight fluctuations during CRC induction for the different AOM/DSS dosing regimens and healthy mice. DSS cycles are indicated by grey, striped bars. Significance was determined using Two-Way repeated measures ANOVA, followed by Tukey’s post-hoc tests. No significant differences in (B) spleen weight, (C) spleen length and (D) spleen width could be observed across the AOM/DSS dosing regimens. Boxplot visualisation: the middle lines are the median, the boxes represent the interquartile range (IQR), the whiskers display 1.5 x IQR. Significant differences were determined by (B-D) Mann-Whitney U test.

[image: ] Figure S2. Alpha diversity of microbiome profiles show significant changes across timepoints for some AOM/DSS dosing groups. (A) Visual representation of different α diversity indices for every group across different timepoints. (B) Table displaying P values of different α diversity indices for every group across different timepoints. Statistical significance was determined using Repeated-Measured ANOVA, followed by post-hoc Student’s t test or Friedman test, followed by post-hoc Mann-Whitney U tests. Significant differences are highlighted in cursive and coloured according to their P value.

[image: ] Figure S3. Alpha diversity of microbiome profiles show significant changes across AOM/DSS dosing groups for some timepoints. (A) Visual representation of different α diversity indices for every timepoint across different groups. (B) Table displaying P values of different α diversity indices for every timepoint across different groups. Statistical significance was determined using ANOVA, followed by post-hoc Student’s t-tests or Kruskal-Wallis, followed by post-hoc Mann-Whitney U tests. Significant differences are highlighted in cursive and coloured according to their P value.

[image: ]Figure S4. Gut bacterial composition does not significantly alter over the course of CRC induction at Post-DSS2, Pre-Diss and for the low-dose AOM groups. Faeces were collected from all groups throughout the CRC induction process. MDS plots of Bray-Curtis β diversity revealed no distinct bacterial clusters at Post-DSS2 and Pre-Diss for the given groups. No distinct bacterial clustering could also be found for the 10AOM1DSS and 10AOM2DSS groups for given timepoints. Statistical significance was assessed using PERMANOVA, followed by pairwise PERMANOVA comparisons.


[image: ]Figure S5. Identification of differently abundant bacterial taxa in faeces at Pre-AOM and for healthy controls. Cladograms representing the overview of differently abundant taxonomic units comparing (A) groups receiving varying AOM/DSS concentrations at Pre-AOM and comparing (C) timepoints for the healthy controls. Absolute abundances of distinctly different OTUs at (B) Pre-AOM and for (D) healthy controls. Boxplot visualization: the middle line is the median, the box represents the interquartile range (IQR), the whiskers display 1.5 x IQR. Significant differences between two groups are indicated: *P < 0.05, **P < 0.01, ***P < 0.001; (B, D) Student’s t test or Mann-Whitney U test.

[image: ]Figure S6. Multivariate analysis shows no distinct separation of faecal metabolome and lipidome, while OPLS-DA identifies discriminatory features across AOM/DSS dosing regimens. QC analysis indicated reliable analytical performance, with well-defined QC clustering for (A) metabolomics and (B) lipidomics. PCA-X score plots displayed no distinct clustering in the faecal metabolome between the different groups for (C) metabolomics and (D) lipidomics. OPLS-DA modelling revealed increases in (E) 6-phosphogluconic acid for the 12AOM1DSS group and (F) lactic acid for the 12AOM2DSS group compared to the 10AOM1DSS group. 
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