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Supplementary Figure1. The relative abundance of L-Glutamine (A), L-Aspartic Acid (B), L-Arginine (C), N2-Acetyl-L-ornithine (D), L-Citrulline (E), N-Acetyl-L-glutamic acid (F) 2-Keto-glutaramic acid (G), L-Asparagine (H), Succinic acid (I), N-acetylaspartate (J), L-Tryptophan (K) L-Tyrosine, (L) Chorismic acid (M) Methoxyindoleacetic acid (N) Indole-3-acetamide (O) 5-Hydroxy-L-tryptophan (P) N'-Formylkynurenine (Q) Indole (R) Serotonin (S) and 5-Hydroxyindolepyruvate (T). Data were shown as means ± SD (n = 6, *P < 0.05, **P < 0.01, ***P < 0.001 vs. the Model group).

Supplementary Tables
Supplementary Table 1 List of primer sequences used for RT-PCR
	Genes
	Forward primer 5′>3′
	Reverse primer 5′>3′

	Hmgcr
	CTTGTGGAATGCCTTGTGATTG
	GAAGAATGTCATGAACACAAAGTAGTTG

	Mvk
	TCGGCCTCACACAAACTCTCT
	CTGGCCAGGTGGTTCCTTAG

	Mvd
	CGGTCAACATCGCAGTTATCAA
	GTGCAGCGTGACGCTCAG

	Idi1
	AAGCCGAGTTGGGAATACCCT
	GTTCACCCCAGATACCATCAGATT

	Fdps
	TGTGTAGAACTGCTCCAGGCTTT
	AAGCCTATGCCTGGCTTCTGA

	Sqle
	TTGTTGCGGATGGACTCTTCTCCA
	GTTGACCAGAACAAGCTCCGCAAA

	Lss
	ATGAGTTGGGTCGGCAGAGAT
	GCGCTTTTGGTAAGTCCGTG

	Cyp51
	GAGAGAAGTTTGCCTATGTGCC
	TGTAACGGATTACTGGGTTTTCT

	Hsd17b7
	AGGCGTCGTGATGACCAATA
	AAAAAGCGAAGGAGCCACATT

	Dhcr24
	GCACAGGCATCGAGTCATCAT
	GTGCATCGCACAAAGCTGC

	Cyp7a1
	ACAGCTAAGGAGGACTTCACTCT
	TTCATCAAGGTACCGGTCGTATT

	Cyp8b1
	CATGAAGGCTGTGCGTGAGGAA
	CATCACGCTGTCCAACACTGGA

	Cyp27a1
	CCAGGCACAGGAGAGTACG
	GGGCAAGTGCAGCACATAG

	Cyp7b1
	CCCTGCGTGACGAAATTGAC
	AGAATAGTGCTTTCCAGGCAGA

	Claudin-1
	GGGGACAACATCGTGACCG
	AGGAGTCGAAGACTTTGCACT

	ZO-1
	CTCAAGTTCCTGAAGCCCGT
	GCAAAAGACCAACCGTCAGG

	FXR
	CCCCTGCTTGATGTGCTAC
	CGTGGTGATGGTTGAATGTC

	FGF15
	ATGGCGAGAAAGTGGAACGG
	CTGACACAGACTGGGATTGCT

	β-Actin
	CGTTGACATCCGTAAAGACCTC
	TAGGAGCCAGGGCAGTAATCT


Supplementary Table 2 The retention time, experimental mass and identified compounds in positive mode
	Peak
	Chenmical name
	Formula
	RT (time)
	Response

	POS 1
	GLUCOSAMINE
	C6H13NO5
	27.475
	2219273.554

	POS 2
	Arginine
	C6H14N4O2
	28.4623
	917898656.4

	POS 3
	Adenine
	C5H5N5
	30.9349
	125053338.6

	POS 4
	L-Valine
	C5H11NO2
	32.2848
	971444045.4

	POS 5
	L-Proline
	C5H9NO2
	32.5416
	43335900.08

	POS 6
	Myricetin
	C15H10O8
	33.1411
	185413066.5

	POS 7
	Guanine
	C5H5N5O
	33.51385
	71040646.22

	POS 8
	L-Isoleucine
	C6H13NO2
	34.65195
	38900494.4

	POS 9
	Tyrosine
	C9H11NO3
	36.6666
	292795434.5

	POS 10
	Nicotinic acid
	C6H5NO2
	36.7626
	239405400.4

	POS 11
	Phenethylamine
	C8H11N
	46.2379
	16071718.28

	POS 12
	Procyanidin B2
	C30H26O12
	46.73445
	7098812.723

	POS 13
	Epicatechin
	C15H14O6
	54.53795
	7489652.971

	POS 14
	geniposide
	C17H24O10
	64.7351
	148287412.4

	POS 15
	Puerarin
	C21H20O9
	72.1034
	204034317

	POS 16
	Caffeic acid
	C9H8O4
	76.2981
	49640770.75

	POS 17
	4-Hydroxybenzaldehyde
	C7H6O2
	81.8954
	20339235.08

	POS 18
	2-[[7-hydroxy-1-(4-hydroxy-3,5-dimethoxyphenyl)-3-(hydroxymethyl)-6,8-dimethoxy-1,2,3,4-tetrahydronaphthalen-2-yl]methoxy]-6-(hydroxymethyl)oxane-3,4,5-triol
	C28H38O13
	88.5064
	1961202.185

	POS 19
	Hyperoside
	C21H20O12
	91.8952
	8405243.235

	POS 20
	Methyl trans-cinnamic acid
	C10H10O2
	91.94185
	25867915.7

	POS 21
	Vanillin
	C8H8O3
	94.49305
	14282554.89

	POS 22
	Syringic acid
	C9H10O5
	98.9457
	5948145.053

	POS 23
	Scopoletin
	C10H8O4
	99.93675
	204067718.9

	POS 24
	Syringaldehyde
	C9H10O4
	100.36025
	29001275.12

	POS 25
	5-Hydroxymethylfurfural
	C6H6O3
	105.204
	318535384.3

	POS 26
	Loliolide
	C11H16O3
	109.298
	167421513.3

	POS 27
	Quercitrin
	C21H20O11
	117.552
	2256805.968

	POS 28
	Coumaric acid
	C9H8O3
	124.803
	91897464.8

	POS 29
	3,5-Dicaffeoylquinic acid
	C25H24O12
	127.3065
	1904057.562

	POS 30
	p-Coumaric acid
	C9H8O3
	140.872
	63596140.98

	POS 31
	Benzoic acid
	C7H6O2
	144.123
	4994064.882

	POS 32
	Ferulic acid
	C10H10O4
	146.1755
	12925754.54

	POS 33
	Sinapic acid
	C11H12O5
	160.062
	13523375.8

	POS 34
	7,8-Dihydroxyflavone
	C15H10O4
	167.7155
	737102449.9

	POS 35
	Ononin
	C22H22O9
	170.2615
	15400883.24

	POS 36
	Luteolin
	C15H10O6
	184.027
	6559935.663

	POS 37
	Palmatine
	C21H22NO4+
	186.1515
	1455822.456

	POS 38
	4-Methylumbelliferone
	C10H8O3
	188.922
	32257449.35

	POS 39
	Formononetin-7-O-glucoside
	C22H22O9
	189.5895
	9098264.437

	POS 40
	Glycitein
	C16H12O5
	197.6095
	12360043.72

	POS 41
	Psoralen
	C11H6O3
	223.625
	236055.4956

	POS 42
	Genistein
	C15H10O5
	223.8465
	8767576.681

	POS 43
	Kaempferol
	C15H10O6
	232.55
	3340609.413

	POS 44
	Stevioside
	C38H60O18
	244.238
	5561159.012

	POS 45
	Camphor
	C10H16O
	246.331
	4640348.498

	POS 46
	Scoparone
	C11H10O4
	279.157
	4753476.233

	POS 47
	Ligustilide
	C12H14O2
	294.994
	158475301

	POS 48
	(-)-Asarinin
	C20H18O6
	313.631
	15365055.4

	POS 49
	Biochanin A
	C16H12O5
	337.1785
	6475871.17

	POS 50
	Chrysin
	C15H10O4
	340.207
	653088.0633

	POS 51
	Crocetin
	C20H24O4
	361.248
	18203346.59

	POS 52
	Senkyunolide A
	C12H16O2
	377.82
	11422723.39

	POS 53
	3-Butylidenephthalide
	C12H12O2
	455.44
	33989311.08

	POS 54
	(1R,2R,5S,8R,14R,15R,16S)-16-hydroxy-1,2,14,17,17-pentamethyl-8-(prop-1-en-2-yl)pentacyclo[11.7.0.0²,¹⁰.0⁵,⁹.0¹⁴,¹⁸]icosane-5,15-dicarboxylic acid
	C30H46O5
	497.547
	284395.4406

	POS 55
	Ursolic acid 
	C30H48O3
	507.541
	115964.6454

	POS 56
	alpha-Linolenic acid
	C18H30O2
	561.7455
	74729830.07

	POS 57
	Dibutylphthalate
	C16H22O4
	587.464
	21857434.53

	POS 58
	Choline [M]+
	C5H14NO
	671.661
	62054351.84

	POS 59
	Lupenone
	C30H48O
	689.517
	556588.1645

	POS 60
	Abietic acid
	C20H30O2
	695.214
	10681786.04

	POS 61
	(1S,2R,4aS,6aS,6bR,10S,12aR)-10-hydroxy-1,2,6a,6b,9,9,12a-heptamethyl-2,3,4,5,6,6a,7,8,8a,10,11,12,13,14b-tetradecahydro-1H-picene-4a-carboxylic acid
	C30H48O3
	696.317
	2835383.731

	POS 62
	Betaine
	C5H11NO2
	718.602
	144829228.4

	POS 63
	Linoleic acid
	C18H32O2
	732.7375
	2592544.803

	POS 64
	Perillene
	C10H14O
	745.2365
	457134.9585

	POS 65
	Di(2-ethylhexyl)phthalate (DEHP)
	C24H38O4
	777.334
	4553087.508



Supplementary Table 3 The retention time, experimental mass and identified compounds in negative mode
	Peak
	Chemical name
	Formula
	RT (time)
	Response

	NEG 1
	Pyrogallol
	C6H6O3
	23.9009
	4594412.133

	NEG 2
	ALLANTOIN
	C4H6N4O3
	31.1216
	849514.6582

	NEG 3
	Fumaric acid
	C4H4O4
	31.83045
	177378749.2

	NEG 4
	Succinic acid
	C4H6O4
	33.99655
	296991104.3

	NEG 5
	L-PHENYLALANINE
	C9H11NO2
	39.2103
	1174317.334

	NEG 6
	Nicotinic acid
	C6H5NO2
	47.0939
	45059148.4

	NEG 7
	Amygdalin
	C20H27NO11
	56.6317
	2777166.14

	NEG 8
	Malic acid
	C4H6O5
	61.5542
	84821809.38

	NEG 9
	geniposide
	C17H24O10
	63.0111
	74514135.08

	NEG 10
	Shanzhiside methyl ester
	C17H26O11
	69.0581
	8391687.482

	NEG 11
	Daidzin
	C21H20O9
	71.1478
	89549236.7

	NEG 12
	Gentisic acid
	C7H6O4
	72.9732
	52300415.23

	NEG 13
	7,8-Dihydroxycoumarin
	C9H6O4
	77.65945
	4520103.271

	NEG 14
	p-Hydroxybenzaldehyde
	C7H6O2
	80.2075
	78069859.4

	NEG 15
	Coumaric acid
	C9H8O3
	85.6208
	102253463.6

	NEG 16
	vanillic acid
	C8H8O4
	97.4898
	7025804.504

	NEG 17
	Taxifolin
	C15H12O7
	97.9356
	10782959.31

	NEG 18
	Rosmarinic acid
	C18H16O8
	101.5455
	29856006.2

	NEG 19
	Ferulic acid
	C10H10O4
	101.8405
	534534080.3

	NEG 20
	4-Methylumbelliferone
	C10H8O3
	107.146
	12247549.15

	NEG 21
	Quercitrin
	C21H20O11
	112.827
	4736803.424

	NEG 22
	Citric acid
	C6H8O7
	118.001
	25174859.86

	NEG 23
	Genistein
	C15H10O5
	127.988
	1776945.088

	NEG 24
	Isochlorogenic acid B
	C25H24O12
	127.988
	28558251.8

	NEG 25
	Azelaic acid
	C9H16O4
	139.402
	746787293.6

	NEG 26
	4-Hydroxybenzoic acid
	C7H6O3
	148.409
	92778912.27

	NEG 27
	Quercetin
	C15H10O7
	183.6655
	4325172.41

	NEG 28
	isoimperatorin
	C16H14O4
	227.462
	3092792.251

	NEG 29
	Kaempferol
	C15H10O6
	232.162
	3301296.065

	NEG 30
	Diethyl-phthalate
	C12H14O4
	235.594
	224325485.7

	NEG 31
	Naringenin chalcone
	C15H12O5
	236.07
	2233159.399

	NEG 32
	Isorhamnetin
	C16H12O7
	245.494
	10874849.83

	NEG 33
	Apigenin
	C15H10O5
	267.021
	1241780.723

	NEG 34
	Crocin
	C44H64O24
	282.417
	5048029.539

	NEG 35
	Astragaloside IV
	C41H68O14
	326.3485
	100687385.8

	NEG 36
	Wogonin
	C16H12O5
	336.133
	5922320.172

	NEG 37
	Chrysin
	C15H10O4
	339.463
	2474197.677

	NEG 38
	Biochanin A
	C16H12O5
	360.385
	1997612.36

	NEG 39
	Astragaloside II
	C43H70O15
	405.5475
	33438397.04

	NEG 40
	Crocetin
	C20H24O4
	425.051
	44420946.9

	NEG 41
	Methyl hexadecanoate
	C17H34O2
	503.258
	154813691.1

	NEG 42
	Linolenic acid
	C18H30O2
	546.489
	673783.9698

	NEG 43
	(1R,2R,5S,8R,14R,15R,16S)-16-hydroxy-1,2,14,17,17-pentamethyl-8-(prop-1-en-2-yl)pentacyclo[11.7.0.0²,¹⁰.0⁵,⁹.0¹⁴,¹⁸]icosane-5,15-dicarboxylic acid
	C30H46O5
	591.086
	680866.2995

	NEG 44
	9-HODE
	C18H32O3
	628.7145
	8412504.212

	NEG 45
	Sorbitol
	C6H14O6
	729.135
	58093545.07

	NEG 46
	Quinic acid
	C7H12O6
	732.125
	38344124.69

	NEG 47
	Gallic acid
	C7H6O5
	732.62
	4555605.196

	NEG 48
	Sucrose
	C12H22O11
	732.62
	26047688.41

	NEG 49
	Linoleic acid
	C18H32O2
	733.38
	5391302.778

	NEG 50
	Oleic acid
	C18H34O2
	757.655
	3037113.456
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