Table S2. Differential metabolites (A) and lipids (B) between INRs and HCs
A. metabolites
	
	logFC
	P.Value

	Taurine
	-0.716416
	0.00016654

	L-Valine
	-0.5734314
	5.8346E-05

	N-Formyl-L-methionine
	-0.5017573
	0.00015898

	L-Leucine
	-0.2726325
	0.03619274

	L-Lysine
	-0.3174427
	0.00168722

	Glycylhydroxyproline
	0.82336474
	0.0027614

	gamma-Glutamylalanine
	-0.5412745
	0.00162819

	N6-Acetyl-L-lysine
	-0.3546607
	0.00742554

	L-Tyrosine
	-0.2305016
	0.03930786

	Histidylthreonine
	-1.063386
	0.00771479

	N2-gamma-Glutamylglutamine
	-0.4844449
	0.0042864

	gamma-Glutamylmethionine
	-0.5074943
	0.00218314

	L-Tryptophan
	-0.404142
	0.00098394

	Beta-Citryl-L-glutamic acid
	-0.5632572
	0.00052917

	Cysteineglutathione disulfide
	-1.1631018
	1.1469E-06

	Imazamethabenz
	-0.7515721
	0.00715321

	Isomer 1 of imazamethabenz
	-0.7333596
	0.00830033

	Isomer 2 of imazamethabenz
	-0.8086557
	0.00265808

	2-[2-(1,3-Dioxo-1,3-dihydro-isoindol-2-yl)-acetylamino]-4-methyl-pentanoic acid
	-0.8037133
	0.00737208

	Indolebutyroyl aspartic acid
	-0.9769383
	0.00098576

	Pro Ser Ser Val
	-0.7683541
	0.01865358

	Dityrosine
	1.13351765
	0.00324569

	Thr Leu Phe Tyr
	0.66764218
	0.01199737

	3-Hydroxybenzoic acid
	-0.2711433
	0.04623085

	2,4-dihydroxy-3-methoxybenzoic acid
	0.95982822
	0.02750991

	4-methoxygentisic acid
	1.62943858
	0.00617227

	Chenodeoxycholic acid
	-2.043812
	0.00347956

	Ursodeoxycholic acid
	-1.4435498
	0.01775964

	Cholic acid
	-2.0754294
	0.00335007

	Chenodeoxyglycocholic acid
	-1.6423053
	0.00789366

	Bilirubin
	-1.7659529
	0.00751618

	Glyceric acid
	-0.5505407
	0.00027118

	Threonic Acid
	-0.5833565
	0.00022613

	Arabinonic acid
	-0.3692915
	0.01124247

	Glucuronic acid/Galaturonic acid
	0.64599025
	2.328E-05

	Gluconic acid
	0.43839744
	0.00069078

	N-Acetylmuramate
	-0.8241714
	0.00638648

	N-Acetylneuraminic acid
	0.48441479
	0.00615392

	p-Cresol glucuronide
	-1.5350694
	0.03998179

	7-Hydroxyterpineol 8-glucoside
	-1.4619679
	0.04079696

	3-(2,3,4-trimethoxyphenyl)propanoic acid
	-1.5676316
	0.00363238

	
	logFC
	P.Value

	2-Ethyl-2-Hydroxybutyric acid
	0.91135946
	0.00370101

	Hydroxyisocaproic acid
	0.55918329
	0.00500515

	Mevalonic acid
	0.4505501
	0.00278084

	2-Octenedioic acid
	0.1155841
	0.04994438

	3-Hydroxyoctanoic acid
	0.93899188
	2.4627E-05

	Decadienedioic acid
	1.24251591
	0.00142384

	(8Z)-dec-8-enoic acid
	1.00627525
	0.00235166

	3-Oxododecanoic acid
	1.07409733
	0.00053053

	Goshuyic acid
	1.09147179
	0.00329615

	5-Tetradecenoic acid
	0.93882343
	0.01138484

	12-Methyltridecanoic acid
	0.56161383
	0.02244134

	7Z,10Z-Hexadecadienoic acid
	0.90566396
	0.00185848

	Palmitoleic acid
	1.19436507
	0.00288305

	9Z-Heptadecenoic acid
	0.9816614
	0.00472178

	Alpha-Linolenic acid
	1.23438079
	0.0003492

	Linoleic acid
	1.04818305
	0.00390145

	Oleic acid
	1.11053945
	0.00269311

	9,12,13-TriHOME
	0.9029442
	0.00046104

	Arachidonic acid
	0.84876385
	0.00254054

	CPA(18:2(9Z,12Z)/0:0)
	-0.2415466
	0.01796556

	FFA C22:5
	0.83281421
	0.0371583

	2-Hydroxybutyric acid
	1.38859797
	0.00194666

	2,4-Dihydroxybutanoic acid
	-0.4982557
	0.01247995

	3-Hydroxydodecanoic acid
	0.7021592
	0.01444725

	Urocanic acid
	0.11663939
	0.03738892

	5-Hydroxyindoleacetic acid
	-0.253035
	0.04872279

	Methyl pyruvate*
	0.55781841
	0.03905993

	Oxoglutaric acid*
	0.57912723
	0.03597236

	3-Oxodecanoic acid
	0.75855505
	0.0071674

	Inosinic acid
	-0.6123931
	0.04591185

	Ribothymidine
	-0.2533359
	0.0090497

	AMP
	-0.368761
	0.02663835

	2-(2,6-Dioxo-1,2,3,6-tetrahydropyrimidin-4-yl)ethanesulfonicacid
	0.99167014
	0.0076793

	p-Cresol sulfate
	-1.7034964
	0.04648517

	Dihydrocaffeic acid 3-sulfate
	2.26862401
	0.00117416

	O-Phosphoethanolamine
	-0.8043355
	0.0003718

	2-Methoxyhydroquinone
	1.55657207
	0.00627747

	[3-(4-methoxyphenyl)propoxy]sulfonic acid
	-1.5818293
	0.04962949

	Phenylgalactoside
	-3.0804322
	3.4981E-08

	23S,25,26-Trihydroxyvitamin D3
	-0.9175583
	0.00484787

	1a-1-hydroxy-2,4(18),11(13)-eudesmatrien-12-Oate
	0.73495963
	0.04698829

	Dihydrouracil
	-0.2796093
	0.00472229

	Deoxyeritadenine
	0.55869118
	0.01099351

	
	logFC
	P.Value

	16alpha-Hydroxy DHEA 3-sulfate
	1.36983843
	8.4132E-05

	Androsterone sulfate
	-1.8329457
	0.00021477

	Stanolone glucuronate
	0.45366644
	0.04235493

	Fusicoccin H
	1.51291706
	0.00633568

	L-Acetylcarnitine
	0.50654046
	0.00076286

	Butyrylcarnitine
	0.38650448
	0.04834952

	Isobutyrylcarnitine
	-0.5726692
	0.02998822

	(R)-3-hydroxybutyrylcarnitine
	0.64760717
	0.03279788

	3-Methylglutarylcarnitine
	0.55133569
	0.04182361

	3-hydroxyoctanoyl carnitine
	0.6901502
	0.00141929

	isomer of 3-hydroxyoctanoyl carnitine
	0.67418644
	0.00710777

	3-hydroxydecanoyl carnitine
	1.11534525
	0.01212839

	3-hydroxydodecanoyl carnitine
	0.89546533
	0.02887568

	3, 5-Tetradecadiencarnitine
	0.9346782
	0.00859835

	cis-5-Tetradecenoylcarnitine
	1.00989859
	0.00546674

	Tetradecanoylcarnitine
	0.76754714
	0.00428982

	(2E)-Hexadecenoyl-carnitine
	1.01370214
	0.00081511

	L-Palmitoylcarnitine
	0.53669184
	0.02400076

	Gamma-linolenyl carnitine
	0.99160239
	0.00034519

	Linoelaidyl carnitine
	0.93087474
	0.00023826

	Oleoylcarnitine
	0.83490991
	0.00433511

	Arachidonoylcarnitine
	1.23921027
	0.00462789

	N-(1-Deoxy-1-fructosyl)leucine
	1.61580579
	6.8037E-08

	N-(1-Deoxy-1-fructosyl)isoleucine
	1.49678716
	5.177E-07

	Glycine
	-0.3178531
	0.0031656

	Creatinine
	-0.2348432
	0.01826612

	L-Methionine
	-0.5820485
	1.7621E-05

	Methionine sulfone
	1.1466073
	7.3803E-09

	L-Proline
	-0.2872216
	0.01566906

	trans-S-(1-Propenyl)-L-cysteine
	-0.5041329
	0.00533879

	L-Arginine
	-0.7724832
	6.0616E-05

	1-Methylhistidine
	-0.5360161
	0.00183048

	Isovalerylglycine
	-3.3666219
	0.04254614

	1-Carboxy-L-prolylglycine
	-0.1611964
	0.01551439

	N-gamma-Glutamylglutamine
	-0.424791
	0.01553248

	Valylhydroxyproline
	-0.3799336
	0.04625121

	Tyrosyl-Phenylalanine
	-8.6070109
	1.2523E-06

	Tryptophyl-Tryptophan
	-1.3386946
	0.0016172

	Isomer of Tryptophyl-Tryptophan
	-1.3240044
	0.00208312

	Arg Trp Cys His
	-1.0916166
	0.01217284

	4-Ethoxy-3-anisaldehyde
	-1.3641257
	0.0327143

	4-(3-Methyl-5-oxo-4,5-dihydro-1H-pyrazol-1-yl)benzoic acid
	0.70400908
	0.00700294

	Dillapiol
	-1.5775769
	0.00329502

	
	logFC
	P.Value

	2-Aminobenzoic acid
	0.66636022
	1.5394E-07

	Glucosamine
	0.22220766
	0.01410443

	Netilmicin
	0.19518151
	0.02057566

	Acetylcholine
	-0.3142508
	0.01361211

	Oleamide
	0.32941553
	0.02336728

	Glycerophosphocholine
	-0.962665
	1.4749E-08

	sn2 LysoPC(18:2)
	-0.4723667
	0.01967276

	Trimethylamine N-oxide
	-2.3509627
	0.04626721

	1-Pyrroline
	-0.2445215
	0.04022379

	Pyrrolidine
	-0.2850351
	0.00603814

	2-Methylthiazolidine
	-0.5690558
	1.9907E-05

	L-Formylkynurenine
	0.72921935
	0.00526911

	Sphinganine
	1.65619347
	0.00653685

	2-Hydroxyadenine
	-0.5345807
	0.00023122

	Thymine
	-0.2991121
	0.00315927

	2-Acetyl-D1-piperideine
	0.46220863
	0.02634221

	Hydroxycotinine
	-3.8656068
	0.03611624

	Phosphorylcholine
	-0.8310718
	1.8848E-07

	O-Methylcorypalline
	4.72222326
	0.02099963





Table S2. Differential metabolites (A) and lipids (B) between INRs and HCs
B. lipids
	[bookmark: _Hlk170898338]
	logFC
	P.Value

	LPC18:2
	-0.35525
	0.033889

	PC38:3
	0.514726
	0.02806

	PC40:4
	0.503481
	0.031832

	Sph d18:0
	-1.02909
	0.00238

	Cer d18:1/16:0
	0.405044
	0.041519

	Cer d18:1/18:0
	0.871301
	0.001083

	Cer d18:0/18:0
	0.643465
	0.025968

	Cer d18:1/20:0
	0.599444
	0.009141

	Cer d18:0/21:0
	0.45638
	0.040323

	12:0-carnitine
	0.7995
	0.016663

	14:0-carnitine
	0.783416
	0.003493

	14:1-carnitine
	1.029904
	0.002174

	14:2-carnitine
	0.964766
	0.006573

	16:0-carnitine
	0.415873
	0.022273

	16:1-carnitine
	0.906636
	0.001339

	16:2-carnitine
	1.055056
	0.003998

	18:1-carnitine
	0.706827
	0.000556

	18:2-carnitine
	0.688503
	0.000801

	18:3-carnitine
	0.787076
	0.000523

	20:2-carnitine
	0.431706
	0.038622

	20:3-carnitine
	0.926239
	0.001177

	BMP38:5(18:1_20:4)
	0.474241
	0.014588

	FFA22:5
	0.658882
	0.002423

	FFA22:4
	1.047861
	4.96E-07

	FFA20:3
	0.436081
	0.005541

	FFA18:3
	1.009414
	0.000629

	FFA18:2
	0.986847
	0.000567

	FFA18:1
	1.100444
	0.000219

	FFA16:0
	0.35387
	0.008787

	PE40:6p(18:0p_22:6)
	-0.42249
	0.040175

	PE38:6p(16:0p_22:6)
	-0.53164
	0.008089

	PE38:5p(18:1p_20:4)
	-0.59627
	0.007417

	PE36:5p(16:0p_20:5)
	-0.82815
	0.041932

	PE36:4p(16:0p_20:4)
	-0.41693
	0.042996

	PE36:2p(18:1p_18:1)
	-0.46238
	0.033555

	PE38:7(16:1_22:6)
	-0.84383
	0.005505

	PE40:5(18:0_22:5)
	0.534505
	0.047069

	PE38:6p
	-0.51969
	0.006817

	PE38:5p
	-0.46958
	0.017174

	PE36:4p
	-0.41527
	0.037478

	PE36:3p
	-0.41663
	0.03696

	
	logFC
	P.Value

	PI36:2(18:2_18:0)
	0.386628
	0.045265

	GM3 d18:1/16:0
	0.351119
	0.02567

	GM3 d18:1/22:0
	0.40727
	0.023388

	GM3 d18:1/24:1
	0.411041
	0.032946

	PC34:2p(16:0p_18:2)
	-0.36738
	0.017061

	PC36:3(20:3_16:0)
	0.6849
	0.009939

	PC38:5(22:5_16:0)
	0.523808
	0.039728

	PC38:4(20:3_18:1)
	0.544882
	0.047522

	PC38:3(20:3_18:0)
	0.720478
	0.013815

	PC40:5(22:5_18:0)
	0.658445
	0.009091

	LPE18:0p
	-0.42343
	0.025344

	LPE18:1p
	-0.59544
	0.001642

	LPA18:2
	-0.72973
	8.49E-05

	TAG54:7(20:4)
	1.11992
	0.009653

	TAG54:7(18:2)
	1.098294
	0.026659

	TAG54:7(18:3)
	1.120817
	0.022586

	TAG54:6(20:4)
	1.094406
	0.004914

	TAG54:6(18:2)
	1.165964
	0.007302

	TAG54:6(18:3)
	0.998367
	0.021245

	TAG54:5(20:4)
	1.005647
	0.00775

	TAG54:5(18:1)
	1.018493
	0.006124

	TAG54:5(18:2)
	1.056899
	0.004803

	TAG54:5(18:3)
	0.948178
	0.019599

	TAG54:5(16:0)
	1.097402
	0.005798

	TAG54:5(16:1)
	1.073808
	0.026363

	TAG54:4(18:2)
	0.91913
	0.007683

	TAG54:4(18:1)
	0.942839
	0.005485

	TAG54:4(18:0)
	0.898678
	0.017062

	TAG54:4(16:0)
	0.910037
	0.027254

	TAG54:4(16:1)
	0.879693
	0.043672

	TAG54:3(18:1)
	0.760576
	0.027904

	TAG54:3(18:2)
	0.763973
	0.023604

	TAG54:2(18:1)
	0.768872
	0.040874

	TAG55:5(19:2)
	1.654863
	0.000224

	TAG56:8(18:1)
	0.986183
	0.023022

	TAG56:8(18:2)
	1.069553
	0.008157

	TAG56:7(22:5)
	1.007283
	0.009653

	TAG56:7(20:4)
	1.150113
	0.001073

	TAG56:7(20:5)
	1.050637
	0.031986

	TAG56:7(18:2)
	1.256122
	0.00107

	TAG56:7(18:3)
	1.458409
	0.003634

	TAG56:6(22:5)
	0.970782
	0.01294

	TAG56:6(22:4)
	1.245525
	0.001591

	
	logFC
	P.Value

	TAG56:6(20:2)
	1.417598
	0.00192

	TAG56:6(20:3)
	1.382469
	0.000248

	TAG56:6(20:4)
	1.11785
	0.000851

	TAG56:6(18:2)
	1.323769
	0.000432

	TAG56:6(18:3)
	1.346811
	0.001815

	TAG56:5(22:4)
	0.848612
	0.0378

	TAG56:5(20:1)
	1.114379
	0.013041

	TAG56:5(20:2)
	1.127903
	0.002371

	TAG56:5(20:3)
	1.19443
	0.000827

	TAG56:5(18:1)
	1.139124
	0.002144

	TAG56:5(18:2)
	1.239568
	0.000967

	TAG56:4(20:1)
	1.066128
	0.002541

	TAG56:4(20:2)
	1.015986
	0.004137

	TAG56:4(18:1)
	1.046823
	0.003622

	TAG56:4(18:2)
	0.844638
	0.015703

	TAG56:3(20:1)
	0.838558
	0.030233

	TAG56:3(18:1)
	0.874608
	0.020552

	TAG58:9(22:6)
	0.78206
	0.048756

	TAG58:9(22:5)
	1.303496
	0.002216

	TAG58:8(22:5)
	1.097755
	0.001072

	TAG58:7(22:5)
	0.961462
	0.005374

	TAG58:7(20:4)
	1.223294
	0.001644

	CE-20:3
	0.640754
	0.001954

	CE-22:5
	0.51064
	0.041105

	acylcarnitine
	0.690518
	0.003591

	FFA
	0.599115
	0.001185

	GM3
	0.357359
	0.024399

	LPE
	-0.31815
	0.047665

	LPA
	-0.59462
	0.000785
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Table S2. Differential metabolites (A) and lipids (B) between INRs and HCs   A.   metabolites  

 logFC  P.Value  

Taurine  - 0.716416  0.00016654  

L - Valine  - 0.5734314  5.8346E - 05  

N - Formyl - L - methionine  - 0.5017573  0.00015898  

L - Leucine  - 0.2726325  0.03619274  

L - Lysine  - 0.3174427  0.00168722  

Glycylhydroxyproline  0.82336474  0.0027614  

gamma - Glutamylalanine  - 0.5412745  0.00162819  

N6 - Acetyl - L - lysine  - 0.3546607  0.00742554  

L - Tyrosine  - 0.2305016  0.03930786  

Histidylthreonine  - 1.063386  0.00771479  

N2 - gamma - Glutamylglutamine  - 0.4844449  0.0042864  

gamma - Glutamylmethionine  - 0.5074943  0.00218314  

L - Tryptophan  - 0.404142  0.00098394  

Beta - Citryl - L - glutamic acid  - 0.5632572  0.00052917  

Cysteineglutathione disulfide  - 1.1631018  1.1469E - 06  

Imazamethabenz  - 0.7515721  0.00715321  

Isomer 1 of imazamethabenz  - 0.7333596  0.00830033  

Isomer 2 of imazamethabenz  - 0.8086557  0.00265808  

2 - [2 - (1,3 - Dioxo - 1,3 - dihydro - isoindol - 2 - yl) - acetylamino] - 4 - methyl - pentanoic acid  - 0.8037133  0.00737208  

Indolebutyroyl aspartic acid  - 0.9769383  0.00098576  

Pro Ser Ser Val  - 0.7683541  0.01865358  

Dityrosine  1.13351765  0.00324569  

Thr Leu Phe Tyr  0.66764218  0.01199737  

3 - Hydroxybenzoic acid  - 0.2711433  0.04623085  

2,4 - dihydroxy - 3 - methoxybenzoic acid  0.95982822  0.02750991  

4 - methoxygentisic acid  1.62943858  0.00617227  

Chenodeoxycholic acid  - 2.043812  0.00347956  

Ursodeoxycholic acid  - 1.4435498  0.01775964  

Cholic acid  - 2.0754294  0.00335007  

Chenodeoxyglycocholic acid  - 1.6423053  0.00789366  

Bilirubin  - 1.7659529  0.00751618  

Glyceric acid  - 0.5505407  0.00027118  

Threonic Acid  - 0.5833565  0.00022613  

Arabinonic acid  - 0.3692915  0.01124247  

Glucuronic acid/Galaturonic acid  0.64599025  2.328E - 05  

Gluconic acid  0.43839744  0.00069078  

N - Acetylmuramate  - 0.8241714  0.00638648  

N - Acetylneuraminic acid  0.48441479  0.00615392  

p - Cresol glucuronide  - 1.5350694  0.03998179  

7 - Hydroxyterpineol 8 - glucoside  - 1.4619679  0.04079696  

3 - (2,3,4 - trimethoxyphenyl)propanoic acid  - 1.5676316  0.00363238  

