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Fig.A.1. AMUP can repair the kidney damage caused by HUA, but benzbromarone has no such effect. The arrow indicates the damaged renal tubules.
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Fig.A.2. AMUP treatment relieved HUA-associated liver impairment.
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Fig.A.3. 16S rRNA sequencing analysis. A, Changes of body weight of five groups of rats with administration time. Error bars are expressed as means ± SD. B, Rarefaction curve for each sample. C, Bacterial taxonomic profiling at the phylum level of intestinal bacteria from different rat groups.
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Fig. A.4.The PCA plots, OPLS-DA plots, S-plot and permutation test of feces metabolomics data analysis. A-D, ESI+ model. E-H, ESI− model.

	Table A.1 Plasma metabolites of AM

	NO.
	Retention tim(min)
	Formula
	Metabolites
	Deviation

	
	
	
	
	(ppm)

	X1
	8.4
	C23H23O11
	Odoratin-7-O-β-D-glucoside isomer
	-0.164

	X2
	11.76
	C23H25O11
	Glucuronidation of Isomucronulatol
	0.486

	X3
	18.43
	C15H9O4
	Daidzein isomer
	1.955

	X4
	19.38
	C16H11O5
	Calycosin isomer
	2.12

	X5
	20.14
	C16H11O5
	Calycosin isomer
	2.014

	X6
	22.18
	C15H9O5
	5,7,4'-Trihydroxy-isoflavonone isomer
	2.677

	X7
	25.63
	C16H11O4
	Formononetin isomer
	2.302

	X8
	26.25
	C17H15O5
	3,9-Dimethoxy-10-hydroxypterocarpan isomer
	1.638

	
	
	
	
	
	


	Table A.2 Feces metabolites of AM

	NO.
	Retention tim(min)
	Formula
	Metabolites
	Deviation

	
	
	
	
	(ppm)

	F1
	5.98
	C18H19O6
	Hydroxylation and methylation of Isomucronulatol
	2.039

	F2
	8.19
	C18H19O6
	Hydroxylation and methylation of Isomucronulatol
	3.972

	F3
	12.55
	C18H19O5
	7-O-Methylisomucronulatol isomer
	1.872

	F4
	13.45
	C18H19O5
	7-O-Methylisomucronulatol isomer
	2.665

	F5
	15.4
	C15H9O5
	5,7,4'-Trihydroxy-isoflavonone isomer
	2.565

	F6
	15.62
	C18H19O5
	7-O-Methylisomucronulatol isomer
	2.538

	F7
	18.27
	C15H9O4
	Daidzein isomer
	1.837

	F8
	19.20*
	C16H11O5
	Calycosin isomer
	2.226

	F9
	20.01
	C16H11O5
	Calycosin isomer
	2.12

	F10
	20.3
	C30H51O7
	Hydrogenation reduction （+2H） and dihydroxylation of Cycloastragenol
	1.375

	F11
	20.35
	C30H49O8
	Trihydroxylation of Cycloastragenol
	1.07

	
	
	
	
	
	

	F12
	20.67
	C30H49O7
	Double hydroxylation of Cycloastragenol
	3.299
	

	F13
	20.88
	C30H49O7
	Dehydrogenation (-2H) and dihydroxylation of Cycloastragenol
	3.947
	

	F14
	22
	C30H49O7
	Dehydrogenation (-2H) and dihydroxylation of Cycloastragenol
	1.713
	

	F15
	22.15
	C30H49O7
	Double hydroxylation of Cycloastragenol
	1.534
	

	F16
	23.93
	C47H77O19
	Astragaloside VII isomer
	0.533
	

	F17
	24.38
	C30H49O6
	Hydroxylation of Cycloastragenol
	0.404
	

	F18
	25.37
	C30H49O6
	Hydroxylation of Cycloastragenol
	0.523
	

	F19
	25.41
	C42H69O15
	Astramembranoside A isomer
	1.921
	

	F20
	25.41
	C16H11O4
	Formononetin isomer
	2.526
	

	F21
	26.02
	C17H15O5
	3,9-Dimethoxy-10-hydroxypterocarpan isomer
	4.115
	

	F22
	26.21
	C30H53O7
	Hydrogenation reduction (+4H) and dihydroxylation of Cycloastragenol
	0.856
	

	F23
	26.3
	C47H77O19
	Astragaloside VII isomer
	0.66
	

	F24
	26.73
	C30H53O7
	Hydrogenation reduction (+4H) and dihydroxylation of Cycloastragenol
	0.513
	

	F25
	27.3
	C41H67O14
	Astragaloside IV isomer
	0.992
	

	F26
	28.53
	C30H53O6
	Hydrogenation reduction (+4H) and dihydroxylation of Cycloastragenol
	0.538
	

	F27
	29.19
	C37H59O12
	Carboxylation of Brachyoside B
	0.757
	

	F28
	29.59
	C36H59O10
	Brachyoside B isomer
	0.761
	

	F29
	30.01
	C30H51O5
	Hydrogenation reduction (+2H) of Cycloastragenol
	0.69
	

	F30
	32.87
	C30H49O5
	Cycloastragenol isomer
	0.815
	

	F31
	35.63
	C30H47O5
	Dehydrogenation (-2H) of Cycloastragenol
	1.311
	


	Table A.3 Urine metabolites of AM

	NO.
	Retention tim(min)
	Formula
	Metabolites
	Deviation

	
	
	
	
	(ppm)

	N1
	4.66
	C21H19O10
	Genistin isomer
	0.317

	N2
	6.02
	C18H19O6
	Hydroxylation and methylation of Isomucronulatol
	1.858

	N3
	6.47
	C22H21O11
	Hydroxylation and methylation of Genistin
	0.157

	N4
	6.64
	C22H23O11
	Hydrogenation reduction (+2H) of Calycosin-7-glucoside
	1.084

	N5
	6.88
	C22H21O11
	Kaempferol-4'-methylether-3-β-D-glucoside isomer
	1.61

	N6
	7.24
	C22H19O11
	Glucuronidation of Calycosin
	0.811

	N7
	7.33
	C22H19O11
	Glucuronidation of Calycosin
	1.196

	N8
	7.57
	C10H9O4
	Ferulic acid
	0.439

	N9
	7.59
	C22H19O10
	Glucuronidation of Formononetin
	0.873

	N10
	9.37
	C29H35O16
	Glucuronidation of Astraisoflavan-7-O-β-D-glucoside
	0.655

	
	
	
	
	

	N11
	9.65
	C22H19O12
	Hydroxylation and methylation of Calycosin-7-O-β-D-glucoside
	0.626

	
	
	
	
	

	N12
	9.81
	C23H23O11
	Odoratin-7-O-β-D-glucoside
	0.489

	
	
	
	
	

	N13
	11.54
	C24H27O12
	Carboxylation of Astraisoflavan-7-O-β-D-glucoside
	0.941

	
	
	
	
	

	N14
	12.16
	C23H25O11
	Glucuronidation of Isomucronulatol
	0.486

	N15
	12.72
	C18H19O5
	7-O-Methylisomucronulatol isomer
	2.157

	N16
	13.31
	C15H9O5
	5,7,4'-Trihydroxy-isoflavonone isomer
	2.193

	
	
	
	
	

	N17
	13.66
	C15H9O5
	Genistein   
	2.082

	N18
	14.19
	C23H27O10
	Astraisoflavan-7-O-β-D-glucoside 
	4.095

	
	
	
	
	

	N19
	15.21
	C15H9O5
	5,7,4'-Trihydroxy-isoflavonone isomer
	2.082

	N20
	16.5
	C16H11O6
	Hydroxylation of Calycosin
	2.894

	N21
	18.07
	C15H9O4
	Daidzein
	1.678

	N22
	18.08
	C15H11O4
	4,2',4'-Trihydroxychalcone isomer
	2.645

	N23
	18.12
	C15H9O5
	5,7,4'-Trihydroxy-isoflavonone isomer
	2.416

	
	
	
	
	

	N24
	18.79
	C15H13O4
	Davidigenin
	2.041

	N25
	19.06
	C16H11O5
	Calycosin
	2.014

	N26
	19.73
	C17H15O5
	3,9-Dimethoxy-10-hydroxypterocarpan isomer
	1.839

	N27
	19.78
	C16H11O5
	Calycosin isomer
	1.908

	N28
	20.25
	C16H15O5
	(3R)-7,2',3'-Trihydroxy-4'-methoxy isoflavonone isomer
	2.229

	N29
	20.49
	C17H13O6
	7,3'-Dihydroxy-8,4-dimethoxyisoflavone isomer
	3.371

	N30
	21.88
	C15H9O5
	5,7,4'-Trihydroxy-isoflavonone isomer
	2.677

	N31
	22
	C16H15O5
	(3R)-7,2',3'-Trihydroxy-4'-methoxy isoflavonone isomer
	1.916

	N32
	23.58
	C15H13O4
	Davidigenin
	2.274

	N33
	23.64
	C16H15O5
	(3R)-7,2',3'-Trihydroxy-4'-methoxy isoflavonone isomer
	2.334

	N34
	25.2
	C16H11O4
	Formononetin isomer
	2.189

	N35
	25.33
	C15H13O4
	Davidigenin
	1.807

	N36
	25.82
	C17H15O5
	3,9-Dimethoxy-10-hydroxypterocarpan isomer
	1.672

	
	
	
	
	

	N37
	26.98
	C41H67O14
	Isoastragaloside IV
	0.915

	N38
	28.84
	C36H59O10
	Brachyoside B 
	0.469



