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Table S1. Identification results of potential biomarkers of SISH treated hyperuricemic rats.

CD vs MG SISH vs MG DG vs MG
Name Formula Molecular Weight ~ RT [min]
log2FC P value log2FC P value log2FC P value
Uric acid CsHaN4O3 168.0286 1.39 -0.56334 0.017451 -0.79565 0.00818 -0.49106  0.039769
2'-Deoxycytidine CoH13N304 227.0908 1.375 0.340359 0.013731 0.207622 0.038931 0.208908  0.136709
L-Threonine C4HoNO3 119.0584 1.317 0.66064 0.002534 0.570697 0.030766 0.475711  0.002168
DL-Carnitine C7HisNO3 161.1054 1.308 0.771147 3.28E-05 0.207622 0.038931 0.208908  0.136709
Tiglylcarnitine Ci12H21NO4 243.1474 10.543 4.342748 0.003476 4.364824 0.00036 4.480659 0.000111
Oleic acid Ci18H3402 282.2563 13.165 -0.85889 0.010961 -0.37712 0.093781 -0.97005  0.00355
D-Sphingosine CisH37NO2 299.2827 13.036 -0.66207 0.005482 -0.36393 0.117863 -0.62886  0.00207




Table S2. Identification results of potential genes of SISH treated hyperuricemic rats.

FPKM p value
Gi;en Gene_description

CD MG TS DG CDvsMG  SISHvsMG DG vs MG

Xdh 497811  xanthine dehydrogenase ~ 23.45382  41.46954  26.4438  27.42506  1.35E-11 0.00013 6.13E-05

Hsh 293613 5-hydroxyisourate hydrolase  0.85316  0.457308  1.891492  1.200592  0.048056 3.69E-05 0.001063

Purine guanylate cyclase 1 soluble
Hetabolism  GUCY103 497757 subunit alpha 3%2C 2.550802  6.251409  3.063274 3.556875  2.79E-05 0.004153 0.01219
! transcript variant X3
Gueylp3 25202  guanylatecyclase L soluble 4 j4s3 4554913 2149856 2.832124  0.000207 0.000398 0.022819
subunit beta 3
Pde7a 81744 phosphodiesterase 7A 0.84849  1.488257  0.843783 1.085454  0.000775 0.005719 0.080955



phosphodiesterase 11A%2C

Pdella 140928 Sierase 0.339043  0.524972  0.285331 0.364973  0.020632 0.011814 0.024277
transcript variant 3
primase%2C DNA%2C
Prim2 301323 polypeptide 2%2C transcript ~ 3.332274  2.151712  3.421895 3.389925  0.019147 0.008924 0.041126
variant X3
Nme7 171566 ME/NM23 %‘mﬂymember 1539423 9511376 17.96419 13.75155  0.003143 0.000396  0.025182
ectonucleoside triphosphate
Entpd8 613267  diphosphohydrolase 8%2C  1.072657  0.52895  1.322952 0.841691  0.044028 0.011881 0.161162
transcript variant X2
L . ,
Lama2 30936 |amininsubunitalpha 2%2C ) (o335 ger0s8 140216 1174938  7.76E-10 0.072674 0.027227
transcript variant X1
PI3K-Akt
signaling  Lamc3 311862  laminin subunit gamma3  1.330097  4.420984  3.740406 2.499518  3.68E-07 0.520866 0.013937
pathway
o .
Tne 116640  ‘crascin C¥2Ctranseript 30395 1160301 0581021  0.752895  1.52E-05 0.01544 0.087236

variant X2



collagen%2C type 1%2C

Collal 29393 alpha | 3.008136  7.509262  6.127585 4.466024  0.000333 0.384752 0.03269
Colla2 84352  collagen type I alpha 2 chain  1.434895  4.491017  2.238209 2.45018  5.86E-05 0.096356 0.045279
collagen type VI alpha 3
Col6a3 367313  chain%2C transcript variant ~ 2.004719  5.196997 29723 2779848  1.33E-06 0.00169 0.003658
X3
Tofl  244gp imsulin-like growth factor = ogses 5 173341 1320044 1615256 0.000166 0.01114 0.018973
1%2C transcript variant X2
. . ,
Tler 24499  inmterleukin 6 receptor¥odC yor004 1180346 0725067 0.867891  0.000514 0.022826 0.124558
transcript variant X3
hepatocyte growth
Hgf 24446  factor%?2C transcript variant  0.52943 2.186394 0.640202  0.751581 0.000519 0.042185 0.013426
X1

Ngfr 24596  nerve growth factor receptor  0.124697  0.343179 0.303448  0.219767 0.000919 0.680736 0.019986



Fgfl0 25443 fibroblast growth factor 10 1.427312 2.950082 1.054515 1.551883 0.001153 7.78E-05 0.027459
. . . .
Ttigall 315744 ntegrinsubunitalpha 11%2C — 6c3095 (966051 0.183434 0122884  0.001534 0.308111 0.043345
transcript variant X2
colony stimulating factor 3
Csf3r 298518 receptor%?2C transcript 0.114878  0.237507 0.126512  0.201489 0.003292 0.042175 0.470152
variant X7
phosphatidylinositol-4%2C5-
. S
Pikicg 208947  Pisphosphate 3-kinase%2C 390004y 010107 06374590  0.802559  7.43E-05 0.047538  0.240065
catalytic subunit gamma%?2C
transcript variant X4
phosphoinositide-3-kinase
Pik3apl 294048 adaptor protein 1%2C 3.742369 5.91159 3.227079  4.562143 0.040961 0.038183 0.284879
transcript variant X2
Tolllik TLR4 29260 toll-like receptor 4 0.519254 1.488081 0.811838 0.984717 5.17E-08 0.00234 0.013284
oll-11ke
receptor
signaling
pathway )
TLRY9 338457 toll-like receptor 9 0.064583 0.400321 0.104111  0.275298 0.000942 0.039877 0.436613



Ctsk 29175 cathepsin K 6.283218  14.88338  12.54954 9.473261  0.005412 0.448697 0.026934
Map3k8 116506  Mitogen-activatedprotein - es3550 | 506400 0798035 1210414 0.0085 0.013808 0.332358

kinase kinase kinase 8

protein kinase C%2C
Prkcb 25023 beta%2C transcript variant 0449119 0.991597  0.915111  0.700788  8.56E-05 0.702674 0.035259

X1
Elmol 361251 cngulfment anld cellmotility 115160 0237926 0.134894 0.166798  0.001202 0.009807 0.040123
Chemokine
signaling Adcy3 64508 adenylate cyclase 3 0.720147  1.269672 1.048119  0.747518 0.001921 0.23919 0.001883
pathway
Cel20 20538 O motif chemokine ligand o) 500 3960031 2337615 2.839513  8.48E-06 0.014034 0.318103
20%2C transcript variant X1

Cxclld 306748  CX-Cmotif chemokine 0.63043  2.872617  2.353839  1.502387  0.000615 0.518419 0.013252

ligand 14



C-C motif chemokine

Cerd 171054 receptor 4%2C transcript ~ 0.054409  0.299426  0.219696  0.154245  0.008624 0.364936 0.040034
variant X1
chemokine (C-C motif)
Cer5 117029 receptor 5%2C transcript ~ 0.417682  1.565365  0.610788  0.870348  0.000193 0.046951 0.06277
variant X1
Cxcrd 60628 C'X'Crrgget;ftgfim"kme 2.046051  3.691624  2.018142 2.529716  0.031424 0.002021 0.053425
Cxcr6  1E+08 C'X'Crr:é’;;ftgfzm"kme 0.754925 2371866  0.877056 1.376069  0.033403 0.035149 0.242439
3 0
Aoxl 54349  aldehydeoxidase 19%2C ) 1ona0 se0103 0707232 1.00384  6.79E-09 0.001617 0.136667
transcript variant X1
Jak-STAT
signaling  Aox3 493909 aldehyde oxidase 3 0.074322 0314513  0.080106  0.15076  0.000113 0.001185 0.041306
pathway
Lepr 24536 leptin receptor 0376949 2375132  0.648944 0.732255  0.000305 0.019113 0.009547
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Figure S1. The serum UA levels in rats after adenine and potassium oxonate treatment

for 10 days. ***p < 0.001 vs. CD
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Figure S2. The comparison of several specific taxa between the four groups.



Description

carboxylic acid transmembrane transporter
antiporter activity

organic anion

metal ion transmembrane transporter activity
inorganic cation transmembrane transporter
monovalent inorganic cation transmembrane

anion transmembrane transporter activity

‘organic anion transmembrane transporter activity

active transmembrane transporter activity
secondary active transmembrane transporter

synaptic vesicle membrane

ion channel complex

transporter complex

apical part of cell

transmembrane transporter complex

apical plasma membrane

potassium channel complex

cation channel complex

Voltage-gated potassium channel complex

basolateral plasma membrane 1

L-amino acid transport
regulation of systemic arterial

sodium-independent organic anion transport

organic acid transport

carboxylic acid transport

monovalent inorganic cation transport

kidney development

renal system development

organic anion transport

urogenital system development

L]
L]
.
hd o
(]
[ ]
[ ]
@® count
L] e 10
° ® 2
[ ]
° @
PY @ «
[ ] padj
° 1
[ ] 075
° 050
° .
° 025
. 0.00
.
o
[ ]
[ J
[ ]
[ J
H
0025 0,050 0,075
GeneRatio

Description

positive regulation of immune response

b

carbohydrate binding
G-protein coupled receptor activity
antigen binding

chemokine receptor binding
chemokine activity

cytokine activity

heparin binding

cytokine receptor activity
glycosaminoglycan binding
cytokine receptor binding

banded collagen fibril

fibrillar collagen trimer-

basement membrane

receptor complex

extracellular matrix component {
collagen trimer

proteinaceous extracellular matrix
extracellular matrix

side of membrane

external side of plasma membrane
regulation of lymphocyte activation
lymphocyte mediated immunity
cytokine-mediated signaling pathway
activation of immune response
regulation of cell activation
regulation of leukocyte activation
T cell activation

leukocyte mediated immunity
adaptive immune response

°
[ ]
°
L]
°
°
[ ]
L]
L]
[ ]
L]
[ ]
[
0025 0,050
GeneRatio

0.075

0.100

Figure S3. GO enrichment analysis between the CD and MG group.
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Fig. S4 GO enrichment analysis between the SISH and MG group.
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