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Exploring Renal Damage Caused by Zexie( Alismatis Rhizoma) and Its Renal Protective Mechanism
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Abstract ; Objective Some components of Zexie( Alismatis Rhizoma) are nephrotoxic and may cause kidney injury through in-
testinal flora. In the combination of Liuwei Dihuang Pills( 7SB:#f175 #) , the pharmacological effects of the other medicinal mate-

rials may reduce or offset the nephrotoxicity of Zexie ( Alismatis Rhizoma) , thereby exerting an overall kidney protective effect.
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Therefore, it is necessary to explore the mechanism of drug — induced kidney injury caused by Zexie( Alismatis Rhizoma) and the
protective mechanism of Liuwei Dihuang Pills on kidney disease from the perspective of the “gut — kidney axis”. Methods In this
study , the potential target of kidney injury induced by Zexie ( Alismatis Rhizoma) was screened by network toxicology ,and the po-
tential target of Liuwei Dihuang Pills for protecting kidney injury was screened by network pharmacology. In addition,Mendelian
randomization method was used to conduct the causal inference analysis between microbiota and kidney injury diseases. Relevant
genes adjacent to significant single nucleotide polymorphisms( SNPs) were searched on NCBI and 3DSNP websites. Finally, pro-
tein — protein interaction( PPT) network was constructed with potential drug targets to explore the mechanism of reducing kidney
injury caused by Zexie( Alismatis Rhizoma) combined with Liuwei Dihuang Pills. Result After screening on the traditional Chi-
nese medicine system toxicology database( TCMSTD) platform,15 toxic components were obtained ,and the overlap target of toxic
components of Zexie( Alismatis Rhizoma) with intestinal flora dysregulation syndrome and kidney injury was HSPAS. In addi-
tion, 66 active components of Liuwei Dihuang Pills were obtained from Traditional Chinese Medicine Systems Pharmacology Data-
base and Analysis Platform( TCMSP) ,and 27 common targets were obtained with intestinal flora dysregulation syndrome and kid-
ney injury. Through Mendelian randomization,the causal relationship of intestinal flora induced kidney injury was investigated.
Marvinbryantia, Lachnospiraceae , Porphyromonadaceae and Coprococcusl (OR >1) were found to cause kidney injury. The gene
HSPAS located in the significant SNP of the flora in the PPI network had protein interaction with the target of kidney injury
caused by Zexie( Alismatis Rhizoma) ,indicating that Zexie( Alismatis Rhizoma) may cause kidney injury by regulating such in-
testinal flora. The causal relationship between intestinal flora and kidney injury was investigated by Mendelian randomization. A-
mong the intestinal flora that had protective effects on kidney injury, there were 15 types of flora that had protective effects on kid-
ney injury(OR <1). In the PPI network ,the gene with significant bacterial SNPS had the highest TNF degree, which had protein
interaction with the target of Liuwei Dihuang Pill protective effect on kidney injury. Conclusion From the perspective of the
“gut — kidney axis” ,Zexie( Alismatis Rhizoma) has the mechanism of drug — induced kidney injury through regulation of HS-
PAS5 ,but Liuwei Dihuang Pills have a protective effect on kidney through regulation of TNF through combination,which illustrates
the efficacy and safety mechanism of Liuwei Dihuang Pills.
Keywords :intestinal flora; Mendelian randomization ; Zexie ( Alismatis Rhizoma) ; Liuwei Dihuang Pills ( 75 Bf #2551 )
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genus. RuminococcaceaeUCG013.id. 11370 AKF IVW 11 0.019 1.262(1.039-1.532)
genus. Erysipelatoclostridium. id. 11381 AKF VW 15 0.039 1.160(1.008 -1.336)
order. Rhodospirillales. id. 2667 AT IVW 14 0.050 1.077(1-1.160)

genus. Marvinbryantia. id. 2005 ATl IVW 10 0.037  1.136(1.008 - 1.280)
genus. LachnospiraceaeUCGO10. id. 11330 ATL IVW 10 0.007 1.148(1.038 -1.269)
genus. Anaerofilum. id. 2053 ATl VW 10 0.019 1.075(1.012-1.143)
class. Alphaproteobacteria. id. 2379 ATL VW 7 0.011 1.131(1.028-1.244)
genus. Marvinbryantia. id. 2005 RIL IVW 10 0.019 1.098(1.016-1.187)
genus. Allisonella. id. 2174 RTL VW 8 0.048 1.045(1-1.092)

genus. unknowngenus. id. 1000005479 CKD IVW 8 0.035 1.151(1.010-1.313)
genus. Oxalobacter. id. 2978 CKD IVW 11 0.041 1.102(1.004 -1.209)
genus. Dorea. id. 1997 CKD IVW 11 0.026 1.197(1.022-1.401)
genus. Desulfovibrio. id. 3173 CKD IVW 11 0.020 1.163(1.024-1.321)
genus. Butyrivibrio. id. 1993 CKD IVW 15 0.022 1.102(1.014-1.197)
family. Porphyromonadaceae. id. 943 CKD IVW 10 0.003 1.335(1.107 -1.610)
family. BacteroidalesS24. group. id. 11173 CKD VW 8 0.035 1.151(1.010-1.313)
genus. Oxalobacter. id. 2978 KF VW 11 0.031 1.103(1.009-1.205)
genus. Catenibacterium. id. 2153 KF VW 4 0.042 1.113(1.004-1.233)
family. Porphyromonadaceae. id. 943 KF VW 10 0.021 1.197(1.028 -1.3%)
genus. Eisenbergiella. id. 11304 UKF IVW 11 0.026 1.228(1.025-1.471)
genus. Coprococcusl. id. 11301 UKF IVW 12 0.001 1.585(1.209-2.077)
genus. Anaerostipes. id. 1991 UKF IVW 13 0.023 1.407(1.049-1.888)

T AKF. SR e s ATL S/ T B A 5 RTL /N ) BT 0 ; KD, 24

7 KF. 1 383 ; UKE. W5 2l
VeI 1 5 IVW 5 B & P SO A

SRR I ARARIE (OR < 1) (FETIXIE 7). TEAPEE =
¥, order. Pasteurellales. id. 3688 ( B [CHF 5 H ) | genus. Rumi-
nococcaceacUCGO005. id. 11363 (8 ' #2 # /& ) . genus. Haemophi-
lus. id. 3698 ( ¥ Ifil #1 % J& ) . genus. Flavonifractor. id. 2059 ( & il
F5)® ) .genus. Dialister. id. 2183 ( # ] A1) Hr 45 4F 1 J& ) . family.
Pasteurellaceae. id. 3689 ( LT E G AL ) X 6 P REEH OR <1,
PRl ) v el B DR PR R R A B A . genus. Ru-
minococcaceaeUCGO10. id. 11367 (98 & ¥R i J& ) .family. Prevotel-
laceae. id. 960 (%55 IR [ ) i) OR < 1 55 ' /N [f] J5it 45 s DI
EA P RAEH ; genus. ErysipelotrichaceaeUCG003. id. 11384 ( J}
F 7 & ) A1 genus. RuminococcaceaeUCGO10. id. 11367 (I8 H 18
TR ) 43031 5 0 e R A % e o 4 e Y TR 2R OGBBR ,
J& ,order. MollicutesRF9. id. 11579 ( ZZ & H ) . genus. unknown-
genus. id. 1000005472 | genus. Faecalibacterium. id. 2057 ( 4T B
J& ) . family. unknownfamily. id. 1000005471, family. Defluvi-
italeaceae. id. 1924 (& TR W2 Mg 18 T HE XS A8 W D AT )
W g HAT ORI EAE A
2.4.3 HERMAACHBE S FRAKIE HINAC A L A
IVW 753535 35 BB R RS 6 M B 575 60 i 18 /K BEHLAL
OIS 2B A R R 3(0OR > 1) L3R 4(OR < 1),
HF S 280 > 0. 05, 150 & 158 /R BE LI TG B3 1) 72
iy aes



B4k %1 R xR E B O F Vol. 44 No. 1
2026 %1 A CHINESE ARCHIVES OF TRADITIONAL CHINESE MEDICINE Jan. 2026
K2 AR B R B R AR 4 I R B IR IR VR 0 R AR BE AL
IVW J7 i1 OR {H (P <0.05) GIRT 25k LA B S5 S A 6 2 2R
! (134 25

B Efj; Jik ;;; P OR_CI L ;E ﬁéﬁ itk Qpval
phylum, Firmicutes. id. 1672 AKF VW 15 0.000 0.797(0.673-0.944) order. Pasteurellales. id. 3688 AKF 0.9 MR Egger  0.429
order. Pasteurellales. id. 3688 AKF VW 14 0.021 0.867(0.768 -0.978) VW 0.510
senus. RuminococcaceaeUCGO10.1d. 11367 AKF IVW 6 0.015 0.754(0.601 -0.%47) genus. RuminococcaceaeUCGO05. id. 11363 AKF  0.984 MR Egger  0.680
genus. RuminococcaceaeUCG00S.id. 11363 AKF IVW 14 0.017 0.824(0.702-0.967) vw 0.753
genus. Haemophilus. id. 3698 AKF IVW 9 0.016 0.836(0.722-0.97) genus. Haemophilus. id. 3698 AKF0.589 MR Egger  0.872
genus. Flavonifractor. id. 2059 AKF IVW 5 0.006 0.697(0.538-0.902) VW 0.902
senus. ErysipelotrichaceaeUCG003.1d. 1138 AKF IVW 17 0.038 (0.856(0.739-0.992) genus. Flavonifractor. id. 2059 AKF0.358 MR Egger  0.344
genus. Dialister. id. 2183 AKF IVW 12 0.008 0.777(0.646 -0.935) Vw 0.328
genus. Coprococcus2. id. 11302 AKF VW 9 0.050 0.828(0.685-1) genus. Dialister. id. 2183 AKF 0.836 MR Fgger  0.225
family. Pasteurellaceae. id. 3689 AKF VW 14 0.021 0867(0 768 -0.978) VW 0.291
genus. Gordonibacter. id. 821 ATL IVW 11 0.024 0.944(0.898 -0.993) family. Pasteurellaceae. id. 3689 AKF 0.9 MR Egger  0.429
genus. Actinomyees. id. 423 AT IVW 7 0.021 0.907(0.834 -0.985) W 0.510
genus. RuninococcaceaeUCCO10.id. 11367~ RTL  IVW 6OMGOMwM%0W) genus. RuminococcaceaeUCGOI0.1d. 11367 RTL - 0.673 MR Egger  0.323
genus. Olsenella. id. 822 RTL IVW 11 0.041 0.959(0.922-0.998) VW 0.427
genus. LachnospiraceaeNK4AI36group. id. 11319 RTL IVW 15 0.032 0934(0 878 -0.994) family. Prevotellaceae. id. 960 RTL 0.574 MR Egger  0.214
genus. Haemophilus. id. 3698 R IVW 9 0.045 0.940(0.886 -0.99) VW 0.249
genus. Clostridiumsensustrictol. id. 1873 RTL VW 7 0.026 0910(0 837-0.989) genus. ErysipelotrichaceaeUCG003. id. 11384~ CKD ~ 0.701 MR Egger  0.640
genus. Clostridiuminnocuumgroup. id. 14397~ RTI IVW 8 0.035 0.949(0.904 -0.996) VW 0.697
family. Prevotellaceae. id. 960 R VW 16 0.030 0.923(0.859-0.992) genus. RuminococcaceaeUCGO10.id. 11367 KF - 0.414 MR Egger  0.734
genus. Lachnospira. id. 2004 CKD IVW 6 0.010 0.732(0.577-0.929) VW 0.767
genus. ErysipelotrichaceaeUCGO03. id. 11384 CKD IVW 17 0.010 0.857(0.761 -0.964) order. MollicutesRF9. id. 11579 UKF 0.75 MR Egger  0.503
family. Defluviitaleaceae. id. 1924 CKD IVW 11 0.043 0.882(0.782-0.996) vw 0.577
genus. RuminococcaceaeUCGO10.id. 11367~ KF IVW 6 0.024 0.843(0.727-0.977) genus. unknowngenus. id. 1000005472 UKF  0.75% MR Egger  0.503
genus. Romboutsia. id. 11347 KF VW 14 0.036 0.891(0.799-0.992) VW 0.577
genus. LachnospiraceaeNC2004group. id. 11316 KF IVW 9 0.046 0.910(0.830-0.998) genus. Faecalibacterium. id. 2057 UKF 0.835 MR Egger  0.355
genus. Lachnospira. id. 2004 KF IVW 6 0.03 0.813(0.669 -0.986) VW 0.446
genus. ErysipelotrichaceaeUCC003. id. 11384 KF IVW 17 0.029 0.898(0.816-0.989) family. unknownfamily. id. 1000003471 UKF 0.756 MR Egger  0.503
order. MollicutesRF9. id. 11579 UKF VW 14 0.041 0.805(0.654-0.991) vw 0.577
genus. unknowngenus. id. 1000005472 UKF IVW 14 0.041 0.805(0.634-0.%1) family. Defluviitaleaceae. id. 1924 UKF  0.89 MR Egger  0.375
senus. Faecalibacterium. id. 2057 UKF IVW 10 0.032 0.755(0.584 -0.977) VW 0.465
genus. Eubacteriumsylanophilumgroup. id. 14375 UKF VW 9 0.030 0.736(0.557-0.971) T AKF. B oby  RTL B /NSl S50 5 CKD. A4 M 5 K. 3 ;
family. unknownfamily. id. 1000005471 UKF IVW 14 0.041 0.805(0.654-0.991) UKF. AH 5 1 5
family. Defluviitaleaceae. id. 1924 UKF IVW 11 0.029 0.779(0.622-0.975) 2.5 PPl W #t#
family. Clostridiaceal. id. 1869 UKF IVW 10 0.028 0.723(0.541 -0.966) 375 57 X[ 8PPT %4 [ 53 7% L 25 0 80 5 15 i 325 7 R 1 40

U AK. 0 P ey, ATL /NI B 48 RTL /D I B A CKD. 48 41 W
5 KPP 505 UKE. NI J A 2
K3 B RS BRSO Y R B
IINTIN 22 3R LUK S TP R R 4G SR

it i o gl
Pvalue

genus. Marvinbryantia. id. 2005 ATI  0.695 MR Egger  0.093
VW 0.127

genus. LachnospiraceaeUCGO10. id. 11330 ATI  0.767 MR Egger ~ 0.578
VW 0.667

genus. Marvinbryantia. id. 2005 RTI  0.633 MR Egger  0.551
VW 0.626

family. Porphyromonadaceae. id. 943 CKD 0.364 MR Egger  0.485
VW 0.493

genus. Coprococcusl. id. 11301 UKF  0.963 MR Egger  0.852
VW 0.901

T ATL 2Pk /NS 18] RV 48 5 RTL. /N5 18 R 95 0 5 CKD. 18 1k U i 5
UKF. B J R Bt

AHEAER], PPL 5 45 v i B S 35 19 SNP JUr 4R 3T 9 55 [l HSPAS
LTS SR B A s A R A EARAE A TR S A LY

i TR B A5 LR 3 Pk 1Y) PPT R 45 oy, TNF degree {E K 28,32
7SRt 3 U o PR ¥ TNF ZKSF, 26 T 98 59 38 B i, LA S
BRI E DI RE MR o
3 it

H AT I s A 5 8 5 B IER I R R R R P TE

B B U AR, ot H b A BT T B AR T 4R
211 FPiAE AR S 6 FF R R, AT THEEYY
I3 3 R R o PR B AL AL 0 A )ﬁ?ﬁ@{ﬁﬂ:A%&%@ L
BN T HA LS o I TR LRI T i
WS EGNER R, BRT Maernbryﬂntla( AT g
¥ )& ) | Lachnospiraceae ( %5 Jiit M2 B} % ) . Porphyromonadaceae
(MBI TR ) | Coprococeus ] (ZEBKTA & 1) AT 20UE HEHI0 o
PPI 2t G R S35 (1) SNP FF 4R 3 i B2 ] HSPAS 5iki5 8
P A8 B A AR, RIS W] R T R
HOE G FE T P 243 2 5 i A R o TR LA A BT, 7S
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Wb B U B R B R EVE . 60 T AP A A2 0 B
VLR ARG o TE i fE R WL AL T T B R B A
B IC R  TEXT B W 0 B R P 0 i & R o, B 1S A
DR B 453 455 B A DR AP PEVE . PPT I 45 v 1 B 35 1Y)
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PRI BB 2 — " Wil A A5 R PR — I B
PRI ZE . Wl ik Yy 0 2 8 T fE 2 40 S B4 R,
TV TE A A D (DS IR AN B R A O, B PR BB R B S
ANBRAE B2 b I R IT R EUE BEAR  , OF B B diif &R
(interleukin,IL) —2 F} &7, Hod A9 Marvinbryantia ( 2 3 4 i AL
PR R ) 2 T 0 AR BF 58 ) & B Marvinbryantia S £ 2
PE/ANE I ¥ 48 5 5 /INE R SUER 9 , I H. Marvinbryantia 7]
e — S B IR, AL, B WFSE 22 B Lachnospiraceae
CERIEAERI IR ) A2 48 1 ' IS i A O SR 0 BE, OF HRg R 5
5 1) 2 i B BE ARG o [R5 BF 9 %W Lachnospirace-
ae(ZEBIERL A ) S IREHGE I eGFR /KFfbREw ™ . i
AHFFE KB Lachnospiraceae ( 25 KRR 1) 7T 3 B gtk /N8 1)
FPE W 48, R — 22 S ECE B, R AT X g
Lachnospiraceae ( 55 i W8 B ) 1) T i 42 & 45 . AR R ik &
I Porphyromonadaceae ( 1|~ W B8 ifg 7 A} ) 7T 32 2048 4 B R 5
Coprococcusl (£ & 1) W] EON R 1) & 20, B2 I
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L G5 S S I, B Y R BE 2 HE R, 4 B 7 R 6 ek 2
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e 2 4 7 46 25 1 (clusterin, CLU) 45145553+ — 1 (kidney in-
jury molecule — 1,Kim — 1) , =X F 3 & [ H mRNA 7K 507 i
Thiw, R UMK RFE N E By M . S E T
(TFF -3) B—F/NrFRZIK, 25 T B Mg a5, A
kM EZNIRER R, BT RN T -3 558 5GA
KB I HR R ] S8 TFF -3 0 esh, dy
P IR SE BEE HOGR BLA B S, R LT IR R R SRR L
T LA B IR R 56 A b i 0 (R KO AR 7R AL G5 R R B A
B AT 68 5 P T8 BRI & — RIS R EGLA XK. &L,
FEE el R AT L BT . Ak FE—T s
B2 1 (AA 1) iS50/ BUBEBURIF ST op 2 B, WX A 5 (5] v (1 HS-
PAS SE-i b8 VIR O, AT TR4% ATV TT B IR A5 8 00 , Thi A
W5 i HSPAS AT fiE 55t R A 1 B 054 06 o

Meijers S5 5 IR “ A — B 5" AL, BV iz 38 A G R AE
TR A — i YRR, 7SR D IR (M A5 RN R A S
TRYT DI, AT G T RS R MR S VR B A 6
woRY . /W52 Clostridium butyricum (LCs) 7] & £E 25 4=
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exposure outcome method nsnp  pval OR_CI

10 0.037 1.136(1.008-1.28)

10  0.007 1.148(1.038-1.269)

vw HEH 10 0.019 1.098(1.016-1.187)

W —a— 10 0.003 1.335(1.107-1.61)

vw i 12 0.0008 1.585(1.209-2.077)

T ATL St/ IV (0] oA 1 4% 5 RTL. /N ) S50 5 CKD. AR B B 5 UKF. R B IR 5l
6 il B AT 2R MRS i AR AR A
A

I} Al 1 i cABRK 1 s @3B
DN S 4 CAMKK2  SLE3SC2
3 S 8

H

S

1A PR ARG ECE O A G R (SRR ) S 0 AR 20 T T T SNP 977 156 A9 165 3 ik R LA S AR K 4
FNEHSEN 5B Pl (AU SR B IL ORI B I A9 5E D (SCARIEIN) |, B3 (0 2R S8l il A SNP 0 LB S i I N
K8 G (A) P4 B TSR BT AL(B) W45 25 Bl A i B A3 R 5 AR BERLAL 20 B 1 ZU OB AL PPL ) 2% (4]
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