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ME B BT RAm (LPZ) X (CIS) i 2 /b RS i B 145 5 5 /NS E R s nsgm . 775& ¥ CSTBL/6]
INRE BINE F RS LT 4 IE R X R (NC) 4 22 RBme (LPZ) 21 it ( CIS ) AT + 2 Rhrmk (CIS + LPZ) 4 .
Bl SLER AR FRE K LPZ(25 me/kg) %28 3 d JEIRES/N R LPZ )5 , I I i S I0UE (20 mg/kg) —1K ., AREEIRTR/NERL 3
o, WO/ B ASI L JULEF ( CRE) FIPRZR ZU(BUN) K- SR HE B (8 PAS Je (0 LGB IR L, 375 55 el 58 WL 1 OO ol 4
FIRUE . Western blot S5 2H A I B 453473 (5] 5~ 1 (KIM-1) v Moks 240 i BA JRC A AH OGBS B 12 28085 1 (NGAL) S TR 3k
RACERY S . 4T S298 BE FHAA (20 wmol/L) 5 LPZ (5 wmol/L) Hil3 40 /1E 24 h J5, R B Western blot , Real-time PCR 4Gl
KIM-1 NGAL DI K fET- MR FRo ik, &R 5 NC 4Lk, CIS 4] CRE A1 BUN /KF-F 5, LPZ A5 N g T /)N B 0L 37
PR (P <0.001) . 'BEREAZURNE AR s, 5 CIS A1 I, LPZ + CIS 41/ BUE A2V /INE Y 7K WA Sk | 58 i 4 JHa 2 i R HE
JEHTREE I (P <0.001) o HIBE45 R RHT CIS 41/INEZORL AR Ik , N5 FE 39, ok (AU ool /b Bl sk 2%, LPZ + CIS 4 17 jx 4
A, PR ARSPSEIREIESE LPZ ARG A2 T CIS 5 /N B HE B0 55 B /N B e A i rb B JE 5 93 7 KIM-1 \NGAL
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SV 455 (acute kidney injury , AKT) I8 &
A T, AKT 2 i 257 P Q0 4A ( cisplatin,
CIS) | i -FH-08E T 40 40 AN R T3 E 45 22 I R 5 R 19 i
IREFGAE BT CIS PJRE £ 75 5 B2k AKT
PG AE CIS 3677 B ) R AT RE s e i7F AKT 3 e f
FERRZR o 20 AR T — ol A B A I v A
TR FERS U A IR S R 5 5 b R
SRR, S A0 R £ T g R BE S BN I, AT 3
AKT 9% A2 Jf o ot~ 22 4 il 57 ( proton pump in-
hibitor, PPI) ZiAY7 IH AL IE B 1 i 25 2 —,
BEfTaT A B R i i R BLIE R
BAZI 52 7, PPT ] 34 fin AKT 5598 74 B 0 92 i
(chronic kidney diseases, CKD) #F Ji& 3] 2 oK ] & i
(end stage renal disease, ESRD) fJ X w4 CIS [y
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51 B W iE O, 5 PPLEEA . H AT k= 41
XPACTT R T AT AN IS 1942 2 SR YT 7 s,
I, OIS TERL G - H e AR T TR B R EE,
22247k (lansoprazole, LPZ) J&&c 8 ARy PP1 22—,
ST B e H A CIS 5 5 i AKT A9 7 i &AL
18
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1.1 B RHE 24 Dk CSTBL/6]J /MR
(296 ~8 Jil#t,20 ~22 g) W B LHERIR 7L K 5
Yot o Be/NERBENL >l 4 AH(HEEH 6 H) : NC 2 |
LPZ 4] (CIS 41 Ml CIS + LPZ 4. R FHH: PR K 15 f
LPZ(25mg/kg) 5 CIS (20mg/kg)'*, LPZ 41 %
LPZ LR s 5T 3 d, 4k 224 77 3 d, CIS 4R
JE s 5 CIS Byk, Ak 2k 3% 3 d, CIS + LPZ R 1]
NGBS S 3 d LPZ J5 T4 CIS FRR, TEH
RFR/NL 3 do 5% S G TRE I ARRIE , AR 3R IR, 25 7
INEEE ARG . WS, WCHE B AR AL VR A AR R A7 2 2R
ORI . SEYG S 2 ERE R R
SIPFRARIEZ Bt 23 b (LLSC20240199) , IF A5 &
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3 [# [# 37 A W 5% BE ( National Institutes of Health,
NIH ) 5256 2 Py i A P e i

1.2 FEMNEFE AL AW R PR YD)
AL BFERESERIMARS (i) A ARAR 2
ThREMGE bR A B 2 [ PE 24 A5 96 5E & PCR Y-
ABIL g 5 26 [ PR A R BHECA FRA A 5 1E B 230
B B H A OLYMPUS A BR 2 w5 H ik AL A%
TEAY W B 35 [E Bio-Rad /A 7] ; Western blot i 5% & 4¢
Amersham Imager 600 I3 B 3¢ [E i J{ 2\ #] ; NanoDrop
2000 {7 EOCEE T B FEER G A R B BR
o] ST H H AL T2\ (JEM 1400)

L3 k5 F s (CAS 15663-27-1) iy { Fi
LT AYEARI T (B, 22 RPEE § Sigma-
Aldrich 2], KIM-1 FI NGAL Fi{&Mg g Cell Signa-
ling Technology (24 [ ) ; NLRP3 IL-18 Hi {4 M\ Abcam
Biotechnology ( 3% [F ) 3515, ASC, Caspase-1,GSDMD
FIIL-1B X q Abclonal ZEPIHAR LA H (EH) o FRAR
K — BHEL (HE ) G (220 50) & A ik iR 45 5K (PAS) e
IR G BB = RAEDPARAF (A .
Lipofectamine3000 H SciencBio Technology ( 2 [# )
fit . JRZ A (blood urea nitrogen, BUN) JJLET ( creat-
inine, CRE) . & N % & [ ( alanine transaminase,
ALT) 3250 G0 B pe st A= ) AR5

1.4 FHik

L.4.1 —fAdgtnegion  WORMIGEREA, 4 B
WEIA 5K I 1M 3 BUN ,CRE \ALT /K-,

1.4.2 FRALRELSFE YIREILS, &
4% Z R PEP [ E 16 ho FEBEK IS B IEL 2
WA, VI 4 pm Y] o HEU R
55 AT HE #1 PAS Jeta,, 202122004, WA B RS
¥ o i Zeiss X10 B HLBEAE LB R =50 pm iR
MGG R, JE T REFLIER 10 SHLET, 114
B/ NEB TR R A 2 b, 2 e VA BN
PRI, I MR 40 Bz B 58 B /NS b B AR I IR 3T i
7% ARG v RBL NS N BT B, $ AR 73
043(J); 143(<25% )5 2 43 (26% ~50% ) ; 3 4y
(51% ~T75% ) ; 4 43 ( >75% ) o

1.4.3 WEzmgest BENEHLYIN 2 mm x2
mm K/, SEARUCE T 3% 1% " REFN 1% $kiR Hh ik
A7 [ 7 AL B, A TR X FE /K i Je A 48080 i x4
LA IE AL, WV o PR TR Bl Fi AR
IR AT U) AT A e, SRS TEB SRS T W
ZE B IV 4 L LA AT IS R ZE A8 T4

1.4.4 e e RGPS & kit

T gy, B A 7E 95 C otk
Jn#4 20 min, N A 3% H,0, & . ££37 CTFHIL
MG E VIR 30 min, R )57 4 CF A KIM-1
(1:200). NGAL (1:200). NLRP3 (1:200).
Caspase-1(1:200) ,GSDMD (1 : 200) ZEHi 1K &
24 h, IR PBS THUEG , 55X B BT ERAE
37 CHFHE 30 min, {fif] DAB &, Y] T B3
NWLEE, K Image-Pro Plus 6. 0 B /FXH e 2H 434k
PP BRI E BT

1.4.5 @mpes3zd  'B/NE E 40 ( mouse renal
tubular epithelial cells, MTEC ) 2 Jifg 3k I T+ [ ) 2%
BeAiME e ( Bi) o T A 4 PR UEAL T2 6 FCFI S
15 f&Z a4, 378 HyClone™ DMEM/F12 %3 5
A B FREE TR &S 5% FBS (Gibeo, £ ), 7E 37
C.5% CO, MR T T AEK. I 20 wmol/L
CIS "'F15 wmol/L LPZ 4bFE' 557 24 h J5 U 41
L T i — 2 b

1.4.6 Real-time PCR %3 fii F§ TRIzol {57 )\ &
HAFNA A EEHC RNA {8 4] NanoDrop 2000 435t
JERETHRIN RNA (R BEFNZERE o B RNA 5% S
cDNA Ff#EATY 1S, PCR G EF S5 AF 40T : 65 °C .30
5,95 °C .5 min,60 °C |10 5,72 °C .5 s,3L 40 MEK,
* ] SYBR Green RT-PCR #; il KIM-1., NGAL,
Caspase-1 , GSDMD | IL-18 | IL-18 | B-actin A mRNA
Ko A28 IR AN A R R kK. BT
IR 1,

*1 XHEE PCR BHERASIMWEFS
Tab.1 Sequence of target gene primers for

real-time quantitative PCR

Reverse primer (5'-3")

GAGACACGGAAGGCAACCAC

Mouse gene Forward primer (5'-3")

KIM-1 CAGGGAAGCCGCAGAAAA

NGAL ACAACCAGTTCGCCATGGTA  AGCTCCTTGGTTCTTCCATACAG

Caspase-1  GCCTGTTCCTGTGATGTGG TGCCCACAGACATTCATACAGTTTC

GSDMD  ATGCCATCGGCCTTTGAGAAA AGGCTGTCCACCGGAATG

IL-1B8 TCATTGTGGCTGTGGAGAAG  AGGCCACAGGTATTTTGT

IL-18 GACAGCCTGTGTTCGAGGAT ~ TGTTCTTACAGGAGAGGGTAGAC
ATG

B-actin CGCCGCCAGCTCACCATG

CACGATGGAGGGGAAGACGG

1.4.7 Western blot 5% % iE R B EALZ, A
S (RIPA = PMSF =100 = 1) $2 B0 1, I 647
BCA EHHE R M. EHHAT T S mm e -
RNt e 5E K2 ( SDS-PAGE ) L JK , Fifi i K 25 1 %
B RASIRAT A 2R M b WMo 1 x PRt 3 P R, 351
15 ~30 min, F 53 51 A$L B-actin (1 : 5000) |
Ht GPX4(1 : 500) Fifrp ACSIA (1 : 1 000) —HiH 4
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CWEF A FH TBST PEEE 3 W, &K 10 min, fin
A HRP HRig i I i S/ /M TgG —Hit (1 : 5 000)
JFEF 50 min, TBST VR 3 U, i AL &0 R 50 b
Hedcili o ) Image J I & 557 10 K EEEL

1.4.8 RZARRAEE K MTEC 404K AR5
Yo i 1,37 CHEARE & 10 min, 285 ] 10% 4 1. 1H
HEH(E K, dta0) 78 37 CHH 10 min, RJ5
B 5 — 3t KIM-1 (1 :200)  NGAL (1 :200) .
GSDMD(1 : 200) & i 4, PBS Yk 3 K, &5 5
3Bt T1gG-rhodamine HT{K (1 2 200) (R, b
) 7E 37 CHEEWEE 1 h, A DAPL X4 AT R
e (DO E AT (#5R] T8 E) 8 EE .
1.5 Sitz4b38 SR SPSS23. 0 #fF ik A7 401,
JRA LR « £ Rox, ZHRIIELECR
FHEADR 28 J7 2250 B, PG EL 8647 LSD ka3, D P <
0.05 hEFAGIE L,

2 #HR

AR, CIS 41/NEL CER (P <0.001) f1 BUN (P <
0.001) F & ;5 CIS 44 kb, CIS + LPZ 4 CRE ,BUN
2% FFF(P <0.001,P <0.001), WLE 1A B, 5
NC 4L, CIS 415 CIS + LPZ 4 IFTh e A i 2k
2 ULE 1C, HE Y@z il s NC 4/ RE/IMETE
BIEHE, ToY 5Kk, Jo ] S 0E A M IR U, 40 P T
BT, 1M CIS ZH/INERVEF /NS B SR 3 9K R S 20 i 12
M. 5 CIS 4HAH L, CIS + LPZ 2l /)N U /NG 15k 1
WA RAE A R E S £ WK 1D, 22 54 gt
B (P<0.001), PAS Yefazk R iR, CIS /)N FUpE A
DU B/ NEY Tk, i CIS + LPZ Ab3UiNeE | bk
M, DLELE, 22 5 Gei 24 B X (P <0.001) . B4
HLBEILEE il CIS ZH 4 fu i ik , 58 53 N 5 0 s , 1
CIS + LPZ Z 4t i i BH S fin s, LT 1F
2.2 LPZ E CIS HEM/MNRERGEFHRIE
G E 4 AL  Western blot #: 1] KIM-1 Fil NGAL 132
ik, 5 NC 44 kb, CIS 4 "B k20 21 KIM-1 Fil NGAL
FTikTHE, BB A G2 8 L (P <0.001,P <

2.1 LPZ = CIS #HSM/NREHIRG 5 NC  0.001); CIS + LPZ 21 KIM - 1 f1 NGAL 3 % 5 CIS
A 600 B 5001 C 20r
i it
~ 400
= 400 S =7
3 EE T g 300k skeskok ﬁ
g 2 10k
=2 E 5 10
53] 200
& 200} 5 <
o m 5k
Sinin
L1 . .
a b c d a b c d a b c d
D a b c d 251 P
»20F T
E 15k
g0}
a 0.5
L1
E a b c d a b ¢ d
2.5¢
Hih
7201 ==
'%1.5_ *kk
~ 0.5} rEEl
0 a r;:] c d
F a b [ d
E1 LPZ mmE CIS #5518
IR B RER (5
Fig.1 LPZ aggravates CIS-
induced kidney injury in mice
A: Serum CRE (F =406.0) ;

B Urea nitrogen (F =705.7); C; ALT (F =0.005 430) ; D;HE staining was used to observe the morphology of renal tubules and inflammatory cell in-
filtration in each group( ¥ =459.5) x400; E: PAS staining was used to observe the scale of glycogen deposition in mouse kidney tissue( F =672.8) x

400; F: The ultrastructure change scale of kidney tissue was observed by transmission electron microscopy (TEM) %25 000; a:NC;b:LPZ;c:CIS;d:

CIS+PZ; ***P<0.001 vs NC group; ** P <0.001 vs CIS group.
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AR, 22 A Gt # L (P <0.001,P <
0.001) , WL 2A — C, Real-time PCR FH] CIS /M
B k2040 KIM-1 f1 NGAL i) RNA 7K SE48 0, LPZ 3t
— L INE T CIS 755 /N BUE IR B4 R R R
ik, WK 2D,

2.3 LPZMECISFSHN/NMNRBEARETKTE
SR ALK /s 5 NC 4UAH L, CIS 21/ BB Ok
YL P AT 7R [ Caspase-1 ,GSDMD NLRP3 7K 3F- i,
2FEn (P <0.001,P <0.001,P <0.001),7fi CIS Fi
LPZ b33 T Caspase-1 ,GSDMD NLRP3 /K-, 2%
SHGFE X (P <0.001,P <0.001,P <0.001),
UL 3A - C, Real-time PCR ¥l 5 NC 4140, CIS
ZH/NERUBE R B A2 fE T G L [A] Caspase-1,GSD-
MD IL-1B . IL-18 7K - i 2 7+ & (P < 0.001, P <
0.001,P <0.001,P <0.001) , i CIS F1 LPZ 4b ¥
JNT Caspase-1, GSDMD, IL-1B, IL-18 /K-, 2% H 4

A a b c
B a b C
C a b c d ku 2.0
KIM-1 ” gé s
58
o 21
NGAL 55 = E 0
=35 05
p-acti o
-actin 4 g,
0
D 8- 8r

HH#

(=)}
NGAL mRNA

relative expression
i
T

KIM-1 mRNA
relative expression
RN

Biil2EE L (P <0.001,P <0.001,P <0.001,P <
0.001) , L& 3D,

2.4 LPZ NE CIS BSMS/NE LK MR G
o E DA B 45145 F KIM-1 5 NGAL £k, 5
NC ZHAHEL , CTS a2 B /INE b R i v KIM-1 5
NGAL Z2ikFHE , 1 LPZ + CIS 4N T & /N b3z
4L KIM-1 5 NGAL £k, VL& 4A, Western blot
R, CIS HEZH /N b 2 b KIM-1 5
NGAL #35FF5 , i LPZ + CIS 41N 78 /NS i
Y KIM-1 5 NGAL 15 RNA iRiE, 2 %A
Biil2EE (P <0.001,P <0.001) , L& 4B,

2.5 LPZMECIS HFEMENE LREMMET
o2 GRS 2H B /NS B R A AR T G B AR
GSDMD % /K V- 3Rik, 5 NC 4147, CIS 4 GS-
DMD ik TH, 5 CIS 4141 1L, CIS + LPZ 4 fin &
T GSDMD {355, WL 5A, Western blot 45532 B

d 30r
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520 L w3k
=
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i E2 LPZ inE CIS FSH

NRERGEFHRE <400
Fig.2 LPZ aggravates the expression of
CIS-induced renal injury factors in mice x400
A = B: The expression of KIM-1(F =527.1) and
NGAL(F =366.5) in mouse kidney tissues was detec-

1
a b

(=]

c d

skekosk
2- ﬂ
L]
a b c d

ted by immunohistochemistry; C: Western blot analysis

was performed to detect the expression changes of KIM-1(F =333.3) and NGAL(F =491.1) in mouse kidney tissues; D: Real-time PCR was used to
detect the expression of KIM-1( F =364.8) and NGAL( F =329.3) in mouse kidney tissues; a:NC;b:LPZ;c;CIS;d:CIS + PZ; " * * P <0.001 »s NC

group; " P <0.001 vs CIS group.
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B3 LPZ inE CIS FSM/MNREALALETKE x400
Fig.3 LPZ aggravates the level of renal scorch death induced by CIS x400

A NLRP3 expression was detected by immunohistochemistry ( F =695.8) ; B: Immunohistochemical method was used to detect the expression of
Caspase-1 (F=409.5); C. GSDMD expression was detected by immunohistochemistry ( ¥ =732.0) ; D; Real-time PCR was used to detect the effects
of LPZ on the expression of Caspase-1(F =665.9), GSDMD(F =319.8), IL-IB(F =2 116) and IL-18(F =1 075) in kidney tissue induced by CIS;
a:NC;b:LPZ;c:CIS;d:CIS + PZ; * * * P <0. 001 vs NC group; **P <0.001 s CIS group.

55 NC ZHAH L, CIS 45 NLRP3 , Caspase-1 .GSDMD . IL-
1B.IL-18 fyih T, 5 CIS dHAHH, CIS + LPZ 44
JnE T NLRP3, Caspase-1,GSDMD  1L-18 , IL-18
Fik, ERAESIEE X (P <0.001,P <0.001,P <
0.001,P <0.001,P <0.001) , i, [& 5B,

3 e

CIS 2/ 22 S i, Lo 98 01 10 55398 1) 5 3
— AT 2. SR, T R, CIS ZEIR R 1
(R FZ BB HI . A £ ,20% ~40%
il CIS BRI SR 2 % 4 AKL, i T F i e =

R FEGJT CIS TE'FEI’J AKT WA %05 3%, N I AE
CIS A7 7 IR i R AT B sk e it AKT 3 R A fa I [
o 1Ell H”t%ﬂéaﬂlj CIS A g — Tl e ot PR AL 7 24

Yy, %5 PPLICS (. PPLZIRYT 2 Bh i Mk (2
158 & R A E T 8 eem) Sk 25

Z O R W R CIS VAT Y AT
%%$V@ﬁ%%xTPﬂhﬁo§%PHﬁmﬁ
BARELEMEM Rz, HEfs5E—
SR RE IR R, Bl i R I R BA S 5T B
PP a3 i1 AKI,CKD & %] ESRD 1 % A= XU
KL, i 1 ¥4k PPL 5 CIS HEA 25 250, R4
R LPZ 7 CIS 5319 AKL /NER 5 40 fifg 2B 47 5K
55 W~ LPZ AT DL o 36 5 5 /N b R 20 B 1 £
T-HEHE CIS #5119 AKI,

AWFFE T, LPZ 403538 T CIS 75 51 /N R
) CRE F1 BUN 7K, [A] i}/ fUE 2L 405 NVE B 5K
Y S 8 S5 240 92 0 AU BT AR A, S S 6t i
§2 LPZ AL FRE AR HE T CIS 41 '8 B 45 B T KIM-1
NGAL 93235, NGAL Fi1 KIM-1 2in 42 W AKI 1)
FAE YRR . NGAL 5 bk 3R 58 F 5 KMk
O k9 B OLIRSMIE AR 5 & I AKTES B A B 32
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KIM-1
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Merge
a b c d
NGAL
DAPI
Merge
B a b c d ku 1.0p 2.5r e
i
KIM-1 42 © _g 0.8F o E 2.0F sk
z'7 =N
=2 0.6f = 86 1.5¢
NGAL 5 B E ply B E
T oo 04f = Y 1.0
0 % 0.4 é .g
B-actin 42 M2 02fF Z 5 05f
Sinls :
0 b c 0 a b c d

E 4 LPZ mZE CIS HSHE/NE L RMMABH x400
Fig.4 LPZ aggravates CIS-induced renal tubular epithelial cell injury x400

A; Immunofluorescence detection of renal injury factor KIM-1 and NGAL; B:Western blot analysis was performed to detect KIM-1 ( F =262.8) and
NGAL(F =103.7) expression in each group; a:NC;b:LPZ;c:CIS;d:CIS + PZ. * * * P <0.001 vs NC group; ™ P <0.001 vs CIS group.

AN BIVE T AR SR B BIF 5T 72 8 5% 1 2 AR B 7 9F
AKL R FFERA RAFRZH . KIM-1 8
YOS — MR LERY AKLAREY), IEH SO0 T, Ak
HLULTAZKE KIM-1 5, AR S B )5 %
/NI KIM-1 (9 KK 8 35 T e A W 58
UESE LPZ SRS et T CIS 5 T 19 '8 /IVE _E R 21
H KIM-1 #1 NGAL f5R3%

ABEFEH, PPL 5 CIS Hi5 2530 17 'H /N
E R A AR TR, A R AR TS R B 1 GSDMD |

Caspase-1 \NLRP3 )31k, 4T R—MHik
FPPEANAAE T 7 3K, HARRAE AR T2 e R A& il -1
(Caspase-1) , HAEA KRAL 4N THORIE " . &
P L ) R AR S SN, P4 BB AP R
fEB s S PR IEEEAE M, 2R, Y4T85k
b B GRAE RN, W B AE A, T T B R
9, W AKT BEPRIG el 0o 5 o FE S AN I A T3k
# 1 NLRP3 ,NLRC4  AIM2 , Pyrin % 48 fiit /MA Bk 8
I J5 B 1 Ak 9T 2L fif Pro-Caspase-1 % B H A 1% 14 1)
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i
B 5 LPZ jnE CIS F5M

BINEEREHAMET x400
Fig.5 LPZ aggravates CIS-induced
scorch death of renal tubular

epithelial cells x400

il

d A: The expression scale of GSD-

MD protein level in renal tubular epithelial cells detected by immunofluorescence; B:Western blot analysis was performed to detect the expression of NL-

RP3(F =61.74), Caspase-1(F =472.8), GSDMD(F =5615), IL-13(F =28.70) and IL-18( ¥ =289.7); a:NC;b:LPZ;c:CIS;d:CIS+PZ; " "~

P <0.001 vs NC group; ™ P <0.001 vs CIS group.

Caspase-1, Caspase-1 1] LI 2 GSDMD 25 [ JE il H
ATETER N S C iy, N S (e (508 200 i 12 L L 40 i
BET; [A]E} Caspase-1 i 7] DAL # pro-1L-18 JE Wi A
TEERY TL-18, B R AN AN S e i .
g2 RWTE AKL R AERS AR H Gasdermin D % 4E Y
AT R /NE F AT B EE T,
U2 i i B T AR S I & AR I B2 S Y AN B S
7 PPL5j CIS W5 25— Hhn 1 B /NE R4
MIFET Ko

R 2 BRI ST 2 B, PPL 5 AKI A7 78 BB,
R 2] TP B 48 (AIN) o 1 T4y A 133§ AIN
B Il BRI ZE 25 M ek AIN A5 95 4 (5
73% ), i PPLafRER T ERHZ " SR, 8
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Lansoprazole promotes cisplatin-induced acute kidney injury by

enhancing pyroptosis of renal tubular epithelial cells
Xu Qi, Wu Yonggui
(Dept of Nephropathy, The First Affiliated Hospital of Anhui Medical University, Hefer 230022)

Abstract Objective To investigate the effect of lansoprazole (LPZ) on cisplatin-induced acute kidney injury in
mice and renal tubular epithelial cell injury. Methods C57BL/6] mice and renal tubular epithelial cells were di-
vided into normal control ( NC) group, lansoprazole (LPZ) group, cisplatin ( CIS) group and cisplatin + lanso-
prazole (CIS + LPZ) group. In animal experiments, LPZ (25 mg/kg) was dissolved in normal saline, and the mice
were intraperitoneally injected with LPZ for three consecutive days followed by cisplatin (20 mg/kg). Mice were

fed normally for 3 days, and serum samples were collected to detect serum creatinine (CRE) and blood urea
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nitrogen (BUN) levels. HE staining and PAS staining were used to observe renal pathology, and transmission elec-
tron microscopy was used to observe renal ultrastructure. Western blot and immunohistochemistry were used to de-
tect the changes in the expression levels of KIM-1, NGAL and pyroptosis-related proteins. In the cell experiment,
the cells were treated with cisplatin (20 wmol/L) and LPZ (5 pmol/L) for 24 hours, and the expressions of KIM-
1, NGAL and pyroptosis-related factors were detected by Western blot and Real-time PCR. Results Compared
with the NC group, CRE and BUN levels increased in the CIS group, and LPZ treatment aggravated the serological
indicators of the mice (P <0.001). Histopathological examination showed that compared with the CIS group, the
LPZ + CIS group had obvious renal tubular dilatation, inflammatory cell infiltration and glycogen deposition in the
renal tissue (P <0.001). Electron microscopy showed swelling of mitochondria, increased membrane density and
decreased or absent mitochondrial crista in CIS group, which were aggravated by LPZ + CIS group. In vivo and in
vitro experiments confirmed that LPZ treatment promoted CIS-induced acute kidney injury in mice and increased the
expression levels of kidney injury factors KIM-1, NGAL and key factors of renal pyroptosis ( Caspase 1, GSDMD,
NLRP3 and IL-18) in renal tubular epithelial cells (P <0. 001 ). Conclusion Lansoprazole promotes cisplatin-in-
duced acute kidney injury by enhancing pyroptosis of renal tubular epithelial cells

Key words acute kidney injury ;lansoprazole ; pyroptosis ; cisplatin ; inflammation
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