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pore / #) ) ; Rabbit Anti-PPARYy (it 5 . AF6284,
5 [H Affinity 2% ®)); Rabbit Anti-NLRP3 (it 5.
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FLIE A B (diaminobenzidine, DAB) i €8, 71 £ (4t
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(Control #1) . CI-AKI #& &1 24 (Model 41) . RSG &
J7 (RSG 41) F1 PPARy ) i 5] 41 (T0070907 41)
T 6 H KRR,

1.2.1.2 @7 CFAKTALAR  KEGERRTEEK 72 h,
A ke, 2K 72 h J5 . Control 41 & # ik 1 4 4=
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H 30 min HWTIERE LS & KU R B TR s
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1.2.7 Western-blot A& Il "5 20 2L fE T-HH G HE H 2 3K
AR G5 245 45 5 b FE K B WS 19 B 4 8URE i
4 CF &AM 30 min, B0 10 min(12 000 r/min) ,
BCA EIE & HE A Bk B, & A LA AT BER R
WK . W% % PVDF B |, 6% BSA %
[4] 60 min, 435I 8 12 4H 5C BE 23 FF 2 11 Capoptosis-
associated speck-like protein containing CARD,
ASC) | Fr2f e 82 R 1) R 4 0 IR B 1 /K ff -1 Ceys-
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Changes of serum BUN and Scr contents of rats in each group
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Fig. 2 Renal histopathological changes of rats in each group (H-E staining X 200)
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ROS Fl NO & & % b &, 2 00 48 i 2 3 X
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Fig. 3 Comparison of serum IL-18, 1.-18,

ROS and NO contents of rats in each group
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5 RSG 41 [%, T0070907 2H K B9 5 4141 NLRP3
RARE /N T T A OC B (1 R GRS B, 22000 gi it
22 Y (P<<0.05 o P<<0.01,[& 6),

= Control
Il Model
[ RSG

40, [ T0070907

AN
30F

20

s

MHAETR /%

10

il

RSG: % #5 %1 fil ; PPARY Jﬁ{h%@@ﬁ:i“ﬁ%i}}iﬁxﬁs v. Control; %I 18 20 ; Model 5 % 41 ; RSG : RSG & J7 41 ;
T0070907 : PPARY 0 #i 7] 41. A. Control; B: Model; C: RSG; D:T0070907; E: 4l Jfi £ T- %. 5 Control 4l It %,
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Fig.4 Comparison of pyroptosis rate of renal cells in each group (TUNEL staining X 400)
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Fig.5 Immunohistochemical detection of PPARY and NLLRP3 protein expression
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Fig.6 The expression of pyroptosis related proteins in renal tissues of rats in each group
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NLRP3 figfgi@ i+ ASC 5 Caspase-1 4 & %
NLRP3 RIEE/NEEHE AP . 55505 W%,
B 98 RE Mk B 10 A L Rk R L B A SOk A 3l
I NLRP3 4 5E /N K B0E 7T ek 4 0T 40 B 300y &
BT, B A, 7 CEAKI K B 4H 41 h NLRP3
ek B S 48 s A0 ) NLRP3 68 6% B AR 58 i [N 7
IL-18.1L-18 3k, 3% CI-AKIM L #2758 NLRP3 4%
AE/IMATT B2 CI-AKIT () S8 2 0+ . Az ik
KM 5L Z — PPARY Rt 2 5 MUK 48 5E &0
P2 VR YT R0 O O T 4 o AR L B0 PPARY BB 3K
P 0E SRR A TR A A R AT E Ok B,
RSG fig % i b5 PPARy 3Kk, # ] NLRP3 %
ik, # K R CIFAKIY; 45 3 PPARy #10 4il 5
T0070907 4k P J5 BE A% 108 % RSG Xf CI-AKI B R 4
YER AR HE B /NG b i fE T, AR 45 R WoR .
5 Control 4 L% , Model 4 K Fl'E 4H 4 PPARYy 3
IKFEAL . NLRP3 4 E /MA B W 3% L. 5 Model 41
b4, RSG G % PPARYy ik, 1 # NLRP3 4
SE/NMATE Ak, 1 T0070907 A 5% %% RSG % CI-AKI
AR 4P VR T 5 YGIE 35 RSG W] 38 i 9 452 PPARY/
NLRP3 il ik 3% CI-AKI, {H H §ij 4 % RSG 84
PPARY/NLRP3 i #% (%) F Ui #L il & 47 1 i — 2
5%

AN, gl AR Tl s e CI-AKT B 1Y & A Wk
J& . HUIARSZ 2 A8 A 255 5 NLRP3 & AE /A
WAL, AR #E Caspase-1 89 Y) JE B % fb A
Caspase-1 (cleaved-Caspase-1), — J7 Ifil» cleaved-
Caspase-1 i i#f §if 1 TL-18 F1 IL-18 J& hi g 24 A
IL-18 F1 1L-18; 53 — Jy Ifii » cleaved-Caspase-1 BE#ZfiE
it GSDMD k& A4 V1 &1, & i H A7 40 M 8 % 1
GSDMD-N. Jf- 5748 2 40 g J5E |, 55 0 A 196 UL I8 L
JE R S5 RE PR 45 A WITTE B 10~20 nm A9 41 jifg 42
T2/l FBET/NLE I B2 T 3Al e N L Ah 2k
75 SO 20 M R A A RS A 2, R A R AE R
IL-18.1L-18 2B o 36 I i 5 4 hE 9 I J o 202,
BEA: 5T & B 78 CI-AKT K U 2H 41 NLRPS %
i /AR AR T AH OC 2 1 258 Y B S T, i A 2
P A ol i PR 0 8R4 A ) A £ T B A
CI-AKIN AR fF 5% 45 3t R, RSG g % ) il
NLRP3 R E /NS 1k K fE T2 M e £k, £
RSG A 38 o 7 il 40 L £ 1~ 2o 3% CT-AKI, Stk — 2
WIHf RSG 7] 3@ #7 PPARy/NLRP3 i #% 1 5 40 i i
.25 CEFAKI -4 E - A WF 98 T K BRUIE I
#F PPARy #j il 5) T0070907, 45 % & 7~ , RSG X}
CI-AKT fy £ 47 F 9k B BT . NLRP3 4 i /N 1A 4 1
b AT A OB AR R P RO £,
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Rosiglitazone Regulates PPARY/NLRP3 Mediated Pyroptosis Pathway Alleviates
Acute Renal Injury Induced by Contrast-Induced Acute Kidney Injury in Rats

WU Jiayi, ZHENG Xingchun, HUANG Jinhua, CHEN En
Department of Cardiology, Fujian Medical University Union Hospital, Fuzhou 350001, China

ABSTRACT: Objective To investigate the mechanism of rosiglitazone (RSG) in relieving contrast
induced acute renal injury (CI-AKD) in rats. Methods Male SD rats were randomly divided into control
group (Control), CI-AKI model group (Model), RSG treatment group [ RSG, 40 mg/(kg « d) ], peroxi-
some proliferator activated receptor y (PPARY) inhibitor group (T0070907, 0. 15 mg/mL), 6 in each
group. CI-AKI rat model was established and the serum and kidney tissues of rats in each group were
collected 3 days after administration, and the indexes of renal function, the levels of serum creatinine
(Scr) and blood urea nitrogen (BUN) were measured; Determination of interleukin-18 (IL-18), IL-18,
reactive oxygen species (ROS) and nitric oxide (NO) content by ELISA; Hematoxylin-eosin (H-E) stai-
ning was used to observe the renal histopathological changes; Immunohistochemical (IHC) staining exami-
nation PPARYy, NLRP3 protein expression; TUNEL staining was used to detect the pyroptosis index of
renal tissue; Detection of NLRP3, apoptosis-associated speck-like protein containing CARD (ASC),
cysteinyl aspartate specific proteinase-1 (Caspase-1), gasdermin D (GSDMD), IL-18 and IL-18 protein
expression in renal tissue by Western-blot. Results Compared with control group, the contents of Scr,
BUN, IL-1B8, IL-18, ROS and NO were significantly increased (P <C0. 05 or P<C0. 01), renal tissue
showed obvious pathological damage, the index of pyroptosis, the protein expression of NLRP3, ASC,
Caspase-1, GSDMD, IL-1B8 and IL-18 were increased (P<C0.01), the protein expression PPARY was
decreased in model group (P<C0.01). Compared with model group, the contents of erum Scr, BUN,
IL-183, 1L-18, ROS and NO were significantly decreased (P<C0. 05 or P<C0.01). Alleviation of patholog-
ical damage of renal tissue, the index of pyroptosis, the protein expression of NLRP3, ASC, Caspase-1,
GSDMD, IL-1p8 and 1L-18 were decreased (P<C0.01), the protein expression PPARY was increased in
RSG group (P<C0.01). Compared with RSG group, T0070907 can reverse the above index changes of
CI-AKI rats treated with RSG. Conclusion RSG can improve rat CI-AKI, and promote PPARY expres-
sion, inhibit the activation of NLRP3 inflammasome mediated pyroptosis.

KEY WORDS: rosiglitazone; contrast-induced acute kidney injury; PPARY/NLRP3 pathway; pyroptosis

(3% k3



