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PBS BRI I AL RIPA 22 03, — HUH BER BCA
AR RN ) A A TR LR 5t 9 ( PMISF ) | =8
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Y HLAE TS I HAE
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CF A e B ) — P & 3 % ; Yk H TBST Ve 3
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Image) FAFHEAT K BEAE AL 537 .
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1 ANEM3I¥MFFI(5-3")
HA EmsY(5'3") 514 (5'3")

KIM-1 F;: CTGCAGGGAGCAATAAGGAG R:TCCAAAGGCCATCTGAAGAC
TNF-a F; CCTCTCTCTAATCAGCCCTCTG R:GAGGACCTGGGAGTAGATGAG
MCP-1 F; CAGCCAGATGCAATCAATGCC R:TGGAATCCTGAACCCACTTCT
1L-33 F:GTGACGGTGTTGATGGTAAGAT R: AGCTCCACAGAGTGTTCCTTG
IL-18 F:GTGAACCCCAGACCAGACTG R: CCTGGAACACGTTTCTGAAAGA
IL-1B F;CAACCAACAAGTGATATTCTCCATG  R:GATCCACACTCTCCAGCTGCA

B-Actin F'; CGCCGCCAGCTCACCATG R: CACGATGGAGGGGAAGACGG

VK S IS E R IR e g
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1 AERER Cae A Xt HK2 A8 7E 1B
A:Cae A B4 T2 B MTT SRR R IR BE Cae A XF HK2
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A SEAFE B PCR AT B MR BE Cae A B9 HK2 2B KIM-1 % mRNA 7K ; B Western blot 43 HTHILA & 4 BE Cae A 19 HK2 480 KIM-1
MBI C RIFEDENAHTIMA MR EE Cae A 119 HK2 ZHAE T KIM-1 (9381k x40; 54 L. * * * P <0. 001

2.2 HRE Cae A 3| HK2 R NIEK
I Cae A XF HK2 408 KIM-1 263k B 5200, 78
HK2 4143 51 A 10 .20 F1 40 wmol/L #e B 1y
Cae A,M5E 24 h J5 43 il 4T qPCR Fl Western blot-
ting R, 25 5 R, MK EE Cae A B EETHm B
PibriE ) KIM-1 7K-F, 51 HK2 40 dbifh, 32
SEAGHE L (F 2 A2B) , il i otk
— PRI KIM-1 A9 3R 38, i A5E K DAPL B4 41
Jk , 2T DR KIM-1 ik, 45 itk — 2 R0
IEH AN KIM-1 2383055, B4 SV B Cae A
7S HK2 4 KIM-1 9 23 %k (’ 2C), Pk
SRR VR Cae A BEFLIE LA KIM-1 [3R1K,
514 HK2 #5455,

2.3 ERE Cae A FS HK2 FARKERNE N
TAERAMEIT B W JE Cae A S 09 HK2 41 g %6
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K F, DL R AR F % 5 N TL-18, 1L-18 | 11L-33 |
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Sy 23l A eSO A T UL 8 E K NL-

RP3 RIA , DO A R, MR EE Cae A HEW]
T JE/IMA NLRP3 f7KF- (& 4C) , LA &S
PR, U Cae A REW] 15 HK2 4 i AR 5E 2
N

2.4 NLRP3 #1#$l5 CY-09 gt —ERE LRE
BiRE Cae A IBEM N TWESEE Cae A
(40 pmol/L) 755 HK2 2 g %) 5 473 Fl R i )2 1, 38
1736 T NLRP3 #5) CY-09 (10 pmol/L) #E4TiA
7. 4T Western blotting 23 BT HK2 4 it h NLRP3
FIKIM-1 B H B8, 45 R R, IR IE Cae A BE L
8 NLRP3 1 KIM-1 & 17K, 1 in A NLRP3 1 i
#| CY-09 J5 ,NLRP3 1 KIM-1 % 1K A — & L
MR (EI4A) , THIMA CY-09 J5 E K EE Cae A
X HK2 A s (1 4B) , RW] CY-09
Al LA —E R B SR Cae A MO FEVE,

3 itig

AT AR S A Al 77 £ ek A 749 B8 AR 31— % 1)
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K38 F R A W B T 25 O, R A B
I WAL P S 2R 4 5C R AR B 25 R T B
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S T R I P i 2 B~y B2 3o A PRI A
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A BB BRI T THIIRA . ARG RE/R, & B L KIM-1 39 mRNA 7KL R K (A E
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BB CLE R — AR SRR BE Y Cae A BEPH 35
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BRPIEAVER, i — 2 0E S S W Cae A E3E T I
P4 NLRP3 , #1755 HK2 404545 S 26 5 S 0 1
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N AL (T 40 R0 B 40 A 55 5 I 400 ) A9 386 5
FTfe , RERE MNP S e RN, e 3 il 77 =2 H
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Role of inflammation induced by the novel immunosuppressant
caerulomycin A in kidney injury
Shan Runrun', Yu Jutao®, Xie Manman', Luo Xiufeng', Xie Chunya', Cui Zongyu®, Liu Xiaoying', Chen Qi'
(' College of Life Sciences, Anhui Medical University, Hefei 230032 ;School of Pharmacy, Anhui
Medical University, Hefei 230032 ;>Second Clinical Medical College, Anhui Medical University, Hefei 230032)

Abstract Objective
tubular epithelial cells and to explore the role of cytoplasmic nucleotide-binding oligomerization domain-like receptor
protein 3 ( NLRP3) in this process. Methods
HK2 cells was determined by MTT; the expression of kidney injury molecule (KIM-1) and NLRP3 was detected by
real-time quantitative PCR, Western blot and immunofluorescence, while the effect of Cae A on the mRNA expres-
sion of IL-1B, IL-18, 1L-33, MCP-1, TNF-a was also measured by real-time quantitative PCR. HK2 cells were di-
vided into control group, high concentration of Cae A group and high concentration of Cae A plus NLRP3 inhibitor

To investigate the effect of high concentration of Caerulomycin A (Cae A) on HK2 in renal

The effect of different concentrations of Cae A on the viability of

CY-09 group, and the expression of KIM-1 and NLRP3 protein was detected by Western blot. Results The results
of MTT showed that high concentration of Cae A could inhibit HK2 cell viability. Real-time quantitative PCR,
Western blot and immunofluorescence assays showed that high concentration of Cae A upregulated the expression of
KIM-1 and NLRP3, as well as the mRNA levels of IL-183, IL-18, IL-33, MCP-1, TNF-a, while CY-09 could
down-regulate the expression of NLRP3 and KIM-1. Conclusion High concentration of Cae A significantly inhibi-
ted the viability of HK2 cells and induced damage and inflammatory response to HK2 with some nephrotoxicity that
might be achieved via NLRP3 pathway.

Key words caerulomycin A; cellular damage; cellular inflammation; drug nephrotoxicity



