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AL AR AR O AR BT o0

(HE] HY OB EIEIE A S T Cxel2 FA M TIREILH . Jiik IR/
A 1% HER ( cholic acid, CA) g fa b 2 J&, #4) 2 IH 71 U B/ BB Y, 25 7 4 B 3% MR s 33 5
(100 mg/kg, 1 k/d) . WEEFAHZE HE 4§y AR5 Scheuer REEFA TR L4145 o R Real-time
qPCR & Western blot 77 7Kl 48 M8 25 X0 /IN U IE P Cxel2  Cxer2 \Mpo ,c-Jun FRIK A2 o 5 FH e e 41
AT RN BRI P c-Jun (3635 0 70 B 085 55/ BB T 40 M, {45 & B IR R TCA BX A 4R 2R
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INK #3017 Anisomycin F1#E 2 IR/ R 400, R L Cxel2 ik, 850 WBE
25 20 W S SRR IR T IR RO S 1 SORE PR 405 ( P<0. 05) iR 5 22 B b 0 ¥l ALy 98 AR/ RO IR 74 e AR T
T Cxel2 Je AR Cxer2 235, I 100551 T BE P9 Hb PR B 40 M A5 25 9 Mpo RS % [ T c-Jun By 3A (P<
0.05) . #RARZ W E WA TCA 75510/ BUS AT 40 i N AL R Cxel2 193235 (P<0.05) . JNK 335
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Melatonin inhibits bile acids-initiated Cxcl2 expression through JNK/c-Jun

signalling pathway

TAN Ya, TANG Wan, XU Zigian, ZHAO Nan, ZHANG Xiaoxun, CHAI Jin Center for Metabolic Liver Diseases
and Center for Cholestatic Liver Diseases, Department of Gastroenterology, First Affiliated Hospital, Army Medical
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[ Abstract | Objective To investigate the underlying molecular mechanism by which melatonin
suppresses bile acids ( BAs)-initiated expression of chemokine C-X-C motif chemokine ligand 2 ( Cxcl2).
Methods Mice were fed a 1% cholic acid ( CA)-supplemented diet for 2 weeks to establish a model of
cholestatic disease, and were given an intraperitoneal injection of melatonin ( 100 mg/kg) once a day for 2
weeks. Then, the liver tissues were collected for HE staining, and the liver histology was scored using the
Scheuer scoring system. Effects of melatonin on the expression of Cxcl2, Cxcr2, myeloperoxidase (Mpo) and
c-Jun in the liver tissues at mRNA and protein levels were detected by real-time gPCR and Western blotting.
The expression of c-Jun in the liver tissues was measured by immunohistochemical assay. Primary mouse
hepatocytes were isolated and cultured, and then treated with taurine-conjugated bile acid, taurocholic acid
(TCA) and melatonin in order to explore the mechanism of melatonin reducing BAs-initiated Cxcl2
expression. Furthermore, these primarily cultured cells were treated with anisomycin ( JNK agonist) and
melatonin to further detect the expression of Cxcl2. Results Melatonin treatment significantly ameliorated
cholestasis-induced inflammatory liver injury (P<0.05) , and reduced the elevated expression of Cxcl2, Cxcr2,

Mpo( a biomarker of neutrophils) and the transcription factor c-Jun in the livers of cholestatic disease mice
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(P<0.05). In addition, melatonin suppressed TCA-stimulated Cxcl2 in primary mouse hepatocytes (P<0.05).

Anisomycin reversed melatonin-inhibited Cxcl2 (P<0.05). Conclusion

Melatonin treatment can decrease

BAs-initiated expression of Cxcl2 via inhibition of JNK/c-Jun signaling pathway in mouse hepatocytes.
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YR —Fi AR, F BRI B AA SRR G B, IR REAE
PR REE BB B RN S B i (B IHGE ) S AR R4
girpyE, R RS 5 A DRE R IR, JF i R
RO RFEHAE R . X862 AAE I L %) 240 L Fn
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TRIzol 3 77| W) B Invitrogen 2\ &), 100 5% 5% 5] & . TB
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TCDCA , %} BRZH Y fin A SR FR ) DMSO, 43 12 h 5§
24 h J5 , $EEUE RNA BEEH
1.4 % RNA JRIX  i# # % & Real-time qPCR
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TCACCGATGTCT-3’, Rt 5'-AGAATATCTTGCACAGG-
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1.5 Western blot #)|
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K 1A) o FIH Real-time qPCR AG:I 48 % 20 H R AR
R/ EUF A AN BREACUH 0L Cxel2 mRNA 7K
s, GnE 1B C Frs, SXT IR AH L, 19% CA 4]
/NEUF AR F Cxel2 S HAZ 4R Cxer2 mRNA 7K
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H2EE X (P<0.05) , KRR X 1%CA IR/

JIFWEN c-Jun  p-c-Jun 7K [ 52 0, 45 4L & AR 2E 2% 1)

Control

BFEW D 1%CA TEFE/NEAFAER c-Jun mRNA Fl p-c-
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My, 25BN, 454 BT R TCA [ TCDCA Hf & 3 i
T EAR /N B 20 N 4% 5 L e-Jun mRNA [ 3Rk
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+Mel 2l p-c-Jun  c-Jun p-JNK & [ 7K 5 2 B AR (P<
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DAk SE UIE . FERAM L bt — 2B W5 4 AL
KB, B 22 s ] INK/ e-Jun {5538 B R ik 2D
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