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Abstract

AIM: To investigate the role of JAK/STAT
signaling pathway in secretion of interleukin-18
(IL-18) by Kupffer cells in experimental acute
pancreatitis with liver injury.

METHODS: Hepatic Kupffer cells extracted
through enzymatic digestion and density gra-
dient centrifugation were divided into four
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groups. Group A (normal saline group) served
as control group; Group B was lipopolysaccha-
ride (LPS) treatment group; Group C was LPS
plus pancreatic elastase treatment group; Group
D was AG490 treatment group. The concentra-
tions (IL-18) in Kupffer cell supernatant were de-
termined by ELISA, and the expression of JAK2
protein was determined by immunofluorescence
and Western blot.

RESULTS: The concentrations of IL-18 in the
supernatant and JAK2 protein in group B had
increased significantly compared with those in
group A (IL-18:312.23 £20.5 ng/L vs 13.50 £ 2.18
ng/L, P < 0.01). The same result was seen when
group C was compared with group B (P < 0.01).
The concentrations of IL-18 and JAK2 protein in
group D decreased significantly compared with
those in group C (317.31 + 25.24 ng/L vs 438.86
+21.32 ng/L, P < 0.01), but just only slightly in-
creased compared with those in group B.

CONCLUSION: Inhibition of JAK/STAT signal-
ing pathway activation may reduce pancreatic
elastase-induced expression of proinflammatory
cytokines IL-18 in rat Kupffer cells, which may
help alleviate liver injury induced by acute pan-
creatitis.

Key Words: JAK/STAT pathway; Interleukin-18;
Acute pancreatitis; Kupffer cells; Liver injury
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o b iF ik PIL-184%; MR RAF EH
AR AnWestern blotix#] 4m it % & & P IJAK289
Fik.

R 5Ai, BAAEL FTLPSH# G,
JAK2E Gty £ X A B kiR PIL-18433
B 2 3% An(IL-18: 312.234+20.5 ng/L vs 13.50
+2.18 ng/L, P<0.01); CZ0/2 Fl &+ 4 FLPSHe=
elastase R85, JAK289 25 B %595, LiFk
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AR T, LiEkFbIL- 1843 LA REAZE
AR, HCAE £ 7 A %t FELG1731E
25.24 ng/L vs 438.86+21.32 ng/L, P<0.01), 12
5Bk, BMEAUH BT, 27 LRt
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KT 2R IR % (acute pancreatitis, AP)K
BLHI LA A T R Ah 2% B 40003 it o, B ok
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F U SRR — RIS AP, S0 IR 4
ZUB O &1 20 o, IRl — P41 A4 2
RIRTBOR RN, 3k — R TR & AR RIE D,
L B 3 A T R B ) — Tl ) RE
IL-18, X RIEN FEAPK L KIEL R
LR R, A2 3 EA PG I ) G5 ]
UL AT A B K W B AN B R, BIURG A
40 g (kupffer cell, KC), fill FLAT 55 K1 73 s 4%
el 2 B S5 (R Thr i, R AP IR 17 71 FR R 5 S
JiRA 2% B BT R T AR I JanusIl /M5 5 5
PR S P0E 1 (janus kinase/signal transducer
and activator of transcription, JAK/STAT){5 5
TP 2 A ML 1A S I SR 4, (HAP
I, JTAK/STATIE B A 3 FFAE 73 WATL- 1845 F 11

W5 H A C RS, AFST B AE R B 5E EAR
KRKC, MEEAPKIKCHIAK2E 18R 7 il
IL-18% 1, WHfIJAK/STATI®E % /£ AP K C 43 i
IL-181/E - ML, CAER T > AP Sk 4
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1 RIASEA

1.1 ## PercollZ) &y HPharmacia/A fl;
AG490/t) H BiosourceA Fi]; Hepes. PMSFXJI H
AmrescoA 7); RPMI 164013575 H Gibeo
oy PRSI SE (1E)W H Chemicon /A #; 1L-18
WA & B ADL A W), BRI S8 P g b i 1
EHURIAK2-IgGI [ Cell Signal 24 w]; Sk i
B-actinilty H L4 W] 40 MR H 2 R
2wl HoAth i FR T8 0 [ 7= 4 A 4lA 7). PVDF
JiE 2k 5% [ Millipore s w7 s AR PAGE#E
P FLIRAN S T R UKAE . KRR B T &
G440 [ Bio-Rad A 7).

12 7

1.2.1 L mpeeyn s, stz R 6 SD
Ki24H(200-250 g), 1 B 1 EN RARKCE F
A R R BE B S B B R L. 4 SCER[3 11T
SRy 1R P B A0 . 5 B Ao 8 0 DA R 32k
PR BERFE UK C. B UK CH Rl T-6 fL AR
(1X10°/L), 1 hJr R FREE, T PBSI P21,
255 A N R T, R 0 i B S S T 1
ALK C. A0 M Pl e R FH & 1y W4 e 5 56, 4
JRLE ST 5 SR FH A Wik S 5125

1.22 #Empanafe s 2. KK S M Murr
et al™ W7k, FEAR A S0 BORAE - i
b ¥ FR IR MK CHE 100 mL/L FCSHY
RPMI-164055 77 5559724 hJr 2y 44l @ = 6). A
H(IEH XA ARy IR 5E BiE it A A B g
/K30 mL/L); B4L: L& i AR £ HE(LPS,
50 pg/L); CAL: B3 M ALPS(50 pg/L)FJEE
Fdk Al (elastase, 1 U/mL); D41: _LyEw+
TIAAG490(30 umol/L) S Hl#40.5 hi,
LPS(50 pg/L)Flelastase(l U/mL)Ab 2.

1.2.3 tmfe Lok 4E . KCALEI IR 541
Jri 12 i FE B 783, 4°C, 10000 2250010 min, Y
BT LRI T-70° C IR AE.

1.2.4 #afe bk FIL-1843 M 2 ELISAMEK:
D20 b3 TL- 1811 7 i, FLAR D IR A% 4
TR A U0 P AT A, I 2 b o
A3 HORE T THORH B 4 B R R O A
IL-18¥ R B4 1 ng/L.
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1.2.5 AR E KA F & FLKAKCEC
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min, 0.1% Triton X-100i#i%E 10 min, PBS= 1% '
PE15 min, 10% BSA-PBST} 4130 min; £ Ji1—#t
(JAK2B PR - S0FRE)4 CHFH L1, PBS
MYES minX3, ZHi(1 : 10058, 37 CHE &
B1.5 h, PBSYES min X3, Fioe G0 K b A ikt
Jr. JAK2PH M 5 2L 4 140 5, 4 M o ke 5ok
S BAPEG . BIPE IEAS I — T, JLAPERA [
Olympus % )6 i il B M I8 7.
1.2.6 Mm% &G PIAK2 &k dg s m): & SEi
Y153 AE S IR DN 7 4R S5 R 12 h i A
Ji, TFSISCER ) AT 40 i, P RIPA4H i 24 fif v
Z4fR A0 My, SRECEEA. TR E AR
BradfordiEAT S 8 1€ &, %100 pg/fL, 17100
mL/L SDS-Z WM Bt & B Ik 70 252 h). ¥
HLVK S 5, R B (I A PR3 h)ie 4
PVDFMR I, B M . A bt IAK2 R
SeFEPUARL ¢ 1000F8), 4°CIt&, FHTBSTHENR
5K, FER6 min, TN BRI A AL DI EEbR L 1)
FHUR UL 200050%F), ZEWHFEIAR_LIV4 h,
FHTBSTEERES X, BEK6 min. YEMFECLZAL
FRON, XEE G 8%, LhB-actinff o 2 i
HIBio-RadE14 73 ¥t R4 A, HImage-Profk{i:
I3, LURH R 4%y K FEAE s AR B
St AR P EdE K HISPSS13.04t 1 ik
FEEAT 23 BT, TF PR D mean £ SD#R IR, 2413
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nP<0.01); 5BAILLAE, CAIIL-187 f&3 i th B
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IS 22 7 i 3 (P<0.01), {HAIBAL LL A0 8 Pk
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126 kDa
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JAK2

[-actin

B 2 YBROIAKEBREMN. A: FH* IR, B: LPSAL,
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Pt S SO R ON I, [ B 98 i f i 4 2P URE
JROK B I RREA T, 281 TR K B FFAE. X 2e
T R 38 1o RO R K C S 5 7 50 %,
I — P A0 A2 I N G 5 RS B RO N,
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JEI AP, JFF AR JERE S5 N 55 A9 3 K % e
FEAN MRS AT, XAPIITEEARSE . IR
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JAK/STATA 5 0 % 2 40 W X 715 5 5 1)
HERE . —, TR O, AR —
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P 05¢
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0.2t
0.1}
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IL-184) FTAK/STATSR ‘Tl 2 5 AP K Sk
JEIF LR,

AW R BL, IEHKC FIEHhIL-1847 # /b
HRIA, 45 TLPSHIBES, KC FiG i HIL-18%1k
B2 L, B4 FLPSHlelastase i), IL-18
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