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AG490 TH 4 (IL-18 5 ng/ml+AG490 10 pmol/L) , 53 P FALHE 24.48.72 h WR MM, R FH o MR
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0.01),7 «-SMA BH 4 RAH WM (24 h:0.561+0.04,48 h;1.05+0.07,72 h:1. 434+0.07), 555 G5 B4
HEERBFEGHTEE X (Y P<0.05), AG490 FHEEM CK-18 MR KEHWKE (24 h:1.0710.07,48 h:
0.93+0. 06,72 h:0.83+0. 06), 3 58 IL-18 X B/NMF LK MM «-SMA EHKHFIEM (24 h:0.3340.01,
48 h:0.5240.01,72 h:0.6140.04) , BAERA B E (3 P<0.05). B AR ELEWELEREH 3, &1
#E B F IL-18 3 1f B B /N 1 B 40 CK-18 33k, Fif «-SMA %35 {268 B /M E K 45 b A LR
EF MM s Janus $EE 2 TR AG490 BEFR 4 BH MR IL-18 X B /NE b B 4R A (R 5% ML FE AT .
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[Abstract) Objective To investigate the effect of AG490, a Janus kinase 2 inhibitor, on epithelial-
myofibroblast transdifferentiation induced by interleukin-18 (IL-18). Methods Cultured human renal
tubular epithelial cell line (HKCs) were divided into three groups: blank control group, IL-18 (5 ng/ml)
group and AG490 group (IL-1B 5 ng/ml+AG490 10 pmol/L). The cells in all groups were collected at 24,
48, 72 hours after intervention. Immunocytochemistry and Western blotting analysis were used to determine
the expressions of cytokeratin-18 (CK-18) and a-smooth muscle actin (a-SMA). Results The higher
expression of CK-18 (1.2540. 08) and mild expression of e-SMA (0.174-0. 01) were found in blank control
group. In IL-18 group, the protein level of CK-18 was gradually decreased with prolongation of stimulus
(24 hours: 0.69 4 0.04, 48 hours: 0.52+0.03, 72 hours: 0.3030.01), while the expression level of
a-SMA was gradually increased (24 hours: 0.56+0.04, 48 hours; 1.0540.07, 72 hours: 1.4340.07),
and the difference between blank control group and IL-18 group was statiscally significant (all P<C0.05).
The administration of AG490 could restore the expression of CK-18 (24 hours; 1.07 4+ 0. 07, 48 hours;
0.93+0.06, 72 hours: 0.83+0.06), and inhibit the expression of a-SMA induced by IL-18 (24 hours:
0.3340.01, 48 hours; 0.52+0.01, 72 hours: 0.6130.04). There was significant difference between
AG490 group and IL-1B group (all P<<0.05). The results of immunocytochemistry and that of Western
blotting were identical. Conclusion IL-1B can induce the transdifferentiation of renal tubular epithelial cells,
up-regulate the expression of e-SMA, induce the renal tubular epithelial cells to transform to myofibroblast,
while AG490 can inhibit the effect of IL-18.
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Janus kinase 2 inhibitor AG490; Cytokeratin-18; ‘a-smooth muscle actin
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1.1 B8 N s /N b Bz 40 B Bk (HKCs, i ##
HELERMEZHEEAY) RARAZERD-18
(CKIO B RRIEEIDW ALK R FEYH
RERAF, RH - FHRINFEH (-SMAIE R
Bh& &) WA EE Abcam A F],IL- 1B A %
B Peprotech /A7), AG490 By H 3% [E Calbiochem /%
A ZHEagdiEfaw et mIEeiAd.
1.2 HREFRIA - ERATE 0% 4 015K
DMEM #% 3¢ B % #1 55 5 HKCs, 7 40 Jg W% &
60%~80% Rl & B, B Al 1L W5 3% % # [ 2 5 5
12h, RE 4 RE B B4, IL-18 % ¥4 (IL-18
5 ng/ml), AG490F W & (IL-1B 5 ng/ml + AG490
10 pmol /L), & H 51 HI W B 24.48.72 h,

1.3 FHE K% %P (Western blotting ) 4 i
CK-18,a-SMA FEH #35 : FI# 24.48.72 h WEH
HoMMABERER 200 ol REHHEIH R
ERWEEGKRE, —70 CREF. B MM 50 pg
BB, 105 250 550 B B - 5 73 40 WL A X el K
(SDS-PAGE) 5 # $5 # Z X W — % Z % (PVDF)
B 5 %I HR 93 83 37 CHEH 2 h, B4 WA R
CK-18 BHi M «-SMA HH, FlkH 1 400 &
B4 CHE. 2EAERKEECLBAE, L BN
& A (B-actin)fE I RS B . Western blotting &Hf
52BN A Labwork 45 BTG ER
arb7, M E A AW HREE(DMHE.

1.4 REAMAERN CK-18.0-SMA HHFi:
RACAR EXEEFA R . BH6 M EA, R

A_# 585 CK-18.a-SMA &ik., 0% ZBEE
#Hl 30 min;3%H,0, FEZRBEF 10 min KFAN
Tk B YR —H 1 ¢ 100 R, 4 CHB (LIS
ML ZmBARE —HAENEE R, £ RAZ
#,37 CBHF 30 min; BRI LY BiFCERN
HEI/ER,37 CHE 20 min; 3,3 - —FEBRERK
(DAB)B &, kB TUEHERES .

1.5 S FE BEUNBLFREZEGCEDR
~,FASPSS 13. 0 fTHREREEHE T E M, P<
0.05 AERELITFBXL.
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2.1 Western blotting # ¥ CK-18.a-SMA EH#
BAELED . ZAMNBACK-18 EARRE, B
A a-SMA B EEEIL-18 M4 CK-18 HEZE
M, M o-SMA Rix & #i £, 2ot 5] 4R 1
AG490 FHUE IL-1B MIEFRS .
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CK-18: 41 AEH-18;0-SMA .- F YA B B B-actin: f-Bl 5
EA,:BAMEE, 2~4: AMRAR-18 B W R M 24.48.72 h,
5~7.Janus ¥ & 2 MBI M AG490 T T4 M 24.48.72 h
M1 EOREEDLEANAR N EEAR
CK-18.a-SMA BH &%

®1 £4%/MEEEHKE CK-18.0-SMA

FEOFRRB (2Ls)
45 B B CK-18 a-SMA
Z A% R4 6 1.2540. 08 0.17+£0. 01
IL-18 Mim4 24h 6 0.6940.04*  0.56+0.04°
48h 6 0.5240.03*  1.05+0.07*
72h 6 0.3040.01*  1.43+0. 07
AG4S0 FH4A 24h 6 1.0740.07°  0.3340.01°
48h 6 0.9310.06®  0.5240.01°
72h 6 0.8340.06>  0.61+0. 04°

H.CK-18: M A B H-18,0-SMA - LML F 15, TL-1B:
B4 B4 X -18,AG490: Janus B B¥ 2 MBI, 525 St R4
W8 ,*P<0.05; 5 IL-1B 308 41 1, 8 , P <0. 05
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P4 72 h REBBEXAFTRE.
2.3 HREHMAERNT «SMA BEARK(EERE
HED:ZAMBRAR M EEARER «-SMA
FHRESR A IL-18 R4 72 h 'B/ME R MR
B o-SMA £ 2 HHE; AGL90 THAMEEX
HHREH.
3 i i

B /DERE AL B /INE B SR 4F 40 RS 1 AR
FRP R EEREEL, P TIFNER ST
BHXRBENET ., UEBAEY « SMA HEEH
Myof £ TIF B R A R B BHEXBIEM, B
A ECMWEELR. EFERABRHAIELEDE
ER AR Myof I EEREY, EHE4H
A JLFE Myof , [HEZFHFERET , B F
A] H B & Myof, Myof T 36 Y8 T RR4F 4 40 I3 1 43
b, SRR TH . BARATE N LS
M. HepBENELEARETRBEMEET R
Myof Bk &5 & ATTH £ &, Iwano £ H A
DNA REHEAREAREBREERAAELER B,
36N AAH Myof 2B TFHNE LEBARENE
. EHER L FEHRRER WHEMEEESH
Jfa% 3 4 ] B B W W e R A 1L

RERGRSHTIFNLBRE. SHELH
MERBRETAUFAEHRERF, I XEE
T XL @ 3540 A B 40 R SN A B
KSIBRERKRN, ANTIS 5T RERYRER
B, B T BE /NERTE AL R 5/ R R A AL
ILs RIBAH M RERRHEF . AHREHIL- 187
B E/NE LB AR AR B NE B R R A,
A EHECM WER. 35 TIFMEERRBY,
AEBHH A 5 ng/ml IL-18 R4, 45 RIEL,
IL- 1P REME LA E S/5EY CK-18 /Y
Fik, FE E «-SMA K2R3k, %5 IL-18 7T R ¥
ANBEH/NE ERAREERBE S, B 0LR
Myof , EL B 7 i 8] B B , AR B /L FE 3R .
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