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Wnt3a induces epithelial-mesenchymal transition in mouse hepatic progenitor cells
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[ Abstract | Objective  To determine the effect of Wni3a on epithelial mesenchymal transition in
mouse hepatic progenitor cells. Methods  The mouse hepatic progenitor cells were infected with Ad-GFP-
Wnt3a virus. Light microscopy was used to observe the morphology of mouse hepatic progenitor cells compared
with blank cells. The metastatic capacity of cells was observed by wound healing assay and Transwell assay.
The expression of epithelial and mesenchymal markers at mRNA and protein levels was detected by real-time
PCR and Western blotting. Results  The mouse hepatic progenitor cells were highly infected by Ad-GFP-
Wnt3a virus. Mouse hepatic progenitor cells had morphological changes from epithelial to a spindle-like shape.
Wound-healing assay showed the migration distance of were 0.53 +0.05 and 0.33 +0.02 mm, respectively for
Ad-Wnt3a cells and Ad-GFP cells (P <0.05). Transwell assay showed the cells permeating the Transwell
membrane were 62.00 +3.60 and 10.33 +2.08 respectively for Ad-Wnt3a cells and Ad-GFP cells (P <0.01).
Real-time PCR and Western blotting showed the mRNA and protein levels of epithelial markers N-cadherin,
vimentin and snail were increased significantly, but, those of mesenchymal markers E-cadherin and CK-18 were
decreased significantly (P <0.05). Conclusion  Wnt3a can induce epithelial mesenchymal transition in
mouse hepatic progenitor cells indicating that Wnt3a might be involved in the progress of liver fiberosis.
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1.1.2 5 DMEM 5 37 5 K i 2F [1L7F 35 W & Hy-
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10°A/FLAERN T 6 FLA, 4390l Yt Ad-Wnt3a 1 Ad-GFP 5
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Ve IEFE A LM, 2 LM H A 500 w5 1% Jifi 24 1L 1% (Y
DMEM };7%, 14-19 20 i i) A& A8 0 TGN HOE RS BE g . 1
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279 AAC = (Ciggaps — Cuys ) AEFRAL = (Coaun — Cupgs)
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N R—40 37 CHEPRIFHE 2 h, TBST ¥E¥& 3 ¥X x 8 min, JILAAH N
ZHUEIRBEE 1 h, TBST ¥k 3 K x8 min, ECL %06, SR
3,
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2.1 Wnt3a ZHalrk# 14-19 tmfa

Ad-GFP 1 Ad-Wnt3a BE &5 2010 8% s 14-19 40H, 4% 5 7%
& 4 pfu/mL I, 586334555 90% L (K1), BYemzE 72 h
Je AR AN AL ER BEE 11, Western blot #5:30 B B 3L Hl Wnt3a 3834
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i HCC J2& AR 24k B 4 A s AZ B 24k 5
WRTEL o AR T 40 A e i S 20 2 A i LA
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HAUMBEE , X—BEIAN , EMT/MET (5756 2, 50
TR, 8 EMT ik MET, W& 2
DA AEAL R 32 W2 MET @81t EMT, I IE & b B2 36 A
HFAefbiiit, UL, @i EMT Jl 4 5l 7 4 4
ik, AT R R A A & AR R B AT R

Wnt 55 8787 R0 0 40k i B b K ¥
HEENEH (LIS TR0 & 4 EMT /3 72
b ELARAIL R B HSR AN B o AR AR A A D SE 56
R, G4 Wnt (55 @ 525 T A A4k
() bz ] Ak AR . Wnt3a & Wit £ LR R 10 E
AT ARSI R TR A Dl T A Y Ad-Wni3a 15T 14-
19 4l =5 Fe ik Wnt3a, WL FHOG 4 i 32 23 4% 58 ) AN
AR SChR YRR R, TR L, m R
ik Wnt3a 1) 14-19 2 il i 25 BRAR L 85642 KR,
S S0 I S 6 R 240 A AR SIS R, R R ik Wni3a iy
14-19 AT fig 71 KRR = 5 Rl RT-PCR Al West-
ern blot SZIK; , JIESE T 7E mRNA JK-F-FIEE FH K, &k
ik Wnt3a i 14-19 4iffg [ 2 bR &4 E-cadherin Fl
YRR 18 (cytokeratin-18) B3k, b i ] Bidr &
#) N-cadherin . vimentin I snail [{] 3215 ; X S 45 AR
/AT Wni3a fETES: 14-19 40f0 & 2 EMT 314 .

EMT (1) 2 br a8 b e R MR & 8 H E-cad-
herin 3K T, B BAH G 1 LH . Bl £ 4efb b 72
th EMT () &4 &, E-cadherin &30 [A] 51 40 g 45
SRS B 5, 5 R A M 2 18] ARG B T B ol 240
Z IR . TR FE b A0 M Y b R E P D e
KAEWBHSAE, k4 EMT i) R MEs D 178
BRI e A f5, 5 S R 40 i RN 35 ST A fl b,
B2 20 AR Rl BN ET 4 20 B, 20 B 1Y) 3 B2 F s Bl RE ) 1
51 E-cadherin B9 T V81 28 Bl 2k 70 Ho A A — B 2% 5
Pegaig h WA & A, e S IR i 1 E-
cadherin it B 25 3 35 87 (04 0] J57 85 K5 2 (1, 40 N-cad-
herin, N-cadherin 734 il 40 i /9 8% 20 7, 5 B 240 e 0
PR B T 200 T T ARG B AR 9 B, Se e 4
4 g E-cadherin ) mRNA FIHE [ #1585 0 2 R AL,
[f]i} N-cadherin (1) mRNA FIE /K EFE A ETE
WX —IG IR &L EMT i [E] 3815, vimentin J&—
A EBR ARG, R ELAM T, s 5 2 Ml
AR N AT e BN B . Wnt3a (1) /5 323451 EMT
Sk Snail BRIk & B E T WL B, Snail
YESR EMT 3o 78 v i OGS 4 DX, L] 38 i i) E-
cadherin [ [E] B | 9% N-cadherin {33k, LI5S 400
IR E 42, TR S EMT kA" Jn4E sk, iF R &
I, s L AR K i 7 8 Rk ) CK-18, CK-18 244
T 200 v 7 228 1 ) R — 1 e
AR 25 R Fn T g s s v A S 2EH . FEMIG &
B R, IR AT A0 ik CK-18" AR FIREE T,
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F o K S EUT0 0 308 T 19 5 S8, 2 1
JFF9 A8 25 E R 25 e 0, LA % A8k YO AR N 4 4
R AR s, Ad-Wni3a SR 14-19 40003 d J5
2: 95 CK-18 (TR, #E— A 3W] Wnida 5% 14-19
S0 L ) S T A AL T AL

25 b, Wit (5 5@ A2 76/ BUF BT 40 i & A EMT
AL B R T R T ROAE T, b 2 S A
1 Wnt3a BiESE R 485 S/ BUITF AT AR 40 i & 4= EMT
AL BR Wt (5 5B 2 1 682 5 I 2F 4k 4k i & 2
R SEIERR e — 2 RS I R R I 0436 97 7 1k B T
A IR A T LA
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