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(W B TR 22 AR dn B2 22 B8, it 310018)

WE 598 M (oncolytic viruses) v de M Hu 2 4 AP I8 ta 05T 12 2P %), 1808 £ e 2R
FFAEAR P = A 5% 269 S JE L B R, AT 3 ] R A SU AT g dn e, B L AF R 69 98 T Ae Fed) b
V9% A A A T AR B 6 T e TARIRZ —. KT Wntfs 5 69 AP g 45 7%, AFF LR Witz 5 B
) FTCF/LEF4 A5, 5 57, AR AT A REIA, FRIREIALR 5] Li 5RbE & 44649
24 bp b ¥, F BB TSLCIAEANR IR B3R, 7 R E 0% 7% - Ad.wnt-E1A(A24)-TSLC1. i@
FR A EEIRE A% . Western blot 3. MTTik. #4555 $ &%, Hoechstf & 345 3 40
Wntfs 5 7& . IFJE ot 47 7E B A B T e BALE L. R A I, I B tm oA B e LA 4%
5 0 Wntill 3575 M fo ik A SR M, b F 40 9% 4L B HepGR/E A 45 2R B %, 57T 18 id Caspaseifl
BAAFmIET, ARTR QG R T RS

x#E FERAIT; Wnt/B-cateninif % ; VIR ARIA T A0 E T

The Study on Inhibition of Tumor Cell Proliferation by
Oncolytic Adenoviruses Targeting Wnt/p-catenin Pathway and
Delivering Tumor Suppressor TSLC1

Jin Jin, Zhao Yujia, Zhang Jian, Wang Binrong, Wang Yigang*
(College of Life Sciences, Zhejiang Sci-Tech University, Hangzhou 310018, China)

Abstract Oncolytic viruses are able to selectively infect and replicate in tumor cells, which further lyses
tumor cells and produces immunological response to inhibit or kill tumor cells. Oncolytic viruses become one of
the most promising fields for tumor gene therapy due to their special oncolysis and tumor targeting ability. Based
on the tumor specificity of Wnt signal pathway, our study used the novel constructed oncolytic adenovirus Ad.wnt-
E1A(A24)-TSLC1 with a mutant E1A expression cassette driven by TCF/LEF binding site promoter and delivering
a tumor suppressor gene 7SLCI. The Wnt signalling activity, survival rate and apoptosis of tumor cells are detected
by Dual-Luciferase reporter, Western blot, MTT, crystal violet and Hoechst staining assay, respectively. The results
show that tumor cells have higher Wnt signal activity and stronger sensitivity to oncolytic viruses comparing with
normal cells. Ad.wnt-E1A(A24)-TSLC1 can effectively kill HepG2 cells and induce apoptosis through Caspase
pathway activation, which provides the reference for the clinical treatment of hepatocellular carcinoma.
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Jirb g i 36 [RVA 97 (gene therapy) A& Fi 18 ik & K] T2
T2 F BOK A8 HE PR 5 O\ B0 41 P >k 24 1 i b B R AR
LR, DLk B ) B B8 g 40 i B . 58
J#i B (oncolytic viruses) A AT i 45 14 Ho 76 % i g
Hh S ) DT S8 7 2 4 R 2R A8 R A AR PN P A B B
T8 B IRONE (AR R, T RRCA 2 RV T R R A A
R DLSAY MR 75 D JE A 1) 5 988 19 £ (oncolytic
adenoviruses) & JIJ87 5 K1V T7 I R AF 9 e i FH 1)
Bk —1,

TSLC1(tumor suppressor in lung cancer 1)7& %
9% BR AR 1 SR R B — AN R R TR AL T
Yettfik11g23.2 &, HiFukuharafE dF /)N 40 i il g b &%
BUERA I L R 5 S S R, fE R . AT
e JRARIE . A0SR THTSLC 1A A RIFERE 2R
TECL SRR A AR A . R B

AW 5 M8 FHWntf5 5 5 3 TCF/LEF4S & 7 /5
Fe B SRIFR I WnthS 3h17), 2 B 2 5 391 5= A kX
E1A, FMIBREIARER 751 I 58 5RO (145 4 1124 bp
F B Wi S R TSLC TS N B 2 E3IX, T ACE
I Ad.wnt-E1A(A24)-TSLC1. W77 B 20 s 15
Ad.wnt-E1A(A24)-TSLC17E {4 #h Xt 92 41 g Hep G214
B IR B AR R, 04k s 25 5 R 50 DA S 2
o B F A ) PR AN e A R A S 2

1 HRE55%
1.1

21 17 9% 7 Ad.wnt-E1A(A24)-EGFPFIAd.wnt-
E1A(A24)-TSLC1 H A 52 56 = #4) 4 IF f& /71 HEK
293a. L-02. HepG2. HCT-116. SW4804H fif1 ) &
SRIESE R S e aRii] o=
1.2 EEiR5

DMEM Basic} 7% 2 8 H Gibco s 7] fa 4 i
W F Biowest A &; i Hx I BFAH B A0 75 % -
B R IEW(100%),  H B0 | IPMSF. IP2L i
W S8 Al B FEZZ ph . Hoechst 3334235 ) H
B RAEMFEARGIRA T, 96 = B 77 &%
H GeneCopoeiazs 7], 45 i %5 ¥ H Sigma s 7]; BCA
H A E &\ 57 & H ThermoA #; B-actindyi 74 1
H B2 AR A BR A Al TSLCIHLA Y H Abcam
/y #; ETAST /K 1 H Santa Cruz Biotechnology /A #;
B-catenin. Non-p-B-catenin. Caspase-9. PARP.
XIAP H Cell Signaling’s #; e —#T W _PIWH

Cell Signaling/A 7] .

1.3 753k

1.3.1 @mieEifigmadimne MERFET
10% FBSHIDMEM%; 77 3£ (7% 100 U/mL 7 %5 & Al
0.1 mg/mLEEERK)H, B T37 °C. 5% CORiF ks
FEo I A TE E70%~80%M B4R, fRHF3~4 dfe—
AR RS 7% . B 2H 0 75 1030 52K I TCIDS 077 V4l
5E, B AT B K THEK 293241 g LAS < 10*/mL )
BT 96FLAR Y, FEFL100 pL, 435 40 B s e, Ky
T B R AHOZE SR 1065 BE FE A R . W BE S5 1A B A%
100 pLA&FFLEEFNBI96FLIR T, 5 — Wi — A HE, 4%
1) L 375 A B 7 3%~5%, LA IE 05 240 M R o L, 3% 482 00
%210 do f%Reed-Muench¥ [k 115 45 B 4 # h
2 PETE B A PFU/mLE Y,

1.3.2  Western blot# & & Jit /K- Eociiikd=
FH %1% PMSFER [ Bl 40 1] 751 B TP 2L R v UK E 2R ik
30 min/ HX_F3, BCAZ B i 7 & I 25 R FE
ARSI LR MR 21 9 & 9 10 min, TSDS
BN M IR e i o H vk . BRI ALINN25 gl
AN R b 3 () B RE A, FHPVDFRR 55 158, 5%t g 4
ki A AERE S PUA, —PL P B 5 FHECLZ 5 .
PAB-actinsx FHAE NN S X

1.3.3  TOP/FOP Flash* % % & B 4k 45 3 B 44 )
2 JiE % Wntfz 5 K- WO B0 A K 2 e, LA
1x10°/mLIF % B #0244 LAR 1, £:FL500 pL, 35
F%24 hid 41 U U5 BE; £ TOP/FOP Flash 5 pRL-TK
F4% 501 B LG e N FRF 4R iR, K5 7748 h)E
FLysis Bufferffift, =M% & 15 minfl b $23X71)
SR HIFLuc MR Lue TAEW, T8 R B Uk e
¥ 01 ¢ A . ATOP Flash/FOP Flashf H B AF A
RIG&ER.

1.3.4 MTTik A | & 40 3% % 2 % 40 L 6 5 7 2R
B # 4 KA 40, LL3.0x10%/mLIK %5 & B2 fh T
96K 1, FFFL100 uL, FF2H B B f5 43 il i N EE 20
[ 9% B2 Ad.wnt-E1A(A24)-EGFPFIAd.wnt-E1A(A24)-
TSLC1. F G LI FIDMEMSG B 2%, {8 2 249K 5 4y
BIN1. 5. 104 20, 40. 80 MOI, X f& 2H hin A\ 2544
U DMEME; 77255 . i 8E 4048, 96 h/sBEFLINA
20 pL 5 mg/mLIIMTT, 4k 285774 h, Wk L, &1L
JIA150 uL DMSO, 7& & ## J5 T-490 nmik K AL
W FE AR

1.3.5 5 db 24w & 40 gk A 3T m B 4G A 45 AR
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HOGEAE K40 i, LL6x 10%/mLIY % FE 32 Ff 1-24
FLB R, £EFL500 pl, 155524 ho £F 40 fo s BE A4 K
J& 43 3 i N 25 4 1R 975 2 Ad.wnt-E1A(A24)-EGFP A
Ad.wnt-E1A(A24)-TSLC1. 7% FIDMEM#F: B
W TE, 2 ZIRE RN, 5. 10, 20, 40 MOIL, X}
FRZH NN AR FR (I DMEME; 35 52 . TR ERAL 72 hg,
W2z B, FFLINA200 pLE4s S, SR E
15 minJ&, ¥ 5 Qi fad k.
1.3.6  Hoechst 33342 % &40 & 28 & A5 5 40 L A
= BUNEUE KW E I HepG240 i, LA1x10%/mLi %5
AT 24 LM R, BEFL500 uL, £ 20 NG BE i 2 il
TN 20 955 B Ad.wnt-E1A(A24)-EGFP I Ad.wnt-
E1A(A24)-TSLC1. HJEIMLIEFIDMEMM: B 5, 18
ZRWREEN0.5. 1. 5 MOI, X B8 20 i N 25 44 AR ()
DMEM 37 3L . S 7 Ab P48 h)m, W2 i, S5l
200 pL[*JHoechst4t (i, 37 °CiE# )t E 30 minf5
TR B AE T RIE .
1.4 GitE o

K Fl GraphPad Prism 6.0%K £ 3F 47 4t i1 2 53 #7
FE A 04 SR F 0 S7 A A S 50 0T /B0 0 X R ek 56

&
&‘ly QS‘Q

B-catenin

B-actin

p I$D?OQ C;\'
%

U
O
&S

P<0.05NZEFA %2 o

2 HFHR
2.1 AR p-acteninZE A RKF

18 1 Western blotfer Il i 1F & 2 il (WRL-68) Al
Jee: 40 i B-catenin 2K [ 5 /K T (B 1), #1125 07 ik A o
FWntfE 5 5 5% [K F-B-catenins/K P 5 =57 B 41 P Ak
M A4S, 5 IE % 40 B WRL-684H b, FrHeladtl i
Ab, HoAth 32 0 9 40 i v ) B-catenindi (3 0 B 2R
ko Horh gl H e 40 I SW480. HCT-11641 T 40
e HepG2 7 B-catenin/K 1) i JEH T 3%
2.2 Wat{5S X EFp-cateninfE 4B F 1+ SHY
HRIEM

K FHTOP/FOP Flash®¢ J; 2 Bl 41 15 Jo bir, 1 i)
YLiii 1% H 3R 20 I Mk Hep G2, HCT-116. SW480, LA
JH I 40 BRL-02 49 %6 HE, FR4E TOP/FOP)3i ¥ Luciferase
TV DU A R B AR LU — P4 i P B-catenin /-5 (1) 5%
TEVE. S5 AR, o AN A B A B R I B-catenin/
TCFi% 4, HTOP/FOP Flash Ht 18 5 % fE 41 I L-027F
B M £ 7 (K2). HepG2H1SW480[)B-catenin/TCF

N
o N

N (@f ™~
S Sy
s ¥ K

g
& »

‘2@

E1 AR p-cateninE A B HI7K

Fig.1 The protein level of B-catenin in cells
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S
S
1

L-02

**P<0.01.

HepG2

HCT-116 SW480

[#]2 B-catenin/TCF luciferase’E 4
Fig.2 P-catenin/TCF luciferase activity
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T T BRI L-02, R S0fE LA . R, S5
2 0 S5 SR FH I = e 4 e L 265 = 4L 7 )
HARGRAR
2.3 B BRRE X AE A RIS R S0

H 5t HE % 7E Ad.wnt-E1A(A24)-EGFPAI H )95
£ Ad.wnt-E1A(A24)-TSLC143 5L 1. 5. 10+ 20+
40, 80 MOTF ¥ B2 B 4L JH 1F ' 4H L L-02 71 Ji 4H fd
HepG2. HCT-116. SW480, i#HiIMTTi%: 4 T48.
96 h /i Al %5 2 20 0 1) A7 37 2R (EI3) . AN IE 4 i
HH AN IS 8] A A E 2R AR AGR R, 5 TSLC
09 = DXL B 008 1E 20 I ) A R AR B D, 24

Ad.wnt-E1A(A24)-EGFP

P B, 7E U R K A R, A AR
KANZIT100% . 5 %5 HE 40 AR Eb, 58 40 B 1 A A7
22 56 75 0 7530 P 1R 3G I B AR ] B e R R
B 3% . HepG2X) 9 M = 20 9 25 B N U, HCT-
1164k 2, SWAB0HURME i 7 . 5 X R BEAd.wnt-
E1A(A24)EGFPAH L, H i i FiAd.wnt-E1A(A24)-
TSLC LA HepG2 1 A4/ F BE K, R l7296 hfE, H
(997 7 Ad.wnt-E1A(A24)-TSLC1 1) %15 20 6 H B
2.

N TS FTAd. wnt-E1A(A24)-EGFPFl
Ad.wnt-E1A(A24)-TSLC1 7 Fh 9 8 XF 40 i ) 55 14

(A)
E3
rr/LEF p| E1aa24) CMVp > EGFP
Ad.wnt-E1A(A24)-TSLC1
E3
TCF/LEF g E1A(A24) CMVp
96 h
(B) 120 T Ad.wnt-E1A(A24)-EGFP
S olg AL S SIS F O Ad.wnt-E1A(A24)-TSLC1
2 %0 NI| N 2 s0f
L-02 S 60 NI N E o
o= \ N -
> 40 Nl N > 404
3 NI N 5
38 s s 3 201
T 5 10 20 40 somon U1 5 10 20 40 80 Mo
120 1205
K 100{ g Fm on B 00 gm "
2 80 1 2 804 R D1 o
SW480 5 60 5 604 ‘_‘
S =
> 404 > 404
S 204 5 201
g = g »
15 10 20 40 80 (MOI) 1 5 10 20 40 80 (MOI)
1205 1207
=3 * okk =3
S 1000 qf @l s 2 S 00{gn
2 80 Z 807 1801 &1
HCT-116 B 60 = N[ N =
g g NI | N
5 40 > 401 NI Nl N &1
3 20 5 201 s s s N
S, S VNN
NN LN oNLL NI NI RN R
1 5 10 20 40 80 (MOl 1 5 10 20 40 80 (MOI)
_ 1207
> > sk
éf é’ 1001 q sk x
2 2 80- \
2 = JNEN! R =
HepG2 ..g _g 60' § § okok
5
=} = N N N N N
3 s 201N/ | NIl N[] NN &
©  LINLE N NI NN © N NI NN NG A
I 5 10 20 40 somop * 1 5 10 20 40 50 (Mo

A: EHRFH L), B: Ad.wnt-E1A(A24)-EGFPFIAd. wnt-E1A(A24)-TSLC U4 41 1) 545578 5

*P<0.05, **P<0.01, ***P<0.001.

A: the structure of Ad.wnt-E1A(A24)-EGFP and Ad.wnt-E1A(A24)-TSLCI; B: killing effect of Ad.wnt-E1A(A24)-EGFP and Ad.wnt-E1A(A24)-

TSLC1; *P<0.05, **P<0.01, ***P<0.001.

E3 ZEFFHEHRAd.wnt-E1A(A24)-EGFPFIAd.wnt-E1A(A24)-TSLC153 4AAE R 5 1E A
Fig.3 The structure and the Kkilling effect of Ad.wnt-E1A(A24)-EGFP and Ad.wnt-E1A(A24)-TSLC1
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PR, SR FH &5 dib 88 e 03 LR L9 55 72 hJFL-02.
HepG2. HCT-116/1) 40 il % 42 4k (&l4).  L-0241 i
X7 B B 38 B R I 52 BE 7T, 5 D A
b6 2 5. HCT-116A1HepG2 7 ki 40 i A% 35 5
o B A A A2 B /b, H I 3 Ad.wat-
E1A(A24)-TSLCI1#IA i/ E - SE M & . Jf H., 5 MOI
fJAd.wnt-E1A(A24)-TSLC1{E ] THepG2 )5, 41 fi %
BB, SMTTSE R —5,
24 EHRFHFSHepGLAT

Hoechst 333424tk I A [F] 3R £ 1) Ad.wnt-
E1A(A24)-EGFPAIAd.wnt-E1A(A24)-TSLC1 5§ HepG2
AT (ES). AR 8 4 Jeto )5, 40
ZREEORTE. 2R T M HepG240 M A% [H 4 i

MOI

Ad.wnt-E1A(A24)-EGFP ‘\

Ad-wnt-E1A(A24)-TSLC1 £ 92"

Ad.wnt-E1A(A24)-EGFP (8

Ad.wnt-E1A(A24)-TSLC1

24, B BEE I EEMOTLRI IS b, ¥ T 40 i 1 %
I, SR . EBISEIR, H I EAd wnt-
E1A(A24)-TSLC1%tHepG241 it () A% {5 1/ FH 56 5, 4>
P 2 A R AR T
2.5 ELRRHFREIFESHepG2AMAT- RIS FHLH
4y 5 FH1A1S MOIfAd. wnt-E1A(A24)-EGEP Al
Ad.wnt-E1A(A24)-TSLC1J & & YHepG24 148 h
S, RS AT L PR TSLC LA 95 75 - W 2 I E LAY 25
F 7K P15 DL (B 6) . LA 28 95 55 8% % 1 Hep G241 fild
& AE X, Ad.wnt-E1A(A24)-EGFPAITSLCI ]
JK~F 5 % B8 FH EE, Ad.wnt-E1A(A24)-TSLC14H #1 J
FERTSLCI R 8 KB B F v, H 2 I Bk
WO . BYTANE i 55 & i i 5 0 B EE B, Al

HCT-116

HepG2

E4 FEREFERMAdwt-E1A(A24)-EGFPFIAd.wnt-E1A(A24)-TSLC1 X 4RAERY S 151E F
Fig.4 The killing effect of Ad.wnt-E1A(A24)-EGFP and Ad.wnt-E1A(A24)-TSLC1 on cells stained with crystal violet

MOI

Ad.wnt-E1A(A24)-EGFP

100 pm

Ad.wnt-E1A(A24)-TSLC1

100 pm

l()T]}Tﬂ]

100 um

&5 Ad.wnt-E1A(A24)-EGFPFIAd.wnt-E1A(A24)-TSLC1i5 S HepG2E T
Fig.5 Ad.wnt-E1A(A24)-EGFP and Ad.wnt-E1A(A24)-TSLC1 induce apoptosis in HepG2
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EGFP TSLC1

Control

1 5 1 5 MO
TSLC1 SN s— —*
L L

pactin e (D GHD G GID

Control: &£ A HE I HepG241Ifil; EGFP: ¥t Ad.wnt-E1A(A24)-EGFPi
# (I HepG24H id; TSLCI: J& %tAd.wnt-E1A(A24)-TSLC197% # {HepG2
i)

Control: untreated HepG2 cells; EGFP: HepG2 cells infected with Ad.wnt-
E1A(A24)-EGFP; TSLC1: HepG2 cells infected with Ad.wnt-E1A(A24)-
TSLCI.

E6 SR HepG22Ai148 h/STSLCIFEIAE B FHEATE
Fig.6 The protein levels of TSLC1 and E1A in cells after

48 h oncolytic viruses infection

I

E1AZK P W] [R5 7 25 1 2 RE 71, 6o, M
T =6 2 95 B 1) B2 A8 70— 2, 5 ) B #E Ad.wnt-
E1A(A24)-EGFPAH tb, 4 7 TSLCIH i B R A 22 52
Wi 75 25 14 1 A1

Nk — 2B BF 7T E 4 % FEAd.wnt-E1A(A24)-
TSLC11%5 FHepG29d T- I ML, 18 i Western blotfi
I K 4 15 IR AL 1 A7 ¥ P 1 B-catenin [z Caspaseif i
MIRE AT KT 45 R EIR, B 8 KL E
(28 T, Al B B2 AL (1) B-catenin & 11 5 /K T K BE, %
Y H 7% 2 Ad.wnt-E1A(A24)-TSLC1 40 =IF % 12 1k
[f)B-catenind [ )it 7K P~ 5 5 A B B(E7). X g
7R, Ad.wnt-E1A(A24)-TSLC1RT ¥ i i JF B #2 1k
[1B-catenin® [ Jii I¥) 4% % v& M 5 TCFJE 2l 1~ 45 &
M 8 30978 55 11 5 R 2R 0A, Bl 5 Ik e B[R] ) 2 £,
Ad.wnt-E1A(A24)-TSLC1 3 7] il id TSLCI%: K 5k T
YHWntE 6 F3E P, DR A0 Hep G224 ff Fr 38 5

Uk Ah, 5 BE O 8 A B, H % 3 Ad.wnt-
E1A(A24)-TSLC14 [f]Caspase-9. PARPH{ 1A & 113
B 2 BE, 38 B9 fEAd.wnt-E1A(A24)-TSLC1# /F
T, Caspaseff #i 14 21 i 74 T 38 B 4 0, Caspase-9
IRENE RS 7T 1= N S - A s 11 ST 2
CaspaseZ Ik 2 b, {5 PARPRT A4 ) %1 77 A R vz, &
AP T2, XIAP N Caspaseit B (1) 55 #1011l -, 8k
e 2R G, XTIAPHI/KF-9sk/b, T84 [ Bt Caspase
B BEOE . AE A KPR, X EEAd.wnt-
E1A(A24)-EGFPHIH i #EAd. wnt-E1A(A24)-
TSLCUMILL, B M =4 fRE T RO e &, 5
Hoechst 333424 {f 45 1 —F

48 h 72h
Control EGFP TSLCI EGFP TSLCI

Non-p-p-catenin | [N D O
Procaspase-9 . h - [

Cleaved Caspase-9

Full length PARP |y —— - “

Cleaved PARP

XIAP i i - - 51
pacin (DD D S

Control: K& HepG241 i ; EGFP: /& %5 MOI Ad.wnt-

E1A(A24)-EGFPJi #3 i) HepG24Hi il ; TSLC1: /%445 MOI Ad.wnt-

E1A(A24)-TSLC 1 #F [T HepG2 4t i »

Control: untreated HepG2 cells; EGFP: HepG2 cells infected with 5 MOI

Ad.wnt-E1A(A24)-EGFP; TSLCI1: HepG2 cells infected with 5 MOI

Ad.wnt-E1A(A24)-TSLCI.

&7 Ad.wnt-E1A(A24)-TSLC1i&iZ Caspase
BB SHEMAT
Fig.7 Ad.wnt-E1A(A24)-TSLC1 induce apoptosis by

Caspase pathways

3 itig

VAR MR B e S I B 0, AT R RN SR
A B S5 325 8 IR S AR oA AR, 0 R 1 AE A
A B2, iR TR R e R 1 R IR 2R L AFP
JA B, B R EEhTERT S 2 FU2% . 45 i),
73 AN | SN ] N R B 3 N
A0, R B A WnefS 5 38 ) R R B0 . A
X 45, Brunori¥E1BSE K FE2HE K B T TCF45%
K TGRS TN, A6 4 R AESW480
20 P9 B SRR AR i T 5~100£517.

Wnt{5 5 38 B% & 20 A5 5 e 5 v R L) %
Z—, ZHIAEMRETE L. IR K E ST R,
B-cateninfE £ #L Wnt{ 5 38 % R 40 i 17) 6 B 3 45 o
RIFFEA O, Wt 2 ZIE L, JEREER
(¥1B-catenin& [ )il \GSK 3P & 1 Jifi &2 &4 Hh i
B, W RS AL B A N, 5% A # s K T TCF/LEF
gih, HE FIFRER R, A, BT A G R
SR DR = W W] S 5 i o A R BT A A, X A
37 i PR 55 A 1 AT 5 I PSS B AR R SR AR T R
il EIAFER P=Hye] 5 g i) 2 BIRb & B 45 &
LIS, MIBRE#E RAFE14 CR2[X 24 bp/F 51, i3t
FERbIR 7 i 25 1) I 968 200 i v ik % 1 52 4 T AS e AE
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Extracellular

Intracellular‘

-

________________ ﬁf{ ...................

Wnt promoter control E1A expression

' ": Virus DNA
P77 7777200002027 =

\

§ ®-—@ -

Virus replication

Activate transcnplmn

TSLC1 expression
Oncolysis effection

Pex

8 Y %
vi][% Host cell DNA 8 :@:

E Activate transcription
E8 EHHFBHIEMEIRINEE

Fig.8 The mechanism and function of recombinant Oncolytic Adenoviruses

et

TE A L A A A

AW FTAE L, Wnt)H 311 4% 6 2R CR21X 24 bp
IETAFE #5217 #0196 2L I TSLCTH Ad.wnt-E1A(A24)-
TSLC19% 7%, 7 45 57 P Hb 75 B-catenin/TCF i 3 18 1
HepG24H fi b i s 2 ), BA RAFpyst e, 24
PE(EIR) . HIT A S 46 ik 2 B, HE 40 995 5 X MHCC-
OTHH-Je 25T 4 M LA R 47 I 25 03 38R FF R A 280
il b R R ALEMT) R E, BRIk R A ER
1228, Won T RUFBIIEIRRLH AT 5 RN
L 2H R 25 E TR 40 B R B L BLRL, X 3R AT
Hoechst#t {f & Western blot7 A, 45 52 B, = 4H Jif
% 15 Ad.wnt-E1A(A24)-TSLC14] #1795 £ 1K #iWntid
% B-catenin/ TCF i P 2 1, J5 0T TSCL 1y 5k
DRI % 97 B A B TR1 i 980 A6 T R 40 B P9 Wnti 6 7%
4, 3 i Caspasei® % 175 5 4 B 08 T2, AT A 2 AE
A7 1] e 4 B 84 A

20134, Chen%F 4 T i 88— 928 18 B4 (1) Ak
o, VAL IR I B I VR R T A R B AL P
- . DRk, BIF 9E 3 A 6) VS 98 s 25 1) e
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