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bearing human mda-7/IL-24 on | hepatocullular carcinoma (HCC) cells.

Methods: The oncolytic adenovirus SG600-1L24 carrying human MDA-7/IL-24 (SG600-IL24) was constructed,
and then was infected into the HCC cell lines HepG2 and HCCLM3 and normal liver cell line L02, respectively.
In each cell line after infection, the changes in gene and protein expressions of STAT3 and its downstream
signaling molecules as well as the protein expression of phosphorylated STAT3 were determined by RT-PCR and
Western blot, respectively.

Results: The oncolytic adenovirus SG600-IL24 carrying human mda-7/IL-24 was constructed successfully. After
SG600-IL24 infection, the expressions of human mda-7/IL-24 gene and protein were significantly increased
in all the cell lines (all P<0.05). In the two types of HCC cells, the STAT3 expression level was significantly
downregulated, and its downstream signaling molecule c-myc, Bcl-xl, Bcl-2, cyclin D2, survivin, MMP-2, MMP-
9, XIAP, OPN, and VEGF were downregulated while Bax were upregulated significantly, and all presented with a
time-dependent trend (all P<0.05); the protein expression of p-STAT3 was increased after infection and reached
to a peak in 2 hours, and then decreased. No significant changes were noted in expressions of STAT3 and its
downstream molecules in L02 cells after infection (all P>0.05).

Conclusion: The mechanism for the selective killing effect of oncolyic adenovirus SG600-1L24 bearing human
mda-7/IL-24 on HCC cells may probably be associated with its selectively inhibiting STAT?3 signaling pathway in

HCC cells, with no influence on normal liver cells.
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mda-7/1L-245E F e W 9% 1 44 0 28 6 208 44k
FFEET7 ( melanoma differentiation associated
gene 7, mda-7) , NA4IL-24, ZFisher# %]
AW L ARNBORFEHBTEANTIREB
(IFN-B ) FIPKCH G Hmezerin ( MEZ) A1
HAFEN S BRI BOZ I R BES| R B AR
Jo AN A B0 R R T, L R AR A £ R
YA A K PR R T, (BT IE W AR
R W EEEAER, B 21 2 m S N
AT LA 5 fif R () Jk R 22—, #EAF Amda-7/11-24
VAR, B —F WA B b B (0
WARIRTE ) , DRB/RI T &R ROR,
hy A U5 B PR B A B AE MR A0 LD N A PN B2 A
RIS AR O DO o1 (B RS s
M o A R A AR N e N 2 A TR S T 4
i Amda-7/IL-24 %98 B 5 3 SG600-1L24 4 13 i
96 20 R AR o R R M L IR HL 3 R R A0 M U A e
BLEL R anfar 7 S 7 — 2B IR s ), A
F02H 32 FH v R R 7 S G 600-TL2 41 T 98 20 it bk
HepG2. HCCLM3FIIEH IF40 IR LO2, A6+ 5
Ja 4 bk Hep G2 . HCCLM3F1IE F JF 40 i Bk
LO2 N A [a] I [] 5 S STAT3 LA K {5 5 i % F {5
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5y Fe-mye. Bax. Bel-2, Bel-xl. cyelin D2,
survivin, XIAP, OPN, MMP-2., MMP-9FIVEGF
FEPRURER (10 2R A AR Ak, TR] BT ARSI 4% A JE PR A
R R TESG600-TL24 kb B , BEFRfLSTAT3 %

LN f A

1 HRSF®

1.1 ## 57

HEEER AR MAM: pZD55-1124
pClon9. pUC19-INS, SG502- A CR2 M ik 25
TR ppE3Y I T L Hr H /AWl 5 HepG2.,
LO2 M = % B N 988 il i Ak HC CLM 31 F L g
CRENE R T S S IR N
WDHS5a X HEK293 40 it #k Jy 55 — 4 B K2 AR U7
JH AR B A 5 B B L R G . Sl KR
GeneBank ( NM006850 ) hIL-24fcDNAJF ¥,
98 g 15 e 471 (coding sequence, CDS) NHW
R B, K/NZ640 bp, it L. FiEsI 950
VT3715VT372, J¥514 0 85'-GAC TCG AGA
TGA ATT TTC AAC AGA-3'; 5'-ATG GAT CCT
CAG AGC TTG TAG AAT-3', i FiBIEIREY)
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B MBS % A mda-T/1L-24 VR R R SCO00-1L24 A R AL B XM AT 0 ETILHI AT . 41

BEARARAF A B 58 RGN Y EFXbal
BamHI. EcoRI. HindIII. Scal, %%Epfuﬁﬁ
Kt 3% B2 & ( DNA ligation kit) 1 FNew
England Biolabs ( NEB) A H], JECRE /N FE 32 BUR
Mg B & T QIAGENZA |, i 41
MitkHepG2. HCCLM340 M, FmBEDMEME; 3%
B (F10%M64F M, H%F100 U/mL, #EE
100 U/mL) , 1EH 40 BRLO240 il F 164085 5%
B (EF10%MG4 M7, H%H 2100 U/mL, 5%
100 U/mL). RT-PCRiXH & (TAKARARAH]) |,
—Pimda-7/1L-24 ( FEE Abcam/A 1)), Pl Amda-
7T/L-24 9 E Abcam /A 6] 77 s YT ASTAT3
p-STAT3 . survivin, XIAP, OPNFIMMP-2H 3
FESANTA CRUZZA W™ s P Ae-mye. Bax.
Bel-2, Bel-xl. cyclin D2FIVEGF Ryl £ H
SANTA CRUZZAEZ & 51t . & il -
WA T A B AR AT BR S A 58 A
1.2 B ENERNTERRSHENEE

M) i ki ZD55-TL2443 B 1L24 % 4 5]
pClon9-INS-1L24, ¥ pClon9-INS-1L24 3k 4]
HEIINS+IL24 F B, 2 ASG502-A CR2# K
L RIS R pSG600-1L24, 44 H % i
PR AW ARARA G SETWE, WMFLsRS
GeneBankNMO0685011 L A J3 51| 52 & AHAF . #4293
A3 3% TefLa (1 x 1090 /4L) , 441l &
FiK90% LAY, HAlifb ) ZE 1R I RFLSG600-11.24
NNFIR B 2L R ppE3, HLipofectamine 20003
F & LY 2034110, f59~14 d7s B BLS PR
BE, a3y BEalifh, $RBUREEDNA, WA
PCRUFATYE R, % 50E 1E 1 1Y B0 85 5 45 M SG600-
1L24, H4EH Amda-7/1L-24 35 B 0 v 98 150 75
SG600-11.24, fiffFT-80 C.
1.3 AERRSHT ., SdnEENE

20341 MIAETS em MBS FEI P RE S5, M4l
K E80%~90% i, LL10~209% 5 Uk 41 i 1%
PR BE . 2~3 dJ5 440 i 3R CPE 2 v W 48 4
L, B SRE3 U, BOR R LI MR PR 293 4 i
AT REY H, 2~3 dJFUEE4IM, PBSEE, x
HURRL, R TRBENEEE AR, RE -
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W - E” 3Yk, A CsCLES O alifl ., 3% I 5E
AR HEK293 40 i f2 #p T o6 fLAR, SR )5 F50% 4141
B R ek (TCIDs ) S 2 76 25 7 .
1.4 FFEBREREIWEHA

IR R SG600-1L24 FISG600-EGFP (4
WX BRI EGFP ) A 5556 2 7293 41 it N [\
WEEAR TR E, WENRYEIE29340 4
B, CsCUEB M O kalifh, J T E R TCID .
WS, R e T AR IR BB ( multiplicity of
infection, MOI ) =10/2Ys A 4 j . B 52 56 240 iy
(HepG2., HCCLM3 ., IE® F4IfLO2) %5343
M. FHIMNBH (LIMEDMEME;FE ) . SG600-
EGFPA (&Y % 3 2K SG600-EGFP ) |
SG600-1L244 (YL B #:SG600-1024 )
1.5 RT-PCR &l Z #EE mRNA FFRIETH

BN B B P 4 i Hep G2 . HCCLM3FIIE
WIFMML02, #% Bk )y i@y, 2o TRk g24
48 . 72 hJF & TRIzolik 7l & Ui W] 2 B 45 41 41 ffg 5
mRNA, & RNAM M EEFI 26 B Je , #4720 &
RT-PCRY #4 . HWEFEW L. FigEsl iy R
BRESMNMFITR, RINAME: 94 CHIAE
5 min, 94 C 30 s, 56 C 30 s, 72 C 1 min, 3t
30N ; 72 CHERK 10 min, [6] )2 i &1 B -actin
PR B, K201 bp, PEMIE 1 %5 NE B BE IR
Bk, IRIESmE (EB) Yefn, “EAMT T MLy
JEA B AR, R DG SO I i K (B AT B
Br, LIHBERH S B -actinfl M £ 8% H 19 A
(AT o, X AT 2 5 AW o
1.6 Western bolt @M EMHEAMIRIEZTL

B 968 4 M R0 OE R A0 BB T e fLAR 4% LA
MGG AR, o TS24, 48, 72 h
Jo . AN TR B B U 4 A0 RV T 2 A T R AT
Bradfordik 8 H . ALHl8%~15%SDS-PAGE
BEWCHIKAR , BEFLIN50 pngE AFEM . 100 VHLIK
2 h, BMWMLK (PVDF) ¥, 5%/ A5 W4 3t
e, T BN —Pi, 4 CHE LR, Bk
e A BAR i E AL Y bR e i — 40, =EBFEF2 h,
VRIS INADAB R 0, BB AR I K B (B AT 5
3T .
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Table 1 The primer sequences
ELEYS] 5175 YRS

mda-7/1L-24 F¥#: 5'-GGG CTG TGA AAG ACA CTA T-3' 381 bp
TFif: 5'-GCA TCC AGG TCA GAA GAA-3'

STAT3 ¥f#: 5'-CGT CCA GTT CAC TAC TAA AGT CAG G-3' 277 bp
F¥f: 5'-CTC AGT CAC AAT CAG GGA AGC A-3'

c-myc FE: 5'-CCT ACC CTC TCA ACG ACA GC-3' 248 bp
T¥i: 5'-CTC TGA CCT TTT GCC AGG AG-3'

eyclin D2 b¥f: 5-TTA CCT GGA CCG TTT CTT GG-3' 159 bp
F¥f: 5'- TCC TGA GGC TTG ATG GAG TT-3'

surviving F¥fE: 5-TGC CTG GCA GCC CTT TCTC A-3' 380 bp
Fi#: 5'-TGG CAC GGC GCA CTT TCT TC-3'

Bax E¥f: 5'-GCG AAT TGG AGA TGA ACT GG-3' 248 bp
T¥f: 5'- GTG AGC GAG GCG GTG AGG AC -3'

Bel-2 F¥f: 5-GGA CCA CCG CAT CTC TAC AT-3' 366 bp
Fii%: 5'-GCA CTT TCT TCG CAG TTT CC-3'

Bel-x1 ¥f: 5'-CCC AGA AAG GAT ACA GCT GG-3' 448 bp
TUf: 5-GCG ATC CGA CTC ACC AAT AC-3'

MMP-2 b¥%: 5'-GAA TAC CAT CGA GAC CAT GCG-3' 405 bp
TF¥f: 5-GCC ATA CTT CAC ACG GAC CAC-3'

MMP-9 ¥f#: 5'-ACC TTC ACT CGC GTG TAC AGC-3' 439 bp
F¥#: 5'-GCG GAG TAG GAT TGG CCT TG-3'

VEGF F%: 5'-CCG GTC GGG CCT CCG AAA CCA TGA ACT TTC T-3' 590 bp
T¥i: 5-TCACCGCCTCGGGCTTGTCACATCTGAGT-3'

actin ¥f#: 5'-CCT TCC TGG GCA ATG GAG TCC T-3' 201 bp

Tiif: 5'-GGA ACA ATG ATC TTG ATC TT-3'

1.7 SEitFabiE

B A B + pRifE2E (x+s) Fow, HISPSS
140G TR AR 38 . 2 (8] L R FH 5 ) O 22 3 7
P<0.05h 2R A G L,

2 # R

21 BERFRSFRERENETE

JEBENLEE AT DL S5 A HEK 293 4i A 48 ik 14
CPE, #ifAs K. A2 . EiF, I%*@f%%\%%
PCRYE: HWURFEDNAK 2 uL st , @l PCRIT
A 1 29640 bpRE ST E R B, H K/ BHPEXT
REAHAT, 0 B X BRI TE By g, R TR
Ji 95 25 B R #5H Amda-7/TL-24 55 PR A4 15 98 T o 25
SG600-1L24 (E1) .

2.2 é*%it}:FErJ:lﬁE’J:iﬁ lJr"

BRI FESG600-1L24 7 fFEHEK293 4
Mo KEY H, REAME RN R, &
CsCl1% B BE B0, AR e W B L 4l B Y K
F 5 840, TCLD 5 i 325 00 75 46 1k J5 9% 2% T
JEH2.25%x 10" PFU/mL, SG600-EGFPI%E J
2.79 x 10" PFU/mL.
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B1 RERFESHPCREE  M: 100 bp DNA Fikh;
1: FHPEXT IR ( SG600-T1.24 JiTkr ); 2., 3: SG600-1.24 I &7
4: BAPEXTHE
Figure 1 PCR identification of oncolyic adenovirus
M:100 bp DNA Ladder; 1:Positive control (SG600-IL24
plasmid); 2, 3: SG600-IL24 adenovirus; 4:Negative control

2.3 RT-PCR#&MZER

RT-PCREZIMZ5 R B, M4 HepG2 .
HCCLM3FIIE % T 40 M0 L0234 mda-7/1L-24 3£ K Y
ik, MSGC600-EGFPA XS B4l AT & Flmda-7/
IL-24F R B ik . M Hep G2 AMTHCCLM37E
&L SG600-1L24 J7 i [R] B[] £ STAT3 M H T i
B 15 5l B H survivin, e-mye, Bax. Bel-2,
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Bel-x1, cyclin D2, MMP-2, MMP-9FIVEGF % 4 SR, B R [ R AE K, SRR R IR B T R
— RGN AL, bR Bax Bl ] ) 4E 1 3% 55 % 25 3 i (#43rP<0.05) , i FE & A1 LO2TE i i) el A%
Hh, HARSTAT3I M H R i i 15 53 B FL R R ik 1y (#P>0.05) (E2) (F&2) .

HepG2 HCCLM3 L0O2
PBSEGFP 24 h 48h 72 h PBSEGFP 24 h 48h 72 h PBSEGFP 24 h 48h 72 h

mda-7 381 bp 381 bp 381 bp

cyclin D2 159 bp 159 bp 159 bp

c-myc 248 bp 248 bp 248 bp

. e

Erl v ti¢ted ELL T

Eassay = ____ Blrssas-
J

B2 SG600-IL24 Ftm mda-7/IL-24, STAT3 K TifE SE AR EERIRIA
Figure 2 Gene expressions of mda-7/IL-24, STAT3 and the its downstream signaling molecules after SG600-IL24 infection

#F*2 SG600-IL24 B/ mda-7/IL-24, STAT3 K TiffE SiEHMEXERE mRNA HXRILE (F+s)
Table 2 Relative mRNA expression levels of mda-7/IL-24, STAT3 and the its s downstream signaling molecules after SG600-IL24

infection (x+s)

2l mda-7/1L-24 cyclin D2 c-mye Bel-2 Bel-xl Bax

HepG2

S popiiet| 0.01 £0.00 0.22 £0.01 0.92 £ 0.04 0.60 £ 0.05 0.22 £0.00 0.02 £ 0.00

EGFP 2 0.01 £0.00 0.30 £ 0.02 0.88 £ 0.03 0.58 £ 0.02 0.20 £ 0.02 0.22 £0.02
SG600-11.24 4H

24h 0.88 + 0.00" 0.25 +0.02 0.80 + 0.03 0.33 +0.02" 0.20 + 0.02 0.36 + 0.03"

48 h 0.92 + 0.04" 0.15+0.01" 0.72 £ 0.021 0.28 +0.01" 0.18 + 0.01 0.45 + 0.03"

72 h 0.94 +0.03" 0.05 + 0.00" 0.10 + 0.001 0.06 + 0.00" 0.14 + 0.00" 0.40 £ 0.011
HCCLM3

25 A RHIR AL 0.02 £ 0.00 0.22 £0.01 0.82 £ 0.02 0.44 £ 0.04 0.32 £0.00 0.03 £0.00

EGFP 41 0.02 +0.00 0.18 +0.01 0.80 + 0.05 0.38 +0.03 0.34 +0.01 0.04 +0.00
SG600-1L24 4H

24h 0.76 + 0.01" 0.30 + 0.02 0.78 + 0.04 0.36 + 0.04 0.20 + 0.00 0.42 +0.03"

48 h 0.78 +0.02" 0.06 + 0.00" 0.65 +0.03 0.08 +0.01" 0.08 +0.01" 0.42 +0.01"

72 h 0.78 + 0.02" 0.04 + 0.00" 0.11 +0.00" 0.07 + 0.00" 0.06 + 0.00" 0.44 + 0.02"
L02

25 R 0.00 = 0.00 0.24 +0.01 0.22 £0.00 0.22 +0.01 0.32 £0.02 0.02 £ 0.00

EGFP 21 0.00 + 0.00 0.33 +0.02 0.26 +0.01 0.23 £0.01 0.28 +0.01 0.03 +0.00
SG600-1L24 4H

24 h 0.92 + 0.04" 0.24 +0.02 0.30 + 0.02 0.22 £0.01 0.32 +0.02 0.44 = 0.02"

48 h 0.95 + 0.03" 0.16 + 0.00" 0.25 +0.01 0.20 +0.02 0.26 + 0.01 0.42 +0.01"

72 h 0.96 + 0.03" 0.04 + 0.00" 0.12 +0.00 0.20 + 0.00 0.22 +0.00 0.42 +0.02"

e 1) 52 X AL, P<0.05
Note: 1) P<0.05 vs. blank control group
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&2 SG600-IL24 Bt/ mda-7/IL-24, STAT3 R TiffE SEHEMEXERE mRANA HXREE (F+s) (4)
Table 2 Relative mRNA expression levels of mda-7/IL-24, STAT3 and the its s downstream signaling molecules after SG600-IL24

infection (x+s) (continued)

4 survivin STAT3 MMP-2 MMP-9 VEGF

HepG2

S popiieEe| 0.38 +0.03 0.61 +0.02 0.26 £ 0.01 0.42 +0.02 0.22 £0.01

EGFP 2 0.30 £ 0.02 0.78 £ 0.02 0.22 £0.01 0.38 £0.02 0.20 £ 0.02
SG600-11.24 41

24 h 0.28 +0.02 0.86 + 0.05 0.03 + 0.00" 0.10 + 0.00" 0.22 +0.02

48 h 0.28 + 0.01 0.65 + 0.02 0.03 = 0.00" 0.03 + 0.00" 0.18 + 0.00

72 h 0.05 + 0.00" 0.16 + 0.00" 0.01 + 0.00" 0.02 + 0.00" 0.15 £ 0.00
HCCLM3

S popiiet| 0.43 £0.02 0.43 £ 0.04 0.22 £0.01 0.43 £0.02 0.29 £ 0.02

EGFP 2 0.41 £ 0.01 0.38 £ 0.04 0.20 £ 0.01 0.46 £ 0.02 0.30 £ 0.03
SG600-11.24 ZH

24 h 0.42 £ 0.02 0.32 £ 0.03 0.04 + 0.00" 0.32 +0.01 0.24 +0.01

48 h 0.06 + 0.00" 0.38 +0.02 0.03 + 0.00" 0.07 +0.00" 0.21 +0.00

72 h 0.04 + 0.00" 0.16 + 0.02" 0.02 + 0.00" 0.06 + 0.00" 0.05 + 0.00"
L02

et =p ikl 0.72 £ 0.04 0.82 £ 0.02 0.18 £ 0.01 0.01 £0.00 0.32 £0.01

EGFP 41 0.68 + 0.02 0.83 +0.02 0.16 +0.02 0.01 = 0.00 0.43 +0.01
SG600-1L24 ZH

24h 0.68 + 0.03 0.85 + 0.04 0.02 £ 0.001 0.01 = 0.00 0.35 £ 0.00

48 h 0.62 +0.02 0.82 +0.02 0.02 +0.001 0.03 + 0.00 0.33 +0.02

72 h 0.60 + 0.02 0.80 + 0.01 0.01 + 0.001 0.01 + 0.00 0.31 +0.00

TE: 1) S Fx g, p<0.05
Note: 1) P<0.05 vs. blank control group

2.4 Western blot #& il 45 R

FE IR YL SG600-TL24 Ay 34~ [] s, T 988 40 i
HepG2, HCCLM3FIIE & 40l LO2# A mda-7/
IL-24FE A FEL, MSG600-EGFPL FIXf i 41 41
Mrp, K& Fmda-7/IL-24E AR FE. HepG2 Al
HCCLM37E 5 &L 24 . 48, 72 hJGSTAT3 KT
W 6915 5 3 1% £5 F survivin | c-myc, Bax, Bel-2,

HepG2

Bel-x1. eyelin D2, OPN, XIAP, MMP-2HIVEGF
R — R AL, B Bax 8 11 E B ] (9 7 K 2 35
AR AN, HAYSTATS K H R i 0915 538 2 A
TR T, MEERYR TR, EAEREZ
£ TR (F4rP<0.05) , TIEH FF4IEL02TE it
dAs (¥P>0.05) (K3) (#£3) .

HCCLM3 L02

PBS EGFP 24h 48h 72h
eyelin D2 |- 36 <D
STAT3 w s s = 83KD
c-myc #—— - 65 kD
et R =

Bel-x] e s G- s 27 kD

PBS EGFP 24h 48h 72h

-
I e s e
—

|
|

PBS EGFP 24h 48h 72h

sekp TR BT 7 36
65 kD 65 kD

D e o — e 27KD
-5

Bax -—-izlkn v ‘-“ 21 kD ..v. S 5 D
corivin [ 16510 | 16510 [ 1650
MvP2 i e & B 720 & " L B E 2o BBPE Y™ W20
X1AP [ 60 > S oo S o0

ory T ) - -
vicr IR sy eSS s 23kD

Actin i - - - f— | ) — e G || e e— s o )

3 SG600-1L24 B /5 mda-7/IL-24, STAT3 R TiESEHEXEANRIE
Figure 3 Protein expressions of mda-7/IL-24, STAT3 and the its downstream signaling molecules after SG600-IL24 infection
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%3 mda-7/IL-24, STAT3 R TR SEHMAXELAMIRIZE (*+s)
Table 3 Relative protein expression levels of mda-7/IL-24, STAT3 and the its s downstream signaling molecules after SG600-I1L24

infection (x+s)

patil; mda-7/IL-24 cyclin D2 STAT3 c-myc Bel-2 Bel-x1 Bax

HepG2

FEXIE4 0.01+0.00 0.89 + 0.00 0.52 +0.01 0.96 + 0.03 0.54 +0.02 0.56 + 0.02 0.01 +0.00

EGFP 2 0.03 £ 0.00 0.85 £ 0.00 0.45 £ 0.00 0.88 £ 0.02 0.61 +0.04 0.66 + 0.03 0.01 £0.00
SG600-11.24 41

24h 045+0.01"  0.75+0.00 0.32+0.00"  0.76 +0.00 0.38+0.00"  0.52+0.01 0.26 +0.01"

48 h 0.75+0.02"  0.65+0.00 0.05+0.00"  0.65+0.00 0.22+0.00"  0.18+0.00"  0.35+0.01"

72 h 0.86 +0.03"  020+0.011  0.06+0.00" 0.10+0.001  0.08+0.00" 0.12+0.01"  040+0.01"
HCCLM3

25 AN A2 0.02 +0.00 0.42 +0.00 0.42 +0.00 0.95+0.03 0.82 +0.04 0.80 +0.02 0.03 +0.00

EGFP 2 0.03 £ 0.00 0.33 £0.00 0.33 £0.00 0.85 £ 0.02 0.73 £ 0.01 0.75 £ 0.03 0.01 £0.00
SG600-1L24 4H

24 h 0.55£0.01”  0.30 +0.00 0.30 £ 0.00 0.82 £ 0.01 0.60 + 0.00 0.68 +0.00 0.42 £ 0.011

48 h 0.65+0.02"  0.25+0.01 0.25 £ 0.01 0.60 £ 0.00 0.22£0.001  0.72 +0.02 0.40 + 0.021

72 h 0.80 +0.03"”  0.04+0.00"  0.04+0.00" 0.08+0.00" 034+0.001 044+0.021  0.66+0.031
L02

SEXIEL4 0.02+0.00 0.02 £ 0.00 0.42 £ 0.00 0.03 £ 0.00 0.08 £ 0.00 0.05 £ 0.01 0.02 £ 0.00

EGFP 41 0.08 + 0.00 0.03 +0.00 0.33 +0.00 0.02 +0.00 0.04 +0.00 0.06 + 0.00 0.03 +0.00
SG600-1L24 4H

24 h 0.75£0.01Y  0.02 £0.00 0.30 £ 0.00 0.02 £ 0.00 0.05 £ 0.00 0.28 +0.00 0.05 £ 0.00

48 h 0.85+0.04"  0.01+0.00 0.25 +0.01 0.01 +0.00 0.06 + 0.01 0.32 +0.00 0.02 +0.00

72 h 0.96 +0.03"  0.01 +0.00 0.04 + 0.00 0.01 + 0.00 0.06 + 0.00 0.48 + 0.02 0.01 + 0.00

e 1) S=AXRALLE, P<0.05
Note: 1) P<0.0S vs. blank control group

&3 mda-7/IL-24, STAT3 R T ESEEEXESHEMNREE (F=s) (&)
Table 3 Relative protein expression levels of mda-7/IL-24, STAT3 and the its s downstream signaling molecules after SG600-I1L24

infection (¥+s) (continued)

1ol survivin MMP-2 XIAP OPN VEGF

HepG2

25 X R 0.95 +0.03 0.62 £0.02 0.66 £ 0.02 0.90 + 0.04 0.78 £ 0.03

EGFP 2 0.90 +0.03 0.48 +0.05 0.52 +0.02 0.60 = 0.02 0.55 + 0.02
SG600-1L24 4H

24h 0.82 + 0.02 0.40 + 0.00 0.42 +0.00 0.24 = 0.00" 0.45 + 0.00

48 h 0.35 + 0.00" 0.20 + 0.00" 0.32 +0.02" 0.12 + 0.00" 0.40 + 0.02"

72 h 0.20 +0.01" 0.08 +0.01" 0.22 +0.00" 0.02 + 0.00" 0.30 + 0.00"
HCCLM3

25 6 R A 0.56 + 0.02 0.46 £ 0.01 0.40 £ 0.02 0.80 £ 0.03 0.72 £ 0.04

EGFP #H 0.62 +0.01 0.38 £ 0.00 0.38 +0.00 0.83 +0.03 0.68 +0.03
SG600-1L24 41

24 h 0.32 + 0.001 0.06 + 0.001 0.32 £ 0.00 0.55 = 0.02" 0.55 = 0.00

48 h 0.26 + 0.001 0.06 + 0.001 0.20 +0.01" 0.88 + 0.04 0.48 +0.02

72h 0.04 + 0.001 0.04 + 0.001 0.16 + 0.00" 0.35+0.02" 0.32 +0.00"
L02

= popilE| 0.45 +0.01 0.42 +0.02 0.07 +0.00 0.02 +0.00 0.02 +0.00

EGFP 2 0.40 £ 0.00 0.40 £ 0.01 0.06 + 0.00 0.04 +0.00 0.01 £0.00
SG600-1L24 41

24 h 0.15 + 0.00" 0.30 + 0.00 0.08 +0.01 0.12 +0.01 0.01 +0.00

48 h 0.06 + 0.00" 0.25 +0.00" 0.06 + 0.00 0.11 +0.00 0.03 +0.00

72 h 0.01 + 0.00" 0.20 + 0.00" 0.04 + 0.00 0.04 = 0.00 0.01 + 0.00

e 1) 53 AR e, P<0.05
Note: 1) P<0.05 vs. blank control group
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p-STAT3E HA LI AR ([E4) .

HepG2 HCCLM3 L02
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4 SG600-IL24 Tz STAT3 K p-STAT3 EHMIFX
Figure 4 Expressions of STAT 3 and p-STAT3 protein after SG600-IL24 infection
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