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Evaluation of the antitumor activity of double fusogenic virus against A549

pulmonary adenocarcinoma

JIANG Yue—quan, et al
(Department of Cardiothoracic sugery ,the Second Affiliated Hospital , Chongqing Medical University)
[ Abstract ]Objective : To construct double fusogenic oncolytic virus and evaluate its antitumor activity against A549. Methods :
The double fusogenic oncolytic virus was incorporated with both fusion mechanisms into a single oncolytic HSV throug insertion of the
hyperfusogenic glycoprotein gene of gibbon ape leukemia virus (GALV.fus) into HSV-1. Syncytial phenotype was observed with
microscope. Double fusogenic virus antitumor activity against A549, compared with simple oncolytic HSV, was evaluated in vitro and vi;'o.
Results:The A549 cell infected with the two kind of oncolytic virus showed syncytial phenotype respectively. A distinctive syncytial
phenotype was observed with the double fusogenic oncolytic HSV (Synco-2D ) under microscope. In vitro characterization of Synco-2D
showed that this virus produced a distinctive antitumor ability, compared with that of a nonfusogenic virus. When oncolytic virus was
injected directly into the abdominal cavity of mice bearing A549 cells, Synco-2D eradicated tumor masses significantly as compared with
single oncolytic HSV. Conclusion:A double fusogenic oncolytic HSV can significantly increase killing ability against lung adenoca
rcinoma cell A549.
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RN B 40 B (Vero ) i A58 401 ( AS49) 34 H PRt
B - S HNBERT . ANMITE DMEM 35325 (4 10 %44 1L FBS
B SEEEK 100 pg/ml) 37°C 5%C0, &4 T & FHEEA
thiEgR, EAZRME YA Lipofectamine2000 H EH Invit-
rogen AL G207 M RA JHSV-delta—pacDNA oL K
J 4 MLy % B Bt R 2R (1 24 5 (Gibbon ape leukemia virus en—
velope glycoprotein gene, GALV fus) Fi 3% Baylor [ 2 Br 41 ifg
FEFRAYT LR,
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Bt 40 U B BRA 7 H 0 B 7 0, L G207 JE92 9% B R Vero
M, RS RS %A IR RS, 254
1k, B R EET Vero HIHE 5 WK, 4% REFFEEIE AR 40 M Rt
& ARG —HMRE, GEHR Fu-10, RERTE
-80°C PBS K Ho
132 XL @ ErE B 555 Synco-2D MR HE g HSV-I
DNA ffhr 844 % Ff fHSV-delta—pac DNA ¥, fHSV-delta
—pac A A THIBE R AR (BAC)WEE, &8 R BUE A HSV-T
DNA F3), ZH THZFHETF v34.5 ZRM REAEE
B (pac)FF, @it A HSV U (55 A9 DNA FFFIF1Y
SRR G K 6 M (EGFP) B H B Bt vV F fHSV-pac )
BAC J¥3U ) Pac T FRFIBEALS  ERIEHE IS HSV-1 DNA
F A WREERL, @4 4 Baco-1, Baco-1 £& Lipofectamine fi§
SRR RBARERA Vero 41,1 h BAEKEIRE, REL
RESASE ik & A S FR%E DNA, fir 4 4 Baco-Fio i
I SEFLE AR K55 EE DNA #% A Escherichia coli cell DH-10B
P, F Qiagen I & AL IR EUR T DNA, Ead iR HliE 4
R, ERBA 3T UL3SP fEH T} GALV.fus R EERE &
P EGFP, R Lipofectamine BE A% Yo 5 A4 2 K 5%
Yu A Vero B, K 10%4- M1 ¥ DMEM 135 3 d, RI5#%
BRR BB AT R WOR B0k, 245153 B WEM
FEVE R R GALV.fus 2L [ BB MR B 4GB 3% 5 , o7
2N Synco-2D, Fi 0.01 pfu/2H A i) Synco-2D JRYL Vero 48
ML, BYE3~5d, ERHBETIHGERLA SMMBERER
IR EERE, Z&REME, fLfE , AT E 50 pg/ml FAMEH,
MG 3 h, IR ERR T AR WEA R, KRB L
1 000 g 10 mino HX_E /AW S E.L> 29 000 g 4 h JFHEITEY
K PBS AR, (877 T -80°CUKFE & Fo
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1.4.1 Fu-10 & Synco-2D ERRE B Fu-10 & Syn-
co-2D 7E AS549 A Ay B AR Y IR 2 MR R 4 RS &
P R R FEM IR R ARML BE F1 o 7E 6 FLEEFRARPS, 20 3R A
0.01 pfu/ ZHH Synco—2D FI Fu—10 YL A549 40, A BRHL 40
MIFE Rt IR . YT , RAT 1%2F ¥ DMEM 458 1 ~3 d.
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e AS49 4l , FH IR RYLARIE X B, FEU)S , 4R A
19%2E 13 DMEM %%%, 7 48 h EUE4IM . FH Trypan blue
Jeta )5 B VHEORAE B T RIS B 40 R, B
e 2 R R R B 4L A RBOR
1.43 Fu-10 X Synco-2D AN MER LR BT E ThE
FESYBERY . BUEUE KR AS49 40, PBS 1SS Hl A
1 x 10° 4~/L A8, 75 4 ~ 6 K/ B A T 3 30 A2
T RIS 2 x 10°A549 Mg ARG, FFMEAKTAES B
BAZ 5~ 8 mm B, BEHLSY 3 42 : Fu—10.Synco2D .PBS 4 . £
4610 23, :
SRR AR S B S WL 4, el TN i 5
50 wl PBS( S 5% FR ) \Fu—10.Synco2D 4351 50 ul, & 2 x 10°
pfu, SR ARREIF FEA , B RSN
BEEIRTTIT RO AR, 8 3 d DRI K
NNEFEEMTRMER TEME R, BEWE3
JE AR B T R VEANT £ R BRARVA YT MR IR . By
AR (mm?) = [ (mm)] x F& (mm)P x 0.52,
1.5 Sit3am
K H SPSS 10.0 FiTH4k1H1T ¢ K%,

2 & B
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&l 2 BT ., Fu—10.Synco-2D 475 1R 58 (4 2% i 88 40 A 3%
R, B BEMRBE A3 A 530 SR 155 . T Synco-2D FI#2HY
Fiehy8 40 B FE T % 3B B 55 F Fu-10, H Synco~2D #£ 0.01 pfu/
MRV RS, ORI MR T Fu-10 7€ 0.1 pfu/ 458
[47.35: 208
23 Fu-10.Synco-2D 1k W 4 AF 78 2 R Hb4k

B 38R 2 MREk iR, S Ra k.,
Fu-10.Synco-2D ¥75 H] & T4 KAYER . i Synco—2D
PUIE A K RBURER Fu-10 BB B35, BERERBT A RE K | 22 5118
B . 7E7ESH%EE 18 d,Synco-2D 4 ¥y 98 40 414K F 5
(363 +89) mm’,Fu-10 41 ¥ 4 4UA TN (508 +121)
mm’, & A BEMEE R (P<0.01),






