O E R ¥ ¥ M
© 750 - Acad ] Sec Mil Med Univ 2006 Jul; 27(7)

& &
T A R R E FE R B 4 R 8 A BY AR R 25 X DR S IE R iR T (E A

Mo, AaARY LR T E M, %’%%ﬁx
(1.5 = EEﬁ%k@E&ﬁ%fﬁﬂ LV 20043352, 55 R KR I RRANEL R B R B 5 3 AT LR = L, I 200438)

[(HE] O HKAEFTAAXMEZEEG MG RN EARRF CX-hE M EBERE % OV-90 W&l EA, F ok
BALB/c ®RAH#H A THEMH OV-90 s i F., (D18 A B R R A2 % PBS at B 4l \CX-hE # 57 41 1 Ad-hE %57 4. %
THEGNEEES, 2B BEH 1A EEHS K, WFRALTFEARESE, (D5 15 AT ERAENL 3 4.5
HUJE WK E 4 CX-hEAd-hE 7 ONYX-015 5F F 4k, E4TE % 1.3.7 K3k 5 # JcA i ELISA A&l A A 3 40 K R, B
JE M HAT Hexon B m A R E A L R e rmat e, £R . (DCX-hEAMBEKAEREZE . FHETE 2
JE B B AR AR E ¥ B /DT Ad-hE 41 (P<<0.05)#2 PBS #(P<C0.01), ¥ # HE 2 € 27 CX-hE 4 {8 4 4 0 LH#AF R,
LA R RELA, (DBABRERNL G E FRLFFHTRANZNNANEF R A BN LK XA EERHAF.
CX-hEA AR AMEFREWH AT T AChE 4(P<<0.0D) ¥ K# F 4, CX-hE 2 K& W T 4 2 A, 8 Hexon % % 4 b %
& LKA [ E 41 e . CX-hE 41 B8 St 4 fo 2 41 (07T W7k 4 B9 59 4 kAR AT B9 BRI ol 4 N R 48 i
G HNEERHW AT T F T EBE K EERE.CXhEL TR ER T ACCE, AN EB A b F AW B A K BELER T4

AR oy AT MR,

[REiR] AAWEEBAEA LB X, WEMNHE

[FEHES] R737.9 [XHi#RiZEE] A [XEHS] 0258-879X(2006)07-0750-05

Therapeutic effects of tumor-selective replication-competent adenovirus carrying human endostatin gene on

ovarian cancer:an in vivo study in mice
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Hospital, Second Military Medical University, Shanghai 200433, China; 2. Laboratory of Virus and Gene Therapy, Eastern
Hepatobiliary Surgery Hospital,Second Military Medical University, Shanghai 200438)
[ABSTRACT] Objective: To study the inhibitory effect of tumor-selective replication-competent adenovirus-mediated human en-
dostatin(CX-hE)on transplanted ovarian cancer (OV-90) in nude mice. Methods: BALB/c nude mice were inoculated subcutane-
ously with OV-90 cells to establish the animal model bearing human ovarian cancer. Eighteen nude mice bearing cancer were di-
vided into 3 groups to receive intratumoral injection of PBS, CX-hE or Ad-hE, 1/2 d, 5 times. Then their livers were harvested
for pathologic examination. Another 15 nude mice were divided into 3 groups to receive single intratumoral injection of CX-hE,
Ad-hE or ONYX-015. Venous blood was collected on day 1,3 and 7 after injection for hEndo measurement by ELISA. The
tumors were harvested for pathologic examination and immunohistochemical staining. Results: The tumors grew more slowly in
CX-hE group and their sizes were markedly smaller than those of Ad-hE group(P<C0. 05) and PBS group(P<C0.01). Endosta-
tin levels were detected in the sera of nude mice in all single injection groups, and the endostatin expression in CX-hE group in-
creased as time passing by. The endostatin level in CX-hE treated group was much higher(P<C0. 01) and increased faster than
that in Ad-hE treated group. Immunohistochemical staining for Hexon of adenovirus capsid showed more positive tumor cells in
the tumor tissues treated with CX-hE. Immunohistochemical staining for vVWF revealed a decreased microvessel density in the
tumor tissues treated with CX-hE. Conclusion: CX-hE and Ad-hE can inhibit tumor growth and the effect of CX-hE is superior
to that of Ad-hE. There is no growth halt or disappearance of tumors in all groups.
[KEY WORDS] endostatins;adenoviridae; gene therapy; ovarian neoplasms

[Acad J Sec Mil Med Univ,2006,27(7) :750-754 ]

U1 SRR R L PR A B R R UL R R R L SE TSR tin, Endo) fE R g W G, AT G 0 i A Y A K
J QAR A R 1 00, OB AR AR Y 2R I R AN W5 (VEGE) 7 5 19 A B2 200 Jifg 389 5 L 3 % i 4 A=
A I B A A R A R — A R AL, B
TE I 1Y 5 F ok B rp e A DR E MEAE . BN B CIEE/AT Wi M 12 YEE . 336 BE .
LAE B KRR N ERAS E-mail : smmuchenxiong@msn. com

& BB 2B LA 410 1 550 N B2 4 (endosta- 7 Corresponding author.




ST OBR O MELEE. BRI N P9 B BRI DR A R R S 0 B R RO B T B SR Y UK AR T AR T + 751 -

B A Je S 06 B S R e i AR RN G RS L win A
GRS N B2 30 2 (hEndo) 5 [H] 1 i 4 5
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1.1 S%shdh @k BmaEf £2XA 4~6
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B RS R E O R SR R R
SEYS B L TE T RS Y SR = AR SR, 293 40
Microbix Biosystems 2 & £ {1t ; A OF 3 9 40 fg £
OV-90 i1 ATCC #&t, ONYX-015(dl1520) B £ [
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hEndo H1 Entremed 2\ & 4241
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FIENEE SR L, RSN N ON S A AR OV-
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Tab 1 Tumor volumes of treated and control groups
(n=6,r+s,V/mm?)
Group 0d 3d 7d 14 d 21d 28 d
CX-hE 42.7+5.4 103.6+18.6 312.84+40.3 524.7+58.6 *~ 940.2+99. 6"~ 1 600.0+253.4
Ad-hE 40.8+9.5 155.2428.4 438.5+59.5 995.24163.4" 1590.0+£320.9 2 766.0+E826.7
PBS 38.6+6.2 108.5+19.7 537.8479.5 1 387.0+£365.8 2 862.04559. 4 4 893.04929.6

Time was counted after the first injection; * P<C0. 05, ** P <0.01 vs PBS group; ©P<C0. 05 vs Ad-hE group

A r ‘f:t-':; e

e
e e

L
.
-l

1 CX-hE&frHMBALR

BFRE(B)E#M H-E &

(A)#n

Fig 1 Histological changes of tumor tissues(A) and

liver tissues(B) in CX-hE groups(H-E, X300)

% 2 CX-hE B Ad-hE jB¥7 AT E#E R %5 hEndo iR &

Tab 2 Serum hEndo concentrations of nude mice bearing

human ovarian cancer treated with CX-hE and Ad-hE

(n=5,zr%s,pp/ng » ml™1)

Group 1d 3d 7d

CX-hE 283+41 964+127 19004201"*

Ad-hE 29436 5744 93 6334122
ONYX-015 143423 186+ 53 157449

** P<C0.01 vs Ad-hE group
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Fig 2 Immunohistochemical staining for Hexon in tumor tissues ( X300)

A Tumor tissue in CX-hE group; B:Fat tissue near tumor in CX-hE group; C: Tumor tissue in Ad-hE group
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Fig 3 Immunohistochemical staining for vWF of
vessel endothelial cells in tumor tissues( X 300)

A:CX-hE group; B:ONYX-015 group

RIS

OP L B = A S RS W vk 2 W 20N
e dhl, B AT E A5 AR A A R AN AR AE 25 % ~30% .
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FRIE N L H2 R T IR TT 70k LR A R W R
A Rz R AR A KOS CX-hE SR I7 RORIE T Ad-

hE, A EA7 76 LA F BRI . (1) B W JE hEndo £ ik .8
WL FT CX-hE S5 85 3 d # BUIM T I hEndo
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WP A 700 ng/ml B B AT g 0] P Rz A0 A 14 g
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R CX-hE 36 97 20 b Js3 20 20 )9 Bl am 5 B 0 2>,
(2) 95 75 75 i 9o 4 e v 52 o) L e A, 240 i R 40 B FS
15 7 PR e ] PR i R AN O 4k 2 1 E L X CX-
hE 1697 41 B9 20 218 Hexon Y 5 95 20 4k 4 (5, 10 %)
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