®OOE B R E R

Acad ] Sec Mil Med Univ 2007 Jun;28(6) * 607 -

mMEZWE T 1 B 5 7 3 48 58 BE BR 72 g0 #] &0 1€ F

T Fhy FE
GE_REREREERHMANF, £# 200433)

[(HE] a® . FidaBWndEREN1AZERFRA ZD7155 38 R EBE MR ER X EEHILE, 60 RER
B Ab B RO PaTu8988s 40 i 2 S J JRJE B A AR AL, )R B KAl o e x40 (KA & (10 mg « kg '« d7') ZD7155 697 41 f0
BAEQO Mg kg ' +d ) ZDTISS A LEH 20 R, BT 10dEHALELT 10 ARR.MENFER.ARAKRTE,
fERAMENBEEHAEDEN CD3 XX . EHAEERNEDBA T, EARRE BT 30 dILRAEFMIFANE ZD7155 1 &
BlIER S 49d, R (DOXBAMK. T A EBT AN ELEEFHERL I A (35.846.7).(21.5+6. 1), (10. 7+4. 1)
em’ (P<C0.01), (2) KA ZAUREAEAABTE 10 d - F A F 25 22. 7% 408 44. 6% (P<C0.01), 5 3 B 41 41 th,
BEAFGIHFBX(P<0.0D), OHOMBUAMK. GAEZLFHAMMZ S E 27 16.7£0.9.11.5£0.5.6. 050, 7(P<
0.01),(4) * B 40 40 Ffo ok LH - % %Jéréﬂﬂﬂ AEHANATARANENA AR, GOBEFTARREFR R EA
BELEKP<0.0D.MEHAEARRAFHNRRARATEZFLK(P>0.0D, (OXRNWEHAHEL, R HFMD
ERRFNIAZRKERAERNEINFHEBEE AR EK MM E0E AR REMEERA T, TERI ST HERENL
AEBAY,

[XEIR] BERFE LEEXREFNIAZGER A FA LS/ RERE @R E T

[FEHES] R735.9 [XHi#RiZEE] A [XEHS] 0258-879X(2007)06-0607-05

Inhibitory effect of angiotensin ][ type 1 receptor antagonist on pancreatic cancer of nude mice

JIANG Hua” , L1 Zhao-shen, XU Guo-ming ( Department of Gastroenterology, Changhai Hospital, Second Military Medical
University. Shanghai 200433, China)

[ABSTRACT] Objective: To investigate the inhibitory effect of selective angiotensin [I type 1 receptor antagonist ZD7155 on
pancreatic cancer xenografts of nude mice. Methods: Sixty nude mice were given subcutaneous injections of PaTu8988s cells to
establish the pancreatic cancer xenograft models; then the animal models were evenly randomized into 3 groups: low-dose(10 mg
+kg' + d7!')ZD7155, high-dose (20 mg « kg™' « d7')ZD7155 and normal saline groups. Ten mice in each group were
sacrificed 10 d after treatment and the tumor sizes and body weights were measured. The microvessel density (MVD) was
assessed by immunostaining of endothelial cells for CD31 and the cell apoptoses were observed by transmission electron
microscope. Another thirty mice were treated for 30 days; the survival period of mice and toxicity of ZD7155 were observed till
the 49th day of treatment. Results: Ten days after treatment, the mean tumor volumes in the control, low-dose and high-dose
groups were (35.8+6.7) cm®, (21.546.1) em® and (10.7+4.1) ecm®, respectively(P<C0.01); the average tumor inhibitory
rates in low-dose and high-dose groups were 22. 7% and 44. 6 %, respectively, both significantly higher than that of the control
group(P<C0. 01). The mean numbers of capillary vessels in the control, low-dose and high-dose ZD7155 were 16. 740. 9,
11.5£0.5 and 6. 0540. 7, respectively(P<C0.01). Transmission electron microscope showed a lot of typical apoptotic cells at
different stages in the 2 ZD7155 treatment groups. whereas there was no apoptotic cells in the control group. The survival
periods in treated groups were significantly longer than that in the control group(P<Z0. 01), and that of the high-dose group was
longer than that of the low-dose group (P<C0.01). The toxicity of ZD7155 was not apparent. Conclusion: ZD7155 can inhibit
the growth of pancreatic cancer in vivo through disturbing tumor angiogenesis and inducing tumor cell apoptosis; it may possibly
serve as a safe and effective agent for treatment of pancreatic cancer.
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Fig1  Effect of ZD7155 on

survival periods of nude mice
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Fig 2 Effect of ZD7155 on angiogenesis of pancreatic cancer xenografts in nude mice( X200)

A:Control group;B:10 mg « kg™ ! « d™! group;C:20 mg « kg~ ' « d~! group
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Fig 3  Apoptosis of cells in ZD7155 treated and control groups under transmission electron microscope ( X 800)

A': Control group showing no apoptotic cells; B: ZD7155 group showing aggregation of nuclear chromatin; C. ZD7155 group showing irregular

karyomorphism and uneven karyolemma;D:ZD7155 group showing spalling cytoplasm,apoptotic body
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