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Therapeutic effect of "I in treatment of nude mice implanted with human glioma
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[Abstract] Objective To investigate the efficacy of 1 in treatment of nude mice implanted with human glioma cell line
U251 and the related mechanism. Methods The animal models of human malignant glioma were established with nude mice. ' 1
was implanted into tumors and the tumor growth was observed. The ultrastructural change was observed by electron
microscopy. The apoptosis of the tumor tissue was examined by in situ end-labelling technique; expression of Bax/Bcl-2 was
detected by flow cytometer. Blood vessel density and expression of VEGF, bFGF were observed by immunohistochemistry.
Results Nude mouse models of human malignant glioma were successfully established. Compared with control group,'® I
significantly inhibited tumor growth in nude mice(P<C0. 05, P<C0. 01). Electron microscopy demonstrated that the tumor cells
displayed apoptosis characteristics such as nuclear fragmentation, margination of condensed chromatin. The expression of Bax/
Bel-2 in the ' 1 implanting group (1. 884 0. 47) was significantly increased compared with that in the control group (1. 114

%1 implanting group (3. 64 40. 89) was significantly higher

0.52,P<C0. 01),and the apoptosis rate of tumor tissues in the
(0.81£0.45,P<C0.01). The blood vessel density in the T implanting group was significantly lower than that in the control
group (1.4040.55 wvs 3.23£0.87,P<C0.01). The expression of VEGF,bFGF in '®1 implanting group was significantly lower
than that in the control group (1.5840. 55 ws 4. 1940. 45 for VEGF, P<C0. 01; 2. 44+0. 89 wvs 3.52+0. 79 for bFGF, P<<
0. 05). Conclusion '*I has prominent inhibitory effect against human gliomas,and the main mechanism might be the promotion
of apoptosis and decrease of blood vessel density.
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Tab 1 Comparison of tumor volumes between '** I implanting group and control group

(n=12,r=+5,V/mm?®)

Time after treatment ¢/d

Group
0 5 10 15 20 25 30
Control 203.1+5.6 256.7+34.6 315.8+50.4 392.4467.8 479.2+86.5 609.74+112.4  781.6+160.8
15T implanting 202.4+5.9 255.9+41.7 289.74+47.2 302.5454.9" 265.4+£57.7° 212.6+49.6" " 163.3+41.2" "~

* P<C0.05,* * P<C0. 01 ws control group
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Fig 1

Electron microscopic photographs showing morphological changes in tumor tissues

A;Control group showing intact organelles and more pathocaryocinesis; B: 1?°1 implanting group showing fewer caryocinesis, characterized by disappearance

of nuclear membrane and karyorrhexis; C: Characteristic changes of apoptosis in the '?°1 implanting group: patches of condensed chromatin lying against the

nuclear membrane and the irregular nucleus. Original magnification: X1 500(A), X3 000(B), X 10 000(C)
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Fig 2 Apoptosis in tumor cells
A1 implanting group; B: Control group. Original magnification:

X400

B3 fEALEERNMEAANMLERE
Fig 3 Blood vessel density of tumor tissues in
1 implanting group and control group(S-P)

A;Control group;B:'?°T implanting group. Original magnification; X 400

4 REAKKNMEAZR VEGF # bFGF KR iA
Fig 4 Expression of VEGF and bFGF in tumor tissues in '**I implanting group and control group(S-P)

A:Expression of VEGF in tumor tissues of control group;B: Expression of VEGF in tumor tissues of %1 implanting group; C; Expression of

bFGF in tumor tissues of control group;D;Expression of bFGF in tumor tissues of '*°1 implanting group. Original magnification: X 400
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