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Establishment and Characterization of a Targeting Tumor Vesseles System for Inducing Thrombosis

WANG XianHiang' WANG Chizhen ' CHEN Xiaodi ' LI Zhe' LUO Lingdi* LU Sha' MEI Lixiang'
ZHOU Jiao' WANG Sheng—yu1 YAN Jiang—hual* (1. Cancer Research Center Medical College Xiamen University Xiamen
361005 China; 2. Department of Anesthesiology The First Affiliated Hospital of Xiamen University Xiamen 361003 China)

ABSTRACT:OBJECTIVE To establish a novel targeting tumor vessels system MF-A6-SA :B~+TF for efficiently inducing thrombo—
sis. METHODS Chemical crossinking technique was used to prepare a cross-inking agent of the A6-Streptavidin (A6-SA) MF-
A6-SA and BioteinHTF (BATF). FX coagulation assay was used to test MF-A6-SA : B4TF system’s FX activity. Fluorescence micros—
copy and prussian blue staining were used to simultaneously observe the targeting activity of MF-A6-SA :B-TF with an external magnet—
ic field. Hemagglutination was directly used to study the system’s biological amplification by SA/B. Biodistribution experiment was
used to observe the toxicity of MF-A6-SA:B+TF. RESULTS MF-A6-SA and B-TF were successfully prepared. MF-A6-SA:B~+TF
system could activate FX inducing the blood coagulating cascade powerfully. MF-A6-SA :BATF could be accumulated to the desired
target area with targeting and induce thrombosis in tumor blood vessels in vitro and in vivo. CONCLUSION The double targeting
tumor vessels system MF-A6-SA :B~ATF maybe provide a basis for developing the tumor blood vessels targeting therapy.

KEY WORDS :targeting; anti-neuropilin 1 (NRP1) antibody; truncated tissue factor(tTF) ; magnetic fluid; thrombosis; anti-tumor
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Determination of the composites of MF-A6-SA and B-

A —fluorescence microscope; B — electrophoresis
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Fig.2 Blood coagulation activity of MF-A6-SA:B~+TF by FX

activation assay. n=3 X *s
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3 MF-A6-SA:BATF .n=3 x%s
A- MF-A6-SA :B+TF ( x400) ;B - MF-A6-SA: B+TF

Fig.3 Double targeting tests of MF-A6-SA:B-TF. n=3 x s

A —fluorescence microscopy images and prussian blue staining images for cells treatment with MF-A6-SA :B-TF in diffedrent magnetic field strengths; B — the quantitative a—

nalysis of cell targeting of MF-A6-SA( x400) :B+TF was measured by the relative staining mean value

4 MF-A6-SA 1 BATF SA:IB
Fig. 4 Biological amplification of SA:B moiety of MF-A6-SA: - n=3 xks
BATF by hemagglutination( x 200) Fig.5 Fe uptake in different organs of mice at 0 2 4 8 16 h

after intravenous injection. n =3 x £
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6 H&E ( x400)
Fig. 6 H&E Staining micrographs of different organs of mice

( x400)
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