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Inhibitory effects of angiogenesis inhibitor TNP-470 on growth of a human malignant
glioma cell line SHG-44 and its xenografted tumor

DU Lirlin, BIAN Xirww CHEN Yisheng, SHI Jing-quan (Intitute of Pathobgy, Southwest Hospitab Third Military Medical University, Chongqing 400038, China)

Abstract Objective To investigate the effects of TNP-470 on the growth of a human malignant glioma cell line SHG-44 in vivo and in vitro.
Methods The colonmetric MI'T assay, soft agar culture, flow cytometry, light and electron micwoscopy were used to determine the pwoliferation the
cloning efficiency, cell cycle and the morphological changes of SHG-44 cells as well as the growth of its xenografted umor. Results TNP-470 (20
~2 000 ng/ mD) significantly inhibited the proliferation of SHG-44 cells in vitro (the 50% inhibitory concentration was 200 ng/ml). Cloning effi-
ciency reduced obviously. The number of cells in G/ G, phase increased while that inS, G,/M phases decreased sgnificantly. Weight and volune
of xenografted tumors treated with TNP-470 (30 mg/ ke, injected subcutaneously every other day) reduced notably. Furthemore, there were necmotic
area and apoptosis in the tumor. No severe side effect of TNP-470 was found in this study. Conclusion The inhibitory effect of TNP-470 on the
growth of SHG-44 cells correlates with its functions of regulating cell cyde and inducing apoptosis, which suggests that the angiogenesds inhibitor
TNP-470 has strong inhibitory effect on human malignant gliomas.
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Fig1l SHG 4 cells treated with TNP-470 for 72 h The cellswere ound and apoptotic bodies(—) cound be seen  (HEX 1 000)
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Fig2 SHG 44 cells treated with TNP-470 for 72 h Most mitochondria swollen with broken
cristae and formation of myelin figure some microvilli (MV) dropped dovn  (TEMX 15 000)
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