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Screening of anti-tumor activity of vandetanib derivatives
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Abstract: Objective To screen the antitumor activity in vivo and in vitro of the series of vandetanib derivatives, and to provide the
basis for seeking new tyrosine kinase inhibitors with high efficiency and low toxicity. Methods Homogeneous time-resolved
fluorescence (HTRF) and SRB method were used to screen kinases and cells in vitro; The acute toxicity experiment of classical
methods was used, and nude mice model transplanted by non-small cell lung cancer H1975 cells was established to evaluate the
antitumor activity. Results Six compounds (TY8115, TY8119, TY8122, TY8128, TY8129, and TY8131) with better activities were
selected by HTRF method, where TY8115 had better inhibitory effect onVEGFR-2 and EGFR than vandetanib. The above active
compounds showed different degrees of inhibition on three kinds of target cells (A431, H1975, and A549) by SRB method, and the
inhibition of TY&115 was the most obvious. TY8115 had little impact on the non target cell (MDA-MB-231) growth. Results of acute
toxicity test showed that TY8115 exhibited no toxicity. Antitumor activity in vivo showed that TY8115 with doses of 75 and 150 mg/kg
had curative effect on lung cancer H1975 cells with relative tumor growth rates of 54.44% and 39.54%, respectively. Conclusion
The compound TY8115 has good antitumor activity in vitro and in vivo, and has no previous toxicity, which will be an new tyrosine
kinase inhibitor.
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