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Synthesis of Novel 1,4-Benzoxazin-3-one derivatives
as inhibitors against Tyrosine kinases
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Graduate School of Materials Sciences, Nara Institute of Science and Technology
2Santen Pharmaceutical Co. Ltd.

Protein kinases play a very important role in the cell signaling process, such as cell proliferation,
differentiation, apoptosis and secretion. Indolinone derivatives, SU5416 (1) and SU11248 (2) are reported
to be potent inhibitors against vascular endothelial growth factor receptor 2 tyrosine kinase (KDR).
SU11248 shows especially potent antiangiogenic effect in vivo, by introducing substituent group in R*to
increase aqueous solubility. This compound inhibits other tyrosine kinases as well as the KDR. On the other
hand, 1,4-benzoxazin-3-one derivatives 3, having a similar structure to these indolinone derivatives, are
also reported to be antiproliferative agent due to inhibition against tyrosine kinases in a patent. However,
1,4-benzoxazin-3-one derivatives, which has a hydrophilic group like an amide moiety of SU11248, have
not been synthesized.

Accordingly, we designed and synthesized a novel 1,4-benzoxazin-3-one derivatives which would have
inhibitory activities against tyrosine kinases. They could be easily synthesized from various carboxylic
acids 7 and amines using TFP resin * without purification. In this symposium, we will report the design and
synthesis of a novel 1,4-Benzoxazine-3-one chemical library 9 and the inhibitory activities against KDR
and ABL.



