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Discovery of Novel Angiogenesis Inhibitor Based on the Intramolecular Nonbonded Interaction
-Design and Synthesis of Azole Derivatives with VEGFR2 Tyrosine Kinase Inhibitory Activity-

o Takahiro Honda?, Yasushi Kaneko®, Ayaka Ishikawa®, Hiroyuki Aono'? Masakazu Ban?
Graduate School of Materials Science, Nara Institute of Science and Technology
’Santen Pharmaceutical Co. Ltd.

We have previously reported that an intramolecular nonbonded S-O interaction in compound 1 caused a
similar conformation to PTK787 (2) and AAL-993 (3), and that 1 has potent inhibitory activity against
vascular endothelial growth factor receptor (VEGFR) 2 tyrosine kinase (KDR). This time, the design and
synthesis of novel oxadiazole and thiadiazole derivatives thought to have KDR inhibitory activity were
examined on the basis of ab initio MO calculation. Oxadiazole and thiadiazole derivatives 4 - 7 were
shown to have two conformations through X-ray crystal structure analyses. The SAR results which suggest
that the conformation of 4 - 6 is closely related to have inhibitory activity against KDR were consistent

with the previous study.



