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Development of anti-cancer drugs having Ras-Raf-binding inhibitory activity
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ras proto-oncogene products Ras, is a member of small GTPases, which is frequently
activated in a wide variety of human cancers, making them promising anti-cancer drug targets. Based on th
e structural information on the specific surface pocket found in the GTP-bound form of Ras proteins (Ras-G
TP), we have performed the compound screening in a large scale, and succeeded in the discovery of the nove
I compounds (Kobe0065 and its analogues) which exhibited a significant anti-tumor activity in animal model
s. The compound-binding to Ras-GTP potently restrained Ras activities in vitro and in vivo, by the direct
binding inhibition of Ras-GTP with the downstream effectors and also with the upstream regulators. Moreove
r, they showed an anti-metastatic activity on cancer cells, which is not found in the marketed anti-cancer
drugs.
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