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Canine melanoma-specific activating signals as anti-cancer therapeutic targets:
regulation of ERK5 signaling pathway

NAKAYAMA, Tomohiro

3,300,000
IL-18 3 MMP-3
IL-1B 2 (COX-2) MAP ERK5
GLUTL GLUT3

The inflammatory micro environment in tumors influences tumor growth and
metastasis. We investigated intracellular signaling systems mediated by the inflammatory cytokine
interleukin-13 (IL-1B ) in canine melanoma cells to elucidate cancer-specific signaling systems and

explore new cancer therapy. In the melanoma cells IL-13 provoked expression and release matrix
metalloprotease 3 (MMP-3), which stimulated chemotaxis. IL-13 also stimulated cyclo-oxygenase 2
(COX-2) expression and prostaglandin E2 release in the melanoma cells. The MAP kinase ERK5 has been
suggested to be involved in the IL-1B -induced COX-2 expression. Further, GLUT1 and GLUT3, glucose
transporters, have been suggested to be implicated in cell growth via uptake glucose into the
melanoma cells, though IL-13 failed to induce expression of those glucose transporters. Together,
such cancer specific intracellular signaling and proteins may be new therapy targets for malignant
melanoma in dogs.
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