Poster No. 24 


Title:
PVR/Necl-5 Promotes Glioblastoma Invasion by Activation of the Akt Pathway and MMP-2 Production
Authors:

Brian Enloe and Daniel Jay
Presented by:
Brian Enloe
Department:
Department of Cellular and Molecular Physiology, Tufts University School of Medicine
Abstract: 
Glioblastoma is a severe brain cancer, with medial survival of approximately one year after diagnosis, even when treated aggressively with surgery, chemotherapy, and radiation. Treatment failure is due to tumor recurrence, which is the result of the cancer cells ability to invade from the main tumor into the surrounding areas of the brain. PVR/Necl-5 was identified by our lab as a protein involved in glioblastoma cell invasion using a functional proteomic screen. PVR/Necl-5 is a transmembrane protein that is localized at the leading edge of invading cells. Depletion of PVR/Necl-5 using RNAi leads to decreased invasion, and reduced secretion of matrix metalloproteinase 2 (MMP-2). Glioblastoma severity in vivo correlates with MMP-2 expression, and this protease is responsible for degrading the extracellular matrix. PVR/Necl-5 depletion also results in reduction in activity of integrin-linked kinase (ILK) as measured by reduced Akt phosphorylation at serine 473. Depletion of ILK leads to a nearly complete loss of MMP-2 production. Thus, we propose that PVR/Necl-5 links ILK and Akt activation, resulting in increased expression of MMP-2.
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