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Sheddase Inhibitor INCB007839

National Cancer Institute

Source
National Cancer Institute. Sheddase Inhibitor INCB007839. NCI T hesaurus. Code

C82692.

An orally bioavailable inhibitor of the ADAM (A Disintegrin And Metalloprotease) family of

multifunctional membrane-bound proteins with potential antineoplastic activity. Sheddase

inhibitor INCB007839 represses the metalloproteinase ""sheddase"" activities of

ADAM10 and ADAM17, which may result in the inhibition of tumor cell proliferation. T he

metalloproteinase domains of ADAMs cleave cell surface proteins at extracellular sites

proximal to the cell membrane, releasing or ""shedding"" soluble protein etcodomains

from the cell surface; the disintegrin domains of these multifunctional proteins interact

with various components of the extracellular matrix (ECM). ADAM10 processes particular

epithelial growth factor receptor (EGFR) ligands and appears to regulate Notch signaling

through the cleavage of Notch and its related ligand delta-like ligand-1 (Dll-1). ADAM17

(also known as T umor necrosis factor-Converting Enzyme or T ACE) is involved in

processing tumor necrosis factor (T NF) from its membrane bound precursor to its

soluble circulating form and in processing ligands for the epidermal growth factor

receptor (EGFR) family.
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