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BRER This gene is a member of the Tre-2/BUB2/CDC16 domain family. The protein encoded by this gene is a Ra
b-GTPase-activating protein, and contains two phopshotyrosine-binding domains (PTB1 and PTB2), a calm
odulin-binding domain (CBD), a Rab-GTPase domain, and multiple AKT phosphomotifs. This protein is thou
ght to play an important role in glucose homeostasis by regulating the insulin-dependent trafficking of th
e glucose transporter 4 (GLUT4), important for removing glucose from the bloodstream into skeletal musc
le and fat tissues. Reduced expression of this gene results in an increase in GLUT4 levels at the plasma m
embrane, suggesting that this protein is important in intracellular retention of GLUT4 under basal conditio
ns. When exposed to insulin, this protein is phosphorylated, dissociates from GLUT4 vesicles, resulting in i
ncreased GLUT4 at the cell surface, and enhanced glucose transport. Phosphorylation of this protein by A
KT is required for proper translocation of GLUT4 to the cell surface. Individuals homozygous for a mutatio
n in this gene are at higher risk for type 2 diabetes and have higher levels of circulating glucose and insul
in levels after glucose ingestion. Alternative splicing results in multiple transcript variants encoding differ
ent isoforms.
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