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How Secreted AGR2 helps tumor cells to establish its microenvironment

The establishment of tumor microenvironment involves cell-cell signaling between tumor and normal cells. These signaling 
molecules are responsible for tumor vascularization, cell migration and integration of normal and tumor cells to form 

tumor microenvironment that supports tumor formation, growth and metastasis. Several major molecules including VEGF, 
FGF and EGF and their receptors have been successfully targeted by monoclonal antibodies for cancer treatment, proving 
their importance in anti-cancer drug development. How these signaling pathways are coordinated and regulated are important 
for the better understanding of cancer microenvironment and for the development of new strategies against cancer. AGR2 is 
both a cellular and secreted molecule that has been reported as a tumor marker and a promoter of cancer formation. We have 
reported that secreted AGR2 promotes blood vessel formation and the blocking of AGR2 by a monoclonal antibody will reduce 
tumor formation, indicating AGR2 is an extra cellular signaling molecule that plays a pivotal role in tumor microenvironment 
establishment. Here we report the mechanisms of how secreted AGR2 participates in the microenvironment building process 
that is already dominated by major players like VEGF, EGF and FGF and their receptors. We will describe our new findings 
that link AGR2 with tumorigenesis and tumor vascularization and surrounding normal cells especially endothelial cells 
responsible for new blood vessel formation and supplying nutrients for tumor cells. Our data strongly suggest that AGR2 is 
a multifunctional local guidance molecule participating cancer microenvironment network buildup by altering the signals of 
other key players in angiogenesis and cell migration.
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