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Functional intravital imaging of tumor-associated macrophages in tumor
microenvironment
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Tumor microenvironment (TME) consists of complex interactions between tumor
cells and stroma cells. In this project, cellular behaviors and activity of ERK in TME of
tumor-bearing mice were investigated by intravital Fluorescence Resonance Energy Transfer (FRET)
imaging with two-photon excitation microscope. Initially, we focused on tumor associated macrophages

(TAM) in TEM, however, neutrophils in TME showed more important relationship with tumor cells than
TAM in our model. Our results showed that osteopontin secreted from 4T1 mouse breast tumor cell
induced cell aggregation followed by ERK activation in neutrthiIs and neutrophil-specific cell
death NETosis. In agreement with previous reports, NETosis inhibitor DNase | inhibited lung

metastasis of 4T1 cells. These observations suggest that osteopontin promotes metastasis of 4T1
cells by activating neutrophils and inducing NETosis.
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