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Mechanism of circZFANDG6 in regulating the polarization of

TAMs to M2 type in triple negative breast cancer

LIU Ruihan"?, YE Xigang”, WANG Shouliang"*, ZHANG Mengli'*, MAO Siyi"*, YU Jianwu'?,
LI Shun'?, TAN Weige'”
(1. Department of Breast Surgery, the First Affiliated Hospital of Guangzhou Medical University,
Guangzhou 510080, China; 2. Guangzhou Medical University, Guangzhou 510080, China)

Abstract Objective To explore the mechanism of circZFANDG in regulating the polarization of tumor-
associated macrophages (TAMs) to M2 type in triple-negative breast cancer (TNBC). Methods Luciferase
recombinant virus was used to infect and label cell lines. circZFANDG expressed was knocked out using
CRISPR/Cas9 self-contained EGFP system. The effects of circZFANDG6 on the proliferation, clonogenesis
and invasion of TNBC cells were determined by cell counting, clonogenesis and Transwell invasion assay.
The expression of immune-related genes and proteins in tumor tissues or cells were detected by qRT-PCR ,
immunohistochemistry and Western blot. Results circZFAND6 is up-regulated in TNBC tumor tissues,
which can promote malignant transformation such as proliferation and invasion of breast cancer cells. In
addition, the expression of circZFANDG6 increased in immunotherapy-resistant TNBC tumor tissues, while
the infiltration of CD3" T cells and CD8" T cells in tumor tissues of patients with high expression of
circZFANDG decreased significantly, while the number of CD163-labeled M2 TAMs increased significantly.
At the same time, overexpression of circZFAND6 may up-regulate ¢-MYC and CD47 protein levels in
breast cancer cells, thus promoting the depletion of immune T cells and promoting the polarization of TAMs
to M2 type. Conclusion In TNBC, circZFANDG6 is closely related to the immunotherapy and immune
microenvironment of TNBC. The high expression of circZFAND6 can promote the polarization of TAMs to
M2 type and the depletion of T cells in the tumor immune microenvironment.

Keywords: triple-negative breast cancer; tumor-associated macrophages; circZFAND6; M2 polarization ;

tumor immune microenvironment.
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