2020 2022

The accumulation of extracellular matrix induces immunosuppressive
microenvironment and treatment resistance in pancreatic cancer

Aoki, Shuichi
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We performed nCounter Analysis, a novel integrated RNA sequence technique,
using resected pancreatic cancer samples after preoperative chemotherapy (NAT) at our department.
The expression of MET, LAMB2, and COL17A1 was significantly increased in the treatment-resistant
group, and patients with high MET-expression significantly occurred postoperative liver metastasis
and showed poor prognosis. We established MET-knockout pancreatic cancer cell lines by CRISPR/cas9
method. In 3-D culture, MET-knockout inactivated YAP-CTGF pathway and decreased expression of
extracellular matrix such as Collagen I. In an orthotopic mouse model, MET inhibition suppressed
liver metastases and reduced accumulation of extracellular matrix within tumor. Finally, MET
inhibition increased the infiltrated CD8 T cells within the tumor by improving the hypoxic
environment to normoxia.
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