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Abstract:

The effect of high infiltration of M2 tumor associated macrophages (TAM) in the
microenvironment on the glycometabolism of pancreatic cancer is unknown. Our multi—omics
research showed that the high infiltration of M2-TAM in pancreatic cancer patients was
associated with increased RAB15 expression, increased ribose 5-phosphate (R5P) metabolism
and poor prognosis. Studies have confirmed that increased R5P metabolism can promote the
proliferation and invasion of pancreatic cancer. Our further studies have shown that
M2-TAM enhances RAB15 expression in pancreatic cancer by transferring miR-155-5p, and
RAB15 promotes endocytosis and TALDO/TKT which are key enzymes of R5P metabolism.
Accordingly, we put forward a hypothesis: Extracellular vesicles secreted by M2-TAM can
transfer miR-155-bp to pancreatic cancer cells for inhibiting SEL1L and enhancing the
expression of RAB15 protein, the overexpression of RAB15 protein promote endocytosis and
regulate TALDO/TKT of pentose phosphate pathway for increasing R5P metabolism, and thus
promote the proliferation and invasion of pancreatic cancer. The purpose of this project
is to verify and elucidate the regulatory mechanism of RAB15 in the influence of M2-TAM
on pentose phosphate pathway in pancreatic cancer through cell function experiments
targeted metabonomics, gene knockout experiments and animal experiments. Research results
will provide novel therapeutic strategies for targeting tumor microenvironment-related

glucose metabolism.
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