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Analysis of the mechanism of PRMT5-mediated pancreatic cancer stem cells
maintenance, and development of therapeutic strategy targeting pancreatic cancer
stem cells by PRMT5 inhibition
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We conducted RNA-seq analysis and found that PRMT5 upregulated gene
expression involved in integrin signaling and RAS-ERK signaling pathways in pancreatic cancer cells.
Additionally, we observed that inhibition of PRMT5 altered the splicing variants of several genes.
We evaluated the effective dose of PRMT5 inhibitors developed by GlaxoSmithKline and determined the
optimal dose through both in vitro and in vivo experiments. Our findings indicated that epithelial

pancreatic cancer cells are more sensitive to PRMT5 inhibitors than mesenchymal cancer cells.
Furthermore, the sensitivity of pancreatic cancer cells to PRMT5 inhibitors was found to correlate
with PRMT5 expression levels. Based on RNA-seq results, we also found that the combination of a MEK
inhibitor (Trametinib) and a PRMT5 inhibitor exhibited a high antitumor effect on these pancreatic

cancer cells.
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