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Establishment of therapeutic strategy for KRAS-mutant cancer targeting
PRMT5-mediated cancer stem cells maintenance machinery
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PRMTY5 expression was enhanced downstream of KRAS in normal pancreatic ductal-derived cells and
PDAC cells. Upregulated PRMT5 was involved in genes expression associated with tumor stemness.
These data suggest suppression of PRMT5 activity attenuates PDAC cell proliferation and CSC
maintenance. Then, we examined the effect of PRMT5 inhibitor treatment. PRMT5 inhibitor treatment
suppressed cell proliferation and cancer stem cells (CSCs) maintenance. Furthermore, combination
treatment of PRMT5 inhibitor and conventional anti-cancer drug further suppressed cell proliferation and
CSCs maintenance through their synergy effect. Then, xenografted tumor was also shrunk after PRMT5

inhibitor treatment as well as combination treatment of PRMT5 inhibitor and conventional anti-cancer

drug.
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