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i i We aimed to clarify the role of two driver genes, KRAS and GNAS, on the
pancreatic carcinogenesis using surgically resected pancreatic cancers associated with intraductal

papillary mucinous neoplasm (IPMN). By molecular pathological analysis, new subtypes leading to the
development of pancreatic cancer were found. We also clarified pancreatobiliary-type IPMN with

wild-type GNAS is prone to residual pancreatic recurrence.

We also sought to clarify the downstream pathway of mutant GNAS and the effect on tumor phenotype
using genetically engineered mouse models and genome-editing experiments using primary cells derived
from human IPMN-related pancreatic cancer with mutant GNAS. The driver gene plays a role in tumor

progression and maintenance by regulating mucin traits and tumor metabolic paths.
These findings are useful for stratifying the progression path of pancreatic carcinogenesis in IPMN
patients and predicting the risk for developing malignant progression.
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