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Investigation of the role of BRG1 in acinar cell-derived pancreatic
tumorigenesis
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BRG1, a core subunit of SWI/SNF chromatin remodeling complex, is silenced in
approximately 10% of human pancreatic ductal adenocarcinoma (PDA). We previously showed that BRG1
inhibits the formation of intraductal pancreatic mucinous neoplasm (IPMN) and that IPMN-derived PDA

originated from ductal cells. However, the role of BRG1 in pancreatic intraepithelial
neoplasia-derived (PanIN-derived) PDA that originated from acinar cells remains elusive. Here, we
found that exclusive elimination of Brgl in acinar cells impaired the formation of PanIN in mice.
Brgl directly regulated SOX9 expression and SOX9 overexpression canceled this PanIN-attenuated
phenotype. Furthermore, Brgl deletion in established PanIN resulted in regression of PanIN in mice.
Finally, BRG1 expression correlated with SOX9 expression in human PDA. In summary, BRG1 is critical
for PanIN initiation and progression through positive regulation of SOX9. Thus, the BRG1/SOX9 axis
is a potential target for PanIN-derived PDA.
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