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The impact of Bcl-xL upregulation in the development of Kras-mutated pancreatic
neoplasia
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KrasLSL-G12D/+ Pdx1Cre (P-KrasG12D) mice showed PanlINs in 2 months and developed
PDAC in a year. Immunohistochemistry revealed that Bcl-xL was overexpressed in not only PDAC but also
PanINs. Kras knockdown downregulated Bcl-xL expression in Kras-mutated cells (PANC1 and MIA PaCa2) but
not in wild-type cells (BxPC3). MEK inhibitors decreased expression levels of Bcl-xL as well as
phosphorylated ERK in Kras-mutated cells. Kras mutation induces overexpression of Bcl-xL throu?h MEK-ERK
pathway. While P-KrasG12D mice developed PanlINs, mainly low-grade, with no PDAC at 4 months, all
littermate Bcl-xL Tg/ P-KrasG12D mice developed PDAC at 4 months. The median survival of Bcl-xL
Tg/P-KrasG12D mice was 7.6 months, while all P-KrasG12D mice lived in more than one year. Bcl-xL
overexpression in Kras-mutated cells accelerated carcinogenesis of PDAC, leading to poor prognosis.
Targeted therapy on Bcl-xL may be effective not only as an anti-cancer therapy but also as a preventive
therapy for PDAC.
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