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Establishment of a mouse model of ampullary carcinoma and identification of stem
cell niches and cells of origin
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Using lineage tracing in mice, we found that Axin2-positive peribiliary
gland (PBG) cells in periampullary region as biliary epithelial stem cells. Additionally, we found
that smooth muscle cells surrounding PBGs secrete R-spondin 3, forming a Wnt-activating niche in
this area. When PTEN was specifically knocked out in Axin2-positive cells in mice, ampullary
carcinoma developed, and its progression was significantly suppressed by Wnt inhibitors, suggesting
that the Wnt-activated niche in periampullary region contributes to ampullary carcinoma development
and could be a potential therapeutic target. We also identified OLFM4 as a specific marker for PBG
cells in the common bile duct.
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AXIN2+ PERIBILIARY GLAND CELLS IN PERIAMPULLARY REGION SERVE AS BILIARY EPITHELIAL STEM CELLS AND GIVE RISE TO AMPULLARY
CARCINOMA.
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