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We assessed ANGPTL2 function in intestinal physiology and disease in vivo.
Although intestinal development proceeded normally in Angptl2-deficient mice, expression levels of
the intestinal stem cell (ISC) marker gene Lgr5 decreased, which was associated with decreased
transcriptional activity of B -catenin in Angptl2-deficient mice. Epithelial regeneration after
injury was significantly impaired in Angptl2-deficient relative to wild-type mice. ANGPTL2 was
expressed and functioned within the mesenchymal compartment cells known as intestinal subepithelial
myofibroblasts gISEMFs). ANGPTL2 derived from ISEMFs maintained the intestinal stem cell niche by
modulating levels of competing signaling between bone morphogenetic protein (BMP) and B -catenin.
These results supﬁort the importance of ANGPTL2 in the stem cell niche in regulating stemness and
epithelial wound healing in the intestine.
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