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Development and analysis of small intestinal disease model using small
intestinal stem cells

YAMADA, ATSUO

3,700,000
SIAC1
EGF Rspol
Notch SIAC1
cetuximab bevacizumab SIAC1
E-cadherin

To model small intestinal diseases, we used SIACl cells, which we have
established from small intestinal adenocarcinoma, and mouse small intestine as sources of organoids.
Organoids from SIAC1 cells proliferated independent of growth factors, such as EGF and Rspol, which
were indispensable for the growth and maintenance of mouse small intestinal organoids. Notch
inhibitors increased differentiation marker expression in SIAC1 organoids, while cetuximab or
bevacizumab, molecular targeting drugs against colorectal cancer, failed to inhibit SIAC1 xenograft
growth. In mouse organoids, E-cadherin was indispensable for normal proliferation, as the
conditional deletion of cdhl gene in organoids disrupted the crypt-like structure. These results
suggest the therapeutic potential of differentiation induction or adhesion inhibition against small
intestinal adenocarcinoma.
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