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Characterization and drug screening of small intestinal adenocarcinoma
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Small bowel adenocarcinoma (SBA) is rare malignancy with a poor prognosis and its
pathogenesis remains unclear. The aims of this study were to investigate the molecular mechanisms and
discover new treatments of SBA by establishing SIAClcells. SIAC1 cells showed small intestinal cell
phenotype, decreased MMR proteins with CpG methylator phenotype and frame-shift mutations of target
genes. SIAC1 cells had af3 -catenin deletion, which results in a stable (3 -catenin protein with enhanced
Wnt signaling. Clinical SBA samples also showed [ -catenin deletion, aberrant MMR proteins expression and
frame-shift mutations of MSI target genes. Screening assay using 140 compounds showed that eribulin
significantly inhibited SIAC1 cell growth by inhibition of Wnt signaling through B -catenin protein
degradation. This drug also showed efficacy in nude mice with SIAC1 cell xenograft, Eribulin, which
showed anti-cancer effect both in vitro and in vivo, might be a good candidate for SBA treatment.
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