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Novel therapeutic strategy based on IRGl-mediated anti-inflammatory effects in
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In intrahepatic cholangiocarcinoma, high TSPAN15 expression was an
independent poor prognostic factor, as vascular invasion, lymph node metastasis, and hematogenous
metastatic recurrence were increased in cases with high TSPAN15 expression. Cellular experiments
revealed that TSPAN15 activates ADAM10 by transporting ADAM10 to the plasma membrane surface, and

that ADAM10 activates NOTCH1 by separating the intracellular domain of NOTCH1, thereby enhancing
cancer stem cell-like property. These results suggest that TSPAN15-ADAM10-NOTCH1 signaling is a poor

prognostic factor that promotes tumor progression in intrahepatic cholangiocarcinoma, and that
novel therapies targeting this signaling may be useful.
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