©
2020 2022

Satoshi, Kuboki

LGR5 STAT3

Development of a new therapy targeting LGR5-induced STAT3 activation in
hepato-biliary-pancreatic cancer

3,300,000
LGR5 B -catenin OLFM4 STAT3
GRIM19 Wnt B
-catenin OLFM4 GRIM19 STAT3
LGRS Wnt-B -catenin OLFM4-GRIM19
STAT3 LGR5
STAT3 EMT
STAT
LGR5 Wnt-p -catenin
STAT3 LGR5
LGR5 STAT
STAT3

In patients with ICC, LGR5 expression was correlated with activation of
-catenin and STAT3, and negatively correlated with GRIM19 expression. Moreover, high LGR5 expression
was an independent predictor for poor prognosis. In vitro, inhibition of Wnt signaling suppressed
B -catenin activation, which resulted in decreased OLFM4 expression and increased GRIM19 expression,
leading to STAT3 inactivation. Similar results were seen in HCC. These results suggested that
LGR5-1induced Wnt-f3 -catenin signaling activated STAT3 through OLFM4-GRIM19 cascades, which resulted
in enhanced tumor progression; therefore, LGR5 was an excellent factor for poor prognosis and a
useful therapeutic target in patients with hepato-biliary-pancreatic cancer.
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