©
2017 2019

p53 Hippo

Molecular therapy for esophageal cancer targeting the p53 and the Hippo pathways

TAGAWA, Masatoshi

3,600,000

p53 Hippo

p53 p53
p53 Hippo FAK
p53 p53
FAK

Esophageal carcinoma has frequent mutations in genes encoding p53 and
several molecules in the Hippo pathway. This suggests that restoration of the p53 pathway and
suppression of the elevated Hippo pathway are therapeutic strategies for the malignancy. We used
agents which augmented p53 expression or suppressed several Hippo-linked pathways and examined
whether these agents induced apoptotic cell death. The present study showed that small molecules
activating p53 expression killed the tumor cells but the apoptosis induced was not always relevant
to p53-mediated cell death. Among agents inhibiting elevated Hippo-linked pathways, an inhibitor for

focal adhesion kinase effectively suppressed the growth and augmented p53 expression. A combinatory
use of p53-activating agent and the FAK inhibitor synergistically suppressed the growth through
augmenting p53 and dephosphorylating FAK levels. These data indicated that agents targeting the
pathways are potentially useful for the treatments.
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