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Development of a novel targeted therapy for EGFR mutation-positive lung cancer
focusing on the Hippo pathway molecule MOB1
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3,200,000

EGFR MOB1

YAP EGF EGFR

YAP EGFR EGFR

EGF YAP EGFR
EGF
YAP
EGFR Hippo-MOB1 YAP EGF
EGF
EGF EGFR
EGFR
RAS-MAPK
Hippo

The functional association between EGFR mutations in lung cancer and YAP, a
transcriptional coactivator, which is a downstream of MOB1 that regulates cell growth and survival,
was investigated. Under conditions of serum deprivation, EGF stimulation induced YAP activation in
EGFR mutation-positive non-small cell lung cancer cell lines, but not in EGFR wild-type cell lines;
even when EGFR was forced to express the mutant EGFR cell lines, EGF stimulation induced YAP
activation only in mutant EGFR cells.

Furthermore, EGF stimulation under serum deprivation significantly induced apoptosis in wild-type
cells, whereas Mutant-expressing cells were resistant to apoptosis; knockdown of YAP resulted in the
observation of apoptosis in mutant-expressing cells as well.
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YAP activation contributes to resistance against apoptosis in EGFR-mutant NSCLC.
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