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Hippo YAP/TAZ

Searching for signals controlling Hippo pathway effectors YAP/TAZ
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Hippo pathway effectors YAP/TAZ are under the strict control to maintain
biological homeostasis in vivo and are involved in both tumorigenesis and tissue regeneration. In
order obtain clues to address how the homeostasis breakdown begins and proceeds, we carried out the
systematic screening to search for YAP/TAZ-regulating factors and identified potassium ionophores, a

ER-stress inducer, genotoxic molecules, Jak3 inhibitors and several signaling kinases as novel
modulators of YAP/TAZ activity, suggesting that YAP/TAZ are regulated by multiple cellular cues.

Hippo YAP/TAZ



Hippo

Hippo
YAP/TAZ
YAP/TAZ  Hippo
YAP/TAZ
YAP/TAZ
YAP/TAZ
YAP/TAZ
YAP/TAZ
YAP/TAZ
YAP/TAZ
Hippo
YAP/TAZ
( ) YAP/TAZ
YAP/TAZ DNA
(YRE) YAP/TAZ
YAP/TAZ
) MCF10A
H1299

MCF10A-YRE H1299-YRE  MCF10A-YRE
SiRNA
(NPDepo, )

YAP/TAZ

Hippo

Hippo

( )

YAP/TAZ
YAP/TAZ
Hippo YAP/TAZ
YAP/TAZ
Hippo

YAP/TAZ

I | (LuFa4 02 BvreLti—SRET)

Kpnl Nhel
H1299.-YRE

Vanus il ¥

Padathve bucHessss unlt (C o =1)

YAPTAE &

E1 AEEYAPTAZERICE UVenus &
Luciferase# BH ¢ 5H1299-YREDH# iz
g, Jo-—FERTES L.
EMONOoBLCOO=-—BOET
YAP/YAZH L U5 FHbdhs.

Venus & Luciferase;E5 IR YAP/TAZ siRNA
=& Uil Eha.




Hippo

Hippo
YAP/TAZ MCF10A-YRE H1299-YRE
Hippo -YAP/TAZ
Hippo YAP/TAZ
Hippo
/
( ) YAP/TAZ Hippo
YAP/TAZ
Hippo Mobl
( ) YAP/TAZ
YAP/TAZ
( B1 )
YAP/TAZ JAK DNA
D
SIRNA ERBENEHLY
FaPhAL 15—t
PotACED,
YAP/TAZE MR ET
EVTHIAOmE
T4 (AR
k2 - et
Toll IL-1 : o PLPPUVERSIR)
IR e "
PLPP  YAP/TAZ e ———
TSK ~—
BELEYIFLETFO
YAP/TAZ HippoEEBEADE A A DR
El2 YAP/TAZZEMHIBEF - DT T OBRRERT
( ) YAP/TAZ
MCF10A-YRE H1299-YRE
YAP/TAZ Birch CtGF Cyr6l gPCR
«c )
YAP/TAZ
YAP/TAZ JAK
D
A Bamomycin A1 MCFI0AYRE
14 anes g!
:j:: I£ u YAP
_ o i
SIRNA o (R | (B
WSO 90 nM l_‘
SiRNA YAP/TAZ D
gPCR
cDNA
YRE E3 AESNEEEFICLIYAP/TAZRUENBREFOEE

Hippo

YAP/TAZ



() IRAK1 Wnt/pB -
@) HTRIEA( B 17 =i & S
1RAK1 1RAK1 ( > RERwTA el g
bl el J
IRAKL  YAP -
Wnt/B - E}E” i 1”: 1":31_
IRAK1 3 LIl
§35 533553
NFK B B - fE &
YAP E4 £ MRAKIZ B —hF =V B UNF k BOT A £FEET
2, IRAKIIRIL-1 B [243 B -HT v OFEHEICHETHS
B, IRAK4IHETHL,
IRAK]‘ ﬁ%‘“‘ "mm hIRAK1 ml(apiu-r-ﬂuisr m..:knm
IL- £ 2ms - e [ e Wi
18 IRAK1 B - P P flome T Eloeme
1RAK1 E Y= A —— high ()] —— high
B _ NFK B o i " fil_lnbllli EE#OA &
} e N e
IRAK1 S o te )
QIK& o E- _p'-m'h' N-ﬁ = _“F"“'m low
IRAK é 2:_._:]]___ o r g g-—ligh
IRAK]. b J. WT KD[WT Kb WT KD WT KD TR 2
FLAG | FLAG FLAG FLAG BNROAR ENROAR
B _ NIRAK 1 |hIRAK2 hIRAK hIRAKS: =
BES5 tFRAKIPSU—OH T, IRAKIOHHF B -hF = UEEMEIEL.,
R AT RIEEETTHD
IRAKID# ., @ B =hTZ EMBEFTHIAN2E/ IO E O,
@ Lit-3—BEFEEHL. OMEFLOT RBELES I ERIT.
IRAKIOF+—tEE R B R4k (KD) [REBICHL R EL D,
IRAK
IRAK1
RosaZflocus S_Ey I — .
Targeting vector
left arm leedP loxP I[RES right arm
( CAG=PuroR/STOPfot RIRAK1*-IRES-GFP )
x

([ wearmemns, ypsEm. FHEMBANCCER |
He6 #@MRNEMRAKIERE (x) RRTG-IIAER

1. Cancer Cell 29 783-803, 2016
2. Nat.Reviews Mol.Cell Biol.20 2019



2 2 0 2

Omori H, Nishio M, Masuda M, Miyachi Y, Ueda F, Nakano T, Sato K, Mimori K, Taguchi K5, Hikasa 18

H6, Nishina H, Tashiro H, Kiyono T, Mak TW, Nakao K, Nakagawa T, Maehama T, Suzuki A.

YAP1 is a potent driver of the onset and progression of oral squamous cell carcinoma. 2020

Sci Adv. eaay3324
DOl

10.1126/sciadv.aay3324.

Nishio M, To Y, Maehama T, Aono Y, Otani J, Hikasa H, Kitagawa A, Mimori K, Sasaki T, Nishina 111

H, Toyokuni S, Lydon JP, Nakao K, Wah Mak T, Kiyono T, Katabuchi H, Tashiro H, *Suzuki A

Endogenous YAP1 activation drives immediate onset of cervical carcinoma in situ in mice 2020

Cancer Sci. 3576-87
DOl

10.1111/cas.14581.

4 0 0
Toll /1L-1 IRAK1 Wnt/pB -
42
2019
Hippo YAP/TAZ
41

2018




Toll /I1L-1 IRAK1 PPPSP

Axinl

Wnt/beta-catenin

43

2020

YAP1/TAZ

79

2020

Wnt/B -

2019-207336

2019

https://ww.uoeh-u.ac.jp/University/dept/medicine/seika.html

https://ww.uoeh-u.ac.jp/University/dept/medicine/seika.html







