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37E1
S| E(Hippo) Az HEA= g, 2 dF FopAlS £dshe, dol ot = 288 et 248

AT 2
A1 ol oA, A7l 9 AeAle EEY 55 AAA (glucose uptake inhibitor), XEEY FEA|

(glucose transporter, GLUT) A &4, sl @28 (glycolysis) AMA, <l&d 1 Z=4 2 <A 7544 7l
AAZ FAE ToRHE MYy shy o]l AS EHOR st 2AE

AT% 3
A2 Fol oA, AV EEY F oA A (glucose uptake inhibitor)E  SGLT2(Sodium-glucose

.
2
cotransporter 2) SAA T o-FFFZAIYA(a-glucosidase) AAA AL EFORE 3= ZAE

AT 4

A 3 o golA], A7) SGLT2 AAA+= tuZE]lZ =R (Dapagliflozin), o)Z#tZFa]Z =22 (Ipragliflozin),
A2 EZZ (Empagliflozin), AN2FZEEZ N (Ertugliflozin) 2 o]E9 dFdHo=z 38 7lss do=
TE ToRHY dEE s o]l AE EHLE e 2=

i

A7 5

A 3 3ol glolA, AV a-FFIAITHA] A A= o}FFR Z(Acarbose), HEFH. A~ (Voglibose) @ o]&¢] ofFsth
Ao &g 7/ted do FAE ToRREH AdYH sy o] AS EAHOR s 2A4E.
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_O‘lt‘

A 2 &l QdojA, A7) GLUT A &A= BAY-786, STF-31, WZB-117, A€ (Fasentin) 2 o]E2] st
§ 7bsd dom AR woRKE AYE g o]l S EHOR e 2AE.

AT 7
Al 2 ol oA, A7) AFEE Al 2-tSAFFAA(2-D6) EE o]9 ofgHor FE sHed el A
& 5HoR e 248

A3 8
A 2 3ol glojA, A7) ogd EnH] E2AE GLP-1 84 &84, DPP-4(Dipeptidyl peptidase-4) AIAl,
¥ 9} =281 = (Repaglinide), mElZFEY=Miitiglinide), U 2y =(Nateglinide), YA =

(Gliclazide), WY E=(Glimepiride), SYIA=(Glipizide) B o]E2] ¢ty or 3& 7153 For
TAE TORRE dYE sk o]l AJAE EHORE e 2 E
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2= FE = (Dulaglutide) ¥ o]&9] <std oz & § 7M5eh 4oz FA4H Fo=Ry Adud s o)l A

S EROR e RAE.
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El(Alogiptin), B ZFHE (Evogliptin), ol=H¥ (Anagliptin) 2 o]E9] gz og 3§ 7}53 Pog
TE ToRRE AYE s o]l AE EHoR e 2A4E

A7 11
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S| sl = FA

Bowrye] BAe S (Hippo) AT AR BAA: U AY FeAS mel, o o w Awg ot
4 242 Agss Aol

By e BAL s X(Hippo) AEAY AR BAA: 9 D9 AAS e el di wmE a8
B < AFss Aol

H
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o

02, s|Z(Hippo) Aodd F= A 2 dF detAE 23eth=, o O

Hoabmo] Az el e wad, Av] d49 AskAleE ERY &5 9 AA (glucose uptake inhibitor), ¥
9 F%A (glucose transporter, GLUT) A3MAl, T 2&(glycolysis) AMA, Jded #H T34 £ A=
g 44 AAARE FAYE FoRYE AEyE s oot

By AAFerE, AV XX F4 9JAA|(glucose  uptake inhibitor):  SGLT2(Sodium-glucose
a

cotransporter 2) AA & a-=FZAIUA (a-glucosidase) HAA |},

Rt AAFeRE, A7l SGLT2 JAAE vdsdEZZF (Dapagliflozin), olZE=gEE3
(Ipragliflozin), QutZ=2Z=72 (Empagliflozin), NEFZFYZZF(Ertugliflozin) ¥ o]E9] oFstx o= 3
| 7l 9oz FAAE o2 R AU St o]dd § JARE, o] A= AL oyt

Bt § FAFoRE, AV a-FFIFAGA AA = oFFFE.Z(Acarbose), HEFEH 2~ (Voglibose) & o]E 9]
et o2 &§ 7t dom P TORFE Hud sk odd g AA|RE, ool Ay AL ol

w2W, 47] GLUT A3 A= BAY-786, STF-31, WZB-117, 3tAl¥l(Fasentin) 2 ©]
do=
=

Gol pon 8 Absd Hon PAY ZOYH AME S} YU + AAL, elo] ATAL AL o
Y.

woume FAAL FAe] 2w, 47 HPHE ARAE 2USAFFRA(DE) EE oo oFHom
58 H5e 99 5 dout, ol ARHE AL ok

ool FAAR o] wEW, v dEd #H FXAE GLP-1 & 2H8-Al, DPP-4(Dipeptidyl
peptidase-4) JAA, =Y =(Repaglinide), PIEZBU=(Miitiglinide), YHEHZEYE=(Nateglinide),
FEZYA = (Gliclazide), SB|MI 2= (Glimepiride), 2R =(Glipizide) % o]E2] Fstyo=z 3E 7}
e dog S ToRPH AuUd shu ol dd F dont, ool AlFEE AL oy,
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B} FAHCZE, A7) GLP-1 F&A ZEA=
ZFE| = (Dulaglutide) B 0|52 ofstzo=
Qo old AFEE AL ofyrt,

YAIAYEI = (Lixisenatide), BE=FE=(Liraglutide), &
38 7l dor FAE FoeRFEH AEd sy o) dd 5

B FAlFo R, A7) DPP-4 JAAl= AletEHE (Sitagliptin), WU="HE (Vildagliptin), 2MAMEHE
(Saxagliptin), @Y=H® (Linagliptin), Av=HE (Gemigliptin), H¥#]=HE (Teneligliptin), ¥=Z=H
Yl (Alogiptin), X ZFHE (Evogliptin), °olY=%H¥ (Anagliptin) % o]E9 ofsxo=r & 753 o=
T4E ToRRE AYE g ol dd F oy, ol AgHE AL ofyrt.

2 oo FAHQ Fddel maw, A AdEd A5 JNdAE de28 el (Pioglitazone), ZHISEERE
(Lobeglitazone), 3}7] &3&4 12 IFAEE H]Folt}o] = (Biguanide) Al 33E L o]=9] ¢kgtro=z 34
7hedt dog FAdE FoRFEEH AYUE= sy o dd 4 Q)

71 B 1M R R R 72 SHAR $£4, 66 2 e Al GG EEeld.

TAHeR, A7) skek 19 R a4 Ee vEelal, R W, FE Ee dd ol"Ed 5 dn

nrh FAMeR, 37 B9 1004 R 2 R BF W9 5 glom, of 4% o4 1 Sitwe MEzey

(Metformin)o] ®r}.

Hop FAFo R 7] §3 194 R R Revw A7 4 2 dld g9 5 Qo o B9 sk 1 gg=
o A X =29 (Phenfomin)©] ®T}.
Hop FAFo R 7] §3 194 R 2 Rev A7 4 2 FEY = Qo o B e 1 gEe F

Z 2R (Buformin)o] #t}.
FAHcrmE, A7 g 1 dFES EXENY & Q).
2 oA A7) “HlFelo] =(Biguanide)” £ HlFoRUol= AlE FEAQ WMEXEW, dxaEw] W oR

E3}3te] olm = 7tRyn|y tlolulo]=(Imidodicarbonimidic diamide) 2¥-(backbone)S 7}A+= =

We EY

#7] SHES AUT F Qom, EAL vTohtels AY FEQ WMEZEY, ALY L P
44 | 5
o]

wgel A, 471 3 Z(Hippo) AEAE 7
g ougd. ] R 2%
Aol Aolk % AFAT. A7) AX(llippo) ABAY AR 7] AX
- R Eae] BelshAy o 2AT 4 Atk EF, 7] S X(Hippo) NEAT ARE
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lA

2, oAd Wnt, Notch @ A Z 719 wAp-A
o F3E A & QaL, o]9 JEHolE & ol % tho]
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7] 3| % (Hippo) 23 MST1/2-LATS1/29] Kinase Cascade® ©]Fo1A lom FH44F(Oncogen

e)d YAP(Yes-A¥ whildl) 9 TAZ(PDZ-ZA3F REZE zZle dAAF R23AgshAl; WIRD Q] AAF Bz A4

(Transcriptional Coactivator)E <14ks}t AlA TS A= 9&S ). 3| XE(Hippo) AL AZ7} o

A = HYAP/TAZE= €73 3} 5| o| TEAD(TEA- S ™| 1-3H s d 2] of4F o] i) Atz d1ate} AdFFoan AxF7]

9 A%, SVAE 2 g T B, deol, dE AP F A Fas Aoz U4
3z

= =
A Ak %, A% 23 Seld VP B Tzt FFRAAZA 4853, 3 g Aue 2%

)

, (Hippo) 4l
AAAZA 283k},
TAFo R, B dyge Ay 2AE d|E(Hippo) AZHY HARE FAielal, YAPE <Q4ikst e BEEAI)
A Z)AY, YAP-TEADS] ©hiiz-giulz A& 289 oAsle 7|23HS S8 GAE APEEasES Jehde A, 49
A E= A58 oFshd 2AHES AT
2 ol 3] “3|E(Hippo) Aade A=2e] &3 & 3| E(Hippo) Aladg HA27F &A3t=o] YAPZF &
A (Qlaksh E = A5 An|sts Aoz, d|¥E(Hippo) AadY A2E At A I AAE g @
qk olug}l, YAPT} TEAD ©ize] ZAglo] oAHE RE 95 ujste Aoz AFEAT

oo 7] S EHippo) Al s e FE A= YAP-TEADS] o d-dwd o 2k-g-o] A4

Eouke oA YAP AF|AlE YAP E4S AAIEFAL, YAPS] Q1AkEE =XA7) AV, YAPS EIIE ZZIA|Z W oo}
Yl YAPY} TEAD®S] “d34t8-& Adlste BE A58 %%é}% EAS gusts A 4 .

Bo FAF o R, A7) YAP-TEAD whild-wvhld Al s 289 A= ZF G4 flufenamic acid), HEHIEZ
# (Verteporfin), CA3, TED-347, VGLL4 % o]eo] fFxA], wlzdxd =27 (Benzosulfonyl halogen), H]Zx-o}
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o2 3E 7hed doE dE ToERY dEE s oldd F o, old Ay E AL o},

27 dad A SgE Qe x=, 54 @A (& 5o GLUT, SGLT2, DPP-4, a-aFFAIthAl F)el tigh
AAAZA FAA oln 1 /‘1"50] A E A7) dide] HES FAX oA GA|SE shRNA, siRNA,
miRNA, 213291 (ribozyme), PNA(peptide nucleic acids) QFEJAlA SElawEe|LElol= T B 422
2] 7}o]= RNAE XE85l= CRISPR A28l 59 W oA il Bx1; g g 3o A9 JAE 8 ol&
GdulS Bolx o lAstE A e JEME AHEE F A2 GER A A st
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v
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A7 235 A HEF d 7 e FUAY TR 5 d4HA gon, d& 54U AERIXATM
Z(cyclophosphamide),  ©]X~Tu|=(ifosfamide),  E]LE|F}(thiotepa), A3} (melphalan), F2=A
(busulfan), UYHF=®(nimustine), BYF =¥ (ranimustine), TF7FEHR (dacarbazine), ZZ7FEu}X
(procarbazine), HEZZulo|=(temozolomide), AlZ2=Z# ¥l (cisplatin), 7FE2EZ2}¥ (carboplatin), Yt
Z}el (nedaplatin), HWEEZALo]E (methotrexate), HWEZ A= (pemetrexed), HI7FE/$-2H4 (tegaful -
uracil), =AEFdD(doxifluridine), HEHI7FE/71Heba/ 82t (tegaful - gimeracil - oteracil), Z+|AIE}
Hl(capecitabine), AlEFEHHl(cytarabine), ol=AlEFRl(enocitabine), ZIAIEMII(gemcitabine), 6-WIEEFH
(6-mercaptopurine), ZFt}ebul(fludarabin), ME~EFE (pentostatin), Fet=g|W (cladribine), 3lo]=FA]
S-#of(hydroxyurea), 524 F8]A(doxorubicin), o3 FH] Al (epirubicin), UTH-:=FH]Al(daunorubicin), o]t}
FH] Al (idarubicine), ¥ &FH]Al(pirarubicin), PFO]EZEZ(mitoxantrone), ¢FH|Al(amurubicin), <HE]x
ulo]AD(actinomycin D), E#]2mlo]Al(bleomycine), HZ# rlo]Al (pepleomycin), mlo]Ermo]AC(mytomycin
C), o= g+ 4l(aclarubicin), A%=2E}l€l(zinostatin), WA E|2=® (vincristine), R4l (vindesine), ®1H
2t2~® (vinblastine), H|=ZAW (vinorelbine), I+Z2]8 4 (paclitaxel), ZAMEA(docetaxel), ©o]Z]=HZt
(irinotecan), ©]2|:=EIzt &4 HAFE(SN-38), :=7|E|Zt(nogitecan, topotecan), °|E¥A]=(etoposide), *~
A= %&E (prednisolone), PAFHERE(dexmethasone), EFEA] 3 (tamoxifen), EZ W H (toremifene), HWEZA]
X 2 7| 2~ E] & (medroxyprogesterone), olup~E 2 F(anastrozole), A A ™| 2~ € (exemestane) , JERZZE
(letrozole), #EAIW(rituximab), ©|vFEld (imatinib), AYEIH(gefitinib), AFFH - 2LF7}ujolAl
(gemtuzumab ozogamicin), HK.ZE|Z1 E (bortezomib), AZEI'H(erlotinib), ASA%(cetuximab), HHIAIFH
(bevacizumab), UEId (sunitinib), A9 d(sorafenib), TFAFEId (dasatinib), IUFFT(panitumumab),
o}~ 3t} 7] ol Al (asparaginase), EZE|x=Cl(tretinoin), AAF8IH]A4(arsenic trioxide) HiE o9 Holu

244 dAt=s X3S 5 ol

wownel 2 Sve, SIE(Hippo) ASAY AR BA4AL 2 99 FekAE TFshs o o 2 AHE 4
F 24BS AT

_10_



10-2021-0036299

5

=

=

H
ol

L

pi

e
=)

34

atAo] o

[e)
F(free acid)ol ¢

A
jul

a9 4
]

ke)
i

wul
=

d Al

S} A]
=

(Hippo) Al&dd A=

3L
s Y

1

o

L

pi

gl A ARg-5

=13
=

X
L

[0081]
[0082]

pin
o

‘..&.o

»A
G

)

Hlo

<

ShE| A ekt
A7)

<
[e]

=

[<2]
7%l o

}

k)
e

[}

L

=1}
=

387}

= =

I¥Se)
7 AsRe A P2

[0083]

o

oF
ojp
)
.
jo

‘_mﬂ
e

"
Hr
ojp
Y

il
>
;QL

o))

=
Hlo
ajo

NI

K

fron
b

=]
=

) 4% A%

\

<0

[0086]

<

K

= AA, 34,

[0087]

=

7HA o] &

=]
T

=

p—.

o}

A =

3]

A, B

1
|

Al, A¥

[}

T/

ot

<
o
0
=

v

<0

[0089]

K

Ton

WA, HZEA

221

o 7haAl,

=N

o

=
=

H]

By
=

YAH T

371

[0090]

"

)

)

=
=

G A A= A

Z]
&

o} the

g

i
2l

ol wz}

B

A FAE &

L

Fu

o

A

9|

of g gol el

=N

A=)
[}

b,

H
A

k<)

Al 2
pas

A, alv) A,

e
24

3}
=

Wy £

o

)
e

YAP-TEAD AF

g 2

i

[0094]

TC

s Y

el ey

[e]

L

af s A=

3]

[0095]

3]
<

ot

= o oF

3]

2]

nl

"



[0097]

ZIHSd 10-2021-0036299

T 12 GLUTY A3AIE Folgh 499 WExawzte] e aWol gyt fAHE= AL Qg 235 g
BIsA=s

= 2% GLUTS AsiA= St A A375(ZAE) S O R MT-assays AA 3 A2 Yehygoh

= 32 GLUTE Adstd 3] E(Hippo) AEXAEARE gAdslsa, old upetyAP @l o] Aital(E&A3)) F
= AL Fgeld 2yt Yehdodd.

= 4% NCI-H1975(#HY) % MRC-5(AA # AE) AXE didez, HE aWS A% 49 3]E(Hippo) A&
A F27 A E =2 qdFE 3 Ad7E YeldA.

& 5% AGS(1%) HGES(% *J A BIAE) Axs Wdem, B8 as AN A5 sl EHippo) ANEHE

O

T 62 A2ty HE) AEXE digez, 88 S AAe 49 33E(Hippo) Al
IAY AR7F GAstEEA] 55 Qs A9E e ITE.

T 78 oRAEQl AGS(SISH) @ A AT AEQ RGEE o R, WHE SWe mE ZAyE WAFGY
(Immunof luorescence)& ©|&3 &g A5 Yelfglo).

O

E 82 & ool W8 QWS A8 A9, VAP ™ At HAE 9l AHE Yeh (A YAP/TAZS]
AA B% A A (transcription co—activator)2} WA} QAAIRITEADS] ZAgho] AAAE, B: TEADS A&l FA]
HglolAl (Luciferase) A= A4dh).

E 9% YAP-TEAD A352H8 A&AE WEx=wa HE Aad 4%, AGS(S) 2D Br-549(f-akeh) o] Abd & #}
S gRlgk 435 YERIT.

%= 102 YAP-TEAD 4328 Asj#| ZFd92H(Flufenamic Acid) SHEX=2W3 HE& g3k 49 A375(ZA

Z), NCI-H1650(H] AAEY AE), Cal-27(F7AK-<), HT-20(th"<eh), SUIT-2(3749h), AGS(91¢) 2 BT-
549(5- ) o] MIT-assay 235 eI
T 11& YAP-TEAD A3zkg A Al wZe|Z=Z3 (Verteporfin) SHEXZW I BE X a)st A% A375(S A
%), NCI-H1650(H] AAEY AE), Cal-27(F7AK-<), HT-20(th"<h), SUIT-2(3174¢h), AGS(S1¢h) 2 BT-
549(F-HFeb) o] MIT-assay 232 yebSIT.

T 12+ %32 2% (Glucose Starvation)d HAE =Wl W8 Ao o] I XA Hippo A EHEH =7}
dstE S HolFe A28 &% 23 (E 12a) 2 FAXE AME g9E BT NIT oMol 23 (% 12b)E 7t

® 13 2-USAEFAA(2-D6) o fxENe] e Al ofs) Aol Hippo MEdEF R SdstE S
HolFe 2" =% A¥(E 13a) H ?ME AP BdE RS MIT ofAlel Ax(= 13h)E 77

T e 9 HE FEilA A A WEXER Ao X3 o a3E Rigt AH4E RoFE T1F
olt}. & ldat TEANIY MLEZA, Balb/C FE w25 F 17502 LJr"l"‘ﬂ st aFdE A4 AEE,
b2 IggdeE gstEe] gle /\LJ_E Fa, HEXYS FAEIEY. ®= ldbe giETd 23 Aol
TF A7) WsE RoFEr l4ce Aolzdd wet v~ dd FX7F AR FATS HolFe 1Y
Zolrf,  Aojxdd ‘I}‘j/} b9 AFol dA AR A, AR fAES RIS (E 14d),
HE&Ay Ay vk T A7 FAVE EF @A A AS IRlSHATHE 14e)

% 156 ¢ HHE ’“% oAl YAP-TEAD Tl J3 28 A Ae} WEXENe B¥E Fold ot gi&s glsh
ANE HoFE 17l = 15a—‘:— Yz BE&FAToAe FF A7) HstE Rt WHEFo Ao
nh§-20] F¢F 3_7]9} s ] 7} B dAE] et S Gt (E 15b)

WS A7 G FAF g
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[0098]

[0100]

[0101]

[0102]

[0103]

[0104]

[0105]

[0106]

[0108]

[0109]

[0110]

[0111]

[0112]

[0114]

ZIHSd 10-2021-0036299

o, B wwe WAl s FAs AW @, s AAelt B ow@e dAss AU B, B 3ol
871 AAlelol ol BgEE AL ohe,

fé}\]aﬂ 1. *“_E HHOJZ 1;_1 }é?‘ﬂ XHE.PJ %H]
Ao] AFLT BE A EEZ 37C, 56 0, 2ANA MG, TAMOD . AITS(EME) . Melg2A(EME),

BT-549(-"+9}), Cal-27(Head and Neck Cancer; SF7%-<F), 3T3-L1(XW AG-A%E), MEF(Mouse embryonic
fibroblast), SVEC(Seminal vesicle epithelial cells) % HT-29(tH#<el) AlEF= DMEM(Dulbecco's Modified
Eagle Medium) wj=JollA] wj<Fa}Sict. HEL—299(X(§}2§' 2| /‘ﬂ.n_), NCI-H1650(B] A HE), AGS(HIYL),
Suit-2(F74<F), NCI-H23(#¢F), NCI-H1975(#¢F) 2 MRC-5(37 = ME) AEFE RPMI 1640 viA|oA] v
SFATE. Sk-Mel-2(ZAF) H Sk-Mel-28(ZMF) AEZFE MEM(Minimum Essential Medium) WlA]ollA] w] ¥Fs}3d
I, HEMn(AA Azbd Al2) AEFE 35AE 719 wix](Dermal Cell Basal Media)ol] @bdAE A% J|E
(Melanocyte Growth Kit)E d@ol& ajxolA wjkstodth. IMCD3(mF$-2 freje] AA AE), GES(AA 9 Ay
MAE) LRCE(HG AT AE) MAEFE= DME/F12 =] o A 8] F3F3iTt.

2

A7) RE dgdel: 10%  FBSE A7MESIE,  Soug/mle]  AUAR/AEEReld &
li

(Penicillin/Streptomycin solution)S #7}sl3itt.

MCF10A(AA A3 AE) AEFE DMEM-F128§A o] 5% 2 &A(horse serum), EGF(Epidermal Growth Factor)
20ng/ml, 3J|=ZFZE <& (hydrocortisone) 0.5pg/ml, ZF# 2 SA(cholera toxin) 100ng/ml = <l&#
(insuline) 10 pg/ml& go] wgFslsitt.

YAP(Yes—A ¥ whull2)-TEAD 528 Ad|Alet ALAS X a5A ] HE ais FHstr] $1s8] AF&-3 YAP-TEAD
A58 AfAE ZFH G2 (Flufenamic Acid)(Cayman, 21447) 2 w|Z€3E

17334)& AH&3F3AT.

Z 3 (Verteporfin)(Cayman,

Bowrmol A ALk a9 YAP(14074S), YAP(123958). TAZ(4883S). phospho-AMPK  (25355). phospho-

5485 S79 T1079

AMPK™ "(2537S),  AMPK(5831S),  phospho-ACC™ (3661S),  LATS(9153S),  phospho-LATS1 ~ (8654S), Pan-

TEAD(132955) . phospho-p38' (4511S), phospho-ERK " "*(9101S) . phospho-S6K " *'(92043) , p62(885883) &t

A& Cell Signalings &3 Fuiste] A-&3ksict.

w3, Cyr61(sc-374129), GAPDH(sc-25778), Vinculin(sc-73264) A= Santa Cruz biotechnologyE E3f
uj ke A3 T,

. X5 FEAGLUD) AMAE o] &3 ¥E 2y

o,
o}

3 &9l

F2A(GLUT) Y AsNAS}; v Foltol= AY k&
FAEIE AT B A Helso] )

W (Combination therapy)ol &]&}e], =
A A E e JgS vA A o

q| 3

_t oft

TFARoR, T EFY hAE ATG(ZAME) D Jel624(ZME)E Ao R GLUTY AsfAlR <elzl BAY-
876 A st, WEXEWS 3 YA 1mMe] T2 At ME AEARE duiidoz geist dx7E & 1
o YeERHSTE.

T A%, % 1o gehd wieh o] EEG S5A9 GLUTS AaA (BAY-876)9 MELZNE g Fojah 4
$ 958 AL AREHE el e Sstan.
oleld ANE FWHH) fstel, ATS(FAF)S WHOE Ml-assay® AASHIL, 7 A4S = 20 vhehy

= o -
© = = PYSSLIN =
9Tk, 7 Ax}, GLUT AeIAQ] Bay-786 i uﬂEEE‘ﬂ% w=on At 499 wastel 7] F e
S22 A GAE APE gabrt #A T e

AAld 3. HE a9 % FME SolF 3| (Hippo) F= EAS} AF FQ)
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[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

[0124]

[0125]

[0126]

[0127]

[0128]

[0129]

ZIHSd 10-2021-0036299

| Ao 29] Agapgolq GLUTS A7} 3| E(Hippo) AZHNGE2E SA4d3kA|7]an, o]o upe} YAP whuld
o] Axtst(EdAsh) He= AL AU, ol Aol disiA = = 3o HERAAT

H (Immunoprecipitaion) ¥ WYEZY (Inmunoblotting) & o] &35t 2
S A4S AAAEe SAME e F|xE(Hippo) AR A3t ofFdl  dlste

AR 2 W E2YS Qo] Mz AAEE 47 6 A ZH|E Hjgst -ﬂ 24’\]71} 7
o] EX3 v x| (High Glucose) T=x FEX T vlA](Glucose Free Media)Z WA=

WAE WA F 3A7F 5 WEXETS 10mME A st A B3 5 AEE SAIZTh. &l E (Lysate)
X 2 Ho}A] (Protease)/E2~3}E}o} A (phosphatase) ZFE| Y (Thermo Fisher, 78446)¢] ¥3tE 0.5%2] w=d H=A]
Z g EA e (Nonyl phenoxypolyethoxylethanol)(NP-40) @}o] Al =M (lysis buffer) ZZo]A, 13000g
B O4ATAAA 10%3F AR sl olF, ATt AR FHEHZ H74, dF= 2X SDS AHE 2k (100mM
Tris, 4% SDS, 0.004% Bromo-phenol-blue, 20% Glycerol, 10% B-HTEAEL )T Ao 7827 #o] ABE A
sl o Umx] L& A9t A HA =S QlFHolA 3k F | whu¥ H]=(Magnetic Bead; Bio-rad,
1614023) ¢} 2A17F ek § 43] AlFste] 1X SDS AME SF A 4ol ARE AZEv. Ax:"E AEE
7.5~9% SDS-EeE]etAHofutols S Hgsto] EEler, EZEHldyd o EFQdo|=(Polyvinylidene
difluoride, PVDF) #XEz o] HAF(transfer) sFith. A7l WHE AL TBS-T(Tris-buffered saline with
Tween 20)° =<1 5% EA $F(skim milk)2 B2 o, 13 FA= LS Aol s, A<
wjeksl %, TBS-TE 1022 3W A& 3k %, HRP(horseradish peroxidase)”’} £& 2z} 3AE 1:50009 v &=
GA]9-F-(skim  milk)el  FAsted  4083F  WEHJS Ajleld  F¢lY. W=+ ECL(enhanced
chemi luminescence) &2 (Millipore, WBKLS0500)2 A}-&-3to] &el&tict.

il
1:4
2
QL
g

®oagol A W, A L SAF] st B wwel Me oy

L oo 27

7b 2AstE A A71E e EE St

AAE A9 3|FE(Hippo) AzdG H=E

tio

FAAoz #HJdT FHEste] NCI-H1975(H ) 2L MRC-5(A4 5 MXE) MEE, Yudz BAst AGS(YY) L

g, 3L #EEte] Nel624(S4F) B HEMn(H4 debd A¥E)E 111% &3]

AN, 2 A9E = 4 WA = 69 2z YERYRITE,
Holl o5t A EANAM = 3| EHippo) ANZHEAZY) EAsl= a1, YAP ol

, B3] fEXZEW 10mM FooMs MErt AR s AS s 4= iy vhd

Al 4. HE aWol] ofF gAY SolH YAP #¥ Q1A Wy 9l

SIE(Hippo) AEAY Z2o] FLE BHA VP FAES Ta PH L T FAYL FWehe Qo @
9 glow], BASHH-AABHAVAPE AL B Y2 A9se] Fa XA A AR TEA-EH -3 L
o]4%-o] Tl A (TEAD1-TEAD4, B3 "TEAD")S WdHAI7]= Hoz dHA Ut

oA Qo 93] 3]:EZ(Hippo) AEAG ﬁig] AP/TAZ chalAo] A3l b
Aé%ﬁ}ﬂ ols) YAPY} T Clzte] ML
AL AGS(SISH) @ A4 ATAES RES thdez, wWe el we VAPH A 4% (Focal
Adhesion) @9 AQl Paxillin® HAAHEE WA (Immunof luorescence)S o]&a] FQls, 1 23E
= 79 YERA ST,
2, %9"%68‘%”&(Immunofluorescence)gl AAE oshe] AEZ A Zetoltele] ATe =, 2447F 7
Lol E238 wiA| (High Glucose) ®r¥ F3E%Ew wlA] (Glucose Free Media)® WA S w33},

M= A T 3A7 H WEXZUS 10mME X ste] 1083 A3 5 PBSZ 13 AlE = 49 sletxr29dd)3)
T gAoF 1583 A (fixation)3F T},
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[0130]

[0131]

[0132]

[0134]

[0135]

[0136]

[0137]

[0138]

[0139]

[0141]

[0142]

[0143]

[0145]

[0146]

ZIHSd 10-2021-0036299

PBSZ 3W¥H AH3 T, 1587 0.1% Triton-X100 §No g J%ﬂ(permeablllzatlon)% &35k T). PBSE 10
ZF 3 A3 F 3% BSA/PBS &do= 308 7F %i%‘é} Qtl. PBSE 10 7+ 39 UhA] AlH3tar, Alexa-
Fluor 488/594nM(Invitrogen, A-11001, A-11005)7} AFAlo|ME 23} A= 2/\17J Bt QlFtulo] sk T,

PBSZ 10%% 4¥H AM&3E ZF DAPI(4° , 6-diamidino—2-phenylindol e)7} Z3ke £ (mount ing
solution; Invitrogen, P36931)S &85l &elol= ZFglxo] vle® 3 & LOMSS0 Fx4d dv|4ds 83
o|u|X| & &G} ).

_El
Mo
oﬂ

a2 A, = 79 el vpe} o] AAAMES RGENAE YAP 2 paxillin® W7t 32X @S whA | oAzl
AGSOl M= paxilline] W&ol 43 AL

tolzh, YAPSl F& HA HAF QAR TEADSE wedste], B odwel wg 2fS A A & 8ad u
9} ZolYAP/TAZS] HAF Bz @A A (transcription co—activator)$t A} Q1zFQITEADS] ZATlo] =
gk, &= 8Bol YERE bkl o] TEADS] Al FA|H2lolA| (Luciferase) BE7 #Aastes AS &
skl

ro o

A4 5. YAP-TEAD 432§ AYAE o] &5 HE aHo| a3 &<l

7] AN B Falel E uwe] ME ayo] SE(Hippo) AEAD AR VAP/TAZE 2HFORN IYENE
el = AL gelsgorm=z W8 9o GLUT Al 271S YAP-TEAD A3 28 A4S Hgstes A= o
Asts A dAE AEa7t §AEEA R g Ags AAF).

TAFoR FAMES AGS(YYL) ¥ BT-549(FHeh)E thAo &2 YAP-TEAD A& F&
AF(Flufenamic Acid) S WIEX=W3 HEAE3 Fo ¥ AAEAEE FHu|Foz ¥

=

9o LERG uFe} 7Fo]. YAP-TEAD A3 28 A4S WEX=wa He Ag)d A9 oFE R oFAE
’\} B7F FAEE RS el

7] AR AbE E ol aﬂ F7H o2 glstr] flske] A375(5AE), NCI-H1650(H] &Al3EQ AlE), Cal-
27(F75F), HT—29(T1HXL , SUIT-2(#74%), AGS($19h) 2 BT-549(FHWehHE o= YAP-TEAD g3 =&
A A= g ]L“F(F ufenamic Acid) ¥ W ZE|X=% (Verteporfin) g WlEX vz WL 3 gsba,
MTT-assayE 2 1 @ﬂre T 10 2 % 119 22 JeRAAY.

o AT, £ 10 % % Lo] vehd uish ol RIS dFelA Ao ofue Aed Fewch T okue
A2 G Aol GALS Ade] BANA FF AL FASALE,

s

ok

AAld 6. AX=vS o] &3 WG oW 3o FrHHQl &4l

7}
SFI27F Q5 AEHdA FE MIAE a%S 7THEEH] 5tedGlucose Free DMEM(Gibco, 11966025)5 Al-&-
ATk, =2FAx FEA (transporter) S AAS7] flste] xrw FEA AAAR] BAY-876 (Caymanchem,
19961)& ARgelolal, Axe] FFFI2~ gAES AAE 7] Y8t 2-tSAFF322(2-DG, Sigma, D-8375)%
ARESESITE. kRl 9 S flE MIT ojAlelE F3atlon], ol& 943 NMIT Aok
Invitrogen(M6494) o A

:
@ AL AW BAe
It

- T1079

A Z F-YAP(14074S), 3-TAZ(4883S), #-phospho-LATSI  (8654S), #-LATS1(3477S),

2

[e2]
=

iz
it

g9 9
F-pan-TEAD(132055), @~ phospho-FAK  (85565), #-FAK(714335) A% Cell Signalingold T8,
F-RIE 7 (sc-73614) &A= Santa—Cruzoll Al 318t

ro

O

RS

A& (Hypoglycemia) AF=3 #NZ 27 (Phenformin)®] W3] Ao 938 A=A @3S FQsmA}t A375 A
AEE 12-9 ZPo|Ed wjeksta, 11-FFFA~(High glucose) 9} A-ZFF~(Low glucose) WX & A g+ —4

3AZE T AXEWS 30pM 2 100pM A3 oS 8A7F F 1 X sample buffer(50mM Tris pH6.8, 2% SDS,
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[0147]

[0149]

[0150]

[0152]

[0153]

[0154]

[0156]
[0157]

[0158]

[0160]

[0161]

ZIHSd 10-2021-0036299

0.002% BERHAE EF 109 A=, 5% B-HHAENES)S 1 sto] AE2E gAY, &IH AR
el Tris-otAHojnjol= AG o]&3le] gad EFES s, YAP dulde] o3} vel s B3] 9
3l phos—tag 2o+ phos-tag o} Holnlo] = (Wako, AAL-107)<} 10mM MnCl, 2 AME3}3T).

2-DGeF Ax=wie] WyaAed 9 AlUX] a7E FAstuxl A375 SAF AXE 12-U Edo]Ed wjYstd,
2-DGEZ 5mM *2]3He 3/\1?* 7 1} AX=2WES 30pM 2 100pM A s v F=3t gHoz MES Az

AYY A3} A= Aelel AUA ERE A SFlA A7) A8 A5 BAF AEFE 24-9 Fol
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