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YAP expression maintains putative cancer stemness
and

Is associated with poor prognosis in intrahepatic cholangiocarcinoma
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[#55] AFPIAEE S (ICC) LRI AR D H T 2% H IV E S T D,
SARHIIBRANIRIR MG D5 — IR E72 > TND2, ICC 1358 RLUIRF IS T L7k BE
THHIENSL RIGUIBRDEOLNT-DIL 15% THHEHRER DD, Tz, 1FEA
ED ICC MBI THPIEZ R T 2800 RS R O A = X LA B LT
TZIRIBR DA — 7y M3 BT DB B 5,

Hippo pathway [ZAIARES BEDZALITIS U T, 28 B O RE &4+ % signal
pathway D 1->Toh %, Yes-associated protein (YAP) (& Hippo pathway @ T il
% HE 377 Factor THY, 1EF FIZ W T b, SRR OHERF 2@V T
WDHESITVD, YAP [IEENIZEATL TEAD LFEG LT, MfdO#FEs b2
FHES D, Flo, YAP DUUBRLSNDEENBATA R T MIRE I EY, 14-
3-3EALMHEL. DS INLD,

UTAE YAP (3 S EE ERMESFICHBIT DG IVREN TN D, YAP D JEHLI
Bk & 7R IE L2 B8V T Angiogenesis, invasion, b Rz-E#ER AT (EMT) ICEEL
TWHESNTWD, £, YAP (el sk Z B AAERr L | (kP RIS
BH-LCWbheiEbH DA, ICCIZHITDH YAP DRIk 28 & 13 7e< | K
(CERRIAARTZ E A~ DB G-I LIS TR,

[HEI] ICC D YAP HBLAF~, Fric, LR -HEERBAT (EMT) S Cancer stem
cell-like property L DBHHEZ OGN T 522 BRELT,

[J5ik] 2004 =705 2016 412 24 ZsE TRl T & g1 TL 72 1ICC 52 JER]IZDW
T\ SRR PG IS T YAP BHZFHIL | BB 2RI 0 TR DB
AL, KIZ, EMT <0 stemness ~— 1 — DR Rk F A0 Qe a2 TU,
YAP FEHLE DB 2R L7,

eV T, in vitro FZER T, YAP FEEL) siRNA <° YAP inhibitor (verteporfin) % F
WT, YAP FELDH S ICC Mifakk, HUCCTL & TKKK 0 2 fifi4 FHV VT YAP %
BIHIL 72554 CTO EMT X° stemness ~— 4 — & Bl D Bi# % western blot TRT:



fliL 7z,

S5\, R AR REAZIT L L C YAP £ 2AY sSiRNA <X° Verteporfin % >
T, YAP BELOHD ICC Mtk 2 FEE T, YAP FEEMHIL =55 D sphere
formation assay. anoikis assay #1717,

L 1% DEGE I % B L. Verteporfin OFHIRZN R0, o> signal pathway ~
DYER . S5121E Verteporfin SLERHFIE DA HEIZID ERERN AL
7o
[#55] IHC TiZ 1CC 52 5l 37 51 (71.2%) & YAP @B A8 72, YAP &%
B IR BRI~ A RICER AR K& <(P=0.02) , THRAETH-
7= (P=0.023),

SHIZYAP RSB, %R~ —0—Td% E-cadherin 8Bl H DOFHES (P=0.008)
Z | M¥ER~——TH% vimentin (P=0.034) , Stemness ¥v— A —T&H% OV-6
(P<0.001) 3 BLETEDFHREZ7ED 7=,

in vitro O FZHR TIX YAP %812 Si RNA % T knockdown &5 & . vimentin
& OV-6 DFBHAL T L7, Verteporfin 2\ C YAP RELAZIHISE 75540 F
12 Vimentin & OV-6 DFHLIE T LT,

Jen s RS BEAR T & L CfTo7= sphere formation assay, anoikis assay Tl Si
RNA < Verteporfin (Z&->T YAP FELA D S L LMt R, BLO
anoikis ffifPERE DI ES 5RO 1=,

F7= Verteporfin (L. YAP/Hippo pathway (X301l 925723, YAP O @3Bk <
&% HUCCT-1 128\ Tix AK/mTOR signal pathway OiEMALZ ek E 452030
molz, SHIZ.YAP BEDIZLAL ZLNRWHI IR HUH-28 (28T
Verteporfin #5128 - T, IL-6/STAT3 signal pathway 2341H| Si5Z EDEH B E
Aoy

Cytotoxicity assay (2331 T Verteporfin & mTOR inhibitor T&% rapamycin &™
combination TiX, I HMF GHELOASISHAEEZREFL, LREE)
RINHHIVIZ,



[Z22]YAP 13 ICC MlFRIZI W\ TRasRAIRTZ B HERF Anoikis HTIEDTERS
(ZBH 5Lz, 7z, Verteporfin & Rapamycin =B xr—a #5013 ICC #
BRI L TR R D _ERE DB LN,

YAP OFEHL% Si RNA < Verteporfin Z VT Knockdown il 4% & YAP @
R BRI BT AKYMTOR pathway 23SEMELSILCWNAZEERLTZ, 2
%, AN D Hippo/YAP pathway 231z Hi7=ZEi2d-> T, o signal pathway
EI LT 527 feed back HEAEIMEN =2 LIZE DL DONRE 2 DIz, SHITHE,
YAP ZEELOZRWHIIIRRIZ BV TH  Verteporfin D% 5-12X1 IL-6/STAT3 signal
pathway 23S A7=Z 755, Verteporfin X YAP BEOFEEIZH) )05 ICC
OYEFERBA NI ST L2 ENH BN 5T,

[#7m] ICC TiT YAP mZEBUIEMAIEEZHER L, P& AR RICBEL T
V7=, YAP inhibitor T&7% Verteporfin |3 ICC (ZxfL ., H#E 5L mTOR
inhibitor £ combination (Z&0 @& EGHI I R A2 R L, ICCTRREL THHTHD
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