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He #3xd = o), ol AgEE A2 ofyr},

2 o] A7 "AEEAH As"E oF dto] wAg Aol AL oF A3ke] WHo] oAlHE A RFEEH HolA
AY NAZEEH 99 Aol &4, AESH A, 2F e AXEE gujdles Zoz, Jd5 &9, A8
(whole blood), WM&T (leukocytes), ZxdN ©@al M3 (peripheral blood mononuclear cells), #W&F+ A
% (buffy coat), €% (plasma) 2@ A (serum)S FEda= A, AP (sputum), T (tears), A
(mucus), AH]M (nasal washes), ¥ &9 & (nasal aspirate), =& (breath), &% (urine), A
(semen), A (saliva), 57 A& (peritoneal washings), =¥t W A (pelvic fluids), FF Y (cystic
fluid), &5 A (meningeal fluid), &4 (amiotic fluid), A (glandular fluid), HFH
(pancreatic fluid), ®X (lymph fluid), &% (pleural fluid), 5 &<UE (nipple aspirate), 7]TA
%<2lE (bronchial aspirate), &% (synovial fluid), ¥ FAE (joint aspirate), 7] #H|E (organ
secretions), AXE (cell), AE FEFF (cell extract) T 4N (cerebrospinal fluid)& X8 & U

o1}, ofol AEEE AL ohr,

B oo Aby] gl zleo] Ex)dlE £FES SAEE Wl B ug o Ay ZAES o] &sle] whila Y B4
Hel =AW Zzke wiely o] Alo], MALDI-TOF (Matrix Assisted Laser Desorption/Ionization Time of

Flight Mass Spectrometry) 43, SELDI-TOF (Sulface Enhanced Laser Desorption/Ionization Time of Flight
Mass Spectrometry) A1, BARA W &4, WA W bR, . 9-FHEY W Y, BAE WA
T, 2AWY g4, HA 34 FAY, 2xd AVds 24, A aEReEIHI-"AZEA (liquid
chromatography-Mass Spectrometry, LC-MS), LC-MS/MS (liquid chromatography-Mass Spectrometry/ Mass
Spectrometry), $l2~¥ E2t8 = ELISA (enzyme linked immunosorbentassay)ell &3] Fade AL = 3o

U, ool AgtE = AL ol

o] 7] gmAS A5 slele ALY HE FEE SHSE WAl B iy Ay 245
A} FEFEANES (RT-PCR), A A F3a4N-S (Competitive RT-PCR), HAIZF &
Real-time RT-PCR), RNase X% ¥21 (RNase protection assay; RPA), =% E3+8 (Northern blotting)
DNA Holl &) Falx= A = Aoy, o)d Asty= AL ofr.

[ o 12 iz
N

o~

2 % S 2 A7) AETH AlmodA SAHE &1 dd EE ol dustele FHAke @
Fol A4 dzael vty =& A9 A7l S8 = JNAA o XEA Aol de AR 45T 9
ot ®Hrh vpgEA e AlE, JheEd-1 9wl e ol dsgiste Ak bd o] AN dRTET &
5ol 222 (Chloroquine) T o]9] ¢kgtx o2 3§ 7153 ;) sfe]l=SFA S22 (Hydroxychloroquine)
T ole ofstH o7 g 7hed A B WEZ2 P (Mefloquine) HEE o]o] gtz og 3§ 753 907 o
Folxl el A dEE Hojx shite] ¢F A mA APl dv R A5 + ).

2 A A7) b S, A, B, A, diger, Age, e, e, A AR
Hb, HIAMNEARASG, dFAY, By, Bxe, WEAY HEF, A "HEg, Ak, gk, Aet
SAE, AZd, T, RS, FEY, ALY, ARY, HFEY, RS, JEHRdE, AsuudE,
A9t udE, xRy, A, uEHAY, FAY, dxA §F, axEY, 24, s, AEAE
F, AlgE bF, TFAAACNS central nervoussystem) F%F, 1xF (NS HEF, 4 T, ¥ A4n
T B YA dFom o]Folxl TolA HEE Aok ud F don, niEAsHAE AdY ¢ don,
olof Agty= AL ol

ol& 3w d}sl=

drgoA 7] Jeg 2AAEL JHE&3-1(Caveolin-1; Cavl) @A E= o]F Ao 3she Fdxke] #d

e e A e
N
o
N|\Y
o,
P,L

& rir
N
X
i
b
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4
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o

wiel 7] Ahed-l ende] EAlsts £ES H4sHe A Tl Ed-1 wde] Solx
=

e}
=2 %
2]7t=, PNA (peptide nucleic acid) % SUE}H (aptamer)E o] FojZ oA HE
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? Aok shibE: TR & gdon, oo AHE AL o

ool A7) JhlER-1 dlE S hEstsle fAzte] e FES SAske AlAle A hew-l o
Ag dEFehs A6l Soldon Afse moln, xzn Y hEAls FRULEER o]Fol FolA
AEE 1 F oA TR & glon, old AEHE AL oy
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Al sl A3 7AlE BEE AN AT vkl Fdete], 2 BAA Y Hed 5dE st] flske] A
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£ ool gEstehs fAAY W £ES dadw nwste] 1 Bd £30 F4 olE HAFoRA, A,
S5 fge oty Wud & U

Boggel s ) Aue 3 ue] EA EE 54% 5t A% ousiv, B owye) 214, 4] 3
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e EorE 7 o] mEw, 2 wwe] Y] AdE 24ESs sk 9] ddE 71 E
olt}.
£ g 4] 71Ex= RI-PR 71E, DNA A 71E, ELISA 71E, @94 J 7|E I =(rapid) 71E E

MRM(Multiple reaction monitoring) 7|EY 4 UT}.

)
N

o] A7l g FNEdA, JE Foll B3 VA= AT 71 vkeh Fdste], 2 gAlA e e

FHE S 9ske] e,

d e

Boanel w o 7E oo mp2w, sigke] Atk i ARE AT el #a Zol

B ool A7) e BAs AARYE SR 42k ARdA, 7 &¥-1(Caveolin-1; Cavl)e] v
4w oolg dusel gl BE 22 SAeE wiE L3 5 Y

woage) 47] ARE AFeks WA, A%, AMLH-1, BASE AA, AR A Fol B AAE
7NN A A vhsh BAste], B WA FEF BHYS ey fiskel Yekack

v oEde A7l Ad 7)7le] SANE F4%e AARTE Aol AEskd AlRel diste] Fhled-
El

= o
1(Caveolin-1; Cavl)e] @A F= o]& gastele A ¥d 35S 4T F U

2 2ol 7] HAse MAE, <1z, d
=4, HA, S 2 9AE A doRRE A
2 oy},

B oadgolA Ay AESZHR AgE dE (whole blood), MEF (leukocytes), Lxd wdl AN=E
(peripheral blood mononuclear cells), WM& AZF (buffy coat), 8% (plasma), E* (serum), 2F

(sputum), = (tears), A (mucus), AN (nasal washes), W7 F<E&E (nasal aspirate), =&

7, 9sol, M, 1ngel, &
o Z

T ek, ofel Ags = A

(breath), 2% (urine), A (semen), F (saliva), ¥7 A& (peritoneal washings), ¥4 (ascites),
FEN (cystic fluid), HHF2 A (meningeal fluid), ¥F (amniotic fluid), A< (glandular fluid), Z
&N (pancreatic fluid), ®XZ (lymph fluid), ¥ (pleural fluid), 7+ &%%E (nipple aspirate), 7]

#A E2E (bronchial aspirate), &9 (synovial fluid), #Z &EAE (joint aspirate), 7]& EH|E
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(organ secretions), AIE (cell), AX FEE (cell extract) ¥ &G (cerebrospinal fluid) SL&E 9]
Fojxl oAl AelE 1 F oY F Ao, old AgEE AL oyt

uk

71 A 71718 SAFNA o] gshe A= ThleE-1
AAYL 5 u} woh FAHoR, A7) dude So4

AN ol

‘Hmlojg

% =

d 4 SA4st=

=, zr=, PNA (peptide nucleic acid) 2 <HelH (aDtam r)

T | FARe BolH o= Ajtsie Zefoln, Z2H Y QMEAlIA FEULEER
A =

iS5 >~
ZFE 5 9t

O

low Ay

gd 1 F o]

z
>,

woune] 7] SRR A7) AAE ol gdtel YY) wMA T fuAe] WA JEE FAFoEH g
SN ]

ool A7) Ad 7170, A7) SRR ozl Y] vl i faxe] 3l JERYE 7] %48
= AAlY Sl obd e e Edte] HHstE AERE FlR O £3F F vt

L 2 5 s Axkel WA Ame) Wil mel 99
of B PRF Y] BRFORA A, Hik L A b A9 & A

wowyel o dAelN, 47 AETE A7 SARN Z4E AISU-1 g Bt o dEsEE #4
Aol MR fEel B WETol vkl £& 4G 47 BAsE AN F7] A obdel S1ge] Wy m
W shsdo] B8 Ao el 2Ee & A

e E gE 7E del mEw, oo o, Al Ee 88 2=l @ Aod.

oubgol Ayl 2AEE ZF22F(Chloroquine) & o]o] Fgdor 38 7M5d A; slo|l=FAZFzzd
(Hydroxychloroquine) & ]9 <fgtxog 3§ 7153 o; 2 HEZZA (Mefloquine) = o]o] oF&xo=
58 7hssh 0= o]Fojx wAA dYE Hojk ShUE f& AReE 233 5 Q).

2 owgo] o 1A oA 7] F2 2 (Chloroquine) 4-N-[7-FZ22F=H-4-L]-1-N, I-N-t]o & A e-1 4~
t]o}Hl (4-N-[7-chloroquinolin-4-y1]-1-N,1-N-diethylpentane-1,4-diamine) &2 3}7] 3}t 18 FA|H= 3}
5

o
1 I~
HLE = T }V\Tj['.

G o E M
g gE Al delA 7] stol =S A1 229 (Hydroxychloroquine) & 2-[4-[(7-S 227 E 7 -4-)o}n|
] ool o 8- (2-[4-[(7-chloroquinol in-4-yl)aminolpentyl-ethylaminolethanol )& &}7] 3}&}4]
22 #A¥E k=Y ¢ dn
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oA Fgatl o5 HAaA AeE 4 9la, 19 0.0001 WA 50 mg/kg EE 0.001 WA 50 mg/kg o
Fol@ & gtk Foli To] AW Fol@ FE dx, 73 el Fold £E Utk 4] FolFe oW
WomE ¥ owgel WS @Aett e ohrh. X wel W2 oof xyme WA, Felq, Aa, A4,
A, A", oY, dEAR A9E 5 o

gl A7) FAE HelERAl Mavts, olntEld, ST SR, d5AY, dREd, dtEd, 2k
A, vbeled,  YzEd,  Avibd, BEd, oA Ed, Aded,  dlaE-EE,
T, AVEYE, REHEY, FUEY, 7tRE ﬂ%,iﬂﬂ%,ﬂﬁﬂzﬂ,ﬂ*gﬂ , ASEAE,

A, okzvEbiuAl, EdE RSl stolEsATlule] =, TALEY ) o AERHAE, ?%@ﬁiﬂﬂ
/‘\_]7 o]]_j_g]_TIE_UULEH]E]- Ae}= Fq_lf/__’ | 2l o} 1] = ]Ha]/\} 01—/\]_3% oLEﬂEZ':UT— E‘L_iy}elj]—;ﬂ’ oL g A~
2, AAEE 7IER, AR, SAEFEA, ﬂﬂEﬂﬂC,ﬂﬂﬁ , ZHAA R, ZlHiebAl, @ EEbd, of
AANEE, HEEGACE bl AlEE, EFe Rk, SFUUML, oleAlEl, SFEV =, JheAE
W, gA e, MRS, Elegropd, FEt=el, JtERY, HEEAA S, mAEA, sFefeaAd, o]k
b, MR, EXHIE, AmEN, dlEXAE, RISetAE, ojuhguAl, vErtolAl, EElzvlelil, HE vt
olAl, dEFuAl, ofFetFHIAl, HZRvpoldl, BIAEEF-A, HESRl|E BN, o]y AvuE | Alo]F
2yxsvue ) st AEHER, Grpup, Tﬁﬂﬂ,QEi%,aiﬂﬁé,ﬂE% ,H-EER, EdE
d, v ag, ofnwFRHANE, chade s, Sebuy, by, BeEeE, BEAR, Edqud, ik
=, oMHRERE, HERS, HEE, HZFEHY =, 252", SR, iabwﬂ ME] =Bl
oz ool womE AL Hol shhd & glou, ool ABEE AL el

¢ o= (mo e

E Y
E

-
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5E
RO
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W
)

Eoutgo A A7) BE e 2AEE A EEE Eaw AESHE A RdA] FhLa-1(Caveolin-1; Cavl)e] ol
A e oE d33sE A Bd 2SS S E 9AE 238 5 Uy

2 oA A7) dldAE EAsE JlASE £835te] AMSE e, Y] EASE JAE e Edtst
T ERF TER, 48 89, A, HE, v, RERE ) FXEH | E7], dFo], A, 1ge], &, H, =HA,
& B dAE FAAE ToERYH dud ¢ ga, v AE A Qo ol AlFEE AL ofyTt
oA ] "QIzE e obo] WAL WY JhsAde] 2 Ao R oiEH= AR, o Hie] HHES A
87 QsAY ddEE #xE guishe AY 4 a3, ufEF s AlE g1 AHE N 57F HasAY o
HE 32 4 o, oo AdtEE e oyt

2 oae AV "AESH AR"e o Aol MAg FxlolAY & HFhe| Wgo] oAE= MMAIRFE Aol
A AAZFE FE Ao B4, AESH A, 24 T AZE uste o2, dF %‘?ﬂ, g
(whole blood), W& (leukocytes), T8N &3 M3 (peripheral blood mononuclear cells), WEF <1
% (buffy coat), 8% (plasma) @ FA (serum)S Estsles dN, Ad (sputum), ©F (tears), 7 o
(mucus), AIH]! (nasal washes), H|Z &<9E (nasal aspirate), =& (breath), 4% (urine), A

(semen), A (saliva), 57 A (peritoneal washings), =% W A (pelvic fluids), F=FH (cystic
fluid), ¥H&4% N (meningeal fluid), ¥4 (amniotic fluid), A (glandular fluid), &
(pancreatic fluid), HX29 (lymph fluid), &5 (pleural fluid), % &<UE (nipple aspirate), 7]&A]
&%= (bronchial aspirate), & (synovial fluid), ¥4 F<A= (joint aspirate), 7] FH|E (organ
secretions), AXE (cell), AXE FEFE (cell extract) T HZ4M (cerebrospinal fluid)& X8 & 3

ot ol AFEE A ofytt.

woagol A7) oF AsAlE 2R (Chloroquine) =& o] ofstHoz 38 7Hedh 4 sol=FAZRRA
(Hydroxychloroquine) 3= o]¢] ofstHow &8 7bsd 4 = =
518 7Hedk 9iom o]FofZl wellq AEE AHolm shtd 4 slont, o ddd ARkl oY =
W7t A= okgelghy ol AT = A ohyrt,

2 oA JhH&-19] Hlol2 wlAE o] &8k A s HE FH(Companion Diagnostics) 7] & AEAE
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[0149]

[0151]

[0152]

[0154]

[0155]

[0157]

[0158]

[0159]

[0160]

[0161]

ZIHSd 10-2023-0041267

of o AAjeo] wE FAA A MEFO o]FolA vk R SrEH A
3lo

olat, AA = Eatd] S O S Arstaxl vl ols Arjds 9Zx B uhgS W A
o7 MAysly] 98 ZogA, & o] gXo mel & o] 97 o5 AAldo] o3| A|dtE A eFerhs
AL FAANA Boge A& 71 & Al oA AE s Aot

e 1: 9 $xpe] AE 3]

B A= At o3 oist 93] (Institutional Review Board; IRB)9 %¢1& o] RE AL <
gatglon HE AMEL2 IAZHE AH 591% d2 & FHENT. AY FAE ddHem A45E EF7 A
Aol wa} 5714 319 oF& el 9 (gastric), ¥4 (inflammatory), & #A}(intestinal), &% (mixed) ¥ 7]
A (stem-like) o}@ o= o] o]ste] /‘E'E% TR

FH| o 2: AEFO W

2 o ELP—E— AAldo A F A2 = 9F EVMEY A e Ho] JAlTS gl fdE B AHAES
3k AEF 23 (Korean Cell Line Bank; KCRB)S.ZEE A3t Fdl AY E7IAE 5SS Ze Axs
MKNT, HS746T 9 SNU668, <17F -2l 919k Al3EF21 SNU60L, YCC7 @ NCINS7 A EES FEsvt. A7) 7z A%
T g AET 23 7P°1 o] wz} MKN1, SNU668, SNU601, NCIN87S 10 % A ©®jo} &3 (FBS), 2mM L- &

FE, 100 U/ml AYA- 2 100 pg/ml 2EE vlo]alo] {2 RPMI1640 B =]l A vl Falsl o™, HS746T,
YCC7& 10 % FBS, 2mM L- &€, 100 U/ml YA Z 100 pg/ml 2EFE wlo] A8 E&sl= DMEM HlA]
o A wjkelgitt. BE MEFE 37 T, 5 % (0, Aol EHolA wjgEgon nlolmZazn 09 HAE I
o o] &3s}3ltt.

A&
=

i

o

AAld 1: 9 ofdel w

A o AEA XB EHo 9 HA<(curative intent gastrectomy)S & 9ot IAZHE AME Y

A BA

i

F 242 Fusta 9 dolHE ANAAG. A BAE QPR WY BF AA uek 5 7 3
9 ok (91, 9%, F, £F. 27 A0 Wprglen Cavl, Cav2 FHAS BAEL IR e
HATHCE la F2). AAP] 24 AoleE dwnw the ek okl W) F71 4 oyl u

o 71

(stem—-like gastric cancer) $AE A Cav2e} Blaste] Cavle] wado] A3 =713k n45S sk 4= 9

.

7t AEFE ZREolA] AsiA] &3 (genedepot)S EFH3F EBC200(200 mM NaCl, 50 mM Tris-HCI(pH 8.0),
0.5 % NP-40) M sjefom gajatglom BCA oAlol(pierce)E &3l AFTd & o dldS SDS-PAGE
218 &te] PVDF WH <l (biorad)dl EWN2H3IAT. HWB AL 56 27 DABD difco)Z A2 3 AIZF &
XA 242 GLS A (abcam)+= 1:2000, b-<HEl A (Santa Cruz Biotechnology)® 1:5000% 5 % 27 H=
of st 4 TellA &% FAYT. 2 2 FAE 5 % =7 DA A8t F2ollA g AF s &
LAS 4000 mini (Fujifilm)S %3] 235 &<2lste] &= 1bol] YERNSATE.
-‘HOL MEFAA FhHEA-19 g3 2= E5HS APt 23, A ol T 7] FAF oFF (stem-like) A|XE
o] HS747T, MKN1 2 SNU668o A & &2} o}& (intestinal) AXEFQ SNU601, YCC7 2 NCINS7 Ht} 7HH|=¢-
14 Ud Arrt Boldog A vehdes AL FRlsirt.

3, mRNA el wlwEtaal Y AEFY FAA BAS Ageda, dAHer HAE5E BEF AAd o
g rolzl gk fAA "HolEE vuter g B oldu dXA ofgdorw BEFEFT. A B4 gol
e TP R 73S Agsdion, smEd-13 7St 534S st A5 dAR @3S TP

ez sEd et (= e 3Fx).
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[0162]

[0164]

[0165]

[0166]

[0167]

[0169]
[0170]

[0171]

[0172]

[0173]

[0174]

[0175]

WS35 10-2023-0041267
S19F AEFY vlolAm ojdle] HelHE AT A3k, 27 fA4 okl WA A AEFOIA S &e-13)
Auleet BgA T FAAE A Bdol o EEe AL

Al 2: TP R-1(Cavl) "i7H AIEW o] Al 7] &4

AW EEhol=vt 249 12 A FYolEd & 49 15,000 79 HS746TS w53 FH thad Al (Serum) A
(starvation) WiA|(gibco)oll 2 AIZF w®iF & 1 mg/mle HEHHEROY XA a8z dAETH
(Tetramethylrhodamine-Dextran, Invitrogen)< F7}3F%th. 30 # 3, A¥EE PBSCe = A& 5 3.7 % PFA
(paraformaldehyde)S 33 PBSE 10 ¥3F A4S A L, 0.2 % Trlton—IOO% SF5-3F PBSE 20 & B9 A s}
o AEZEE B AAFYTE. o]F 1 % BSA (bovine serum albumin)E -3k PRSE 1 A7+ A FUx
Caveolin-1 @A 9F(Abcam, ab2910) 4 TollA 24 A|ZF A1 & &3 2 2 A9 1 AIZF 2 2 g2 AlA
FA AME A7) Yl DAPI A2 AFE-3ATE. Zeiss LSM-780 microscope (Carl Zeiss) o ® Cavle] &%
Aze AE U2 oYdE YxEde] G ANTE X, o]F "olE= Airyscan processing (ZEN2.3
software, Carl Zeiss)o.2 #Aste] I A3E &= 20 YeRAT.

= 25 FHZxsd, ‘d"‘é 9ot AEFQ HS746Te] EIEgWdztyloz FX¥ 82 9 ~E-(TMR-DEX,
Invitrogen)9] &4 Ald ¥ Cavl WY 3 IS Aldst Ay} TMR-DEXS} Cavle]l 3 AT7F AAE AS 3

LT

E, A obgel we A&E vt AN 1k MEFRl 74T F EAF okF ] AlEFR NCIN87°ﬂ
M 71k e FUh ARE AW A E7) FAE ok Sl ARFOIA HiE-e] AEY olgie] o &
dehbs e o & Al olE el WY A9 AXFOIAL Helfom e Cavl WAL *ﬂu
A W ol A 71t el 9lge HAT F AATHE 3 FE)

ALY 3: FHHEA-1 A Al a3 &9l

3.1 AEW <) 71 oAl

g

M3 3G AFL ZH o] E(Glass bottom plate)o] 3 AT 15,000 7H¢] HS746T-S
B Wl uwle} Viromer BLUE A]2F(VB-01LB-01, OriGene)& ©]-&3] AlZu Tiﬁii(control) siRNA (Santa
Cruz, sc-37007) %+ 7hH&9-1 siRNA(Santa Cruz, sc-29241)S FUAA cavlie] H&S AAA AT, 48 Al
H 3 AF Ay WA 2 AIRE Wk, 1 mg/mle] HESME=RUY 32X A 9iE
(Tetramethylrhodamine-Dextran, Invitrogen)& F7F5F3ith. o]F 30 ¥ H viAES WA FRA3L, Zeiss LSM-
780 microscope (Carl Zeiss)oZ MAE U= oy dxEge 3YF AEE EX3%. o]F dHolH=

Airyscan processing (ZEN2.3 software, Carl Zeiss)Oo & #A1s}%it).

12 4 Zgo)Ee] 3 AT 15000712 HS746T, MKN1, SNU668<S 3 F v 10 % & ©Ejo} &4 (FBY),
100 U/ml A2 2 100 pg/ml ~ERNE vlo]alo] shF-% wiX](gibco)oll thad #AlZAe] A3 whylol wie}
Viromer BLUE A]9F(VB-01LB-01, OriGene)S ©]-&3 XU tfxw siRNA (Santa Cruz, sc-37007) E& 7MHE
@-1 siRNA (Santa Cruz, sc-29241)S 242zt F=AAIHY. A2 A FHEH 24 A3 7&7_103 0 Al7F, 24 A7F, 48
AZE, 72 AIZE vigk AE e A E AlAS AL A4kkE A 2] 4 A<= (Phosphate-buffered saline; PBS)ZE A%
6}03 0.025 % EFPAl 8N (Trypsin/EDTA Solution, Thermo Fisher)Co 2 A XE A F&F AFT}. o]F HFH
74 A F7kgE 9 3,000 rpme 2 3 & T 94 BEEte] AETS HAARAG. 1 F AF HNE AT

(AccuChip Kit, ADAM™)e} ADAM-MC cell counterE A ALY @4 Wi ulg} o] &3sle] Aolgl= AlE

]E
S8 Z459.

13__

% 5% wlnw W4 999 AEFe NN, HS7A6T W SNUGES wFolA tixa oyl Cavl oAE A7 AS-
AZ W ol Aso] BS Adon AL Ade] fEH AL st

_20_



[0177]

[0178]

[0179]

[0181]
[0182]

[0183]

[0184]

[0185]

[0186]

[0187]

[0188]

[0189]

SIHS31 10-2023-0041267

A 4: F22A AY FE Cavl v/ AX o|¢] oA 71A &3l

Ax FF 238 ZvolE(Glass bottom plate)o] g A9 15,000 7He] HS746TS w53 ¥ o= 2 10 % &
gjo} &4 (FBS), 100 U/ml #YAA 3B 100 pg/ml Z2EFE wlolilo] gy Hﬁxl(glbco)l Fz=29
(Chloroquine, Sigma)< 25 ug/mle X2 AT, 48 AIZF & A Ay ajxol] 2 A3 wjgst 5 1
mg/mle] HEZWEZ O FA] 282 Y 2ETH(Tetramethylrhodamine-Dextran, Invitrogen)< F7 Pé}oﬂﬂr
30 ¥ 5 wiAE wA ] FJAI, Zeiss LSM-780 microscope (Carl Zeiss)o & AM¥E U=ZE o]dx U ~Ed

I ANZE BA3YP k. o] dlo]E:= Airyscan processing (ZEN2.3 software, Carl Zeiss)So & EA15gic).

&2 -10] A DHF FAA 9 AEFTQ HS746Td] S22 oFE A M T2 vwst A3 FEZZ o)
Cavl "i7) AW o]de] AdAE AS ASAHE 6 FF).

AA 50 £7] fAF oFd el 5ol A8 a3 &4

5.1 N2+ A9

12 & ZYolEe g A9 15,000 719 HS746T, 15,000 7§ NCIN7S #F37 H thad 10 % & Elo} &3
(FBS), 100 U/ml #HYA&A 2 100 pg/ml 2EHWE mlolilo] 33 #lA(gibco)o] EF2ZA(Chloroguine,
Sigma), 3lo]|=EAZF2 2 (Hydroxychloroquine sulfate, Sigma), "|Z=23 (Mefloquine hydrochloride, R&D
System)< 1, 2.5, 5, 10, 25, 50 Hi= 100 ug/ml9] FE=Z 7Jr7Jr Attt A2l AFHE 48 AR 5, AR
W MAE AAT F ArSA YA g5 (PBS) = Aﬂz*o} 0.025 % E#2 &9 (Trypsin/EDTA Solution,
Thermo Fisher)22 MIEE AFYF A|FT}, o]F FER=Z %74 HHX]—E‘ 718 5 3,000 rpmollA 3 & Fob 94
5t AMETHS HHAAHG. ol As ME A7) J1E(AccuChip Kit, ADAM™)e} ADAM-MC cell counterE
AzAre] wd e whet o] &3 AolglE Mxe & =433

b obd 919k MIEFQI NCIN87H =71 frAF ofd $1%h Al 2T HS746Tol A S22 v H AX 54

BAS AYsigla, S22 5 S22 L2 FAEE Ade IEQ oEEAFEEA, WEREAL 1,

2.5, 5, 10, 25, 50 ¥ 100 ug/mle &= 717} A AAE & 7a YA = 7Co| HERATE. o] A

B g 2 ob& el NCINg7 H]E skl Z7] fAF obEQl HST46TAl A Aoz AL SRRk AX F2&
oJ

O

o

fol
=)
2
o
tt
2
2
R
ru\_“‘
-
32
oo
o
Jﬂ‘i
ro
o o
38

_ﬁ

AA st o]t H 1993 (Institutional Review Board; IRB)2] %91& do] 53 ga} g &=
Koz HEE EF AA wet F EA ol¥(intestinal, GA326)3 W24 o}& (stem like, GAO7
53t Ado] o] &3l Tt. 97wo]== 40 % advanced DMEM/F12 (gibco), 50 % Wnt3A A EujoFed
(conditioned media), 10 % R-spondl A|3EB]%(conditioned media), 1 % HEPES(gibco), 1 % ZFEfH2
(gibco). 0.2 % Zg] XAl (invivogen), 2 % B-27(Invitrogen), 10 mM YZElolmlo]=(sigma), 1 mM N-o}A|EA|
2 E¢l(sigma), 2 uM A8301, 50 ng/ml mEGF(invitrogen), 100 ng/ml m3=7l(mNoggin, peprotech), 1 nM 7}=E
H(sigma), 200 ng/ml hFGF10(peprotech), 12.5 uM Y-27632(Enzo) & ®ie¥sloion wfEg] A (corning)S ©|-&3f
o 3D FRE FASIGT. 7] e 24 A ZHolEd A JyHJomw 5 ul CB839(cayman)§ i eI S
= HhoE Agstadet. Ay AS55E v 24 A3F 38 @Av)A (Olympus) = #F8HlaL, Inage J& S8 F
s AveE M 0 AEH P B AR SAHT FH F oS " o] & 07}‘401 o] AES SAIA
. A" AFLS duA Ato)= ukE 3 un S92 HEElow 0 dxke AFoRE PAsE g 5 o
AEA] (%) 2 ERH ST

G214 919 S (EF7] A oFF) FEl e7to]=(patient derived organoid, PD0)2l GAO77¢] F=EHA 50
ug/ml< 96 A7 Bk HElge o F ‘ﬂx} o}dg A FEl b0l =9 GA3260 HSte] FH2lo] FA 3| GTHA
o2 2% AL FHAsATH(=E 8b cole} e Ay e fddATgE ofyg e of whgt X5 ¥}

iE 74
2 ouishz o, E7] w ohg 9igte]l Aol AT FEZ BEY 5 AL AAbE

of\

ok Al (tumorigenesis) oA &3 vl

AA W AR olF o4 mdold Fmzde] ¥% A4l WAE JBL WA A A% 6 Fa IS
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[0192]

[0193]

[0194]
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BALB/c = w"}$2 (Central Lab Animal Inc)ol 50,000 7§¢] HS746TE 3]A13F vix](DMEM)S} BD wjEZ AL
1:1 g8ty F 100 ulZ I3} FASY. 3 A & A9, Al=ZFFE (cisplatin, CDDP) T+ F=2=2H
(SIGMA, (6628-25G)< 3 7 &<t vid E4 U FAela, S 4% 5 o FFHe AYHs T4 a7]
& SA3te] 1 298 = 9bel YERAT. 1§, %i AAG FXo FAE AM F7F FA0l AT
(= 9c ¥ & 9d #=x).

A9 Aas ARy =27 fAF oo el A AY ABAR FE&Ee AlaERE A Al wste] &
223 AY A FLEe] A717F A4" AHE FAGNCH, A" S AE B AAHoRRE AAT
apolg FAT = e, AAE FEe FAE ST 23 G R R SAE0G. A7) 2aE T
st A S AlEFE] o]Fold mhes mdd SREd A Al T AAHS B adHom a7
= As Fdsiy.

5.4 o]Fol2 wpg-2~ Bdl AF - F A (tumor growth) A &3} H]w

F22H0] FTF AFd vAe dIFSs Hrreh] Heide 4F BALB/c FE BE-2=E 6 F2bol|l 50,000 7]
HS746TZ 3213 wijx]¢} BD wfEE] A3} 1:1 3&J3le] & 100 ul2 B W Y43 5 94 7|2 Fdo] IA

<
H 2 FHH 3 F 5ok Y AAg, AxZEFgE (cisplating CDDP) Ei= FE2 (60 mg/kg) S H4U FALZ
53

T@o}@ﬁ} T 3712 “ﬂﬂi UH%‘ %ﬂé}@ I 10bell ERRSIT. 1§, FeR AIAT

ok 4 Al whek B 2] AR 70 6 0% Wl Hvl, £EE AAR FF TAE 5
B A9 TR 50§ ol B AZ B UAY A ALT olFeld vhes madl Fzeq Adl A
FF 4ol TR ghAE AL FAsAT

FHEE 27 HA oFF Ao HolHoz Agatol
ohvieh, W4 919,

53l 7HlER-1 AhEd 7] A ofd Ade &t

8 Jlesigle vk, G B4 A4 AR Aol glel ol
Q) woln, olo] ¥ Wl Wik ARHE Aol ohd e WM,

=45
EH]a
b @ Gastric @ Intestinal
. Inflammatory © Mixed
12.5 « 8 @ Stem-like
E“ 3 l-. s :
w . : )
] ; . L e
E N + + +" - li.- 1
g ' @ , I_
=t J T . +
75 el t _
t‘ ..__ .
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Stem-like Intestinal

E%]c
| stem-like [ Intestinal
1
| ;| I
CAV1 Y
& 3| CAV2
§§' CAVIN1
3 8| CAVIN2 |
CAVIN3
I n nm n nZ2wm n n
m§22§2202§22
dzgeeczeccsCcdCcC
a—-2532g88822813
— oog o o X = 3 ¢©
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k1
g

k1

)
@

HS746T

Colocalization
4000

3000

2000

1000

0 4000 8000

HS746T
(Stem-like)

TMR-DEX
CAV1
DAPI

12000

NCIN87
(Intestinal)
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k1
N2
N

HS746T
Control-siRNA Cav1-siRNA

= Ctrl = CAV1 KD
HS746T MKN1 SNU668

N
-~
S

>
=
[
>
212
[}
>
=
@
[}
o

=06 - 1
0 - 0 4 0 4
0 24 48 72 0 24 48 72 0 24 48 72
Time(h)
=H6
Ctrl CQ 25mg/ml
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Hydroxychloroquine

1.2 -
xx 0.8 -

—8— HS746T « 04 -

—O0— NCIN87

5 @ & 4 =

Log concentration ug/ml

EH7D

Chloroquine

1.2 1
0.8 A
—8— HST746T 0.4 1
—0— NCIN87 -
-6'.5 55 45 -3'.SU

Log concentration ug/ml
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EH7c
Mefloquine
1.2 -
0.8 1
—8— HS746T
—O0— NCIN87
-7 -6 -5 -4 -3

Log concentration ug/ml

GAO077
(Stem-like)
Ctrl_

DO
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EH8h
----8---- GA326 Saline
----8---- GA326 CQ
—e— GAO077 Saline
) —e— GA077 CQ
S
@
5 1.5 1 e
£ et
3
g 1 * %%
¥
©
Q
o 0.5
0 24 48
hour
EH9a
HS746T 1X106 CQ 60mg/kg or CDDP
injection Daily injection for 3weeks
¢ Tumor ¢
establishment
—— ]
3 0 5 L 21(days)
EH9%
HS746T xeno
_— Tumorigenesis
& . Cir
E —=a— CDDP
g s0{ —H—C@
=
=]
©
= 400
S
=
=
}_
0 -

17358 7 9113156171921
Time(days)
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EHH9c
Saline
CDDP
CQ
EHod
- Saline(n=10)
CDDP(n=10)
0.9 l cQ(n=10)
.
o 06 {
=
©
>
0.3 1
-
0.0 -
Tumor weight
EH10a
HS746T 1X108 CQ 60mg/kg
injection Tu Daily injection for 2weeks
¢ establgl?r;ent ‘
i —
-14 0 ~ 14(days)
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E=HI10b
HS746T xeno tumor growth
1600 -
—O0— saline (n=9)
& —e—CQ(n=9)
E 1200
E
£
= 800 -
o
>
g L b
E 400 -
|_
0 vl K
0 5 10 15
Time (days)
EHI10c

Saline CQ 60mg/kg
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EHI10d

% % %

04 E%ﬁ

T

2 .
==
L]
s

Tumor weight

EEE

<110> Industry—Academic Cooperation Foundation, Yonsei University

<120> A composition for preventing, alleviating or treating gastric

cancer
<130> PDPB214348
<160> 2

<170> KoPatentIn 3.0

<210> 1
<211> 178
<212> PRT

<213> Homo sapiens

<400> 1

Met Ser Gly Gly Lys Tyr Val Asp
1 b}

Pro Ile Arg Glu Gln Gly Asn Ile

20

Ala Asp Glu Leu Ser Glu Lys Gln

35 40

Ile Asp Leu Val Asn Arg Asp Pro
50 55

Lys Ile Asp Phe Glu Asp Val Ile

B Saline(n=9)
CQ(n=9)

Ser Glu Gly His Leu Tyr Thr Val
10 15
Tyr Lys Pro Asn Asn Lys Ala Met

25 30

Val Tyr Asp Ala His Thr Lys Glu
45
Lys His Leu Asn Asp Asp Val Val
60

Ala Glu Pro Glu Gly Thr His Ser
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65 70 75 80
Phe Asp Gly Ile Trp Lys Ala Ser Phe Thr Thr Phe Thr Val Thr Lys
85 90 95

Tyr Trp Phe Tyr Arg Leu Leu Ser Ala Leu Phe Gly Ile Pro Met Ala

100 105 110
Leu Ile Trp Gly Ile Tyr Phe Ala Ile Leu Ser Phe Leu His Ile Trp
115 120 125
Ala Val Val Pro Cys Ile Lys Ser Phe Leu Ile Glu Ile GIn Cys Ile
130 135 140
Ser Arg Val Tyr Ser Ile Tyr Val His Thr Val Cys Asp Pro Leu Phe
145 150 155 160
Glu Ala Val Gly Lys Ile Phe Ser Asn Val Arg Ile Asn Leu Gln Lys

165 170 175

Glu Ile
<210> 2
<211> 250
<212> DNA

<213> Homo sapiens

<400> 2

atactggttt taccgcttge tgtctgeect ctttggcatc ccgatggcac tcatctgggg
catttacttc gccattctct ctttcctgea catctgggeca gttgtaccat gcattaagag
cttcctgatt gagattcagt gcatcagecg tgtctattcc atctacgtcc acaccgtctg
tgacccactc tttgaagctg ttgggaaaat attcagcaat gtccgcatca acttgcagaa

agaaatataa

_32_

60
120
180
240

250
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