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EEMBABORLE. R, BEICERMROFELIRNEEND, BEOEBICENTENAER
Mz TEmE LB AL RN FEET HELSMINRIBSIN TS, BEEAEEEIN
SLHONARHIBOANET HESN, ISITHARMBRIZIEE - MEHRBURICTEZRL,
B -BREEFRICEETDINUNES ESRITEHIGINAMIETHDI LSS (Reya et al,
2001, Jessup et al, 1989). LAL, ERHER TIEZ DheterogeneityD 1= R TEMIAHET—H—
DRIFEMNEA TV,

KGEIZHT5H A BB EY—H—(ZI& CD24, CD29, CD44, CD133, CD166, epithelial
cell adhesion molecule (EpCAM), Musashi~1, Aldehyde dehydrogenase—1 (ALDH1), S5IZIEEE
M & L TRIE SN 1= leucine-rich-repeat containing G protein—coupled receptor 5 (LGR5)%2&
HERE SN TLVS (Todaro et al, 2010). T4 CD133, CD44 [XEBH Ak AEEE T AN <Y —
H—ELTEESNTERD, RKGEREENHEON-HIEOBEMREEICE TEY—h—L&
LThEEIX+ 5 TlEiho1= (Ricchi-Vitiani et al, 2007; O’ Brien et al, 2007; Dalerba
et al, 2007; Du et al, 2008). AHAED BHIEKIGERFE RIS BLI-NAMIRICLSES
R RREDRERZ4TLY, CD133, CD4M4 2 EL KIFEF-II XBEEMIEDHMiaL L TRESN
FE&EI—N—DEEMZHLNIL, FERFAUT—H—ELTOMEEZFFEIT S LTHS.
[EEBRMEEFEINEMICUIBRIN-KIGRE 77 flZ2ESLICEMRIEL70—H (AN ZHEST
L7=. CD133, CD44 HIRICKYHIAEZ T BEL, %57 E% NOD/SCID ¥V AD K TIZBHELES I
BTy EAZ Tz, B TEBHER (xenograft) D& FHRIMAMND, BEBHEEICHTS
BELHY—D—%REELI. IEITKEGE 167 HIHSIER STz cDNA ST (Oshima et al,
2008)xFAVVTRY—H—DHRBELFEFARFELTOEERZT@LL-.

[#&2R]1CD44", CD133", CD133'CD44 D&l ElIF R BED KM IYELFRICE VL EET
BEEERLI=DNY—D—IZ KD EFRBOHoNGEMoT=(FK 1).



* 1. BT YEAHER.

The ratio of tumor formation Cancer stem cell frequency p-value
with the indicated cell number injected (95%CI)

Cell fractions 10? 10° 10* 10° 108
Total cells 2/5(40%)  13/19(68%) 16/21(76%) 6/8(75%) 1/39318 (1/63691-1/24272)
CD133" 0/2(0%)  3/13(23%) 1/3(33%) 1/8940 (1/26657-1/2999) 0.022
CD133" 0/1(0%) 0/1(0%) 3/16(19%) 2/3(66%) 1/64145 (1/165715-1/24829) 0.311
CD44" 1/3(33%)  5/13(38%) 0/2(0%) 1/5111 (1/14317-1/1825) p<0.001
CD44~ 0/4(0%) 1/5(20%) 2/13(15%) 0/2(0%) 1/108249 (1/392006-1/29892) 0.059
CD133°CD44"  1/4(25%)  4/8(50%) 1/2(50%) 1/3160 (1/9518-1/1050) p<0.001
CD133'CD44"  0/6(0%)  0/4(0%) 0/2(0%) - -
CD133°CD44" 0/2(0%) 0/9(0%) 2/6(0%) 1/29317 (1/116179-1/7398) 0.703
CD133°CD44~ 0/2(0%) 1/5(20%) 1/5(20%) 0/1(0%) 1/74794 (1/409064-1/13676) 0.338

[RAFTEICTRKBERAEISEON-RHEME, RERONARMREEZRD-. S5
HRIZDULNTIENOD/SCID RO AN K FIZFHELT-. BEHERIZ DOV TIEBiER 20,:8F THE BT

L7 =. CI confidence interval ({S#8X &)



Xenograft (235115 CD133, CD44, LGR5, Musashi-1, CD166, ALDH1, NANOG, BMI1, EphrinB2,
EphrinB3 MDHIRIFEEE, FRERELBRLERNLFL TV AV ThEEEZF G, of -
CD44 [ZDU\TIE variant A3 7F7EL(Ohata et al, 2012; Al-Maghrabi et al, 2012), 4= CD44
variant 2(CD44v2) (X IEEEHIEELLEL, fEZ & xenograft TREMNFEICEFL TR 1).

CD44v2
Set1 Set2 Set3 Set4 Sets

LN P XNPX NPX NPX NPX

1. 2kb
500bp

X 1. EEHIE, RFEHR, xenograft (15 CD44v2 DRI,

5 ybETITBWTERMHEELEEL xenograft IZT CD44v2 DHEIM ERLTWLAIERIZH >
1=. CD44v2 |28 975/ \ RIZ 1.2Kb. L; Ladder, N; normal mucosa, P; Primary tumour, X;
Xenograft (n=5)



cDNA 4T FYIZHVT, Xenograft BT TRRBMEM ZHoM-T—N—DRRERFTLIZETS,
CD133, CD44 (CD44 variant 2), LGR5, EphB2, Musashi-1 [XIEE I LE L ClESHEHTEH
EITERBETHo1=H(K 2A), Bmil 1> NANOG TlXZFDIERAZRBHLEM o=, FEREETTIE
CD44v2 EHIFY JL—T (n=84. 5-year overall survivial ( 5-0S); 74%) [LIEFKIRS IL—F (n=83,
5-0S; 88%) LB L THEICFET R THo1=(K 2B). BEERNM THEREEZRD-Y—H—
(£ CD44 DA THY, SSIZLEEMMTHHRY], MERMANMERRELTATHIL-FETFE
EFTHot-.
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X 2. EEMEH, BEABCESTIEEFREBNEET—H—ICHEITS 5 FEFE(n=167).
CD133, CD44, LGR5 &4(Z xenograft [CTHEIZEHK IR TH 7= (p= 0.002, p< 0.001, p< 0.001)
(A). CD133, CD44, CD133/CD44, CD133/CD44/LGR5 M EIRIEIZLSH L EFLHB D

Kaplan—-Meier &4 (B).



[E%]ICD44, CD133 (FRFEEICH THNARMIEBET—N—THAHIEAREENT=. Hh

T4 CD44 variant 2 (FEZEBEBEDRICEETHSHLITMR, FEFARFLLTOERZR
O1=. 5%, BRICEITAREICESBREEDAN-RXLEZEOILICERTIVHEENHD L

Y (8

[#EEBIKIAREIZEH VT CD44 varianrt2 (INABHIBEY—H—ELTEETHY, FPEFARTFL
LTERTHAEEZEALAT-.
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