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WA —)L (PR 7ZR(X DNA ) 2 ERTEER S D EIEXERIFEMNIZEEBL, BER
FEEHFEETEDL, SOOI/ LDEEDOTHE~ADEYBERLLTOFERLAHETH
5, BAKZETIE, PIRUTIFOEBHEBCEALHAMKEEDEE S FEIHIT S PIARYT
SMEEMERFEL, MBTELTHRL, RIERRABRZHELTE, CORRICEDE, PI
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FIDRTFREREE PSSM8 # 1 8BAL, AMEITODIIMTHERT S PIRYT7IFD
BHEARBEDTEEZRY, BRICUY—FEU2—RNIZERESNTIVS HPLC D EENHTE
BLEDOET PIARUTIFREERD TSV I+—LERB LIz, &RLT= PI RUFIFD
M EYEEENICIEIERIICERICRESN TS HREXANV -, ERETHSIY—
EEyhERAW-2BRARICITI RN TH SRS D R TR O S RER
EFIRALIz. CNODRMBIZEY, PI RUTZIFIEEMDERI SHEEERRTETERREICT S
INMMTSAUDR R TET=,

(A)FERRDOBE XTR 13RU14ICHETIRBIZIEITHEEY * 243 2&,

METOSIIMDHECEM-BEREEEDITT, Y90 BEZENE T ER LA
TBHEELIT, F-IZBONEHRAEEIZDOVNTEEMFRMIZEERL TS,
BXREEBDAREEENEL- PIARYTIREAREETL, LT 1)~9) ITRTHREEF-, =
noM36 1)~5) , 8) (FEREYIC T LEYMNRERET T HRIERKRARICEH, SIC
1) TGF- B 2R PIARY 7R AV RESEREAEEORRIIBLTE, EREY—Et
vk AW -RIERRRERE1To1=, 2) DRIMIREEAE Pl RUTIRETIRERAN-2EEK
HER O REMHEBRFETEAEIEND, 1) 2) D PIRYFTIFIZDOWLTIX GMP 4 L—F®D
RKEARK, GLP JL—FTOWYHRER, T24EHHBROEREMRICA-TLNS,

1) TGF- B {28 PI AR 7R Z AW IEE SRR ABEEDRR

TGF-A [THENEBEOEA, RESFMREOEEICRESL, B NERE, HEEE,
FARMEELE DR EBDOETE TN FTHSH, RIEIZ TGF- B Z3HIT SR A (S5
L\ SNETISTGF- B IZX T B PIRYTZIFZANT, BMETIILEAVTETHBEREST®
FFREZE, hdRHEAE, RERIE, BBIEELAECCHR 30, & 42, 54 ) * 1 ITEDRMEMHEED
B FAEOMREHRL TS,

AKTACTHMIBNTIE, EFTGF-BDTOE—S—ITx T BPIRY PIRE 75 FERETL,
FOHRMSEBERICEVLDTEMNRME S HBOTGF- Bl mRNAFIRZ HE 8<% 5 —FPI
R ZEIRGBIOTZEEELIZ(FER19-21) x 2, RIZHK R [XGB1101 DEME, ErEHERIED
BWS/ LEEODEREVY—EEYNAVWTRIIT AR R E T o= Y—E YT
FHFIRICEL, TOHBEEOEIHNL, BESHUHEZSHEIERAKAERARTHUOIGA
%, %ZlT, OEY-¥I—ELybrZ2HHEL, BIPERBREITORENEFINTVS L HMEE
A EERFHY P RARR (EFH) IZEWT, REEREERRIC T SGB1101DMREREE
T HRIBRRKRRERZITo-RFBHE, EhF, KFEEFS12033A), I—FEEVrDEEIC
GBUO01ZR/ATESLT, YIBIZ{ER#E, 42280 KREREMRER KZ ML=, PIRU7
SFEFSHLE-RETIIRESREIIIEEHEGN of-, FABEMNICELEERE, R
b, EAVF UG R4 SF AR MEZEBRICHNH LI-(CTHER33) * 3, SHICEREELTERAE
T5HI2, EFEMERBREEFBREFIZEICS T, TGF-AFIPIRY7IFEEE L
L, MEEFICEDHREDENELLE IR T OMRETol=, SIEE (TR, TSIRAFAR—
R, BKERE, VIR—X, H2o0o1x0—X) DHERE|ICFITCSNILLI-PIRYT7IREZh
ZFhREEL, SYrDEEHOEERREICERLTRE~NDEZEEZRIFTLIZECS, YILA—
REEFIELI-PIRY 7IFARIEVIETE THEBOKICIRYIAFN S LN T, (X
MR33) % 3

CDT—AREDE, T—FEVMDEEYIAZ, VILR—XIZEMELT- GB1101 &L,
BGAEDBEEZHELIZEIH, ETICHRATEF LG LR, BREOEEATEIC
HEISh B ExFERL=,
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IR7E, GB110O1 D GMP ' L— FOKEERDEFEEZITHo>TLVS,

DR ARED EMILEIRET S ACSL3 ZEMELT- PIRYTIFDRH

AT IRFEDIENE, ETIZEWT, 7oRAS U Z2RIKARIIEEL KR EIZIE-TLVS, AR
(FBHET IR EELFDEEFREL, TOHIEEEBORKEX, 7oROTS U BREEED
MNEWNESEI SR IREANDETIZEL S, BLIEIINETICESHRARFTHS
OctI WARDELE jEMZT/ LIDARIZHIEIL, BIMAREOEBEEDLFRICEEST LLEH
FaLT=(3CHR67) * 4,
o &5, Octl [CKYHIIBHIHEZHAT7URAOS VI EBIEZFD—D acyl-CoA synthase
3(ACSL3) A BIMIREDEMILEIRET IEDHEEF/I-(FR 9N *5, CNHDHREZE S
FZ, HAIXACSLI TOE—R—LD Octl fEE YA EFERHT S PIARUTIR(Octl RUF
SREFRETLANLRZICR T AMEBR R DR E1To1=,

EERICEWTCHIN IREMRIC T RO 2185955 ACSL3 DHEBEMNFEINDD,
14U\ 5/M D Octl RYZIRDEFEHETTIE, FOHRRFENFEICHZON:-, CDE
FIX Oct1 RYFZRA ACSL3 D T7OE—F—F M EIHILI-ERELC TSI EEILL T
S—ET7 VA ICEYRERL BB RICE T AR IREMEDBIERES LU HREL,
Octl FRYZIFDEEIZEYEAEICHFISh -, SHICHBEEX—RIIRICE THELTHE
BLEEBEICLTHnESENEZRL, #1060, 1yARDEFREICKY, BEHAXDEE
TR ERDI-, COBRRIEITUROT ARG HICIEIEREZ RS LNCaP DHHHT, JEKEF
M DHIIREMAEY 22RvI [CEWVWTHER TE 1, 7RO U IEKEE QMRS LT
BRERLECEND, ARYZIFEZUORAS VB EBRZOMHIEVE SR MERISIIR
I T HABELLTEHIELN G TES LTI o= (5= 98, 99) * 6,

ORI AEREREITEILEBLUEAILASIRED LB ESRERZ1To1-25,
MEFEROIFHHRIIINASOEFILYEETVEIFEZ M o=H, #AEZHEEICRLTIE
RZEDNFIZERE TR LT-, IRTE, ACSL3ZEM PIRYTIFRD GMP JL—KDXKEEHND#
BE1ToTLS,

3) BIMENABENMEEETFDERTINGITS PIAR) 7RO

B RICEWTEBARBERSICKYT7oROST VG ZELEF TMPRSS2 LERELTF
ERG "t EL, £LE-REEEF(E Mgt - Bl SXUT7oFOT U RZHDE
EICBEE T H5IEMNMESN, FEIN TS, F-MEGFHIRETHEIZ, 7orabsy
LET4—(ARAY /L ED AR A ES|IZHEE®R, MECTFXEDETEEIEYIRL,
I RBABERIEFZRESELIENBEDH I THESINTILNS,

ZFCZT, YIS A EENIZFEEL, TMPRSS2-ERG & Bz FDREFHFIT 5 PI
RYTIREERETL, MARIEE/EEREICE X 558 %, A IREMAE(LNCaP i) AL
THRETLT=, LNCaP fifaE 7o BT U RIBE THILEWERE BT FNRELLGLIEN
Hon TS,

AN AR #R LNCaP [ LZENhZE N, YIBRECS IS EMICEEE 95 PIRY PSR
(Fusion 7/RY 72R)HLLIE, PIERERSIICHE S LEWRAT«TavbO—)LEAPIRY7IRE 1
BWL SuM iz, 7RO RIiEE{To1-EC5, Fusion R 7IFNEEE T,
TMPRSS2-ERG B FDHEIRET, ERG EHA=ENETEHEELSf-, 1=, Fusion 7RY)
FERHMICkDMARIETERE, S LUV MEEREDIE T A MTS assay, Cell migration assay

67




(#c=X2)

EANEE 131075

JO o EE S1101018

[CTHERRSN T, SHITX—FIYDRZRAVEESEEERICEVLTE, RAT47avk0—
IVBRARGE ST B ICEER PIARU PSRBT S # T BEELESAER D ERERLI-(CUH 62,
£ 100-102, 104-106, 108-110, 162, 173) * 7, LA EDFER LY, Fusion 7R 7 IR A HILAR
EHREIZH1TH TMPRSS2-ERG BB FOER - RBREIHIL, EERSIUVEARNRN
IZEWTHEBMRETRT ZENofz, F-BREEZZ(T-IORITRBEHSIIHEIN
9, Fusion /R T7IRDREENENEMNIEBHESINT-,

4) ABCA1 BIZFEEREL- PIARY7IRIZKDEFILATO—)L HDL DFE
WIREBARFEIE DREEKIZHE LT, ALATO—)LOBEIGERYAAIZEYEFELI-<20T
F—UNMERRITEETAHIEENPOEELGRTYITHS, HEEBMMEIEZOLATO
—ILD BN TELRNIEMNG, BIARTEL D FRFOE/THIHICIEERIZERL-OLRXTO
—ILDBREDDEELGDN, TOR, SFEERI /N HDL NEELGKEEZFRf-F, HDL
JBEZIFEAEEFELGLY apoA-l ELTHWESN, ¥o/O77—2 LIZHEET S ATP binding
cassette transporter A1 (ABCA1) Z/' LT, AL AXTA—I)LZZ(THY HDL &5, 20D
HDL MZ(+ER>fzaL ATR—ILZFEIEY, BETA~QOH#ER T,

CORBEFHIEL, v/OT77—SADALRATA—)LOEREZNHEISE S0, AL
(X ABCA1 MDHRIFEMEEDHD Pl RUTIFREHRETL, MIBEOBEERHE~NDEZELHAN
1= ABCA1MD FHIFIL Activator Protein 2 o (AP2QIZXYAIZHIHESN TSI EMD,
ABCA1 O7OE—4—fEH®D AP2a #EE& YA/ +47 090 SR TIREERL, HAEIZI%
BEL1zECA, RORADTOT77—BMEME RAW264 (28 LN TH AT HEAE B 5k 0 #l A %
NCTC Clone 1469 [ZHLVTH, ABCA1DHEBELAN)LAOVO—)LELERLTHEEICEML
1= BEER P apoA-1 EAZZEL RAW264 fHlAZ IEEL-EERTIX, AP2a RYTFIFE
f£T T, HDL OFAEINEEICTEL, TDEAIF ABCAI DEE{REREZFEOEN LN
TL\% Doxazosin [CEEET HED THoI=. BIZ AP2aRYTIFEIDRICRE#IKES
E{Thiof-bC A, M EREKE JUFEEIICET5 ABCA1 QFEBIMFINERESH, M
D HOLEANIPA—)LELEBELTHEIC EF LTV (AR 41, FR62,63) %8, LLEDFE
RB&Y, AP2 ¢ RYTIRIZENARIEIL D F HOE TG E L ER LG DAIREEN T
{, SRELLIMAELPDLETHD,

5) MIEBEXEEEHFD E-box 2 PIRYTIFDRHE

BIEEIET MYC [FZLDEFEHREZICHELTY /LALRNL TOEIEORIELALD L
BETRTENHESINTULVS, MYC (& basic—helix—loop—helix leucine zipper e B K+ T
HY, MAX EAEBE_EAXRERAL, DNA @ E-box EEHIIZHEET 5. MYC [ZLYUFIFMN
FEHEINTVWSEEFIET4FULIZOREY, Zhon ZITHEBOKE, 185, K3, 7Rk
—V X, MEICBEEL, MiIlBOMELZLZREL TS, EEOEEINHZEMELT,
MYC £L<IE MYC FTREEFOEEOCRKBELENRMICHIET H-HICHKARTIO—
FNRANTELD, FRHOBHS, FARR~NOHEOH LILLEDBBENHYERIEIC
[ZFE-TLVELY,

F <X, E-box BLSI CACGTG FE2ITFEIXEBHMICERE TS PI AR FIREEHIER
L, ZD55 Myc-6 BB AAIEMAHE, 121 B 5614 B mmHMaLR IS xt LEBFEINGIs R E R
TEFEZEL, BREMEME MG63 [2HULVTIE, 1uM KYIEHERE a0 -——REgEZEE
[SHIHIL 5 uM, LA E THIFEFEEIREZE TS =, YUV RRTFIC MG63 Z#HEL TIERLT:
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Xenograft MEEE Myc-6 DEFIRIZFEICKYFEICHIFIZSN = (3CLHEK 130, £ 96, 151,
165, 166, 175) * 9,

Myc-6 DM /EREFEERERT H=0I1Z Myc-6 RUTIFICKYRRAELT SEETF
HHAREMICERLIZECS, 1ISMEIEFAN 10 uM D Myc-6 HE5®EAEICRIRETERT
—ED Motz TNBDMH(ZIE collagen 3A1, 14A, Matrix metalloproteinase 1 745&, #
BARBSLUVUZOLREIZEHLS7F, Malatl v NEAT1 7%&, RNA ORRERIZEHS
K non-coding RNA A EHMEFEN TV =, TR Myc-6 [CKYEFEE-IIMENIZEH
RIS, MO BREDHIIFIZS I TEHIL TS ML HY, FROMEFIE
HEEYS5HTEM D, BAEZDFMTKEERTEZED TS,

6) LIT1 TOE—42—#EAR)7IFIZEZ B FEMAAOEIEINH

Beckwith-Wiedemann fE{ZEE (LI, BWS) [ZBEwREiEH, BEE, BEAREZE=EHMETHEXRE
BRRIEIREET 5~10%ICHRIRHIES (BFE, IFFE, BFE)Za6:7 5. 2BK
11p15.5 DRIVYAHIRE AE4EE (KWDMR, HI9DMR) DEE (AFJLIEEE O R K, KRB
NEGEFOEGGE) ICI > THEFRRRRARECFHOEMMESHGERFETHN
EECEAELTWWSESN D, KVDMR FEETlE, BAMILEGFDRAFIVIET LITT Ein
FHBEIFREL, BEINFIEEGF o577 28T ALELTFEINGILTLNSESNS, ZET
FalE, LITHEGFEZENELT- PIP ZFHLTEN BWS #R# S HEKICHT5 LITHEEF
DHRBFZIMEL, 10577 BEFOBERBHNREERETLI.

LITT SEIFTOE—2—BEIZFEFE 35 CCAAT box #ERi#3 57K 73K (h—CCAATT,
h-CCAATS, LAF PI1, 3)%&8&k&t- & RL, £ BWS #R# S #ifask (BWS6, BWS9) B LU EHF
FEMERERE G401 (TR ELTIZETH, WTNITHEWTE LT OFRBIETEROHT-, G401 #fa
BERAVCEHMAREZToEC5, P & PI3 OFEIBRSICEY, HEEEDETE
s, FACS BHTDHER, P, PI3 DEREICKYTFRF—LRAABIOTNSI LM HERTE
1=(3Cik 125, %% 149, 150, 152, 153, 163) * 10, — /5, BEFE VYU RIZ G401 R T ;15
LAERLLT= Xenograft IZx19 5, in vivo T PI1 & PI3 D3hBDHEERZI{To1=H, BAFEL
REBDRIIER TEEI, T,

7) Metalloproteinase 9 (MMPO)INHIZRY 72 R I1Z &5 B 2 M Aa ik oD 18 5l H0
BEEDEBICEVWTIIHENEEDELANEDERETHY, MENEBIZTEEND
collagen, laminin, fibronectin HENELBEZ N T HEMHDHLEHR MMP NEELEHEZE
35, BT typelV collagen 9295 MMP9 DHRIFAZIEDEEDEMHELIERETH
ENBREINTHY, AIEEEDOHKBFZNHITLHILT, BEDOEGBEIH TELIENH
BFTES, BAEBEABICELNTE MMPY OEBASVWEEEFEFTENBVEEZER
L, MMP9 DHEIRZNHIT ER) PR E MR HEIGI T 5 LR LEREL
1= (3K 63, % 103, 107) * 11,

8) Fc RRK vEHOERMFR)T7IF D
BHRKERBRCI—TRAEROREICIECRALBECHROESHKOMAELES

FRHRENHOTVD, REFESALBREICEEL, RESHKERHEITHIFcREMR RS

3577077 UNEEL, ENDEIERELEOTRERKMNEISHEVNSDOMNHEEHIEAL
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TWARFDAN=ZXLTHS, Fc LBK v HIZREITOT)D Fe tHERH TS Fe Z
BREERICTHBLTHEETLII LN, REEESHREEERDBEZBMELT, HLlLFc
SRR rEHORBREINHT S5 RITIFERFE TSI LatELT,

Deletion mutant AL\ =TOE—2—f#HT(CLY, Fc ZBR rERFDEERMIERKLY
110bp _EEAND 220 bp LD, EKU 80b EFEADS 110bp LFRD 2 HhFRIS, HEAEE
[CKELERATARILAVIDE DB CEERRLI-, ChoDMEEICIEENEN Ets family &g
ERE-F, AML-1a D consensus FRSIAHH LMD, D 2 hFiEF—4F vhELZAR) TSR
FERETLI=EC A, AML-1a FRHIERER) 7IRNEB/O77— UMtk J774A1 (2H(T
% Fc ZBAK yOEBEZHECIHEITEoE, IORICHRELZIGE, REM PO EZBR(C
BITAREEFOHERREINHT L EEHEEL- (3THK 47, 25 64) * 12,

9) TGF-+1 [Zx}9 B PIRYT7IFIZKBHB KA EN iPS MRS XD F
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