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FLAREE RV E PERiC

ARG
[0001] AR W K FLIRE (A ARiC , SEVEAN ) 5 20 LRI R A2 W iR S A2 W 7
e

BEEEAR

[0002] HMEEIEERRIEZE I (L-type amino acid transporter, L Bl LR iz A
(LAT)) R TR HER. . NAR . &K . 7 R OE . 2508 AR ERER K
KBEh S AB G BRI RN AR AR . R R AR R L e B R R AL
EI4H M A RSB A . AR BANEAT T &P LAT (R 9L, B RGN RIL T LATL FifE
KHFIEAR Cisoform) 19 LAT2. LAT3 il LAT4.,

[0003]  H.A1, LAT1 2t 52 AR i iG R 4F2he L7 M H AR 2R . 7o 2R
AR EER R B ERR 2R AR IRES KAL) P R BR AN /2 e % B Na™HE
WM IE IR I 12 IREERR SR o S Ah, FENUR P, LATT £ ZAE G2 BT K A SR
ML B R RIS . 554, LATL AR AAE N B B TR ks 4 M ik I /S 240 e g 4 ok L SR 2 R
Jo0 20 PR « A 2 200 R JRE 400 i ke i 2Rk i ELAE B B bt g AR i A R 1 iR 4 4 e, S
It S e il 1 RIS (S LRSI 1V AR RISCHR 1 AR RISCHk 2) . @
Tt 25V BCH 25 3k 24 SR 411 LATL, 323 LAT [0S 540 i (4 38 5o 3 52 F B, RIS AT A
N, FET LATL R 75 03 R 1) 40 I P 1 SR B0 T 400 100 ) 5 A AN AT B8R0, S 4 D R
I ERR AR 1% LATL RERAT b IR A M LB )8 7 IRAS , ATTEEAT o5 DL F A7 () 38558
[0004]  LAT2 & LAT1 WAk, 5 LATL [Fkeh BAT 12 (REERLEEH), I Bl 5 4F2he 1)
A B AW R AR . SO BFEH SR N AR L AR AR PR R A
R A 2 S /N R S SR BRAE PR TR T A P MRS R Na BRI M BL I8 1 )32 IR I 3%
Mo LAT2 B NTE M B 88 VL BT 25 0 [ i RS SRR 25 ) 1 o 43 b 3Rk, i 8 e 98
PP RN BIHRIL (S LRI 2 FIAELRISCER 3) « LAT2 5IRHSEFMPELL LATI
i, DRIBE AT IA A LAT2 7R A5 AN 75 2275 SR 0 240 o 398 A8 1 1 2 23 10 400 e b 1 o e 2 PR 1Y
iz,

[0005]  ‘A4h, AKRIHABEILY s L- BRI D- R IE 8 A0 AN A A PE /N Y rp R
BEEEN (ZF LR 3) MR Il 2 AR A P M RN R e & A
(SHZLRCHR 4) FXEEEN. BiaEA2LEE TR g i 210 %
FhA o 15 B 41 B P 1) Dl R () B P 2R 1 £ 11 0 X T A AR 2 S 4 R I B R ANl ) o
U, AR T i@ SR A S E RS WIRIR I T VE . BIIRIE A UL N VA% RS H
i 241 e e 2 23 B B IR R AR B — S R P A R E AR AL R IA &
7515 (S LRI 1) s DAVE A BT 7408 8 R BT O RRE I i 5 22998 B2 i 77
15 (ZHBLRISCHR 5) A LL4NHIR R % i A 0 8 B B R B i IR 1) 8 = AEAE A e
bR, RAZWI N E 2 BA R ZEMTTE (S ERISCHR 6) 3 AR 2 41 2 i 4
Y, 18 5 i e %) M A e S 1 GLUT- 1 A4 6 i did, 5 MR B A — 28 B [ L 2 3R
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HLAFT] A B I ZUARE 1 GLUT-1 FRAKIK P AT LU, Mt 3RIE GLUT-1 F W 4 i e
U R YRR 55 (SRR T) «

[0006] 7 LAFL B VT AR o RV bRid, 2 A MERER 28 (ER) (22 EH %2
& (PgR) il HER2 ( tHAHFR A EGFR2 3G AE LR 5244 ) 3X = o A5 &A1 143 7 A1 F it g 2 23
(%) H0 9% 2 234k 27 B FTSH VLR AT A 25 110 32 7~ RO PR B P61 o, e 3 DA A BB 1) YR T
7% S J7 T, X = MARIn Y N B AL e (FEAL I R A b, A M R R
AR PR R S AR HER2 3X =M R 1 BT IERAR ) SRR — B A LM, PR RoE i, b 4
IR AEIR B A 12 ~ 25% ( ZFAELRICHR 7 ~ 10) o MR A& H A% =B A LR
& A BV IT 7718, SIA R 3 FRic mP AT 538 D BH PR 5 7L e o ) 4H LE, L A8 38 R TS R
HARE (ZFAELRCHER 9 F110) .

[0007] A 4b, FEFLARE IR b, X TSR MR EIR T ME LR W% (ductal carcinoma
in situ, JR A7 B 88 LR WA A DCIS) 5 R MM AR E W A KR (intraductal
papilloma, FLARE A FLRIE ) BO%Em, 34T UERI R HE (TR ARKS 4D ) GetBbn A Rm
B LIS W T, SR B I S ) R R A A, MDA R AR 2 . DRI, IR R R
B A ) AR .

[0008]  HWAH AR

[0009] 7Sk

[0010]  FRISCHR 1« HASEH 2000-157286 5

[0011]  FRISCHR 2 « HARSEHF 2000-342270 5

[0012]  HRISCHk 3 : HAKEH 2001-211886 =

[0013]  HRISCHk 4 : HAFEH 2001-46070 5

[0014]  ERISCHR 5 : HAKEH 2001-228146 5

[0015]  ERISCiHk 6 « HAKEH 2001-245661 5

[0016]  LRISCHR 7 « HARRR 11-511245 5

[0017]  HELHI STk

[0018]  dAEEFICHR 1 :Kanai, Y. 2, J. Biol. Chem. , 273, 23629-23632, 1998

[0019]  HAEEHICHR 2 :Yanagida 0. &, Biochim. Biophys. Acta. , 1514 (2),291-302, 2001
[0020]  dEEF| iR 3 :Segawa, H. 2%, J.Biol. Chem. ,274(28),19745-19751, 1999

[0021]  FEHFISCHR 4 :Sakata T. ZE, Pathol. Int. 59,7-18, 2009

[0022]  HEHFISCHR 5 :Ichinohe M. %%, Pathol. Int. , 2011 Hif

[0023]  dAFEFISCHR 6 :0da K. 2%, Cancer Sci.,101,173-179,2010

[0024]  dAFEF|SCHR 7 :Rakha E.A. 2%, Cancer109, 25-32, 2007

[0025]  dAF&F)SCHR 8 :Liedtke C. %, J. Clin. Oncol. 26, 1275-1281, 2008

[0026] HAEEF|SCHR 9 :Sasaki Y. %%, Breast Cancerl6,254-259, 2009

[0027]1  JAEEF|SCHR 10 :Twase H. 2%, Breast Cancerl7,118-124,2010

[0028]  HEEHH|SCHER 11 :Sinicrope F.A. Z%, Cancer Res. 55,237-241, 1995

XHAR
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[0030] 7 AR FR AL — L R R (2 BT AT Wl F) & . VRGN =, 55— 7, A KW
P} ER. PgR. HER2 ¥ 9 B VE ) = I AL AL s 2 Wil m S A2 W 7% . 38 =07, AR
PO R VA ME DA AT i8] B0 25 Sl () LA PR g PRl MR B 2 W il R S RS W v

[0031] it VR BT B

[0032] AR B N5 BT 44t Mo e S A5 P e B R R e ia £ 1, DA R 1 49 1 8 1)
FEITIZN EARHEAT TR FE . TR R A i S S AT LAT2, T 40 B fd FH 2 R R B AR R 7
(¥ LATL o A B NI4T 4% LATL f9/ SRR SERE AR, FF R T8 AP 1) ey L 40k}
SR T (S AERRISCHR 4) o BT IRAERT B R | B 5 LATLRR A
BIAHLE LAT1 SRS BN B2 EA R (SHAELRICHR 4 F15), I HFFAT 7 LATL FE 5
AN R G FE R, FEH R G2 W RNE T — L s T ik (S AELRISCHk 4 ~ 6) .
[0033] AR EH Az it BRTIR LATL 705 3Rl 3T 208 RIF R 2R R T A 14T
TER RN, Lz LATL AR 0t G 00 30 IR (4 4 4B 1Ay 97 o8 B bR, 8 Bt LATL B fE bt
A, 0T FLIRE IR 1 LATL SRAA AT T 9@ 1207 FROAER R . SRR, 5IAMRE
PSRBT B, 20 AR TE PR P T, LATL & 608, s Ge i 770 T SLIR A R g
() R M BT ) S B

[0034] 34N RBI, I RGBT LATL g FEH TR AT ER PR A HER2 ¥ 4 PR BT B = [ 2
FLIRE L, AEH 17 fild 14 BX LR R Lu ] 1, LATL @ik

[0035] B, AKLEHARIL TS BEHtsE e = (00 35 E R IR R Ja 2 1 LAT1 AR 1R 41 g
FAELER) LAT2. A BN T A R I, A A B LATL B s R ik, ml DAAE LIRS P i s
oy 545 5] IR SR B B, DA R AE BT 0 = B AL AL IR L 48P, LATL DL iR KA
[0036] AR H (1) s f— iz Wil &, o5 A 78 2L g 02 W BT LATL [
W% e BOE E BT LATL SRR .

[0037] AR (2) W ian ik (1) Frid s Wisne, 2o, Bk FU e LIRS P it
S TR 2 W) & TS Wi L B P g R PR

[0038] A (3) ¥ Ktn Bik (1) Frid e Wik /)&, o, Brid S0 Mg i s s % 22
s ZARR 52 AR A HER2 347 4 [ M 1) = B 204 AL e o

[0039]  AKH (4) ¥ A —FILIEME s Bl h &, a5 aa 5w AR SEnas
W S AR I G G 2R B 2R 52 AR 1 S e 2 SR HER2 1 40 0% et iR & DA
LAT1 () %% B iR &

[0040]  AKREH (5) ¥ K —PhFLIRin R (s 75 v, HoEHE T4 LATL SogFEhuik S5 M
T2 R B FLAR 0 B Ak, X IR LH AT (1) LATL JBHATRS I S B BUE B0 T .

[0041] AR (6) ¥k ik (5) Frik fizWidrik, Hodr, Frids S0 AR i g 4 SL AR A i
Jo » BT S W 77 o0 FLIRAE PO s R R B AT 12 W

[0042]  AREH (7) ¥k bik 5) FrikiieWidrik, Horb, Arid U RRIh I8 A i 25 52 4
ZA R 2 AR A HER2 3519 B 1 1) = B 2 LT

[0043] A HH (8) L B8l i34 Wi 7 ik, AT 7% S8 28 A2 A 1) B 0% e €8 L ZA B A2 4K 1)
Fo g Jett HER2 (1) )& Je ol LATL Sy Gt

[0044] R EHACR

[0045]  HR4EAKEH (1) F1 (5), A LAZS 5 Mgk AT DAE R 2 i A T B o LR RE AR i 9697
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T35 B W o AR U, JE I L R R (A B LAT L Brodds () G e 2k 25 S 7L A 11 LAT1L
FIK, DL LATL S0 1) (4 7L B I BUs T A O A BT 1

[0046]  ARAEAIE (2) 1 (6) , AT LAZR 2 HEAT HE LS ) LR 8 R 16 R 1 (LIRS
LRI ) BUBME (ARREMEFLIRE R ) %

[0047]  ER. PrG A1 HER2 351 4 B 4 i) = B 24 LI 1R U AS R (R UAR 22 5 (HAR 915 4 & B
(3) F1 (7) AT ARRAEHYRIT T 5L

[0048]  HRHEA KW (4) Fl (8) , AL AE LAFE L &N 1K ER.PgR Al HER2 JE Ak b 20 A5 FH 51 LAT1
B BEBUAA, AT DA FL AR B2 W R AR B E R T

[0049] A% B, LM FRs R B e LR A 23 T O BB, s A I PR 52, AT A 28 4, DA
FUIRE P9 LSk D008 FLK 0 IR & R PRI, SRR (ARIRIEPEFLIRE e S ) VRS
RIS S (RS E (ABIRERE ) B IRE (RS ) S )
FRAYL ] AT [ S M R AR IR o S 4, FLARIMORR A 55— 7325, nl a3 e &
S (1) L e R R R

[0050] T 7L A P iR R LIRS R BT 25 RO IMORE , st A e PR e, T 61 25 i DAL
AR LSRR ( PR ) AEARIRIEPE LI e GBI ) AR .

B &35t AR

[0051] & 1 -t LAT1 RIAGRE RIFEAE . DA e i ASE0E, SR LAT1 fRIBFE .
[0052] & 2 7 FLARE LSRR 5 AR IR VA PR AL IR P P 1 LAT1 SROE I Lh e
[0053] & 3 7MY ER. PgR Al HER2 4) 4 B4 Y = BH A4 L Biee 4L 41 o B 0k LAT1 B9+
[0054]  [&] 4 7t HER2 B % i L BRI 4 43 658 LATL B4+

[0055]  [&] 5 7t HER2 [H 4 i 7L Btdes 41 2R 2R 2K LATL (6]

[0056] & 6 7 LRI s A8 H LATL SRIA 1 b A

BIARHER R

[0057] A& B A B FH ) LAT A& H A5 40 B 39 58 B 75 2 0 0 75 B L BR (M AN U R B Js R I
hEeTE B A, o H R AR 40 s e R IA 1 LAT 25 (R 1008 1 1 0 1) 404 75 U 198 11 4
JEAL 2 B8 J3 M — B ThRE PR B 1, TR DL I A FH I 28 LAT (& AFRFPER 2 Rl BRI AR
R T778, AUAT LA KF TC, i Hk mT L] S A e RS R

[0058] 7N & W IRIHRAIE 2 — A&, 83 ) FH 2L R P 1 456 FH B LAT L 04 (1) B 138 G £ 0k 5 5%
FLIRIE ) LATL Rk, LA LAT AE A 20 a0 (4 7L B M B T iR O B RO 1

[0059]  fE AR B TP 78 1 3 40 25 1 LAT, ] B 28 00 LAT2. W 4h, 1E A< & B ch AE i
S8 21 M T 2 Y LAT, AT 928 40 LATL o

[0060]  YE AR B ABAAE, T 45 fn A S5E0es FLANH) (1 7L B e 4 e o 1 SR A 5 i (i RE
() LAT BRI S B B &, BB AR 0T LAT HEATA I %6 52 B BT, BV A e )
B SE o ME NIRRT, Al I A 3% LAT MIBUERI T EE . 1EA LAT BIiik, bt LAT &
AR SR BA RN ERUE, REX LAT B a iR e, N T
JE B U AT , PR3 3 FH A e 1 o ) R S PR A

[0061] A% R BH (R H0AR TT DUKHRE 2 1 SiAd il i 772k filid o HART 5 7] LA LR Sudk

6
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APl AR R LAT BUH—8 0 (BFERAE B e Gl ) BiEREiZE
(R 2 A g e S A0 FE S AR 025, /N B RO B BRI B L S Ll =5 V4R R SR A
FLANYAT G2 AT 2 I R AR AL GTAA ;{50 FH 25 DR E 20 3 A3 AT il g 1 45 2 19 B 40 ik 5 2R
B AR A B 20 N B v FR 44 (CDR-grafted HUAA, CORBEAE UL ) + DAL A ™ A A Budd ()
AR ZN W) S AT RIS AR SUE . SBoeBEPUR IS D45 B A TeG. TeM. TgA. IgD.
IgE S5 AT = — Pl R M AL ) B ovd B di g . 1% TeG B TgMs

[0062]  fd AR BB, T R BRI 0 FL 25 SR g-AT R I 46 e B B ', ik
FAE M bR IO BB AR LA P . AENA K B AR DAL BUAE, R T RO Ak
SRR EY R FUEM R E ABCH CLUPT SRR I R R S A D A B A HiX
LeFRIC ALY FAH 45 G R T AR

[0063] AR B TAric Hidd i “ s B it 5 HAR Y BT s 82T Be 8% ok T DA I 7
BSMFRLm” 245, B ESBIL Y NS 6 SHH S FRMIUES G HILA % R iz
TR AFAE BT R AT A I B9 F i A BT . BAR e R L Ak 22 KOG
AW TR R E AR ERRU RS RS BT S, AIA0 2 < [, B A A
(horseradish peroxidase) %5 1 W PEBEMGEGE. B —D— = FL 0BG | 7 &0 B EALEY /4
WE —6— T I A B R U S R IR A T R I A AL SR  Apo AT EALEE IR
Bl R OGR I ER QB NR B ER B S5, I AR VORI E A M S EE AV FHEl
il PO R 3 R AR R B A I 2 5 e 5, CHCUT Ut R R AR A R E A
Bk RO .

[0064]  FEI, JAURHVE RIA7 2 A1 28 04 ot S b gl ml LA SR Re B 4G TN 1915 5, B L AL 22 RO6A)
L VR IUEY) R B E RS G OR BE A I (5 5, DR, Jad FE S 1 R DL b Ak
Y5t S L, B %/ R BE SRS N B35 5 o 9 40, D9l B4R DU, 22 /0 75 A, PR I 5E I8
TEIERITTVE CHOE 9Ok EM RO GIE B 5 ROGIESE ) AT SRR . 1, it
FACYIEERS, £ S FALE AR IR . S50, NIRRT, 8 20 DT AEY) 2 & A B2
WA RED (BlNEFERIEDRED - B - IR ) /E ST A, HA
PRT . MR 75 L n] AT A AR T iR & ph R . Bl [E S H R AR E
A - B — IR E R R R, ] T 4- A< - B -D- A E/E AR
.

[0065] AN BHBIFRICALUAR ] DL TG %5 e BOE EAN K B LAT, /68 T H A
J79%, AT AT A5 0 G % 2 23 22 B R FF MR 5 R g AT St (4] 228 S A0 B 2 I T
(A T2 Ny K7y 7 (A TR T ) ) SE R4, 2010 ~ 213 7. 1992 4F ) o« 534h, &
KA EA TR T H T BRI ey A 2322 158, mi Haan] BLA T PA R 198 A B Ep
TRYE, B, A V5 MORRE AR ) 40 L 2H 2B U s B — 5 o i w4 Pl PR B 1, AT i AT
TR S A S PR OB SN, B DA TS R B 1 o AR AE AR K B LAT o 7E B3R (1)
S 2 0 J7 kA, ] DS A BL B AT B AR I AR R 5 AR ie A Bk, a5 8 3
o ) SR R5RE BT B R B 1) v R AT (S R e, e ade 45 FH DAt AL M i S i B A D B b
0 JE B A .

[0066]  ESNA KB LAT fRA Il %5 58 BOE & 7702, A DUE TS Bk f & 41 235 (3R
SERBAT, BAR T2 i FE A (D) M (2) T TTE.

7
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[0067] (1) MHEFES AR BRI bRICALIT LAT JUARA AR 17 s PA K

[0068]  (2) X T HiZiAFEF 1) LAT MHES & Wbric Ak diig, R 5 Zbric b iiE S G 1
PRicA o BB, T A I 5 0t Ak 2 RO G BUR R P R AT I E ) T

[0069]  #t— b HAKM S, 7] LB a0 E 50~ 17

[0070]  (LJP 1) FIFH 2 5 FF S50 AR U A o B Sl e [ 5 A, o) 3 [ 5 A i RE 1) T
7

[0071] (L% 2) B Ak R N B AR 2R B0 AL P B S5 I b 10 5 1R AR R B 1)
FRicAbiug, AT HUR PR R B R TP

[0072] (L7 3) £, Rzl e A AR I 75 280 e , iRAE 13 FH R B B0 R 288, ImoN 25 F
RS FEEM R EABHEERZ AR ED -8 - LARE S AEMRED,
fEZIEY LAY = EA BRI AN = &0 S50 iuvE B rbric i 47 K N T
7

[0073] (1% 4) 72 1% 3 FMABHE MHT A YD 2 8 I, R PR A8 1 A 3 FH I B g ol 288
TN SRR (B0, 4- BT E - B -D- LI ESE) , S5 AN R E S A1
SRV TT

[0074]  (T.f7 5) MRIEHE, WG EEAARETB UL, SR SRR R 10 e BT IR T 5 BA K
[0075]  ( T./% 6) 7ERAUERE T ML 58 A ARE , AT bl E i B L 28 0 0 R BUR DG i i
L o

[0076]  AENA R B BRI | %5 5 BT 2 775, DAE A Ge)% et vk 16 L U AR 4 2 b 1 e 41 i
(RSN 792 9 3k — A2 VRN AT Ul BH o AR R B B9 77 V2 e Aar il ok 1 L R 2E 23 1 e 24 i B L
W, W OB 775 . AR KRG 75, n] DL S % G 20k B AR o b UL 5%
LATL B4 S, DR IHG A B 50 BH 124 1) 4] By AN 75 B R IR B 77, AT LATRI6 HL AT SE b 34T .
[0077]  fESNA R BRI % BOE &7 A BAR RG], AT 2R LAR (1) ~ (4) 5128
(17735 AR A R PR

[0078] (1) F&TZHZL R Aidk B 44 e ke )

[00791 %4 H AL S AT 4 /R B AR [ s A A3, i 28 5 3 wm JERZH 23] Jr, Tl E 3
B o BET A RA WS, o0 S 2R E B AR R S5 A BB LATL T LAT2 4t
WHATANE (—PiabEE ) . — B )E, M S & —buke 7 45 & 00 HBFEL DAB (3, 37 - —
FIEPOR I Eh IR £R ) VF SR Mayer [RIFAKE PO AR FARIC I IR AT Ab 38
(hric —puab s ) o AFHBEAR DG B0 ZP0h, NN RS, 2 B 5, 18 e 22 B sk
SR L, AT FHPE BB TR A e o AT g o e B bm e a1 3y, /£ ZHuab = s, 43
TR BE AT S, FE AR A oo Sab, 2RI VA, R 45 H 40 i LR AT B B
BB L HLREAT 73 B, o0 A I R oy RBAR B, AP R 7 CUTiE ) ) AT ez e .
B G UTiE e A By b, B 2 BB 10% 48 /R Sy MR AR S5k 47 18 58 5, i T 5 434
Jr RVRE ) o e, AT BEAT 002 .

[0080]  (2) T VAR A48 1 des 4 i RO RGN

[0081] &4 LA OCT VKR A5 (0. C. T. Compound) A3 f5 , FIVR BURIE L7,
TEARIRAE IR 28 o UL B A EBE A AR AR o K5 1Z AR AR 10% #8 /R AR B MRS EAT 8 2 )
H B (1) 188 i 777537 ey e te . A A 0 R, SO ML T 2 5, MUTE Y

8
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R 10% 48 7R S R[] 58 i FRHAT B 0, 37285 BTSSR BIAN M A o 7041 B Rl 2 I 34
B I RIS, NN 2% B A 50 u L IR A, 78 4°C N B Z [k, d Uiie a7 E N B¢
P o XoF [ A0S TR e FH OCT UKER U1 A 3B AT SN, BB R, A R AR IR AR IR
SR A IR AR A . AR RN B R AR AR b B A AT AR B, HEAT S AHZA 00
ety SRR DG BB Gy )5 bR AR AT 52, A e T 40 iR A e

[0082]  (3) LT 47k HH 4t o i) A e 6, L V5 P 40 L ) 0

[0083]  HRAE I 1, AT DAXT B AN YTIE M) 5 Bk e B DL T vk AT A 38, I St A A A e
PRARRIESE . F A% 48R BARTE 4°CH B A 3R I 7 )5 I PBS BEATIB UG, M98 5 LA i
IKGEW . EH G, WK BB A W P, SR R K SR AR E IR 2R
AU R A BIVE S b As o AR R, 0TI E (3 R b AR EAT B A e A PR S, BEAT Sy 41 2
e IE R, IR G OO BB S e S bR AR, A e s A ML i) A T8 . Jd I AT, m B
I FH A 41 2 2 I T VRS SR AR ) L B 4 2K

[0084]  (4) {1 ELTSA 2= (KI5 20 i (A6

[0085]  JdiFI AT ELISA v2Aa N4 4L 23 R BT & 1) LAT 85, 7] DL 240 23 9 LAT &
HE S, A A] DUEATHE— 20w SR E o K S FH SR TS MR RS 75 gk AT Ab 2 S,
B ES LA 4°C 100000 X g BHAT B O35, 315 LGSR EIE A BN . B IS =
[¥) 10%BSA/PBST, JE LA 7= P AL FRAF 2 BiF o 5 HLAE AL S, 34T ELISA V5.

[0086] B %G, FEAEAL DL 100 u L/ FLEIEH BN G)E iR o, 72 AC NGBS R . Fr L7
T AN AW FE S RCE 1 /DR F7 5L A R P IS IS R S Bt LAT
— AR AE IR N RCE 2 /AN CFESE IR, BT LAT S48 5 AL B T 1 % LAT &5 F BUAH 45
Ao FEE YU, H PBST {EBEG , NN IE AR08 5 AR 18 30, fE =R FCE 1 /MET.
F PBST {5 5L NN AV AT 2 B B BUAL 22 RO, A Y66 B v BRSO S v 5
SECROGRIRE AT INE , NTI#AIA AIEA TC LAT A AR

[0087] AR EHIH) 53 —HFFAEAE T, AT LUA] e FLE A e 2L 43 rp i Jeg (R e R A o AR
R (36 1) s A o L R P IR e i g 20 P R ) 0%, S S A T 40 Bl A 1 LAT
BEAT 2 &, ] LARSNIEH AU & o 53 4, 03t 72 Ji s 0 e R 3K 1 LAT BHT 2 &, W LA
SRAMR AR &, 1 H, BT IR LAl fu 75 ZEREIRA ) LAT, (R & 1 S8 ] PA3R %0
BRI AR E O 40 Mk PRI, A R B A AR CAE St R (60 4 e g P SR PR A
BEAT R SE (7718, & TT VG R TR 78 IE 5 40 i op ROE 1 LAT2 HE4T 52 &, X2 i
FA AL RN LATL 34T € &, X P38 18 S #EAT B

[0088] AR 75 —HFAE AN < BB FR AL R8T S M 22 52 Ak  Z2 R 32 A4 A1 HER2 2494 B
P 1 = B 284 7L B 1 L SR AR R0V T T 8 . = BAZUSLIE 9 K 2 80 LATL N Rk,
SERT %R, XT B R UAIT B =B AL LIRSS 1 &, DL LATL AR NSRRI 9T 2 A 2. R 2
VLI ()52, o1 2 75 e = B2, #06 FL AR AR 550 08 LATL [IFRIA, UL DL LAT1 /E
ELREE IS RGP

[0089]  AZHA ) 5 —HFF /& Sl A BR (HEBLZR 248 ) B ge i, PeR( %2R ) 1
G5 JetFI HER2 (1) G Be 2 DA S LATL (1) f% Qe 2l &, m] AT AL IR 2. AR 3
B, TSR AE ER. PgR Al HER2 F e et i e mili A8 F R 0 LAT 1 BA 50 BE SRR LAT1 /45
T e tt, U)AT DL SE v 2 W IR . ER.PeR A HER2 [ %0 3% Y to ] LU FH i 65 o 45140,

9
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7E ER F1 PR ) F & Je s rp ] LT A Ventana XT R4 (Ventana Japan.Z& 50 HA ), 54k,
YEA HER2 P g% e 2k 77 &, 7] LAE T DAKO EGFR pharmDx &7 & (Dako North America
Inc. , R PFRFELE, CA, USA) , R 2R BEAE I 5E ER PR Al HER2 197710, AN T2k, i@ id 1P
Y ER A PgR RIAIRAS B9 T8, 7] DAHE E BMEBCER BB e AT B S S R R T T R R
I VP HER2 JE R R OIRAS B T, 7T AHE & FLIRSE T A5t HER2 257 80K . 5 IkAH ],
I AT LATL B sa BT (1) LATL () 5% e 3R &R VR LATL RIS HIA T, stk
Al PAFHE B LAT1 ¥ iz 88 (VMBI I RCR o 1% 26 by e ] LRI I 3EAT , 0 DA 4 3] B ik
1T o

[o090]  (lifIE)

[0091] 534, AR EASRML T T 34T BIA AR I & 771 BAE B — P a2 Wik & .
WL U, AR AW S AE LRI S AT LATL kel & e 8O &1 & A 5t LATL
BRI RS WHAR S T Bk e Wil on &, FU 0 s o FLIRE I e, Frik 2 ik
G AT LA T2 W UM P e R S R R R, LR gt mT ARy VR 25 52 A4 L 22 B 52 A4
HER2 ¥ N HPER = IR ALIIE o D340, AR WHE P B SLRE I ed 12 Bk i) &, 102 Wik )
EEAAE TN ENA S MEBER SR )% Ge 00N B 22 B 2 AR ) S % e 21T
A HER2 (1) 509% e i) & LA LATL ()5 Qe thik M &e 0 4h, AR IR I AVE FLIR
Jiev g 1) E S 2R B2 AR L B 52 A4 JHER2 AR I 25 SR 2 BH M L B %, 3R] 4558 LATT B9RIE R

s

(=)
Tt o

[0092]  TEEMI 5, B2 06 T X0 AU A m B A o 1St 8 20 Mg B AT A0 L 35 2 BOE &
A AR i kR0 25 A T e A o 0 L 40 M SR OA ) LAT2 BEAT AR 46 58 BUE
SR, PR TR A B R SR P TP ROA B LAT L BEAT AR I | 4 7 BOE & 1T

e

—
L ©

[0093] AR BT 0 LAT HEAT AU L %5 58 BOE = 0S Wl A &, &4 T 7T UK LAT %
ATHE I | % BUE S AR, B0 & A L FRICY) BT AR 1L AR G PR S AR I BN
IR B o B I AR BT R 1T B % ok AT DRI 15 S I . ARk B R S
(1) F T 0075 TE 3 40 i A 3R B LAT #EAT ARSI %6 5 BOE & 1070 5 DA A F T 5 £ i e 44
M FR RIS LAT BEATAT I L %5 58 BOE &= 0GR &, 252 B 16 LAT #EAT RS 2552 BUE =
BOAER 1M, o8 T T E &, LR R REEIE HES (Y b ) EART .
[0094] {0, W] LAKE FH T 560 B TR 40 i FR R GE 1Y LAT (it LAT2) AT, B e EBE &
(1377 6 it e FH 2R 6 B s A BRI 5, o B T 0 A2 Igg 4 i 2R I8 1 LAT (51140 LAT1)
BEAT AN % e Bw = ) A ) el A RO MR R 2R AR Ak iR &L AR E A A R
[R5 A A oAb R R ARH A R R0 PR R A7 2= A oAk B kR & o

[0095]  (SEERTTVE)

[0096] S T-AK B 1) LAT BV FH@EAT S BAR U0 . 5 %6, AR BIN#AT T LAT %
P T A . T I AR B AR B AT T I A L R e A B R A 2R AR
AT IR A AN A S, AR R 2 1og/mL (9T LAT udds (LATL /NBRETA LATL B fE
& (ZFHELRICHER 1 1Y 23631 TTE] 3A) « LAT2 NRITA LAT2 Z i FEdifs (H1 hEST3A-N
PR RS LR VREA ) T T 4 CAEE % . M PBS ii5¥E )G, ¥ N ChemMate DAKO
ENVISION System ikjfll&r (DAKO ChemMate ENVISION System HRP 7)) i $i4k, 78

10
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I T AT 30 40P, SR 5 85T DAB (3, 37 — “EIEIKIRIE Y Eh e Eh ) IRMIERGHEAT Bt
[0097] 255, A TR LAT Sk s 40 f 0 e e e 8, 59— 7 T, % T LAT2 Rl E]
Fermgett. B 1 ~K 5 R tHAEHPT LATL B e RS R Ge il In i &5 R . #ilan, B 1 /s B
JNHE LATL RIS 50 I SR, ] 2 7 tH o PRI PR LR A P 19 LATL B934 41, €] 3 7R
= BRI FURR S P LATL 5 3Rk 6, B 4 7t HER2 [P 4 L Biee P i LAT L Rk,
] 5 7 Y HER2 BHPE O FLIRE T i LATL BIIAE1 . BLT 23 5 HesE AT Ui

[0098] & 1 7R LAT1 Rk 5[5, CT LATL 3RiK, T4} Sinicrope 775 (5
ZAELRISCHR 1) R ERI77E (ZFIELRISCHR 4) , ¥ HRIA M5 (intensity) [0 (B
M) CLCREERIHPE ) 2 (R EERBH ) A 3 CRRE I FE M) ] 5RIE XM (area) [0 (B
PEYVLCJREBIIL10% AT ) W2 (B30T 10% B 30% LATR ) A1 3 (3RiE 1 RT 30%) 1 (1)
Fe AT AF BIRENEAVEME (%0 o MRIEH AR, SR LATL FI3RIA . Bl 1 RIR LATL
FINTRE FIARIE, MIEMIFF AR R NTRSE 0B 1 5 2. 9% 3.

[0099]  (FLARE AR AR e s RPERI %) )

[0100] &l 2 7 R A LIRS P i eq () SRS PR 3L Sk bR 5 Al = 1k LR P s 1 e
EES AT T AT HE (AR A ) Yot AR RSP EEAT 7T LATL G Y th b
B, 2 PR BRI LIRS R AL SRR I HE e R A, 4 R AR v i AE92 i e S M
BN IR Yo l8 fr . /2N S ET T LATL AbFR I FLRRE L ICIRIR B8, A5 R 24T
7 LATL A FR A AR M FUARE R OB o B 2 AT 40, ZEFLIRE LS b, TP 3%
HEB LATL RIE, 55— 77, 7EAER 0 PR e 40 M rh ol 82 21 LAT1 B5RRIA o
B IR AL IR AL LAT1 A B0 Eu e, AR IR AL IR 410 LAT1 Rk 5 &
Bre PRI, I LATL AE A AEMFRIE, v LR faIE (0 7572000 B Al e LSS ) 0 70 IR i 3
SR IR AR M IR P BT 2 W

[0101]  FLARE PR b, R PR RO LR PO 7L S D008 55 S P 0 A R v 7L I e 1) S e 4
SUZWT AR B, XT HIW PR DTRG0 B S AT B . SR, X T R R A 4 5,
F DA R T HE Qe tabr A B0 U2 W 770, n] S0 58 5 B 2 I AN A, e LSS 31 1)
WAL % I AR BRI, A R R LIRS N LRI s LATL SRIA AR, 5 LATL SRk
()P ) A R L IR e oA R . DR, G LATL 5% 20422 R IA P4, 7T LSS
) R P B

[0102]  ( =RHAYFLARIE B2 W)

[0103]  [&] 3 7~ ER ( MEWER 5244 ) « PeR( ZABHS2 A4 ) « HER2 353 4 B 1) = B 2 3L i Jess 4
M ) LATL RISHIMEE L R . MM LEHKOR BRI HE CORARS B2l ) Jeft (ARl
&) . HER2. ER. PgR. LAT1 HEAT AL G (U5 L. %5152 ER. PgR Al HER2 3514 B ML) = BH 2
FUIRSE AN AT LATL B R o 3 (R ) MIBAMER RG] . = BB 17 6o 14 4] (£
83%) N LATL K& (440N 6 LLE ), RIILIAA LATL /88 = R AL BRI A b e 2
FH

[0104] =% 1, X T =B FLAR S B 50 A L% A A 280 3 F 3 mEIT, 78 % = B2 AL
IRgeE LR 250, #iA T LATL RIS BT = B AL L I 10 I PR L UG AN =19 41
BZ, RILiZM L RS LATL SRS ET FI IR LATL AR IA 6] 1M 5 TG A B A1 &
8 R, 3 T =[BT 5, 51 LATL 4481705 (Pt LATL Hudk e T

11
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LAT] B AR SE ) &AM, 4G ee R DL LATL VB R 8E mI BT A BN .
[0105]  &] 4 7/ HiREESE o HER2 FPEG] (£ Hercep M43 48 0) H LAT1 BHMERIHL
g . AZEAMIAK R A ERL PgR. HER2 A1 LAT1 HEAT ARG . 1450 7, ER AT PgR
FERZ R B oRBH M, HER2 Son B, LATL AR A ih ok A S R B (BR)E 2) o

[0106] & 5 7~ AR AR HER2 FHPEW] (£E Hercep Wik 20808 3) H LAT1 ANmEEE
T B BE P ) LR T ] o AR KR HE (3 AR VAL ) G ti 4% 0 - 28 HER2 Ab 28 f5 1
122 LAT1 Ab3E 5 U0 . 45 R8N T, HER2 FHMEH (Hercep AR 4% 3) o LATL
PR NG 3 (EmRE ) Mget. K4 FIK 5 i, 7E3= 8 M5 B HER2 BHYEB] (Hercep M
R A#0h 3) AP LATL 354305 HER2 B (Hercep ik 435y 0) AAH L T3
U

[0107]  #R4E PA I, LATL ] DARSCA T4 51 DA A LAS B 09 FLRR S P g 119 R PE SO PR 1)
BH2k T . B4, LATL A LA B BT AL RIXE ERPrG A HER2 35 9 BH 1 i = [FH 74 7L A
S IR IT I BB bR .

[0108]  SLjiEfs

[0109]  DATR, sk Sl f51) 5 H A4s bb i BH AR 5 B, A O BH AN R T S 056 491 F6) AR APT PR G &
[0110]  ZZEH| | SLIGHE R EL

[0111] AR AMNFTBEAL T E 2005 42 2009 4RI 6 0 SR 0 88 14975 28 th 3k AT
BEALAE, A FUIRE A ALK (intraductal papilloma) 10 4], B VE PSR E A I
(DCTS) 10 AR {H%E (invasive carcinoma) 67 3Lt 87 ] (5 ARAF KL ps EEI il A .
1, ER. PgR. HER2 35 4 B P 1) = BH AL e 4 17 44 o

[0112]  SEjafs] 1 A A BT LAT HARI Gu

[0113]  XIZ 4 1 o BT A7 3 B FLR A I8 T3 A8 /R 10% 4 /R Sy AR [ 5 A e B, 1
DI 9 A2 1 B K LU T AR R BB 7 3 wm AT SIEI A, 45 5 2B R i, {4
RN 24 B/ NPT LATL B s ik (SFH4EL RISk 1 1 23631 TUE] 30) /£ 4 CULR
(R O . ¥R 0N DAKO ChemMate ENVISION System HRP 71 &xf i@ FH 344k, (2 78
FIR NN 30 485, FIH DAB (3,37 — R AEPORIRI ShRe £h ) KB E R B A, &
Yot rh S2 i FR R 4R B Mayer K75 AORS Ye i, ER F1 PgR 19 4ey% et i 8 ] Ventana XT %
4 (Ventana Japan.Z< 5 HZ ), HER2 {9 0& Jeta il DAKO EGFR pharmDx k7] (Dako
North America Inc., R PHFEIV, CA, USA) KBEAT. H40, x0T LAT2, ] e di A LAT2 £
SeREPUA (H1hEST3A-N Hidf RSt HE R VREA ) S

[0114]  Z5 53, 78 KZ TR I8 LATL (LATL F3A 808 0 ~ 9) . LAT2 BARE#
JERHERIE T (LAT2 FRIESHCH 0~ 3) o« 53— 75, IEH AT LAT1 RIE 5 HCh 0 ~
1, LAT2 430 1 ~ 4,

[0115]  5¢T LATL K1k, BiE X Sinicrope M771% (S FAELHFISCHR 11 2 R G 77
(BHEAEL Rk 4) , B HE LB (intensity) [0CFIME ) (L CRBEIBHE ) (2 (B
FIBAYE ) 3 (BRI ME )] 5RE XA (area) [0 (BT ) 1 (RERHIL10% LA )
2 (FAYHI KT 10% H. 30%) <3 (FRIEME KT 30%) 1 FIFRAR M43 FIEAE RVEE (980)
KT G, DS H B FIEME £ brfimZE KRB, 2 AR ECR HAESHn 2 - B e
U(Mann-Whitney U) #:4, G2 5% AR A BE M.

12
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[0116]  Z5H

[0117]  REsEhiEfl 1 SRR TE 6. B 6 Fron AR F LAT1 RIS ELEL.

[0118] (1) FRRZIEPEALIRE PUEAFLIRE AL SR I LATL RIE I HLEs

(01191 H R MHARE N F KW (intraductal papilloma) ZH K] 1.5+2. 1 #H kb
B B R AER I LIRS JE (DCTS) AR LAT1 RIA BB Z A (p=0.0156) , HAH A
5.1%£3. 2,

[0120]  (2)HER2 [H A5 BIVEG]H) LAT1 FRIL K ELEL

[0121] = iEMHE (invasive carcinoma) #1, -5 HER2 FHHM (Hercep M F (450K 0)
A 3. 612, 4 FHECEL, HER2 BHYEW] (Hercep WA I35 3) 410 LATL R H T &
P& (p=0. 0008) , HAH M 6. 62. 8, FHI, HER2 BHYEGI LATT 4345 1, MAH 38 58 (1) 77 T
IRV RIS ey =1

[0122]  (3) =PFIALFLEA TR LAT1 Rk

[0123]  ER. PgR A1 HER2 34 BA 1 i) = BA AL ZLAR A 2 1)K 22 B0 LATI Rk mbl (%
v 6 UL BRI 17 Bl 14 41, BIZ) 83%) , 1% 17 1) LAT1 RIE B on=i{E, 7 6.8+2.6.
FE U] PR, RIS RIS 2 R 2 80 LATL 2805, 8 LATL R A R B 748 VR T
AR

13
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