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BEEALAAS ML ER LS4, BROARELH T2
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i1 #, HERL, cKIT ### ik T @1l Ras, Raf,
MEK., AKT, mTOR. SRC. HSP9. cMET 7% ¥ H
FRENBRRBII A>TV, I-OEHEORE
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AL ERBEDEEL 2V, B0 % ol
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HAL ISR LGRS SREONDLEZ S
ha.
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- RIVE2E{EBE(ER+ and/or PeR+)DILER
HIVEVFENBELE TS,
-MEnLEOERE, YEFY TV, LHRHFPD
ZALHEFTHS.

- FBREASOERE, TOYSY—CHEERE, FEFY
ZI/DERTHD.

- FHROMIVEVREP A FENARREOHBREED
BHENTLS.
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1 TIEESOER
LD F N E AEEOESRIE, 18965, Beatson A5
WA L 2o RERELASEMGEES

(= 1). 20, SHRBHOERLE & LIz, IPREH

DHEEILREICRI LTV, LaL, 19524, BIRFE
Bk LE i & HRIRMEEATTHEIC 2 5 &, Huggins 2
£ 0 LA - AT RRAR o L MBI AT b, fLE
DFNVE AARFEEDEEEE 2hA L2k, ARE
FE PRERFL S EREL Eo TV £0HK,
TRERNZ PLERT A, wiIhb@RAKEL,
HEMBLE 5T, ¥ EF 72, LHRH(luteiniz-
ing hormone-releasing hormone, Bf&{EHR L E ¥ HH
FNELNTI=AL, TOTy—¥HEEELLOES
2k h, ARMRLESBENRBLTL Alz2oh, 4
Bk e o T 0 F A Z LIS 240, BRIt
Wz on T, MR TR L 2 EERE LB

THoRNOEMBSITETHLHANE, HLHED
MG L EIZBRETCLIThhTWa,

PIEAY 0V E > REE L, 19394 (S Ulrich (2 & h B
BNEANT 2 PRy )RS ENACELLHEE S,
FTO%, X FOFrRERELELHD, wihd
HEWEME B SN, 1950FEIzF V£ 25k
NEREN, KL EAFEIIMT LIRS E 2D,
1970 RIS BEF V7 = BT 5. BMITHREST
ARG L L-bOTHho A, TOH, BRI
FlRRAGE S BRIEA S hA L 512k b S
ErEEEREABOREEMBREL LTI EF V7=
¥ SAEMBES ERELIERMERME 2> Tv: b LHRH
7= Z FZ19S0ECIZRR &, BRI L A% OR
ROMBREETRLTS. Bl #tRo7o~v s —¥HEE
#} TP A Aminoglutethimide #, 19704 IZEERTH
WHERB LI IR ol MO LORFEFRRNE (&
i, FoO#URTEA, BEERSATVWIVD
WLEIPROLONE, FEFVTEMSRLVIE
o LEAERIMBREEHTEN, HEELED
AOBMECBVTPRLMLEEN LTV A,

2. HmILEVEEE

AR L E YO T LI (MSH
Twh, HEMZZAGHIOBBIZLINBPELEME D
WLkt 2o RAREIIHI0F0 1,8
HAFEOREL AN EAMIZE S, & PBOTIES L
EEFRECOFECBWCENIIRSNA, MR
HFOBBRFLEXORBE L (WD, T4, FLMBEL
BEaktEsnEy, = A b5 Y4 — N (estradiol | E2)
OFPIHMHETETH ), BMEFEETH S 408~
THMBE T YR LAEE, TOROLBRERIIES
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GEMEH (de Courmelies)
7 o4 7 (Ulkch)
| 1050 8 IZ k0% # (Haddow)
[ T ®WiEE (Huggins)
T EEmt (Luft)
H
| 1970 _H_ Povs—YEWE(E #E, Cash)
HIZArOF-R(ZESL 71, Cole)
180 %+ E L7 (MPA, Pannuti)
T LH-RHF I =2 b (William)
|
| 1980 —— Fove—vEEE(E3#T)
Pure antiestrogen (Howell)
2000 ——
| =7

|
RT3 27FVLR |
|
|

LRLTHEIEFIIETHY, 1%DLSNTidiv.
27, TAMOY EEEEY 2 L—F —(selective es
trogen receptor modulator ; SERMMEFL#EOFRfIZH
HATh o, HRCHESMMEFENFSY, 2585
k5 EESORETI 5 FRSOMRIE Y, ThLE
OEBESOBEERABATRILALHITEV.

3. MILE/EEE
1) FALELBREFOFEREME
MIZ QT -2BE
. xA bo#rZ% K (estrogen receptor s ER) L, B
HEBKE LTI A P oy VEFECEST 2 Wi 2 M@
EAHLNTAA, HMERCHREIIFETLILON
Hy, ThoOoBEFALEEBESR TS 19965FI213
FLWERLLTEREREREN, TNITOERI
ERa EMpiEh2 L5272 272 ERe E ERB XRE LR
BHEAZIFCVWAY, TOMED 2L OBMEILE
BLTwE:, VHY FEEFERERBF 24 T2
AF-l, V# Y FEFEGEERB F AL X Thh AF-Z,
DNABEGFAA Y, WHZFBEFAA X 2EDLE
Be

ERS if, ERe OB IcHHiToMEL2L2LERS
nTwa, IEFN, B, B, D%, /R oK

PHMOE {TRBENALNL. L L, EREORR
PFRMOMBMRTFHRIZLYOL S EEBERIZTOMEN
JTEionTiE, EEBERECREhTOYRY.

L, o CciEFIcHhokvrENDERIZER: %
HETLok¥+5,
@7arz2ForBEE

7 o4 A7 u %% (progesterone receptor  PgR)
(3, ERIZX W ERAIFBS ATV ELEILNTVD
H, FHEE SRME~OMESEHSLTY 2,
MAPK (mitogen-activated protein kinase) %c ¥ @itk {L
LT HEETFEEHMET 20 LELGNATV A,

PeR |21 PgRA, PgRB M 20D 7 4 A LHHFE
+ 4, Invitro T, PgRB RESHHERTF (=72 %)
ELTHi{2%, PgRA i3 PgRB, ER % EOIRETF (4
TlLauHy—) & LTH<,

$7:, PgRA L PgRB ORBHFEIIMOERIZMS
LTuwamiEgsdsish v, ERLBCE80%
WINRTEMZECIZ, PgRA L PgRB i3 CHiacFRE
ORBEBEEHS. LA L, BRELEBK K (atypical
ductal hyperplasia ; ADH) % ¥ ORESRETIE, PgRA
EPERBOVWTNADREVESLTSH Y, FFREEL
%4 (ductal carcinoma in situ ; DCIS) # MM Tit, ¥
IZPERADRBEHFEML aTvah, T4bE5, PgRA
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OB TEbNL I LA EEEhDE. F72, PgRA L
PgRB ORBHHEHESFTHF S 7 2 Y OBRFHRIZLER
FRETIEMRESINA TV S, BFMIZHLSICE
ToTwin,

2) FIE-REFENL MR

ER #4rL7:, FL® rKEEHMERZRRLZ (2
e ThiT, OHRMEEER OEHANEER
B, GMINIML ER 24 LRSI HET 2 2 EANEHE
RTETWA,

IOy RIEEERVE S THALY, M-
BB Er A ICEAT A, ERIZV A FThirALD
Friwmal, EEMERETFELTERT S HRD
HBETR, Aoy LEGLAERIZ2ZEEEZE
L, #IED T 0T — ¥ — 3 (estrogen responsive
element ; ERE) (2#& &, BEHXEHFLEOMEEMT
ESEEZ BT, A PO N ER EHETHE,
coactivator Ak ETHRL, ¥ EFY 7z v s
¥ % & corepressor P MEHELT R TH L Vo289
2, VA ¥ FEFR(AF2F A 4 X)) & EREfTH
Nd. F/ERICIE, EHEHMEATEE#(epidermal
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growth factor receptor ; EGFR) % YO MMETF O ¥ &
F+ U TFRIZFFET 2 MAPK % Akt 2 ¥ > OB E 2
W, V# Y FIEFEAFIF 2 A7) I2iRE 2 Wi+
AREELEET .
FHMAERTIE, ERETA tus L#gLi0
L, BRETcefos/ciun X OMOESERT L OHE
FR%ZMLT, ERE 2422 AP1H LW IESP14 &
ORI 5, HRAHBTIRER LESLEST 2
"W A5 EF 72712, COEBTRESTHEEL
T4, LizdtoT, CORBOFERYEF I 7z
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ThY), Aty fRCHLBEIZRIET 3
Membrane-initiated steroid signaling (MISS) &IN5
COEBTIE, MERER EEELAA oY L,
EGFR/ErbB-2, IGFRI (insulin-like growth factor recep-
tor 1), PI3K (phosphatidylinositol 3-kinase) 7% SRR
YITFMMEEFTFEDITA =212 D, MAPK %
Akt ZFEEIET 2. ThIZ X DHMMBETS 7 Vindi
BHEcEELsh, 7TH -2 AW RN RS
%s MAPK ® Akt 2 2HIRD X 542 7 > FEEFRE
fEIZER HldcL, MR ER(MISS) Sl mavER~
OY7rERITELLICHMETEN#MT 2. —74,
EGFR(HER1) % erbB-2(HER2) @ & # £ B (L ER @ 3
S LMY T IER (MISS) £ T 2. RV E VR
HioHT AEMHMEEIR, =9 EGFR/erbB-2% ¥ O 5

Proportion g 1 _31 /100 —2-31
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| Score (PS)
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Intensity
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o, MEERCEMILBERORIEICZ L D HIEHRETE
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k& 4 B9 (immunohistochemistry ; THC) ¥ % 4% & o &
oTwd,
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2=intermediate 3 =strong |
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nERIcEAL, PRORBAIEVELIEF Y 72
it T AR RFTHAEI LN R SNT WS PeR
% iEdeB M A 3 7 JUIT negative, intermediate, high
[ E LA, Y ER Y 7 2 VIR B REIFEI246%,
55%, 70%(P=003)Téh 4. L L, EBCTCGD A ¥
FFNVYARIZLBE, ¥EFT 72 2 OEBREMRIE PR
NRBHRRICLETHROLNATVS. LAHoT, PgR
ORBERRIZLINyEF 72 v ORBHEETFHTLS
FiE@EETHELEEZ LGNS,

PgRZBHRR L 7o ¥ —EHlEEOREE IOV
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BRI RIFLMEEAA SN S, Lo L, BIGI-98E,
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= CYP206 =
<:j> {CYP28B6, CYP2CS, <r<“
s CYP2C19, CYP3A) =
N (-
4-nydroxy TAM |
CYP3A4S |
(CYP2C9-+other CYP isolorms) |
| CYP3A4S
|
r“f
H

Ty roBREEATHE T TENGEREL T LE
ORIz wTERED LA TVE,

FEF L7 = 2 CYPZD6, CYP3A4%: EO{UHEER
2k D, 4hydroxy(OH) #EF S 7R FH ¥
T ItBERENL(E9). 40H ¥ EF T 729
FFY 7z, ER~OBHENIEXF L7220
#30~100158 <, #EF 7z voEHIEIheD
RS AME L Twd, EWIRETIE, Ndesmethyl #
EX 72 vOMPRENBVID, T2 FFI 722
OREII4OH ¥ E5 7= v OBRED 5 ~ 10158 &
e, Flzx vy P23 72 YBENCYP2DEEM DR
BrEzoh, YEFV7z700RELHEEREOM
MizowTHED N T &,

CYP2DEMBIEFEME L Y FF 7= Y BEIZDOW
ToMEEARE s TvwS, CYP2D6®3, 4, *5, "6
AT LT, CYP2D6DOREREIEDIZE A EARMT
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