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Q¥ vascular endothelial growth factor (VEGF) &£ ED LI CHFEGET S, BEOBESHETH 5.
HERZ REDL I LEEER EOMO KX E & threshold HEFEERT, s34 ehi LT3 {LRFELOM
. HER2 B23L&IZ 17 3 trastuzumab & DHE, T E-REFBUAE S IR LT MELOME
FEREIEOHFEHEBR ISV TRHEZATVS, 42 THHELSIEAREN T VR - SREMNE,

HERZ B OABIHTIHERIAMHI ATV S, DROFRLEFSHEL ., DEOVE= 4 YL THiBAD
Fr A REAVWTHRASh TS, HARSFOHRR, BENM, #5023 T PCMT3228%

raErsORHLTbhTULS,

Doy, | savecrmiz, . mLEY

Vascular endothelial growth factor (VEGF) 9 FL#%
B EEEMER SO THESEIC L2, BR
Fic s AERRE, FHtoREExET, B
ETIIEREAN, 2 TLET SN EREN
FER Lo LV BHERLCASOERTH 2
triple negative (estrogen receptor negative : proges-
terone receptor negative, HER2 negative) L4 (- i
TI2HAKEERTEERBESAY—FL LS
LLTwE,

AWER2EZEL TLERCHELHATS
h, SHRoFMERERNBEECLRELERS
LAZEERETHZ, BROREMD o aERY
Relifsrzad, —ATHREPHMES ISR
aTws, IhsoBRicoLTBILKE Ak
PoERTS,

w LEDOFEEVEGF |

VEGF iifi4 OB THZBRT 2 - L1515
T, FEEATLLTOERIZOWLTIZ
1994 £ 2% 4 6 il & 41, 1990 £V E 1212176
L7, ELISA M i-@Eiise, U wigE

BrE sV £ahERE2iTo TuiuRFELEFLSC
#1712 FMEEA VEGF BAEEBERY, AEOM
YLEFEREFIC LI EEEEN, £,
Yo HERETRTA2BTLFERTFICABZZ L
HHERS AT E A, WERORDEE L oMMt
LBEVT XD (A Z0BEHNES T L LA
CHEL L LA, dLEVEREFET TR
VEGF #8410 & »FERECMET AN
HY, (L¥ERETRESL L IZ L > T2 OBEN
EEHRL DUEESH DY, FBE, MARLE
REHETTH O VEGF O BB SE S i dt, BiF
HERIZEV S 2124k, MEEHERASE) TS
ERHEEOTERTFTH-725, VEGFIEZ 5T
b tEENTVEY,

o RIVEVEVEGF

FLE REFWHNTE L VEGF #RSEEILH
S5 LRUM»SERINTED, estradiol
WAz L h VEGF ROERLMEZZZ LI
CRISNTVE, HEMARE T2 estradiol DfgE

I VEGF EXMHP #FEE T 2. Antiestrogen,
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selective estrogen receptor modulator (SERM)
B4 2 L, VEGF DEEET L H L4 ~05
WEDE S 5. BBEEELZ LiZ, VEGF 0%
HMHEHEHEER TH 5 soluble VEGF receptor
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fhBE VEGF i3 o7 (%R R4, L
MHoT, MEFELEOEFEL7 LAY —TH3
VEGF ®7 7k 7 L—F35h L iRz
IEEN L THEL Twa, 74, AWMy
VEGRs ##B L TWwa I L EEL MR TH S,
[ERMEAME % W&z VEGF £ sVEGFR] @S
£ At L -0 T, VEGF & sVEGFR1
OBEI AN CZEFEBEOIM & BT
THELY, SLECREFRBERSETIE VEGF
OFBEETELTOEERHARECSH - 1285,
sVEGFR1 R EOTHRETFCIEAdr %, HLE
YEDOFETTORITTHY, FLEVRED
ME» Lo ELOTWEND, VEGF itk e/
ERHE TR hh b2 2 LABIENIC bR
ha, fbh, FErFEEFEORAETIZ VEGF
% sVEGFRl N bEALTHREFTEH -,
VEGF #B 2 F#HF R, sVEGFR] :BE|FHI1: 76
AoE#TtHds, chot#lagby, et
% £ VEGF 47 { sVEGFR1 2HEVE@lizE H &
TFETFRTH-7. 2O L5 2Tt VEGF
FWELOTFIF - MBRELTWBZ M

P53, p73, sre. ras, AEENRNER
( J (fER¥. pH)

WHET.FLE-
(EGF. bFGF, PDGF, )
IGF-1, IL-1ex, IL-6, estrogen

E1 VEGFOER

phvEIN S, &8, sVEGFR1 OBl VEGF
DENEFHHEICEOTEDS RV, Ldi5T,
k F ORI B VTR, TTICHEEES
EQHHEANNIC B TS 2 MWL o TEE
1%, sVEGFR1 @ VEGF 263 2 @23
i@z s, M@ ICEET 2 sVEGFR] 23 5
HOEMEZTIEMRL TL3 L THhiE, VEGF
FRRTELIRVUFELTLES I 259(E
1, 2).

w VIVEGF&#E

i VEGF ffiic iz K Z ¢, Mo ¢ VEGF %
0¥ 2 hE L, VEGF Z2HHOBRELNFT2
Hgdih s, MEFEFEP VEGF 22 v 733
SFT, KOFRTH S, VEGFR HEIZZSEF
oy t—-—YHELEEL T2 ESTHEAT
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$-07T, Li=dtoT, fREDHTI2 VEGF ZE
EEEMRTaoTIRAEL, LIFLIFR0ZE
HeaFoFos vy +—Y¥LHEETS, wLF
Fors+—HEFMLLT, HROREET
FEARMCPMTI L ZEMNELTVELDLE
Z, BEMRBCcEVOTRZOFMAIELOTEE
T, & {IC platelet derived growth factor receptor
(PDGFR) @ & 9 i E#fs T ESME, 2561
BHBMELE L FERBIChp b2 TORE
NAHBSITRWERE, A LEHER LoD
BECGRMENEYRECRELEEEEA0
&, FENMETHS,

#1 VEGF Sk #oili L THB T 2 8%, Ml
FE# ¥ omEfEo Ry, H®DLHML & ol
FRHEFROES, WoMTIEE Elmir
<, WMFTHEHIBEIZIE 6D dose-limiting &
A5, —H, FhuiroERErSIuEtat
ZREMEETE 59, biological optimal dose 12
Z5TLGL X b TA, EICHbRE
DPE, BELBELEZ N TYLS,

v ERABTORM

L4812 5\ 241 VEGF MBS 1A
DUMRBBen-bDTH- 10, FFRALER
E#ot, PRIFIH bevacizumab $FFIE £ ¥,
capecitabine £ G TITH L, LFFORFIZEH L
TTYATH4 7Y v, ¥ 54 EhaHFCHBIE
THOEMNBYULEZ oNLHTHE, FHAY
It E4 v tonfAIEATHEILETTA
RAST TIZHBEFAE L Tusf-, Capecitabine & @
fEMBERAMES R I8V TREED A EM
ERLED, LEMST, B2LTE& AT+ 77
A TTIRELD, HSNEETOMME D%
FLRIETHEIERELIIVAY, Hobu T
HEARBEHZO L2, LbL, K213
BEULMBEC LOEREh, BRAKD
1st-line HMIZE VT Y ¥4 2, weekly paclitaxel
L oftARLHIET B EEET S0k,
ZORBICBELTIRAMEHE, £FICRIFT/
A7 FPRACECTHAEER 20, AMIC
#1t % bevacizumab O HRAESNZITRIZIL 2L W
# %, Bevacizumab (Z#€\ T VEGF trap @M

S 4#A TV A, Genetic engineering (2 X 3 fEH
2K THEHTEH S, bevacizumab L 2R
ZLEHLTRTAEELS D, SHBROEMIHEE
Ty,

{E4rFE®FTIE sumtinib, axitinib, TSU6668
e rOBEMEIEEASE SRCWINCTD
TV D, ZO4HT sunitinib 2, T AFHA
g0y, $ES/EEBATCHEFAITH Y 2 OH
LWHAKEETRL TS, BHELH 2o LERE
DAL EGTHEIBERRYS L Lty
M, EbOTHETHS. TSU compound 127
v EofFRPEIEENTY S, Axitinib i1,
VEGFR ?1342iZ PDGFR, cKIT % ¥ L#0# ¥ 3
Furrr—YHERTSHS, 20071 FOT 2 Y
ABEHEEST, Fiydol tofifcimd
AR EOREAN AR EN. 168 FHEE X
#1, MW PP 208 23% 05 L axit-
inib FHIRE 0% THECRFLESSB o,
LL, EFCRETERCMLTIIhETD
LIZHBICRESTELT, BROMEECHM
TARMERS A ARG LRER
i1=& 3 &, axitinib B IZHENEOBREEED I
FTMTE, LAL, EAERE LS L EHNLE
IEBICHEL 1ERBEETTICE->TLES L
Vi, I RS L BIFER EDOTYA
+EosizffbhTuaZ Lamhs?,

BUEEAIICEET S L, LwhW3 drug-off DM
TREALMEMED) A0 =BTV
AN H S, T, HERARTRAF—ARYE
FERTI AT NBFELEL2FERTLIAH=X
LEFEHEETIZELRGNTVLS, LidaT,
drug @ on-off Z X'® X JICFHEIT 24, Mo
biological optimal dose & & ICBI&T 2 A
MR EES 2LEHED,

o EREABCS DR, BRI
BRI LTI EROHAS S % &
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2436 MG, b THMEY translational research
DOE RS 2N, Bevacizumab EMIZ LD
VEGFR @ V) »EE{LAHE ICHIf & 1, Mo 7 £
P AORBAE L Tk, SHHOERTI
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% 1 Bevacizumab®EFHE

+ AVADO and RIBBON1

+ AVEREL

- E5103 BEATRICE

* BETH

taxane or anthra. + /= bevacizumab

(HER2—ve lst line RS

trastuzumab + docetaxel + / —bevacizumab
(HERZ+ve lst line TEFEFLA)

chemotherapy +/—bevacizumah (Her2 —ve PEC)
(triple-negative [ $E4£7145)

trastuzumab +chemo. +/—bevacizumab

(HER2+ve [RE{EAM)

& %4, proof of concept W% & L THHEFE VRS
THad.
oItz oL T & £ & FLERNRE G
FiEh, 7TV 2hDHEINETL TS,
FoHBIHES L L T2, WEICEN riple nega-
tive # @ Ic{b¥EME: : OO TAEL R
LB, HER2 BiE2 0§ L L TRBRIC(LFERE
LEe, hlEsofiE bR 2T 20, £
LT HER2 B4 788 % 8 trastuzumab & D ff
MEHIET2RBA LS5, 3ERETHRR
TTL3TH33 (E3. &£1),

o BPE, POERA

FEEA L L CiE, %7 optimal biological dose % &
DEFICELLD, TS —TEHOMENKE
v, k56T L L VEGF MR- = METIE
Zudl, FhFhoBEMICEL TIoMMEizEA
508 H 5, HETIE circulating endothelial
cell % circulating endothelial progenitor cell D2 E)
EEZY— L TMEFREDNMOES L ZHEL
9t amasnEATWS, JhRmEFRER
AR D drug-off 2V 27 » F LORBMEIC L HE
L, (R o B2 MET S 2 8T,
MEFEEEMELMAML LI LT IHBTH
2. MEFEMEE-LZ2WOA L 2y il
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ELTwE, —h, BEARSh-FHALEE
#1z L 72 beyond disease progression 24 ¥ %
bevacizumab 5 OERAEEL # 2 BRABTIE,
AU L T L EMIC bevacizumab 5 #{T- 7
$EM, &5 0IRTVAZEAOTFE IR
IZ bevacizumab 5§87 L 7-fEEIC < I
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Herceptin (Trastuzumab) : Hiroyasu Yamashiro and Masakazu Toi (Dept. of Surgery, Graduate School of Medicine,
Kyoto University)
Summary

Trastuzumab is a recombinant humanized monoclonal antibody directed against HER2, Several issues about its
optimal use, mechanism of action or resistance still await convincing answers. Results of large-scale randomized
trials and preclinical study might answer these questions. This review summarizes current knowledge about
trastuzumab treatment. Key words: Breast cancer, Trastuzumab, HER 2 positive, Treatment, Comresponding author:
Hiroyasu Yamashiro, Department of Surgery, Graduate School of Medicine, Kyoto University, 54 Kawara-cho
Shogoin, Sakyo-ku, Kyoto 6806-8507, Japan

EE trastuzumab (2 HER 2 o3 2 4 FEMERET, HER2BE0ES - #TASCE(ERE LTS, FORE
SERAETEARY, oA =X o2 3+AcEBlzhTuly, AHEEFESESERESORRH 2 28
EE2NTRTHED, CASORMNIEHT2BENBGEIN 2253, AW T trastuzumab KM+ 2 0B BN T3,

L& ic

trastuzumab iZ HER 2 (human epithelial growth
factor receptor 2) ¥ AL + 2 FHMEHEETH 3,
AEHTIET  BRASCE-> TEESEDATVLS
M, NCCN @#F 4 F74 »Tid+Cic HER 2 8R4
DHEMERECEAANS R TE D, BAT 2007 £
B o oiiiEMERE TORASESSNIOTIRY
kSN TS, AT trastuzumab BT 3
WEOEMIZ>WTRNTT 2,

1. fRENIEEMER

trastuzumab 1= B3 2 iy Wi B #E E: T O A BB R
8 (HERAY, NSABP B-31, Intergroup N 98317,
BCIRG 006", FinHer#%¥) #fThihitwd (£1).
2005 FicABMEALT 1 OGP HEATOER, primary
endpoint TH % #HHLEFFE (DFS: disease free survi-
val) {23} % trastuzumab ft B EOEEEIRE 2
iz,

£47F (0S:overall survival) (3 NSABP B-31 &

Intergroup N 9831 OWSBIFTRYICHE 2 h, BE
#8M 2 £ T AC (doxorubicin/cyvclophosphamide) #H®
91,7%z .~ AC—PH (paclitaxel/Herceptin®) I T
i3 94.3% T HR (hazard ratio) i2 0.67 (p=0.015) T
AEECHEL TV,

fORETE 0S 280 TEIBESITHOI TS .
HERABE TIT3FEM @ 0S 13 £ 81§ 5 B L trast-
uzumab ¥ B BE T F H T 4189.7% & 92.4%, HR It
0.66 (p=0.0115) THECEFHMOERELED &1
7o BCIRG-06EBTIII ¥ b n—0THh 5 AC—D
(docetaxel) Bfiz i L T, AC—DH Tit 08:92%. HR:
0.59 (p=0.0007), DCb (carboplatin) H T2 0S: 93%,
HR: 0.47 (p=0.0096) ./ —+7F 5B T OS 9
Eod®EL w5, AC—DH & DCbH BT
[N note,

trastuzumab ORI IC DL T i, @ RSN
(Rl , @ SRR, @ FAFEESLFEXESD,
@ EWEEWM QEL 1ELERLVEMTYLLVO
) ZEOEMSHTFohEN hsOEFRFBOES
Bicl-oTHBreshh Tl b EBbh3,
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% la Trastuzumab OB EEBEOPMENER
B BEN Srtu—iA3  BREE  DFS®HR (95%CD pfli OS®HR p it
HERA 3,090 CT CT—H 0.54 (0.43~0.67) <0.0001 0.66 p=0.0115
NSABP B-31 2,130 AC—P AC—PH 0.48 (0.39~0.58) <0,0001 D.67 p=0.015
Intergroup N 9831 3,050 AC—P AC—PH (B-31 & N 9831 DMENEHT)
BCIRG 006 3,150 AC—D DCbH 0,61 (0.47~0.79) 0.00015 0.666 p=0.017
AC—DH 0.49 (0.37~0.65) <0.000] 0.59 p=0.004
FinHer 232 V—CEF VH—CEF 0.46 (0.21--0.83) 0.0078
® 1b Trastuzumab OMEIFERED CBERE
— o R=A T4 b - CHF %% (%) PR
LVEF (%) o—i# Txbo—-LE FEBE T2 Fo-—-n(E BB
HERA 5,090 >55 CT CT—H 0 0.6 1 0
NSABP B-31 2,130 >50 AC—=P AC—PH 0.8 4.1 1 0
Intergroup N 9831 3,050 >50 AC—~P AC—FPH 0 2.9 1 1
BCIRG 006 3,150 >50 AC—D DCbH 0.4 0.4 0 ]
AC—DH 1.6 0
FinHer 232 V—+CEF VH--CEF 1 0 0 0
BEXhiz.
. AREERRE

CHF (congestive heart failure) ¥ trastuzumab O
W2 BEE®—- T anthracycline RRF L OHRATE
SEEMNERTS I ENMSN T3, trastuzumab i
ik 5 CHF R&Eo@FR s FHAacEMEEATY
Zevad, trastuzumab OHERYAEEEBREEIZ 35 1 5 (HRAER
BIMTIEROHEENTETLD (#1b), (L2EK
HE I trastuzumab #5385 2 h 5 HERA B8, anth-
racycline % {# i L 7 v» BCIRG-06 58 @ DCbH # T
2 CHF OR&EFILE L % - T3, anthracycline 2{#
A+ 3 B-31% N 9831 BB T AREMBEH S T LI,
trastuzumab O HHEFOB/IRP, BRES»EFES
Lo MEEF LA TRELRDRL S,

. ETERER

Hermine 58 IEB AL MO trastuzumab G125
VLT, RETE I & trastuzumab ZRER L2 IE 541
LB EInEVIBEREOBBCHT 2B R0
L#L% by, trastuzumab » paclitaxel, docetaxel, vinor-
elbine, capecitabine % ¥ 2 L o — R e R &
BETHED W EBEASBELNR L L TiTHA
o OBRBORR, H¥ETETOEM (TTP) ods
{2, trastuzumab £HUEL7BT7.1 28, #EL:
BT10.22H, 05 2ub#H T 16.8 »H, MEHTIXP
HMIEL TORLHIEELERSBO S (H),
HER 2 B R LB & T trastuzumab ¥R OF
BHETH# L trastuzumab £ T~ ETHLH I LT

HER 2 {8 % # % & L 8 (= ¥ + 2 trastuzumab &
docetaxel fEEEO T SEHEHE (M 77001 %) ©
BEROSHEFICELR TS (0S o fimersl.2
#H vs trastuzumab B8 22.7 »H, p=0.0325) Z k
& 2 W T\» 3%, —7 capecitabine (X) it docetaxel
r OFE, trastuzumab EO@HBTTAERERE £
SEnEEENTVA S e 6, HDX ftiE L HD i
LHET 2 BIERE CHATHZEHNTb . pri-
mary endpoint T#H 3 HDX B 71%, HDEE73% L ¥
nbLEsn-7, TTP I HDX BT 18.2 »H, HD# T
BeATHELEENES N (B2),

IV. Trastuzumab O#ETEERTF, WitEF. (FARF

trastuzumab OF R F@MEF (A HER2 T & % 2%
HER2 & 7+ vicBl T 2ETRMFCHEO FTHE
FriazWiEgdsH 2. ) o EEREALSICT 2
T MiBh#E: (ACvs AC—P) o NSABP B-28 B
#£Ry»e, HER2 & cMyc BT LA FEEFTHS S
EMFRENTIHNY, NSABP B-31 B0+ 7B Tid
HERZ2 b cMyc#r b BB BRL T BHETH
trastuzumab OFYHEL B oo Myc D7 H F—3
ARBBESEREENIEHTRZVH LEBSAT
v,

PTEN #4432 £ PI3/Akt ¥ 7 F L eEEbs ¢
trastuzumab OB MBS LI LPWES LTS
nY PET m/cii L TV 2. T2 trastuzumab+ pa-
clitaxel I T 2 RICEYE S Z ENREZN T



FEus BSS 20074E8A 17s
TrastuzumabhZ
s | Trastuzumab® LTz M| ABT or T @EHin=107)
(n=623) — A M n=221) hi:vlll (n=185) Trastuzumeb®
SEU%NDBETLREMEEHA & ik (n=70)
Ex“”‘fﬁlzlﬂﬂ
ERGMA) BSATECORMO  TrasbmmbMEASD  BHOBEAG
FRME) EEFHMB) EEFMMBA)
Trastuzumab$EEE  24.8(21.7~249) 10.2(9.1~11.5) NA 21.3(178~294)
Trastuzumab e b 31(56~85) 7.1(6.1~79) 168 46(28~105)
1 Hermine BBO 71 - Lig#
H: 8 mg/kg ($)[E) — 6 mg/kg q3w
D: 75 mg/m? 3w
HERZIBIEDD #ofe - | X: 850 mg/m? bid days 1~14 g3w
BRETTILE (n=225 H: 8 mg/kg ($1[E]) — 6 mg/kg gdw
D: 100 mg/m? a3w
R0 ey
SRPE =2HR H588 2 2TE NME FETE  samE)
HDX2% mn 18 53 25 4 1 138 -
HDES 7 15 58 18 9 2 a2 P=0045

2 CHATBEROBE7V{ - LER
HDX Br HDETIR D ORI RA 3,

=

HER 2 [d # P13 K/Akt % Ras/MAPK & 7 + L {E
EFRAS+ 2 IGF 1R (insulin-like growth factor I
receptor) {2, HER2 Xt OHEER—HW 3 “cross
talk” BEFET S L FME SN T 3Y, trastuzumab
£ vinorelbine Z A L = fif b 2R o BB TR
IGF-1 DRBR L T BERTRENDENE, IGF-]
FBLE trastuzumab ERIEFHEORESREsATY
&

trastuzumab OFEFEFIZ, W HER2 #4 L T #08
B4 U 5 #ifeN s 7+ v oiliE], @ HER 2 251
DHBEABTES L USROEE @ NERERERTS
TOMOMEERETORY, & L oOfliz@ ADCC
(antibody-dependent cellular eytotoxicity) @[5 3
HOFEHENTLA, ADCC 0 F % %+ NK(nat-
ural killer) #fgit, #ifa#mEO Foy BEMREKENLT
D Fe B EET 24, HiENOF ) THESHE
THIET, NKHRREDFBEHHUEET S - LR E
N7, trastuzumab @ 297 BEBOT A5 # B
& L T3 fucose # k¥ L 7r trastuzumab 2R+
5L ADCC BN T 2 D b SIS S hTnaY,

V. SFEEREL A

1. AL

HER 2 |58 & NS WaiEi i 2Bl H 5 &
TOHEL, WMRLT2RENHVRBETIRRRE,
—HLTwkw, Zhs0oNFERZME/HER 2 Bt
MIoH LT, WFWREL trastuzumab 2 BT 5
TAnDEM &2 Al (aromatase inhibitor) @ anastro-
zole (A) k trastuzumab : Of#HEET, primary end-
point TdH % PFS (progression free survival) i A #i
WH 2458, AtHHEB 48 hATERCERES R
TV 0S5 IFABMN23.O0H, A+tHBEM 28.50AT
AREREDLh -1, ZORKTIE A HoORBETE
12 i trastuzumab OBERTH S Twiiziz s, 70%H
70 AF—s8—iz £ D trastuzumab 25 L T 5
B2 Btz letrozole T 4 [EHEROHF FIEER (eLECTRA
RE) LETPTHE,

2 MERE

S LEBCHLTRBShz L8l s
lapatinib, bevacizumab, pertuzumab % ¥ OFEH| £ O
A2 oL 2MMBHROME, FETRL L2
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T3, lapatinib (it FEHFNMEAT 254 (EGFR:
endothelial growth factor receptor) & HER2 @ o
Pyt —YEEETIESTEEYTHL, BIES
FREEORERE, HER 2 B T anthracyclin % taxane =
trastuzumab 2L 2—AH 2 VR AWM EBEOER -

BREFICHL T, lapatinib 1,500 mg/H 2850, 8
SEHEUY, TEMBLBESNTOLIY, BHEE
ENLRIFZBRTHIS, TOEAIRbY > Tk,
lapatinib i L T IXi#& MBI M & & L T trastuzumab
EDGAHZVIHEETI BUESBERLRRE
(ALTTO E88) #FE2hTw3,

VI UL oMillic 44 2 EES

HER 2 @RS G Tir 4 (W@ (15~30%), Bz
(<25%), FEAMBERIR (2~5%) 7% YfboWT LB
FRBLTWEILHH5, HER2BEEEMIc+2
trastuzumab EHORIPIFMEB E B L St T
E2 T34, HER? B85+ 3 trastuzumab @
it welt, BEYVEBELIEITET 2 ToGA BELERT
HTHE,

x

1) Piccart-Gebhart MJ, Procter M, Leyland-Jones B, of
al: Trastuzumab after adjuvant chemotherapy in
HER 2-positive breast cancer. N Engl | Med
353(16): 1659-1672, 2005.

Romond EH, Perez EA, Bryant J, et al: Trastuzumab

plus adjuvant chemotherapy for operable HER 2-posi-

tive breast cancer. N Engl ] Med 353(16): 1673-

1684, 2005.

3) Slammon D, Eiermann W, Robert N, e al: Phase [l
randomaized trial comparing doxorubicin and evelo.
phosphamide followed by docetaxel (ACT) with
doxorubicin and cyclophosphaamide followed by
docetaxel and trastuzumab (ACTH) with docetaxel,
carboplatinand trastuzumab (TCH) in HER 2 positive

2

—

4

—

&

6

—

7

—

8

—

9)

10

—

11)

12)

BefL¥WZ

early breast cancer patients; BCIRG study. Breast
Cancer Res Treat 94 (suppl 1):S5a, 2005.

Joensuu H, Kellokumpu-Lehtinen PL, Bono P, ¢ al-
Adjuvant docetaxel or vinorelbine with or without
trastuzumab for breast cancer. N Engl ] Med
354(8): 809-820, 2006.

Marty M, Cognetti F, Maraninchi D, ¢ al: Random-
ized phase I trial of the efficacy and safety of trast-
uzumab combined with docetaxel in patients with
human epidermal growth factor receptor 2-positive
metastatic breast cancer administered as first-line
treatment: the M 77001 study group. J Ciin Oncol
23(19): 4265-4274, 2005.

Mamounas EP, Bryant J. Lembersky B, ef of: Pa.
clitaxel after doxorubicin plus cyclophosphamide as
adjuvant chemotherapy for node-positive breast can.
cer: results from NSABP B-28. J Clin Oncol 23(16):
3686-3696, 2005.

Nagata Y, Lan KH, Zhou X, e af: PTEN activation
contributes to tumor inhibition by trastuzumab, and
loss of PTEN predicts trastuzumab resistance in
patients. Cancer Cell  6(2):117-127, 2004,

Nahta R, Yuvan LX, Zhang B, ef al:Insulin-like
growth factor- 1 receptor/human epidermal growth
factor receptor 2 heterodimerization contributes to
trastuzumab resistance of breast cancer cells. Cancer
Res 65(23): 11118-111128, 2005.

Harris LN, You F, Schnitt SJ, e af: Predictors of
resistance to preoperative trastuzumab and vinorel-
bine for HER 2-positive early breast cancer. Ciin
Cancer Res 13(4): 1198-1207, 2007,

Shinkawa T, Nakamura K, Yamane N, ¢f al: The
absence of fucose but not the presence of galactose or
bisecting N-acetylglucosamine of human IgG 1 com-
plex-type oligosaccharides shows the critical role of
enhancing antibody-dependent cellular cyvtotoxicity.
J Biol Chem:  278(5): 3466-373, 2003, (Epub 2002 Nov
8)

Suzuki E, Niwa R, Saji S, ¢ o/: A nonfucosylated
anti-HER 2 antibody augments antibody-dependent
cellular cytotoxicity in breast cancer patients. Clin
Cancer Res 13(6): 1875-1882, 2007.

Iwata H, ¢/ al: A Japanese phase Il trial of lapatinib
monotherapy in HER2+MBC: efficacy, safety, and
preliminary genomic profile results. Breast Cancer
Res Treat 100(suppl 1):S68 (abstr 1091). 2006,




3k H105 2007 F10A

®@F F5O i

P8 A AL FRE DO BIRS X U7 Supportive Care o T 3=

—JBCRGO1 867 ¥ 4 — } £ h—

Japan Breast Cancer Research Group (JBCRG)
wE W= AH OEMT ME BT R wEY B8 KB
JBF KA BN WET BE BT AR MY g s
O R O MEECT i MEt” mE ERTY BE A
Rt BR™ @B BT &L ks

[Jpn ] Cancer Chemaother 34(10): 1609-1615, October, 2007)

Results of Survey Conducted on Perioperative Chemotherapy and Supportive Care in Primary Breast Cancer
(JBCRGO1): Norikazu Masuda® ', Masakazu Toi*?, Yuichi Takatsuka™, Seigo Nakamura™, Hiroji lwata"®, Shinji Ohno**
Katsumasa Kuroi*', Mikihiro Kusama®®, Kazufumi Hisamatsu®?, Kosuke Yamazaki*", Shin Eisei*"', Yasuyuki Sato*",
Hiroshi Kaise®", Masahiro Kashiwaba™", Hirotaka Iwase®"”, Masafumi Kurosurni™™, Hitoshi Tsuda"" and Futoshi
Akiyama'"* (Japan Breast Cancer Research Group, "' Dept. of Surgery, Osaka National Hospital, **Dept. of Surgery
(Breast Surgery), Graduate School of Medicine, Kyoto University, "*Dept. of Breast Surgery, Kansai Rosai Hospital,
*‘Breast Surgical Oncology, St. Luke's International Hospital, **Dept. of Breast Oncology, Aichi Cancer Center
Hospital, **Division of Breast Oncology, National Kyushu Cancer Center, “"Division of Clinical Trials and Research and
Dept. of Surgery, Tokyo Metropolitan Komagome Hospital, **Shinjuku Breast Center Kusama Clinic, **Dept. of
Surgery, Hiroshima City Asa Hospital, *"Sapporo Kotoni Breast Clinic, *"Dept. of Breast Oncology, Iseikai Hospital,
*“Dept. of Breast and Endocrine Surgery, National Hospital Organization Nagoya Medical Center, *"Dept. of Breast
Oncology, Tokyo Medical University Hospital, ""“Dept. of Surgery, Iwate Medical University, *"*Dept. of Breast and
Endocrine Surgery, Graduate School of Medical and Pharmaceutical Sciences, Kumamoto University, *"*Dept. of
Pathology, Saitama Cancer Center, *"Dept. of Basic Pathology, National Defense Medical College, " "Dept. of
Pathology. The Cancer Institute of Japanese Foundation for Cancer Research)

Summary

We carried out a survey of supportive care at institutions that participated in the JBCRGO1 study (FEC followed by
docetaxel) as neoadjuvant therapy for operable breast cancer. The purpose was to share the information of supportive
care for the treatment effect of perioperative intensive chemotherapy among institutions.

Appropriate supportive care for nausea, vomiting, edema and febrile neutropenia (FN) is important with respect to
the safety of chermotherapy. According to the results of the questionnaire, support from the family and the relationships
with doctors, nurses and pharmacists familiar with the chemotherapy were important. The equipment and service for
outpatients’ cancer chemotherapy center are also important.

This multicenter study enhances the exchange of information among institutes. The results of this survey suggest
that adequate supportive care makes anthracycline and taxane chemotherapy manageable in the outpatient setting.
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BE ILERENO intensive L L PRERTORIL. ERORZRABIMT 200 TESSHEIITHbATVL S,

FEC +docetaxel @ i (b £t o BHEHRE (JBCRGOD) FMEIRD supportive care DL ETBRM TG v L2 HY
Ty — EFESERBL:. L2822 EI0B8T T 12 EL Et e, BRI EcFroRERRIzH
% #Y) % supportive care AMETH D, FHLIZZEMOATEL, SEWRE-HELVWARECERNBLIZLHLTE
ERZy s 70hmb0, HREEHEL Y F—LEO - FEOBE. EROLILEHRELEA - bTHAZ LT
A bPEAESSEBLS, R —-FOLSCFRBEFREBTETTAC L CREMOMWEZRLEL. SEOT >
r—hTlohs TEMFFIfThh Ty iIE, anthracveline F7% & IFI2 taxane REWBEE, HRE— 2 THBTHES

BEWwMiThL EEL N

L &I

JidE, AANEETHEL, TETAARHAFTA
THER L S pEREL Y A OB MERS LT
o EhEvEREHALGIZR EELL VX 0E
REMBEIZ, FEEATWAIESY A 70, E5R%R
BRI ERTAS LA H S P ThA. (LEREIZIZE
Lol SHBEEERLZEEELOE L OREREES
Edb, TOFHLEENEETHEY,

Japan Breast Cancer Research Group (JBCRG) TI&.
2002~2004 %4z FEC (5-FU 500 mg/m’, epirubicin
100 mg/m°, cyclophosphamide 500 mg/m’) # 4 I—2
#%. docetaxel (DOC) 75 mg/m'% 4 23— 2473 WilifL
FHEOBESE (JBCRGOL) %ML 2. 79 WORMN
Wt T, sE#%IL FEC 97.5%, DOC T92.3% &3>
TIAT 7 ARRITHY, BMEMBHRITITH
28,

fEbh b it intensive ZLEREBTTORI, #
MR ARSI A0 TheEMTHhETA
Z L HMIZ, JBCRGOI BRERE hn ek % xf &2 F8 #70
EFEREORRE L UEEHFBEI2MT 5 supportive
care DBURIZOWLTT ¥ & — FMFEEFTVEER L.

1. H&ERE

20054 6 Aiz. JBCRGO1 BLBaiz&tn L /- 13 g% o
B2, BREB{LEREOBRL ST EARRSIHT
% supportive care DHRFIZMT LT 24— FEE (H
D % eA—Lb L R FAX X aEERATERL
oo BRI 100% TH o 720

FHEBNMIER, BrsRBRAEESE 5 —
BORHh L BA R, MIBES LB, ERMERRRR, £
MBA AL & —dphaih, B HERRANA AL
¥ —. EBHIRETRMR MIERLY. EREH
KREM. EIARARESRES: Y ¥ — BEAS
PR i AR S FERAE, MAKED 13 KRTH 2.

. BE#H R

1. JBCRG 2MRERRICH T AWM EEsE00E

R#W LA REo S HEROBRE, |) RRBILWEAE,
£EL YA L iZ20T, 2) FE - Wk{tEREODE
I— AGHRMERR, 3) JHRLERE S 2T AOBH,
4) 20 =H N A@KA, 5) informed consent (IC) @
Tk ELTFLEH,

1) FRABEAYH. XKL VAL ZD0T

1 4E U @ FLAS 40 24 P B (2004 SEHE) (2, s T 160
(20~500) FITH o7z, WiNlILPMiLEITREIZ, PILl
T 16 (3~150) ¥, 13 R TOFHBTEL15.8 (4~
40) % THotz. TOR, MHEL ET SHHEER
ELYAVELT, ELERT LI A XA F¥ES LN
% ¢ I anthracycline § ¥ taxane ROBEEMFEHL ¥ 4
»Tholz

2) WAl - #iiR(LERko ME 2 — A BRI

GHERE VT — AN RERTERE LT L
L. 2®35 5 5%z TIE, JBCRGO1 SEEHAII-
121 73— A BO(EERERARIZTIT> TV,

MpEERATTREA ARG L LT QO HRNE B
BIhBLs0ERETOERIZ>VWTO+G 2 AR
F—LEHTHT-Tw3, QREBROHENTIE (B
NS, @ FRELRALDAS v IHHERR
EMLTL L EBLMATHwS, ZL¥HITohti

—4. THEEA 1 23— ABIR AR 2 29— R HERREH
BTN Z LT 1| 3—=ABIZARIZTHE
2 AN 2 i, @ +ALEEAEBEROHORMO
BRAFTES (BEOHELEHAOEE), @ FEH
- BERHBRONKT L) PTv, G EAEONEE
MAlhE, @ MERBHE - FYARHEEL~ORM, %=
ERIFIZHRALTHT O, 7AY 2 M, EFRO
mie. BEFEEOMM (EFEHE - APRR), Xy For
Fo—Lofgsssiiohi.
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FEC100 %4 32— A 4+ docetaxel x4 2— 2 (n=13)

AC (adriamvein + evclophosphamide) x4 = — 2 +weekly paclitaxe] x 12 2— 2 in=3)
FEC100x 4 23— 2 + weekly paclitaxel x 12 3—2 (n=2)

ACxp3—2 (p=2)

ET (epirubicin + docetaxel) x6 2— 2 (n=1)

weekly paclitaxelx 12 23— (n=1) % ¥

EWBEINELI LI A A AFIREATL

%2 EWM{tEMRIIBIIICOIE

B L2XEE

DAz THELARLTLES

SHFOERE, AENCRTETRLARLZGBA LSV ELANTS

D EHENAY » FEERLTLES

HROHN - BE (HFRTEOEEN), A5y Y2—LEHRICL, BRERLERTS

FioEme OB EL,

HEHHROWE, pCROER. BEFRIOTEELZE A v F4HE
d=F—d—FE#O—. translational research ~o Wik ¢ & H

BHEFREOBERTERLTLES

B{EHO+5%8BiL & 412, supportive care 7R L, FEEMHET2
FHTa3ZkTaewIE (RERY) 2H@EIZTE

O WeROMHE, HELEEWT
WL, A— B
® Mt tr¥—b (ZLBEH5X3)

hyreF—, BERLOBASH-F I V—TFADENT#E
FLAEREZITAREMTOMBIER BEXILOELHVLEL 2 b

® B0 E

BEAZ7L 0 FOFKE, REOFRE REXEFLV, £ERtoRAEEEL
EFfEZ~ErL, BlroEFRLREoBHERET2
FEOALOBLAWIZL N BEOMBNTH— FEBHT5

3) SR LSty AT LOBR

SRt fEt s s — 2 OB TRB LT
WA MR RV RRET 1004 S, 1999 FEIZHIERE
NTVDA, TOMIZ 2002 ELETH 72 9RO S
57 REA PR R — A~ VTR bR v —
ORMBIZO2WTHA LT, THEFA~E08L2S
FHETTHIRZIZLHBEH L Tvi. £HEOREI
RezbDDIIRRBLT. Xy P V2344 =07F=
7 (3~25K), fh—F, ECGE=F~—, +—RA3—
N, A=TF 2L ¥DT 74— EWMER ETs b
{ LOEBASA TV ShonRlizmz, BGM,
H#%, 7VE, DVD 7 L—%— H@lli XBEui
LCABTHIHDT AT L TEEN, ELOBW
TEHIEZARANTVEEEN S -7,

OMERR & LR LERE L v Y —OWEER, BEE
#E YERESOVTASIFBELTED, 5HET
IZHEEN - WERAE - SEFEHT < THIBRLT
Wis, SRLERE LS F—OBERICHY, ERoGHE
LI 2o TETV D 13 MREP, BHILERMHE
BT H0H 8 MR, SiEL— ORRL—EOREESN
LABERAEET 5 Mk 3 BlEd o7

4) ZN=ZANRADEA

5 Ml TlEEMERO 2 V= A a8l sh, &
KL IAZUSHIBRO 2 V= ANBANER STy
2. —H. ABRAOSHWETLATFHILFOLIAZE
SBMREOFEH, LY A YOEE Fxo s REDML
E#Ay v 70OEE BEWNRLTEGEI LT ERLST
vV, BIERLLAATEE~OMELHEBHSTEZS
K% b oTvii,

5) Informed consent (IC) ®I.%

WG GBI LEREE D, DV TIHHEEEY
)L & 4572812 informed consent (IC) EAZERET
hh, EMEOICOLEL T LDHRLE2ICHR
T AR REIRLTRENRLEAADIL,
REMICHERY 22 2R P A~ OFRES | & 25F
ITEAeshTwD:. BERMA/ > 7L FOFERIZ
R2HEETERLIATE), NERTREEA—H—0
WFEzERHT 2T TR RNTHEBIIFRL T,

2. JBCRGOI BB S MNMEKICH TS supportive

care

EHETEEAMNZL YA V2T LT, EHETNGC
%4 % supportivecare DHEETHEE L. B2 12
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Premedication Doc Supportive care

L] Wt
SERMST RO v i JERT7 ROV po
AROOTFEF v SEMSEEOORRMESR
SEET RO v TLALBIOI0LAFT po
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~RAARYT LR po
LB E2i HRETH
*Hz-blocker iv | »Hz-blocker po
SRS =F U v | *RNEVF po
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| R Toonsyo8
EHIITHITS -
LS
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B 2 ]JBCRGOI RA¥IZH51T 5 supportive care @ T¥k
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O5-HTudkfi# AT a2 Yo TRFShTw.
FREER I LTRAF— 7 o F A F—2H LN
LoHAREELERLH -/ HHRIZEZaY Fo—
WSS, Bt s BEHER A TR TE L LIS
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3) m¥EsE, MmEM

#eDSELFE L% Ao, stz LIk
WMERTE EBRERKCEIY7I22a$ 5, AP
ITmiE (Fy b2sv 2 y), RTHEGERTS, FECO
epirubicin T RTU (KiEH) #HVARRATEA K&
OHERTpH £ ART 22 ETFHOLEDShTVRY,
ERIIMFRAIREBSICE. AT, FREELS

L, EEMTIZ—MIZCVE—-F2HEBTALLEE
hTwni,

4) dU3 5w

FhE LT, BERLL— PEHRTALDICRVIE
2EE WEEEomFIHEALLY, #IEOL—
FESEROMSLEL S, HSMEEREERO 75 v
YakfET A ERCEELBGRATOL FEK -

RENFLIRTY
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A704 FRBiEZIT, EEAEAY-ETHENSL
Twi, SHRCHERIEZI s EEBELTY
=2 TAEEEL, EME@ALENELTV,

5) RstEifhREAE (FN)
HohlLv=a—F/0-F%H (ciprofloxacin,
ofloxacin) £ 7z AFRHMEWR L L2 0H L RBRD
HIGXERT2, EO0REYREZEHLTLBE 1
BHAERALTLAN TS WEE, B3 BLLER
HTLE) PEAEZEDIBSIIEHBEIBTAEIIC

R shTw.

3T, BAZIEOHMTERIZT— X EPTYH
HEREMEREL Ty, 10 Bk TIZRRAEFLAL OFhER
#MITMEL Tl

G-CSF 050 ¥ 4 3 ¥ /i3, BT CWts (35
i), FNASR (B OAMMAT 5 (7 HER%), BRIEHLZ
v (1 §E8R), FN %% { THLEEZ XX 5 dose inten-
sity lE F 205 CHMCHER (2 fglt) kg Tz
BIOEWR T ¥ Fo—LAEL FN Th-72358
®a— A LBEORIEL, 25% wilk Lie S+ 5 0A5 7 Mk,
EEERETHES T 204 #8%, G-CSF LRI L%
%6 dose intensity * R T 20OM 2 Mk ORET
Hol:e G-CSFOHEHEHA FS54 vitETEfTDbNA
"Clr‘ﬁu'o

6) MOZEE - aFilli % ¥ OEMMEE

¥#3IYBe ¥5F+3I 0K REEE 740
F R YORENERT W 5 hicmdHite 2
THETE, MIHLT==F27TRERETI LW
Ik bHo

7) WEEEE (LUL -  BERFLY)

RBIBFIZE ¥ 3 By - BAIANE. #HAE (FEEX
A, HEHER), Wk - REHEF, 2704 FIERT
#AE (NSAIDs) 2 FOREAZn Ty /odt, Biles
it oi.

8) PR - P

¥4 3 Bl BUH R (FRWAAL ABEHER),
NSAIDs % EFRSMHF OB FAFTbR TV,

9) % M

A704 FROTFHES, L - BREIER 2 611
HEF IR S HRFI O, ERA &R A
HEBFIZIEMHE L LTEFRPAFAMRAFZAT
Wi, ¥ HE— S —-CREETOER, vo¥—¥, Rl
HEOEBLLEOTELER TV,

10 B =

FHRTER D, BEGRAFERPICELAD
BOBEBRER, 1o6PMTF, A FFOMAET-T
Vilze

Wit B M2

m * ®

JBCRG &gz s 2B bEMEOL v 2 ¥
1224112 anthracycline % & taxane ROER AR
HETHN, ZH 6D intensive LHEMERMEIZF I 20
1212, HR{EFEMEL - F—0BR (TA=F41) &¥
ONn—FEOLEE, HEH - EFEHLOF—LERO
HER, FLTHERROTHR—V A PRI PEL
ThiFond, HRTOLEFEIZL N, BEE QOL
EHF LR OETEHET I EAREICL
B, E7: (LERED ARGRY SHRER~DOBTI
4%, diagnosis-procedure combination (DPC) @#RH
v ET i+ s 0oL Bhna”, JBCRGIZE
MLTWw2ERIZ, WEI—AOHRMBRRITAER
MEABKERITINT VD, 20-2BURIREH
BRTHRERAITDRLT . ALERTLREFICH
ETEAM#MELT. MRSy 7OBE LY XD
BE, 2V=ANAZA0OBAEENSNTEY, HEL
R F - LAERIZ LD HEMERENORENEE
EEbhi. 7 BHERUEERI~OERMMLRFS
EFEETALDIL ICORIIEROALOBEGVERN
LWEFOWMNT - FOBhEEALI TS L,
EHEOBHLBFMTOMMLRAEIER LA - b
LRbhi-.

HEREA VoA LD EBREO(LERERR~O
EHET. CVWTHAEEROETIZHTFRL LD, TH
CEATB{ZEARWTH L. JBCRGOI RREEDOH M
B T, #Eo FEC BRZIE grade 1, 2 OEL - 1B
HAEHLEOBETRAL, grade3 LD LN,
B LM TRAL TS, #E0 DOC TIERR
HERETLTWAY. BEQTHTHN, 4 F74
IZHEVS-HTRFE 2704 FOESIIEMET
S TL"Y, L - Bk Bl hS R T
EL-RERE2p a2 EPE, Bl - EHIZHTS
premedication 4 supportive care |Z& ) WHo g & ¥
Ao, 22721, FECHREPORLORBREIZEL.
EHICFHEOEL - BHHHEIZL LT 2LENHD
ERbn. T2 SHTHARNOEROEELR VY THE
ML), EMMoERSIEL - EoRE0 KE
% {320 T, FECH#ETOMRB~OIEL LA
t¥zohl,

7, PMBTOERCTIE DOC # il FEC #fi1C
o LR A - MO RBMEN S 5
i gradel. 2 TH), EEL L0k ehos. FHIC
HLTIRAFOA FOFHESLREND 6 OFIRE 0L
. B - A AT REB L 22 PRICI1E NSAIDs #BREI¥



W3k BIOF 2007F10AH

HryfgMAEhTEN, MO supportive care 2 &
Wil 2R{ERA BT 6N 2 L BHh/, FN 12 DOC
(2# L FECHETREMBENE D o 24 (19% vs
3.8%)7, £ < Ol TRMMLZITFREREWE L
THLY, RRBICHEALRETS LI IEREAT
v BIVER OREIOIRA & TR+ 2 U5, SR
ORI EBETFHoo0E V75 TERS
FLEBELEZ GREY,

GEOT v — REOKREP L, EHEORA LT
AFTHBLIENTE, FL—FHTEFTLLED
TEf. AYN—TO LS I EBRERARORITIZL
b, WEEEM oWz R L. BERRCMLTLY
4 FI4 vzl 200, SEOT 25— FDLED
IR TR ZCIR L, + CIEEBRYT A L) RS
BOEEREERFLERERCFUHLOLEDR
7ro SEOMETELZ ENTELA LILERIERO
supportive care 2t ZfTbh Twiud, FEC kS
taxane REH = X B {bEMiEE, SRAN—ATHE
fEsEPRETHLEEL N,
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Neoadjuvant Therapy QBEIGEHE - 1
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(Jpn J Cancer Chemother 34011): 17301734, November. 2007)

Primary Systemic Chemotherapy for Breast Cancer: Masahiro Takada and Masakazu Toi (Dept. of Breast Surgery,
Graduate School of Medicine, Kyoto University Hospital, Kyato University)
Summary

Neoadjuvant chemotherapy for breast cancer has achieved a higher response rate with the combination of anthracy-
cline and taxane. Molecular targeted agents, such as trastuzumab, are expected to enhance the effectiveness of treat-
ment. The main objectives of necadjuvant chemotherapy are to reduce tumor size, increase breast conserving rate,
identify treatment response, adjust the following treatment strategy, and develop a new treatment using biological
specimens. Recently, there has been an increasing demand to provide a tailored treatment in neoadjuvant chemothera-
Py with establishment of genetic testing for biological markers and adjustment of therapeutic strategy following identifi-
cation of the early treatment response. We reviewed recent advances in neoadjuvant chemotherapy for breast cancer.
Key words: Breast cancer, Neoadjuvant chemotherapy, Corresponding author: Masahiro Takada, Department of Breast
Surgery, Graduate School of Medicine, Kyoto University Hospital, Kyoto University, 54 Kawara-cho Shogoin, Sakyo-ku,

Kyoto 606-8507, Japan

HE WM {EEMER, anthracycline FHMBA & taxane RABH L OBFIZL D BRMEE FIFTH), 26001t
trastuzumab 2 X LH L TG TFHMOEHEORBICL ) BERBROMEAIMESLTVS, BNLSBEOEEMIL. W
Wi - BFEEOL L. HEHHEOBRLEOBRIET (EHBROBE, EWHBLHVATRC L IHLOLERED
MRETEH D EFEHE, BREFFNT TO0—FLEL3 037D —0FE 50 ILHHROREECX ¢ EmR
REOWMBEZLIZED, WMEFBEITS wiloring ARBHLATETVE, SEbALIIL LEHMLEREOBEEL BIE
OB bEnE b,

ZATLEL KRB B THRBTH - 72012, National

i L®Ic ; ) :
Surgical Adjuvant Breast and Bowel Project (NSABP)

AMOLFMEILEFHELVWRBREZRITTA L.
MBS A VILRT R RS T 2RO A
o, #ALEHBIISTIZCOBEEHEL2L0
ELTwa, F7 FTHHEMEL LT trastuzumab
A WEREREIN) ARGhAZ 430, $Ricik
FRHELEOHBIZE ) TOERBENTENTVWS,

SEbNbIIL. ABORILEREIZ>VWTORE
TRETA.

. WAL FMEORL

BT SRR ERER, BLLY 2 E2fuv
WG WEEH L ONBERIC s THII 2.

I2& D fFbiLs: B-18 trial Th o, 1.53FEHREL
T. AC (doxorubicin+cyclophosphamide) ##l 3 7-
RERIZ AT 4 2 M5 L, KRB LTV 2, #ililiE
I E DHEMEIL 0% & WETH ), FAELHELEY
(pCR) R 13% THHEATVE. LALENS, b
PLEALEARTORBAM A% ST TEN, LENR
GEEHBOWEL I BRTOPCRIZI%E % S,
EEZOR SETELIVERETECHE L TIZAN
BIUWBERTRASTHILVWIHKETEY, Zhis
L D WL EMEC LDV FHROS A 2 > D BATLT
RICEEL 2w LSH LN, $- ABRGEYE
IXHTRTAMET 67%. WEBMT0% TS, HNGeET

MY T 606-8507 BN XML FAT 54 ° BUBASLN -SSR

ME E#
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1 WAL E Wik bR O HR

247547 fEF Liix #%% (%) pCR (%) BHFE (%) DFS 0S8 EELM
NSARBP B-18 1,523 AC 80 13 68 NS NS JClin Oncol, 1997, 1998,
EORTC 10902 698 FEC 49 1 37 NS NS J Clin Oncol, 2001
Gianni et al 1.355 AT —~CMF 78 23 65 NS NS Proc ASCO, 2005.
Scholl ef al 414 FAC 85 — 31 NS NS  Eur] Cancer, 1994,
Makris et al 309 MM (M)+Tam 84 10 89 NS NS Ann Oncol, 1998.
Semiglazov et al 271 TMF 69 29 38 NS NS Ann Oncol, 1994,

AC: doxorubicin+cyclophosphamide, FEC: 5-FU+ epirubicin + cyclophosphamide, AT; doxorubicin + paclitaxel
CMF: cyclophosphamide+methotrexate+5-FU. FAC: 5-FU+doxorubicin+cyclophosphamide,
MM (M)+Tam: mitomycin C+methotrexate + mitoxantrone +tamoxifen, TMF: thiotepa+methotrexate+5-FU.

NS: not significant

HEIZEHE (p=0.002) E&oTwi, 35IIHMERHR
& D pCRAWENL DML TIE, FREOEIC
HMA A 6N, pCR IME—OTFHTFMET CHo2"

FEC (5-FU+epirubicin+cyclophosphamide) % fiv:
T, WA - #Wi ik TH¥ E T o 7= European Organization
for Research and Treatment of Cancer (EORTC) 10902
trial Tid, ZEHHHFEIL49%, pCR IE4%TH Y, NSABP
B-18 L [#), pCRAB LN LORTFENRTFTH-
¥y

Zofizh, RliChiFLLHicls0LIAEA
WT, Wi dEERPEREhTwWaN, 247
FUYABOTERES L VILEREBICM LTI,
WRIGME L WRERTEVALREVEVIHETES

-4
-0

% 7=, 2006 %£ @ Early Breast Cancer Trialists’
Collaborative Group (EBCTCG) 2 k2 247+ 12
ZBWTH, WHEECE VIFRFEFFEIC LR
ZIEAEEMIEoTED, SHICFETFHETFLL
TOpCR OMERAMRRENTV S,

29 LAidEss, tinfbEstiieizRIiEsn
FEREL LT L BRTTDNEL 5% 2TE .

. WALERED BN CER
oMo £ o, i - frEom k.,

HRAR O L T ORRIZES CRIRRREOMSE, 4

PEFEHCLERRIC LA LOEREORBETHA.
anthracycline & taxane % # » 7 A4 |ZF\»7: Japan
Brest Cancer Research Group (JBCRG) @ #rai{beE#tik
TREFULOBETAFRFFHIBITEN TV,
WIEA R 0MORBEHELRIITER VA, &
RIIAFOEHOBEISEASFHERI- Lo ThLer s
TRFWTEIC2oTWD, BRE L TIRYDTHS
U EOR#ATHL. TRE REFHITELER
B Th, BE&GMILV OB L8

WIS EATETHo. 612, FHLEREREOTF

WRAOSE BB OARNLHESIIL-T, #i6
HREOLBUBRERLEsOBREOERICEVIELE
ET@MhLTITbhariitkat.

7747~ L TefcE YL bIT
(v, BEERAPIARE i S M3 ¥ TH S, anthra-
cycline #* 5 taxane @ FWRE L ¥ A X OB &, anthra-
cycline TIEANIE taxane (2K T2 RIGHLES, THED
R E M L THL (v, LidtsT, WHERC
FE L WIEBI T F i~ O BT SO0 & 20 HEH
CETHL, HENGHOREORFELZT T, HH
OEWEEE L EE L7 tailoring 2179 S EAkD 6
N5, ERCEHORZILOEOERITEEKEIZRE
CEWT 5.

BN LN, (LFEREORIDH S o THIEICM
TARBEENH L LU S UL, Wbk R AT
bhpwERIE V. HE8EMN pCR+0 £ WHTIIE
HTHRFLTHEIMFETE, MEOHMY less aggres-
sive TEAT LWL, WITHMERICHOBRASKE VG
B2k, 2HILMLIOERILELEDND. 20Ok
9 GO @R tailoring (IHTHRFEORETIZEL V.

EWMERT T =4, a7 =—FLERLEICE
NIEMLEhaD, BEOF 2/ 0d—2L - TiHERD
hELH I TNTHHALRBITZITI I LA AIRTH
Be TA9YaTlAd, S420T7LA, Fudd3is
AR EOBKIGH L BME LAERIGEATY S,
CNH6DTFy P 7+ —LDOLET, FLVERRNOFE
FERrid gz = —-0oRMENTHOIATWS,

M. WHAEEMEICE S taxane RIEH]

Wik HiBhAEEEIZ 81T AR TIZ. anthracycline & &
FLVLYAZIZHBLT, S§tlL Y2039 HEN
THAZEMNTEhATvAY, 7, anthracycline {2
taxane RIMH rMA S DL HEREIIOVTS,
(oPOBRBIZ X ) 2OEMEIRERTVAE . &
heliZz, WalEME L < anthracycline |2 taxane



