(2)

%0)?&6’) ﬁi%: %) % b%‘ 2 ﬁu (AC t‘: &f) Tt CMF B2, BRIz 528 K LM O Anthracycline L3 A2 SEMEF &0 LB

EDFEI LD ZH(CAF 4 L) 2BV L CMF | autvor RAK  Rogmons anm, %
BHELDOB-TVALERTWVD, JHHT5-FU | 2MAhacyine

” Fisher, 2007 N 2008 AC v5 CMF B8vs B8
DRARLOPETHTHS (R2). Fisher, 1990 N+ 1557 AC vs CMF 62vs 63

72, Adriamycin D5 & (260me/nf Ll DK | Feanor oA 7 ECHECwmoF oo s ;
BTLELLbMRRBRLVESATY B (medan
(CALGB 9344), Epirubicin i2 # \» T I3 FEC50

23# Anthracycline

Misset N+ 248 AVCF vs CMF 53 vs 36*
& FEC 1000l 8 A & FECL00 2 F H 35 L TP |- caenter N+ 528 CAF vs CMF ~NR®
FECBOTHELRIAHREO 26 LTEY, | o (L, o et Eew
dose response A 5% & b #1172 (FASG Trial), = | tevine Ne 710 CEF vs CMF 63 vs 53*
DRI 2V TEW AL FEEIZ BT 5 FEC50L "P< 05, P > 05 for oversll survival

FEC100 D& T, HERZ BHIIB W THEDRIFEEE 2 h o> 04, HERZBEFCBVWTRASO
ZHL AT FECI00 HE5FHIZB W TRH 2 EHE LR L Tw: (Clin C Research. 7 : 1577-81, 2001),
2@ ki3 HER2 #2344 L Tt Epirubicin 5 E0#E (60mg 7> 690-100mg/m'~) HLETH
LZEEERLTVS,

3) WEMEAIC (1D Taxanes OEE

Yo SRS B LA 2345 CALGB 9344 Intergroup TriallZ3547 5 ACx 4 4 4 # R dPaclitaxelx
4 A7 VOFETOERE A5 L, Paclitaxel HEBIIBVWTREXRB I UVETREI AT RERET
LTwi, S5(220035E ASCO B TRESINLY Yy HEBFICHT 5 ACx4H 1 2 0851
Paclitaxelx 4 %4 7 V% BINT 258 L @ NSABP B28@# 2 (Mamounas b) $&2 &, #iEORTE
R BWTHEI Paclitaxe BB RITF Ch o700 ZOBEI KLV E ¥ L £ 7 ¥ —BEH 2 Tamoxifen
PRBI.BNTLED6R, BEERTWA,

Docetaxel {Z20WTh D b, 200260 ASCOTHER &SN/ BCIRG (0L trial ©. ) ¥ /S I
(L35 FACHE L TACHRENRE v TV, HE3EERE TSI TACEOREZENRIFTH-
Fio EICEBEREL 2N/ Y GEBEEA | — 3@ L L2 WETL ) FoEEHES»T. 4L
EBETEBIIS(EREDON LD H8THE, IO LEFHDEATHRVES TSR EEA
HAHTHLH, BT LAEATEREREBEEROERILVEVIZEERELTVS, LiL, $S625

follow-up & BEHBLETH S, 1T, TAC DF %&3. Taxanes vs non-Taxanes
RIFERE - BRHECELS FHBE LT, HER adjuvant/necadjuvant B ERIAER D R K
24K THB &, HER2 IGHEHIIC 35V T FACHR I L —
Study Adinec Results
DENFFEL L > T, CALGBIIM  Ad) AC<ACP, BR1T% |
SOk 5z, Taxanes 2 & A FEREOBRT B MD Andersan  Adj FAC<FAC+P Bi#26% |
BCIRG 001 Adj FACSTAC, DFS 74% vs 82% OS NS

bR TwaH, ®IIWART &I (C Paclitaxel, |

Docetaxel & $ 1B L -G #MEXR T 2 H&EE T MD Anderson  Neo Tri-weskly<weekly, pCR 15% vs 20%
. . FE : " Aberdeen Neo pCR; CVAP < CVAP+D,

L 'C v f"o 7‘; f"‘ PaChtaxel [i 4 ‘H- l{ ? U -C i 0) NSABP B27 Neo AC<AC+D, pCR 13.7% vs 25.6%

A, F 72 Docetaxel & L HAFHASE VO PR

EBREATHWREVEL SV,

1) 58 - BROME | Dose Dense FEN LD H
Dose Intensive Chemotherapy L (3BT (B) S ORGBEELTHAHETHLOIHL,
Dose Dense Chemotherapy & ISMB £ E {5 ¥ 5 HHETH %, CALGB 9741 trial Tl doxorubicin,
cyclophosphamide, paclitaxel % B\ T, RN % 3EMES L I h e 2 BMIZE% L 7~ dose dense
DB, SHITEERBEN LI VOH, FEEEFL OO TR S, 82245 L FE,

BREED L <, dose dense S HERIFS L D LBESR, EFFLHIEFZRIER TV, T/,
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(3)

HEBRIIOVWTH GCSFHR5IC L WMER {4ThhTw/. ULa L. GCSF WEPLTHETHS L,
DAEETORARBRACTIERETH L,

=@ dose dense 5 % KT {LEBENT TH A L, Geparduo Study (ASCO, 2002) 2BV T,
adriamycin 3 & UF docetaxel @ [{E dose dense %5 & AC-docetaxel DEREF# LB L T2 5,
BEEREY S & U Rey CREix & 3 (C dose dense & 5%% » T/, —%, Epirubicin & Bv: 738
. CEF (60mg/m'x2/4W)} r dose dense EC {120mg/n’/2W) DB +F v, CREIL CEFEHN S
REFTHY. BFELFETH o7 (1. Clin. Oncol, Vol.21,No.5, 2003}, ZO & DI, HtEHED
FEIC BT LA LBV, #EEEIIBYVTId dose dense 55 ® benefit 32WVWEWIFERTH -7,

5) {LE3HEE & RMEREORSEEH - JBF

Breast INT 0100 trial i= T{b5#ik @ CAF ik X P EEE T 5 Tamoxifen & MRS T 4256
Lk S0 REEREBI T bR, SETOKR, CAF b TAMANLBAES S BOBFERE
CAFT (FIM#%5) BEHEFTHo7 (18ROERE) AZET), bbAA TAMBEMEFIIHLTY
BIFRRERERLTW . JhoE s LT, CAF Bk & OILERED cell cycle #1ld 5 i hliiiha
CABTHADIH L, TAMIZIZGO/GloBinB LS HMRORIZF 2RI T ILAFOHLN
ThY., COEFAEOHEIL IS0 EIONE, ZORKRLY, {bE#HEL TAM D
BB ThRE L hot, 2L, Toey —EHEHOLEFE L OBEEIIOWTRAATH S,

8) MEHELERECRITEESLE
W & L Co{bEERE LT 9 &80 St.Gallen @ recommendatlon [N IRV IR i) v - AL
BrUNAYZRZ7On0HEE ENTV D, NA VAP DRAFIESOWEEZH Db 0D, KGFDEME
HELATVA, CREITOELHTRAFEFELL VETLER, M dn (+) BESIIWLTT
b TV, BEOT— ¥ 3L 5100 Yy HESICEHLI Z(TbAZE IR L, LT
(+) BEFIEHE:ELRTwD, £/, LFEBERER () O& TR, ER (+) FlizH LT
CLEBET2RELS D, ERIFRGEREE, LRI INEITH S,
BERICOWCIHEREL 2N B 2 THARS TOAEMEIIHER I TEL Y, GCSF % %)ﬁﬁﬁ"s"
RETHLLETDIT VS, —F, EiEFKE LR AHRE S S AFHERER SR TRV,
BEATOE L L TR,
- BERRERRE ((L3BEE, RVEVHE) 235 LT LR ETFOEENROLNL,
- Anthracycline #3& /- L ¥ A i, Anthracycline IRV DL D HLMMIENR TV S,
- Taxanes & TN/ LIV AVIE, LWL VAV ENERTYS CREEFELD,

3 MR EEER DV T
1) flRERA
FFREELT, LTOZEHFERHNS,
R NG g s -y g (I
- PRBOSEMBEN CILHFTES
B RHAR TEEIAA TV AVIERP S EREQ X DAL EE I EATES
ALFEREOYR L REEICHATES '
CBERER LU EEEORNMIL Y., down staging T E 5
. BEEEOER. 25 CAERERENITRL D

RIZRBELTHATOZ EABESIND,
- Non responder {2 & - TR BREERENFENS
3 o o
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{4)

- EEBHLAOTFRRFOHEI TG, FLEREIZLS
- Fiff, WEBEED) 22 PE S
+ Overtreatment {27 % case (JEEFEE) Mbs

2) Epirubicin &€ AV REATHRHRO 7 — & ‘ .
CEF 8 & Y EC ##:1- &k % Primary chemotherapy O EI22oWTA S &, BREMHEHRII31/53
(%6%)fén\ﬁﬁ#%%ﬁ$ﬂGm®2ﬂL%ﬁ@&f%tﬂM2Gﬁl%)T@oﬁot(Kﬁ
SHE 2 ADRBRNICENTHo THORBEMICIE LA LSRR LEHNB S ERAFEET LA LT
Brh, FRIOMBTIIERR PR 23T EEFEHIESHTH o203 bFTh7H (30.4%) TH-1,
BRI RIE P -0 BHEEEATSH D, HBEENLDRIBLEEL TWADIZEIC Th -/
(Nishimura & : Breast Cancer, 2003),
BfEl: Taxanes # &ALV U A Y (ET#E) 2AVTw5,

3) #MEHLERED trial H 5%.R

CHE T bR AHIEEREORSE, S, (1) HitFERREREREIIBVTEREROERI
v, (2) WEHESEECL VAEBEFHNOBLS LRI LN TEL, (3) BREDROTHETIZ
FEBEL TR, 3/, (BREFH* B L {bEFELSEEMT 20 & B34, Rouz-
ier HIMEEFRERCBHFFRN LT oL EROAERATEEESHFE 1 16%. 10F [ 21L.5%LFETH» 1
L~ Tv A (I Clin Oncol 2001}, Z i3 NSABP BISO# £+ 5 L EFEL CR flOBJTRRITEVH5,
JECREITIIERELHEEN TS (Fishers), cogitgidL72X iz, S LTSN
viable ZMIH % { BoT WA I L% (. HERE predictive factor LIEA ) SIS SICEEL
b,

SHOBEE LT

- HEMLEREORSEBER LD LS S,

S EDEIRVLI A ERVEONEND

- FAT{LEE L O ETF A TEED 7

- AEREFHOBICIELEL?

DEOMERDL 00, HERLFEREOWNSEMIITL T, $H{EEEREHMIBETL. FOHE
EHEEL. tOROBBEETRETIEVIZLOH T B, 4B S ST Sk LBERI S
WTHEELZNEZHDLII LKL LRETHA ), EERELXTILDoTiR, BEFAF LT H2
Informed Consent Db L ITEBREFRETETHLIILEIEI T TL LV,
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568(<40)

L% % 2004.9.21 %1

WREEEZEILEREFNROILEABRERMG (C
FEELTW3dH?

AMOEHKR 9% - $ 6% 2004512

ENSEY REHENY BEMHEET HFETFBEY BT =B
Does Adjuvant Systemic Therapy Contribute to Decrease of Breast Recurrence after Breast-con-
serving Surgery? ! Nishimura R, Matsuda M, Okazaki S, Kai K, Hiyoshi Y{Department of Sur-
gery, Kumamoto City Hospital)

Preventing breast recurrence after breast-conserving surgery is an important issue. The main fac-
tors contributing to breast recurrences are positive margins and absence of radiotherapy. In late
vears a standard adjuvant treatment is widely used in Japan. We examined whether these standard
treatments contributed to reduction of a breast recurrence. By March 2003, 845 patients were treat-
ed by breast-conserving surgery, and the cases were divided inte two groups by operation period ;
426 cases until 1998 (the first half group) and 202 patients with follow-up periods more than 2 years
(the latter group). There were much positive margins and patients with radiotherapy in a latter
‘group in background factor. An endocrine therapy for ER positive was performed in 68.1% in first
half period, and in contrast 94.2% in the latter period, and chemotherapy was performed in 87%
(mainly Epirubicin) for ER negative in the latter period, and 77% {(mainly oral agent) in the first
half period. There was a significant difference of breast recurrence-free survival between 2 groups;
an early recurrence was seen in 19 cases (4.5%) in the first half period and 2 cases{1.0%) in the
latter group. In particular the difference was significant in patients with absence of radiotherapy or
negative ER. Multivariate analysis revealed that the operation time was a significant factor for
breast recurrence. In conclusion, an apparent reduction of breast recurrence may be brought by a
standard adjuvant therapy.

Key words ! Breast cancer, Breast conserving surgery, Breast recurrence, Adjuvant therapy

Jbn ] Breast Cancer 19(6) @ 568~-574, 2004

W, BEE, ER(ZR MasF v 7y )&
ELFERIVAZAFERESNTWEY, FE
BRCEY, BRY A7 2R OEFAEMT 27
L B Y, WEHIKE & b REHFEBFEA~OME

Elabiz

1980 FERICI E » b BEOAFEFEEREOK
TREI TR EEL, &5 BGHEARSL B

5T, SBRLVBMBTFEILTWE, ZOAE
BFERECBOTRLEER Z L RAERNBEHRD
FEECH D, BHEHREEOIERT & TIRET RS
PIEAHFROEBEREFTHE L IR, &5

* 1 iR H ER R

YRBETHL, ZOLovizeflicBuvn s
etz U, BORIEHREITI 2L kDohd s,
ETNTLHEENIEET 2L Bbha L, Bt
KEGHETEMIREINT S, 3523F%
EMHETL2FRE UTEZL SRS DRMERORME
BETHS, ChETORE THREERES X
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ABOEK $19% .56 5 20048128

569(41)

Rl HBEMASIVIIERBSR

1, XgES
1989.4F~2004.3R

" GBS F R R )

AFRTFTRIMET 84561
MABEE 458 1

AR 7 HETTHY © 8004

3 B 2 EU BB R E - 62860

HHA © 19894 4 B ~19984F
HHA T 1999F~20024E5 A
2. BERA LERER 5H6.4%)

42661 GRAFEE 1 37.3%)
20207 (IRFFEE 1 42.6%)

TR R A R A ERo AR
Breast 31(3.9%) 17 14 HFIETLEE . 8
1) s
Breast+Distant | 20(2.5%) | 8 12 %P;];;ﬁ;ﬁ' ggj

U'Tamoxifenic & VI EREFHE BT 2H
FIBEEOFIPEE ShTw 35,

— 77, i, WEROEEIREELIZSt. GallenFiES
B L X DR SRR 2 h, bHEI
BT HREREMREL, £ OEHETHRTS

NTw3, LEEICBWLT H1999F & D Anthracy-

clineREE# (Epirubicin) % & £ {bE 25 SR
WHfTL T3, ZisoEEiisEmyny ERE

FOIHCEFE L T3 DI 2w Tretrospecs

tivele S5t L7y, SRR EMSE S WAERI 2 L
HNORHCEREBR O ZBESESWI L & D,
SEEC ORIFERE D W THEN £2{T- 7=,
NERE LU F*E

19894E 4 A X 0 20044 3 A % T MBHe CHER
L7-ALERTFEMEIIEHMTH 2 (fini{bEist
FlEE <), 205 bR L ERGEEWN & T
L, itk 2 S BB 2 PlIX628B1TH B, 20
STER % 199847 £ T ORIHE & 1999E LI ORI 4>
F5E, &1 OEFBIZ6H, 20260k ko,
¥/, EHAREO2FMENIC T 3 BFEENR
37.3%, 42.6%Th-iz. THETOLEAESR
PIERLCRT & 5 51HTHD, 5 bABNESE
23250, REMABRER L SO LEAESR
268 TH oIz, :

FMTEEERE LD 2omBIEREL, ISR
PR < Liwide excisionT, U v/ SEELE LR
A& L Tlevel 1 THATL 7. feOBERE
F LRI Tele-Co¥ % Total : 46~50Gy (%23, M
MBI T — A b & L TEFES-10Gy 28I

T L7 RETEHE W FuRRE (28 & 2588
FiC LY 5mmBIA R, EHE, Vo s
BELIV) o ERE(ly) 0BE, ArEeriw
7" # —(estrogen receptor (ER) :EIA¥ 8 L 1®
THCH W CFH) T 5.,

SH, HBHEORSRE Lciiis X et
ABRTFFMHEAOERETER 3 £ (R2), £
&, U EERRROERE, ly, ERRRee{E%
OLp ol BEOASEE2RZ L, B
PREVERISBE D S L HERER R o7, L
U, SIRRETRIAD, MRRE CHEMcERE
ZEDI, Thbb, BRI HIREES B &V
BHPD%  eoT Wiz, 72, WEBHIEET
PlICDWTR 3 &, HIIERBY, BB
BRSO o Tafzds, £, Vo sk,
EEEB LY CEEZRRED sl o 72,

MERMEERICOW TR S &, 199950 5 i
St.GallenHEEHOMBICETET o> T B2,
b2 & & L 7 Anthracycline R &5 0 18 &2
(CEF ¥ #z 13 EC#& & | Cyclophophamide 600
mg/m? Epirubicin 60-75mg/m? (5~-FU 500mg/
m®)) BT TS, ZhIZHL, 1998E
T & — & CMF #& &% (Cyclophosphamide,
Metothorexate, 5-FU) Z&tedl, HEA L OE
FITRFUROBOVMBAFORES IR T
fo. &z, W IBEEEEELLRTD & Tamoxifen ¥ #2
SLTwizd, TORSHBEBLTHENRS
N, AHTR2ETHEOCHL, BEETIIsE
THhBb, '

Mt LT, RW2~42 BT 2EMOHE
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570(42)

AEORE $£19% - F6 5 2004F12H

22 HREFOCERRET

1)&EH 2} JEB A5
= B T

PP

~35 25(5.9) 16(5.0) 35 17(5.0 2(107)
36~-30 205 86 291 0.32 158 47 ¢.12
51~ 196 106 302 164 66
Vot
0 305(73.1) 147(75.9) 452 ‘ 256(77.6) 91(82.7
1~3 73 32 105  0.38 51 15 ¢.61
4~ 39 17 56 18 4
EHEOKES i
~2cm 351(81.9) 154(74.8) 505 281(82.9) 91(79.1)
2.1~3 64 39 103 0.22 50 21 .65
3.1~ 11 8 19 8 3
ER + 257(69.5) 139(72.0) 396  0.5% 200(69.0) 87(81.3) 0.02
- 113 54 167 90 20
WrsE + 62(14.6) 48(23.8) 110 0.006 11(3.2)  13(11.38) 0.002
- 364 154 518 328 102
Y A E Ry ,
- 189(44.7) 85(42.1) 274 171(50.9) 62(53.9)
+ 181 94 278 0.67 131 47 0.28
++ 33 23 76 24 6
BH + 87(20.4) 87(43.1) 174 <0.0001
- 339 115 454

i3 25, Fisher's exact test® v, PR (ER
{#73%K) l3Kaplan-Meier&kic TEH L, logrank
B TREERT-%. 2/, AENBRCEDLS
BAFo# - FFEERTICECoxEFfINTF—FE
F B Rz (SPSS),

= 2

1) MBERICE T 3 EREEORE

NREFIZ BT IEHREOREERSZ L(E
3), FIHATIHRIEL LABPRSh T8, £
DEFIC B TEEESH{TEI R Tw, 86
i, EREHECR % &, ERBEH T 5 Wi
DOWITEIXAE © 68.1%, 4. 2% - TEI
BHTERTH >N, £/, EREBeL Tofk
SR HEATRIETHR © 77.0%, % 87.0%FH
BEEIZLL QOB TEECH 12,

2) EWMHEOILERFRELEOVT

LEREFHROAERERC ODWTRS &,
BElmt & 5 R BEROTRIIREF T, #iEc
HUTHEZSHED, CREHERTRIELT

Bl OBRATH S, SHDEBLRFEETH S
2 ETOBRERITY 45%ThHsr0xn
L, B CEHIORGEHLLCELL RoT i
(P=0.03), ¥7:, FTREFERZELAELTRES
LETHAD §Fliesf L, BEwREEE CIcEEL
T (p=0.06). TD &5 TEBHAHIFIHEIK
HLAERBRARBshxdmal,

3) MEEHSLIUVERKRL Y BL-HEILE
ANEBREGE

HEEROEECARNER RN T2, B
ST TERNS L VR : bRk BERT
Hofedt, BHZLUBTCRENMCRES: TEE
itz L, I LERER2FD:. &5,
ERRECR 2 &, ERBEETCHBEMcHES » %
ERED b hih o ioht, EREYE 8 TRl
B ITBECRIFRRETH-> 2 (H2).

1) AENEREREFOH - 2TRENR

RECTRT L5, AEHNERCEDL 3HETO®
R HSERBTICTITS £, FHRIZER, ER
FEBRBEORFTH .
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571(43)

2|3 FihE L Y RAWEBBEECOWL

THORE
1 EFREHEEORR
HHRRERE. . W EL
2L 56(13.1) 13(6.4)
{hEm 139(32.6) 45(22.8)
Py iRk 140(32.9) 102(50.5)
{62+ PI4590 91(21.4) 41(20.3)

2)ERBRA Z B AL/ M oA TTE

ERBHcHL TAM : 2% TAM/AL: 54
PSRBT 175/257(68.1) 131/139(94.2)
p<0.0001
ERfEfkiz L BOFU, —#CMF  CE(F)/Taxanes
{C2E LT 87/113{77.0) 47/54(87.0)
p=0.19
100 e
80 EIES )
e O
[4+)
(%) 40# P=0.005
20
U T L 1
] . 2,000 4,000 6,000
FEWEORY

El FHABHLABNER—HRIEARERETER—
EMAOWERILBAEBREFRIRFC, fiRflcitLtFE

EeFw i (P=0.005),

R4 FHEHHL Y RAUEABRE S IELATO

#E
TTERE
AER 426 47
%1 202 4

B HERAAE
19(4.5) 8
2(1.0)* o

Z 8

LERERERbLSE I 8T BHLECH
T LA L 5 TA LY, SRETIREHHRH
RCB} 2AFRHEELEDORER LS, Lioh
RAFEERERHFET B —2 b5, 4>
TA—bF e a2rEry M ZTRENICFRES
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EEANED, ZORBETHLICERELERES 2
0PEET, BICESA cHLETREHEE T
BILLRETHS. BE, BFELB¥SOLE
BEERET A K74 2% L OSRBEE LT
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572(44) BB $B19% - 65 20044EI12R
NiRiEmEOEE
100 T #x "r&:k_j ®EG
RER J e
(%) 8 1 . E
80 i
mEsL BHdY
40 S b
P=10.003 P=0.29
204 1
u -1 11 ) L ¥ 1
2)EDHR
100 T 3 -F.ﬂ
AR e S ey, e
(%) 80 ~ Eﬂﬁ - R S e by AL & ot =t o Y
. L TEY]
50 ~ -1
ERERE ERERHE
a4
J P=0.10 P=0.01
20 ]
0 —t + —t T T g
1] 2,000 4,000 6,000 g 2,800 4,000 §,000
FHEORY FiFtko BN

F2 ##BHOBESIUVERERE FREFES,ORAERAEBR
WERFOFECTAENERE SBT3 £ 1), BHEETH IS L UEH L b ERLEE
BEThHoih, B LETREHACREE CREREMZ L {, FHfled L ERZrTZD

{(P=0.003).

%7, ERERTES L (2), ERBECRHERCHES pRZBRED S hitd - 0b3, EREYR
CBLTRENAR BOTERCRFRRETH -2 (P=0.01).

R IBRGFHROIEABRCBAbLIVRA277 05—

DEREE - STREN)

IRERT I +/-
TRATRRILRE Yes/No
N
EEE 21~30/~20
(mm) 31~/~20
VAR +/~
PRIV +/-
ER +/-
iR HHA/ A

0.11

2.28 0.007

¢.95 0.88

0.28 0.0002  0.0004
0.07 <0.0001 <0.001
0.78 0.57 0.64

2.54 0.08 0.18

2.13 0.008 6.11

1.86 0.04 0.46

0.47 0.01 0.002
0.26 0.011 0.004

REHEDDLE, PRGVENCBWTERL
BHOBEELROTERRE .., 2L T, BX
LT A 0icid, MimEEEL, BREETo

Feb AR T RERDD, SEEREOSY
OB YL TRE 2T,
LB O MBI LRI N L T 0 s
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T od, LEREREIC VLT HEERETOH
REFED, REABABREOWENIC > T HHE
ERTWE, HERONSBEZEODVWTR?S
&, FRBERBEIE I L TiTbhi- LB RE
i+ sHREA I TAMS 222 ik D,
RBREABECHSIT 5 Z L REShTWw3
80 ke, FEEEEOBE W b BEARAEIC TAM
2RI LT, RS X UHAIOAESEE
U THEZRERT E LT3 58% —4,
Houghton 5®2 TAMIZ & 2 ALENBEH O
REBARETER L, IUFAEORBEMF L T
BEIRS B oL LT3, SEOKRNTRSE,
ERBRC B TEREBAOBRRER L o7
2 (p=0.10), ZHIZIERBMICN L TORS W
FERTEAERCE» > EBEEL TS
EBRbnfz, 7, BSHELAEI BT 2
FELSELEEBRE SN, Thizk 2805
TowiiETE LY T, SLRABEBERICE
WA b2 O EBbRS,

{EBREIZ OWT RS &, EBCTCGO 7 — 3 b
5 HAERFFROMFLARENTVL Y, SEOD
F—¥TR% &, EREBHICE W I BBROET
HA & izl o 7o 8, ZORREE LT bEEE
MEITRBEHEMATE L, »o{tEHEEONRCE
U BHEMSEZ Sz, BEEHNC BT ik Anth-
racyclineREEHF & Fut s #EBIERLE £ 1TV, BT
BFURWK & 282 1To T &/, FURBEROR
ERZ0bITRRVY, SEOKRESTH S
MELETOFREL WS EH 582 L, Anth
racycline R F I L HEEERS L VBT 2T
EEREwEFZ 513, EORTCOF—4 TF
izt LT, 1 a—ROCAFEERI L DIE
NEROEEZBRIBTREATWE Y, AENE
KeWET 2 E05 2 Y IEFLENCIBEEER
Lo 3R me2 iz, B idEiimon
FEBKL T3, ZOILENERZ T 5%
BEOSREEEL L RML, BETEXZHDI
WHMEERETH 3,
BEEEORETABCNL T, MibeEEss
BATDHZEWEoT, EEEEBEELTI LR
BEFMPETTE L BNBEHFTE LY, 72,8
EHORBEEPHILE Z P TE, MBFaEE
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DEEHFEBFETFROBELEY S 2 VE
AR b% <, BEFEOKRE RABCT L THHE
ARG R ENIBFEETHS, SEERFILC
Epirubicin® B\7z V¥ 2 v OB T GOFl), =
BHERIX56% T, HBFELEEMHAD T RIAD
Rz, & 5, predictive factor@ RS THBE
REflic BRI 4, EICRE BT IMHEE
FHRSD -7, eI L XY, LE
AERE T 2L RREORZIE VDS, T~T
OEFNTSIRENH 2 h TRV Edthh 3,
EEEEM B TIREREEVE{, BRETO
HELEL LR ENTB DY, ABENERC
BWTbEETH- 2. Z0 &S R EEHEREF
L, Epirubicin® & v v 2 vidshBEPFHREL
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Combination Chemotherapy with Docetaxel and Doxifluridine
showed a Beneficial Outcome in Advanced or Recurrent
‘Breast Cancer Patients with Longer Disease-free Interval
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Abstract. Fundamental studies have confirmed that
combination chemotherapy with docetaxel and doxifluridine (a
capecitabine metabolite) is very useful in the treatment of
breast cancer. This study investigated the usefulness and
tolerability of a combination chemotherapy consisting of
docetaxel administration on day 8 of doxtfluridine therapy in
"40 advancedirecurrent breast cancer patients. The overall
response rate was 41.0% in 39 eligible patients. The median
time to progression (TTP) for all patients was 295 days. Many
responders had lung metastasis, soft tissue metastasis or a good
performance status, whereas the clinical response showed no
correlations with the estrogen receptor staius or prior treatment
with an anthracycline. The most common hematological
toxicities were leukopenia and neutropenia, but dose reduction
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or delay of administration of either drug was unnecessary.
Conclusion: The good response rate and long TTP of this
doxifluridine plus doceraxel regimen indicate its potential as a
first- or second-line treatment for advancedirecurrent breast
cancer patients.

Even when patients with advanced/recurrent breast cancer
respond to drug treatment, achieving cure is often impossible.
Nevertheless, chemotherapies are being established as standard
therapies which play important roles in alleviating the disease
symptoms and improving the patients’ quality of life (QOL) (1).
The response rate of advanced/recurrent breast cancer to
chemotherapy is comparatively high, and combination
chemotherapy regimens being currently carried out as standard
chemotherapies include CMF [cyclophosphamide (CPA),
methotrexate, 5-FU], CAF [CPA, adriamycin (ADM), 5-FU],
AC (CPA, ADM) and the recently approved taxanes
(paclitaxel, docetaxel), etc. (2). In recent years, the US FDA has
approved the use of an oral fluorouracil (FUJ) agent
(capecitabine) (3) in the treatment of taxane-refractory breast
cancer. In Japan, doxifluridine, an intermediate metabolite of
capecitabine, has been approved for use, and Niitani ef al. found
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Figure 1. Administration schedule for combination chemotherapy using doxifluridine plus docetaxel.
Deoxifluridine was administered po at 800 mglday on days 1-14. Docetaxel was administered at 60 mgim? on day & by intravenous infusion over 1 hour.
One course lasted 3 weeks and the regimen was repeated for as many cycles as possible.

it to be useful in the treatment of solid tumors, including breast
cancer (4). Doxifluridine is a prodrug that is converted to 5-FUJ
as a result of activation by dThdPase (5). It is known that
dThdPase is more abundant in tumor tissues than in normal
tissues. Several years ago, Sawada et al. reported fundamental
studies which demonstrated the specific induction of dThdPase
activity in tumor tissues by administration of various anticancer
agents, including docetaxel (6). In addition, Cook ef al had
reported earlier that, in relation to tumors showing specific
induction of dThdPase, the combination of docetaxel and
doxifluridine showed strong synergistic activity not seen with
other drugs (7). It is anticipated that these two agents will also
show a combined effect in the clinical setting. On the other
hand, a rec¢ent report by O’Shaughnessy ef al found that the
combined use of capecitabine and docetaxel showed statistically
significant prolongation of the duration of survival and the time
to progression (TTP) in comparison with docetaxel alone (8).

An in vitro study was carried out by Fujimoto-Ouchi ef al
(%) to examine the timing of drug administration in the case
of combination therapy of breast cancer using docetaxel and
doxifluridine. Treatment was started with doxifluridine and
docetaxel was administered on day 1, day 8 or day 15. The
results showed that the greatest synergistic effect was
obtained when docetaxel was administered on day 8 (9).
Based on the results of that study, the present authors
carried out a phase I study to investigate the tolerability of
a combination therapy schedule in which doxifluridine was
administered to breast cancer patients on days 1-14 and
docetaxel was administered on day 8. We found that the
optimal dosages were 800 mg/day for doxifluridine and
60 mg/m? for docetaxel (10). _ '

The present study was designed to investigate the efficacy
and safety of that schedule for combined administration of
doxifluridine and docetaxel in the treatment of advanced or
recurrent breast cancer patients, The usefulness and clinical
significance of this combination chemotherapy for breast
cancet are discussed, :
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Patients and Methods

Patients. The patients enrolled in this study had advanced/recurrent
breast cancer, for which the primary lesion was histologically or
cytologically proven to be breast cancer. In addition, the patients
satisfied the following inclusion criteria: (i) In the case of patients
who had received previous treatment, in principle at least 4 weeks
had passed since discontinuing that treatment. However, a washout
period of at least 2 weeks was sufficient in the case of prior
treatment with a biological response meodifier, hormonal
preparation, efc. {ii} In the case of previous treatment consisting of
postoperative adjuvant chemotherapy, in principle the washout
period was at least 4 weeks. (i) The performance status (PS) was
0-1. {iv) The patient could be expected to survive for at least 3
months. (v) The patient had adequate hematological, hepatic, renal
and cardiac functions (WBC: 4,000-10,000/mm3; neutrophil count:
= 2,000/mim3; platelet count; = 100,000/mm3; Hb: = 9.5 g/dL; AST
and ALT: = 1.5 times the upper normal limit; Al-P: = 2.5 times
the upper normal limit; total bilirubin: = 1.5 mgfdL; serum
creatinine: = 1.2 mg/dL; ECG: within the normal range). (vi) The
patient was at least 20 years old and less than 70 years old. (vii)
The patient gave informed consent. (viii) The patient had
measurable or evaluable lesions.

Patients were excluded from the study if they had any of the
following: a history of previous ireatment with a taxane (paclitaxel
or docetaxel); a history of drug allergic reaction; serious
complications; a fever, with-suspicion of an infection; peripheral
neuropathy; brain metastasis with symptoms; an active double-
cancer; inflammatory breast cancer; male breast cancer; pregnancy
or the possibility thereof, or currently breastfeeding; interstitial
pneumonia; pulmonary fibrosis; edema; pleural effusion or
pericardial fluid retention requiring treatment; diabetes requiring
insulin therapy; a requirement for treatment with a steroid; severe
psychosis; psychiatric disorder; or any other condition on the basis
of which the investigator judged the patient to be unsuited for
inclusion in the study.

Study methods. Forty patients with advanced/recurrent breast
cancer satisfied the inclusion criteria and were centrally enrolled
in the study by facsimile transmission during the period from
August 1999 to December 2001. These patients were treated with a
combination chemotherapy regimen, one course of which was as
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Table 1. Patient characteristics.

Characteristics Patients n (%)
No. of enrolled patients 40
No. of eligible patients 39
Ineligible patient* 1

Age (years)

Median (range) 53 (36-73)
Performance status

0 . 32 (82)

1 7(18)
Prior therapy

Yes 34 (87

No - 5(13)
Prior anthracycline therapy
(including as adjuvant thevapy)

Yes 12 31)

No 27 (69)
Metastatic site t

Soft tissue mietastasis 19 (49)

Bone metastasis 14 (36)

Lung metastasis 10 {26}

Liver metastasis 14 (36)
No. of metastasized organs

1 24 (62)

2 10 (26)

3= 5 (13)
Estrogen receptor status

positive 21 (34)

negative 18 (46)
Disease-free interval (DFI)

=< 3 years 20 (51)

> 3 yearss 14 (36)

*: prior paclitaxel therapy; f: overlapping count

follows: doxifluridine was administered po at 800 mg/day for 2
weeks on days 1-14, followed by a one-week rest period. Docetaxel
was administered at 60 mg/m? on day 8 by i.v. infusion over 1 hour.
One course lasted 3 weeks and the regimen was repeated for as
many cycles as possible (Figure 1). ’

The primary efficacy assessment endpoint was reduction in the size
of the tumor, while the secondary endpoints were the time to
progression (TTP), survival and safety. Evaluation of the clinical
effect was performed in accordance with the "General Rules for
Clinical and Pathological Recording of Breast Cancer” (in "Guideline
for Treatment of Breast Cancer”. 13th Edition; edited by the
Japanese Breast Cancer Society). Measurement of measurable lesions
and evaluation of evaluable lesions were pexformed objectively on the
basis of image findings using X rays, CT scans, MRI efc.. and
extracorporeal measurements. Whenever possible, the same methods
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Table II. Clinical efficacy of combination chemotherapy using
doxifluridine plus docetaxel.

No. of patients (%)

Complete response 5 (12.8) RR (%)
Partial response 11 (28.2) 16/39 (41.0)
No change/stable discase 13 (33.3)

Progressive disease (15.3)

Nen-evaluable 4 (10.3)

959% confidence interval: 25.6%-56.5%

Table 111 Results of multivariate analysis of patient background factors
for correlation with the elinical effect of combination chemotherapy using
doxifluridine plus docetaxel.

Factor Variable Odds ratio 95% CI§ I
a) Total patients (39)
PS* L0/1 17.461 0.606 ~ 502941 0.093
ERYt -+ 0.673 0123 ~ 3.681 (0.648
Organ No. 1/2/3 7.403 0938 ~ 58435 0.058
Bone meta. -/ + 0.772 0.091 ~ 6.545 0.813
Liver meta. -/ + 0.627 0074 ~ 5334 0.669
Soft tissue -/ + 0.139 0017 ~ 1116 0.063
Lung meta. -/ + 0.032 0001 ~ 0734 0.031
b) Recurrent patients (34)
PS 0/1 6.916 0277 ~ 172429 0.239
" ER -1+ 0.385 0037 ~ 4025 0.425
Bone meta, -/ + 4,177 0335 ~ 52110 0.267
Liver meta. -/ + - 6.953 0.369 ~ 131.106 0.196
Soft tissue -/ + 0.420 0.056 ~ 3126 0.397
Lung meta. -/ + 0.236 0.017 ~ 3303 0.284
DFI ** -3y/3y- 0.022 0001 -~ 0455 0.014

*: performance status; T: estrogen receptor; **: disease-free interval;
§: confidence interval

were used for carrying out the measurements and evaluations in the
same patient. The TTP was defined as the time period from the start
of therapy until the first evidence of progression of the disease. The
safety of the combination chemotherapy was assessed on the basis of
the Japanese Clinical Oncology Group (JCOG) version of the NCI-
Common Toxicity Criteria.

Analyzed parameters and statistical treatment of data. The
background factors, analyzed for the eligible patients were age.
performance status (PS), evaluable site (i.e., classified into soft
tissue, bone, lung and liver), prior therapy (especially whether or
not there had been prior treatment with an anthracycline), the
disease-free interval (DFL; classified using a cut-off of 3 years),
estrogen receptor (ER) status {(assessed by an E1A technique). erc.
The clinical effect of the therapy was assessed beginning at J weeks
after the start of therapy and the categories employed were CR
(complete response), PR (partial response), NC (ne change) and
PD (progressive disease).
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Figure 2. Time to progression (TTP} in eligible patients (35%) administered
the combination chemotherapy using doxifluridine plus docetaxel.

*: excluding NE cases

Median value for the TTF, calculated from the start of treatment with the
doxifluridine plus docetaxel combination chemotherapy and including
Ppatients who were continuing to receive the treatment: 295 days.

Multivariate analysis of the patient background factors to
identify any which might influence the therapeutic effect was
carried out by means of logistic regression analysis. The TTP
and the duration of survival were calculated by the Kaplan-
Meier method.

Results

Patient background factors. Table I compiles the data on the
patient background factors. Although 40 patients were
enrolled in the study during the period from August 1999 to
December 2001, 39 patients were considered ¢ligible, one
patient being ineligible due to prior treatment with
paclitaxel. The age range of the patients was 36-73 years,
with a median age of 53.0 years. Thirty-four patients had
undergone prior treatment, while 12 patients had undergone
prior treatment with an anthracycline. At the start of this
study, 32 patients had a PS of 0. The metastatic site, which
was multiple in some patients, was soft tissue in 19 patients,
bone in 14 patients, the lung in 10 patients and the liver in
14 patients. In addition, the number of metastasized organs
was one in 24 patients, two in 10 patients and three or more
in five patients. The ER status was positive in 21 patients.
The DFI in the recurrent cases was 3 years or less in 20
patients and greater than 3 years in 14, Five of the patients
had advanced breast cancer,

Response rate. Table II compiles the data on the clinical

responses of the 39 eligible patients. Five patients achieved
CR and 11 patients PR, while 13 patients were assessed as
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Table V. Sub-set analysis of combination chemotherapy using
doxifluridine pius docetaxel.

Factor Variable (n) TP *
median (days)

Overall (35 295
ER¥ -(16) 195

+ (19) 370
DFI** -3y (16) 185

3y- (14) 295
Anthracycline yes (10) 768 +
Pretreated no (25) 195

*TTP: time to progression; tER: estrogen receptor;
** DFI: disease-free interval (recurrent cases)

NC and six patients as PD. Four patients were non-
evaluable (NE). The response rate was thus 41.0%. The
median response duration was 257 days when the
calculation included the patients who continued to receive
the combination chemotherapy.

Patient background factors influencing clinical effect. The
TTPF and the duration of survival were calculated on the
basis of a study period lasting from August 1999 until
July 2002 (median follow-up period: 19 months). Table
I presents the results of multivariate analysis (by logistic
regression analysis) performed to identify potential
responders by detecting patient background factors which
influenced the patients’ response to the doxifluridine +
docetaxel combination chemotherapy. The data for the
total 39 patients revealed that the combination
chemotherapy was clearly effective in the treatment of
lung metastases, while it also showed a tendency to be
effective against soft tissue metastases and in patients
with PS 0. When the analyzed patient population was the
34 patients with recurrent disease, the past DFI was the
only factor which showed a statistically significant
correlation with the response. That is, the response rate
was significantly higher in the patients with a DFI of
greater than 3 years compared with the patients whose
DFI was 3 years or less. Accordingly, unlike the total
patient group, the site of metastasis and the PS were not
statistically background factors in patients with recurrent
breast cancer. In addition, neither the ER status nor the
number of metastasized organs showed a clear
correlation with the clinical response. The presence or
absence of prior treatment ot a history of treatment with
an anthracycline also had no bearing on the clinical
response of these patients.
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Figure 3. Overall survival of the total patients (39) after the start of treatment
with the combination chemotherapy using doxifluridine plus docetaxel.
Survival rate after the start of treatment with the doxifluridine plus docetaxel
combination chemotherapy: 76.8% after 1 year and 56.0% after 2 years.

TTP and survival. As shown in Figure 2, the median value for
the TTP in 35 patients was 295 days when the calculation
included the patients who continued to receive the combination
chemotherapy. Analysis of the TTP for correlations with each
of the patient background factors revealed statistically
significant differences as a function of the DFI, ER status and
the presence or absence of a history of treatment with an
anthracycline. That is, the TTP was longer in patients with a
longer DFI, patients with a positive ER status and patients with
& past treatment with an anthracycline (Table IV).

In addition, Figure 3 shows the plot of the estimated
probability of overall survival in the total (39) patients after
the start of treatment with the combination chemotherapy.
The estimated survival rate after 1 year was 76.8%, while
that after 2 years was 56.0%.

Toxicity. Table V compiles the data on the toxicity recorded
during the study. The most frequently occurring
hematological toxicities were leukopenia and neutropenia,
which showed incidences of grade 3 or 4 toxicity of 53.8%
and 56.4%, respectively. Ten patients were treated with
G-CSFE. However, delay of administration and dose reduction
were not necessary in any of the patients. As
nonhematological toxicities, one patient experienced grade 3
dermatitis, while another patient developed grade 4 facial
flush accompanying an anaphylactic-like reaction of dyspnea,
Other nonhematological toxicities which occurred at high
incidence were anorexia, nausea/vomiting and hair loss, all of
which were grade 2 or lower in severity. Only one patient
discontinued the treatment because of grade 4 facial flush
accompanying an anaphylactic-like reaction of dyspnea. This
resolved rapidly after the discontinuation.
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Table V. Toxicity of combination chemotherapy using doxifluridine plus
docetaxel.

a) Hematological toxicity (n=39).

Grade Grade 3,4
Toxicity (n) 1 2 3 4 (%)
Leukocytes 4 10 17 4 21(53.8)
Neutrophils 3 5 7 15 22 (56.4)
Hemoglobin 5 6
Anemia 3 5
Platelets 1
b) Non-hematological toxicity (n=39).

Grade Total
Toxicity (n) 1 2 3 4 (%)
Anorexia 16 3 19 (48.7)
Nausea/vomiting 14 2 16 (41.0)
Stomatitis 5 1 6(15.4)
Diarrhea 9 2 11 (28.2)
Fever 8 2 10 (25.6)
Fatigue 8 1 9(23.1)
Edema & 2 8(20.3)
Skin (rash, HF*) 6 2 1 92(23.1)
Allergy 2 1 1 4 (10.3)
Neurotoxicity 7 7(17.9)
Alopecia 12 11 23 (59.0)
Headache 3 3(7.7
Other 7 1 8 (20.5)

*: hand-foot skin reaction

Discussion

Chemotherapeutic regimens and endocrine therapy are
available for use in the treatment of recurrent breast cancer.
The details of the treatment regimen are decided upon taking
into consideration the physical condition of the patient, the
site(s) of metastasis, the likely response to endocrine therapy
(i.e., as a function of the ER status, etc.}, and whether or not
the disease is life-threatening (11). In general, based on the
reports published to date, it can be expected that patients
with recurrent breast cancer will survive longer when treated
with endocrine therapy, whereas there is little expectation of
prolonged survival in the case of chemotherapy (12).
Accordingly, treatment of recurrent breast cancer patients is
usually started with endocrine therapy. this approach also
being beneficial in terms of the quality of life of the patient.
However, recent years have seen the development of various
new therapeutic methods, including the use of taxanes and
tratszumab, efc., and the time has come to reconsider the
therapeutic approach to this disease.
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The combination chemotherapy consisting of doxifluridine
and docetaxel that was investigated in the present clinical
trial represents a new drug combination for the treatment of
recurrent and advanced breast cancer. Fundamental studies
have shown that doxifluridine is a prodrug that is converted
to 5-FU as a result of the action of pyrimidine nucleoside
phosphorylases (PyNPases), converting enzymes that are
strongly expressed in tumor tissues (5). In addition, it was
demonstrated that the activity of thymidine phosphorylase
(TP), which is one kind of PyNPase, is selectively up-
regulated in tumor tissues and that the efficacy of
doxifturidine is enhanced by some anticancer agents, such as
docetaxel etc. (6). In addition, taxanes induce apoptosis via
phosphorylation of bel-2 and it is thus thought that apoptosis
is readily induced if the level of bcl-2 is low. Moreover, it is
thought that induction of apoptosis is inhibited by binding of
bel-2 to BAX, a promoter of apoptosis (13,14). In this
regard, it has been reported that doxifluridine inhibits bci-2
and also reduces the expression ratio of bcl-2/BAX (15} and
these findings thus indicate the significance of administering
doxifluridine prior to the administration of docetaxel. The
present clinical study was carried out in order to investigate
the efficacy of the combination chemotherapy regimen of
doxifluridine plus docetaxel that was designed to exploit this
mechanism of action.

The tesponse rate recorded in this clinical trial of the
doxifluridine plus docetaxel combination chemotherapy
regimen was 41%, the median duration of response was 257
days and the median TTP for the total patients was 295 days.
In reports published to date, the response rate and the TTP
when docetaxel was administered alone were reported to be
47% and 29 weeks by Chan et al. (16), 47% and 26 weeks by
Aapro et al. (17), 44.4% and 116 days by Adachi et al. (18)
and 54.7% and 153 days by Taguchi et al. (19). In addition, a
35.9% respounse rate was reported in the case of treatment
with doxifluridine alone (4). On the other hand, when
combination chemotherapy with capecitabine and docetaxel
was employed, the response rate and the TTP were reported
to be 42% and 6.1 months, respectively (8). Comparison of
our present results with these data from the published
literature shows that the response rates are almost the same,
but the TTP of 295 days with our doxifluridine plus docetaxel
combination chemotherapy regimen is clearly longer.

Stratification of the data on the basis of whether or not

_the patients had been previously treated with an
anthracycline yielded interesting results. The TTP with
doxifluridine + docetaxel combination chemotherapy in the
subgroup of patients who had previously been treated with
an anthracycline (i.e., anthracycline-resistant cases) was 765
days, which was better than the result in patients who had
no history of anthracycline therapy. Analysis of the
distribution of the patient background characteristics found
no bias as a function of the presence or absence of prior
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treatment with an anthracycline. Thus, the reason for the
good results in the anthracycline-resistant patients remains
unclear. In addition, that the result with doxifluridine +
docetaxel combination chemotherapy was superior to the
result with docetaxel monotherapy in anthracycline-resistant
patients indicated that this combination chemotherapy can
be expected to be effective even in an anthracycline-
resistant patient population. On the other hand, the TTP
was 195 days in the patient subgroup with no history of
anthracycline therapy, but even this result was not inferior
to that with docetaxel monotherapy.

Another interesting finding of the present study is that
many of the patients with a long DFI responded to our
doxifluridine + docetaxel combination chemotherapy
regimen. Also interesting is that there were responders
regardless of whether the ER status was positive or
negative. Moreover, many of the patients with lung
metastasis or soft tissue metastasis responded to this
therapy, while the TTP was significantly extended in
patients with a long DFI or positive ER status.

An earlier report found that, unlike endocrine therapy,
chemotherapy (epirubicin) was highly effective in many
patients whose breast cancer showed a short DFI, high
proliferative activity and ER-negative status (12). In
addition, Airoldi et al. reported that docetaxel-epirubicin
combination therapy achieved a high response rate in
postmenopausal breast cancer patients with a DFI of at
least one year and metastasis to less than three organs (20).
In our present study, doxifluridine and docetaxel were
combined and it is thought that this combination expressed
its efficacy as a result of the mechanism of action that was
described earlier. However, in earlier reports of responding
patients, the patient background characteristics were not
thoroughly analyzed for possible correlations with the
efficacy. Our present finding that the doxifluridine plus
docetaxel combination chemotherapy regimen was effective
in patients with a long DFI characterizes this therapy. The
therapeutic approach after recurrence of breast cancer is
generally decided on the basis of the ER status, the DFI and
whether the disease is life-threatening or not, etc.. However,
the results of the present clinical trial indicate that
doxifluridine plus docetaxel combination chemotherapy can
be considered as & therapeutic arm for recurrent and
advanced breast cancer patients with a long DFI, regardless
of their ER status (i.e., negative or positive). Moreover, the
response rate was good even in patients who had undergene
previous therapy with an anthracycline, showing no
difference with patients who had not received such therapy.
This finding can be said to indicate that the doxifluridine

‘plus docetaxel combination chemotherapy regimen can

serve as a first-line therapy for recurrent and advanced
breast cancer patients who had already been treated with an
anthracycline as postoperative adjuvant therapy.
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In summary, the doxifluridine plus docetaxel combination
chemotherapy regimen assessed in the present clinical trial
employed a unique schedule of i.v. infusion of docetaxel on
day 8 of po administration of doxifluridine and expressed a
high degree of efficacy. The results showed a response rate
of 41%, with a median duration of response of 257 days and
a median TTP of 295 days. Many of the responders had a
long DFI and a loeng TTP was achieved. In addition, the
beneficial effects of this therapy were expressed regardiess
of whether the ER status was positive or negative. The
toxicity was mild to moderate except for one patient who
experienced a grade 4 allergic reaction, but who recovered
immediately  after discontinuation of docetaxel
administration. It is anticipated that in the future this
regimen will play an important role as a first- or second-line
treatment for patients with advanced or recurrent breast
cancer, '
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FEASIBILITY OF BREAST-CONSERVING THERAPY FOR
MACROSCOPICALLY MULTIFLE IPSILATERAL BREAST CANCER

SETSUKO OKUMURA, M.D.,* Micumibe MrrsuMorl, M.D.,* Caxako Yamaucal, M.D.,*
SacHko KAwaMURA, M.D.,* Natsuo Ova, M.D.,* Yasusat NAgaTa, M.D.,*
Masanro Hiraoka, MLD.,* Masakr Kokueo, M.D.,’ Kencar Misg, M.D.,} anp
Hrosm Kopama, M.D.}

*Department of Therapeutic Radiology and Oucology, Kyoto University Graduate School of Medicine, Kyoto, Japan; "Department
of Image-Based Medicine, Institute of Biomedica! Research and Innovation, Kobe, Japan; *Kodama Breast Clinic, Kyoto, Japan

Purpose: Macroscopically multiple ipsilateral breast cancer (MMIBC) is generally considered a contraindication
for breast-conserving therupy (BCT). The result of BCT for MMIBC is reported and the feastbility discussed.
Methods and Materlals: Between July 1993 and February 1999, 34 patients with MMIBC underwent BCT at our
clinfc. The Tocal control, disease-free survival, and cosmetic results in these patients were compared with those
of patients with single disease.

Results: After wide excision, 21 (62%) of 34 patients with MMIBC had a close surgical margin and the rate was
significantly greater than that of patlents with a single leston, Hlowever, the size of the boost Irradiation fieM was
not significantly incressed, At a median follow-up of 98 months, no statistically significant difference was noted
in local control, disease-free survival, or cosmetic resuit compared with patients with a single Iesion.
Conclusion: Although patients with MMIBC frequently had close surgical margins after BCT, it can be a
treatment option for these patients as long as the close surgical margin is accurately detected and treated with
an appropriate radiation technique, © 2004 Elsevier Inc, ‘

Macroscopically muliiple ipsilateral breast cancer, Breast-conserving therapy, Surgical margin, Boost

irradiation.
INTRODUCTION

Breast-conserving therapy (BCT) was developed to achieve
survival equivalent to that after mastectonyy, while provid-
ing a better quality of life, and this goal has been accom-
plished in many trials (1-4). However, macroscopically
multiple ipsilateral breast cancer (MMIBC) is generally
considered a contraindication for BCT (5-8). According to
some reports, the local recurrence rate in MMIBC after BCT
was significantly greater than that after BCT for a single
tumor (9-11). However, other reports have demonstrated
good local control for MMIBC treated by BCT, equal to that
for single lesions, and concluded that BCT can be consid-
ered for MMIBC, as long as negative marging and negative
extensive intraductal component was ensured (12, 13).
Since 1993, we have been offering BCT to patients with
MMIBC as long as each of the tumors individually meets
the criterion for breast-conserving surgery. In this study, we
retrospectively compared local control, disease-free sur-
vival, and the cosmetic result between the patients with

MMIBC and those with single lesions and assessed whether
MMIBC can be a candidate for BCT.

METHODS AND MATERIALS

Between July 1993 and February 1999, 34 patients with
MMIBC underwent BCT in the Kodama Breast Clinic and
Kyoto University Hospital. This corresponded to 5.4% of all
patients who underwent BCT (34 of 628) and 49.3% (34 of
69) of all patients with MMIBC in the same period. Their
median age was 45 years (range, 2981 vears). The condi-
tion of the tumor, as well as patient preference, was con-
sidered in making the decision about the extent of surgery.
These 34 patients wished to be treated with BCT, did not
have absolute contraindications for radiotherapy (RT), such
as pregnancy or previons RT to the affected breast, or
relative contraindications, such as active collagen disease,
and each of their tumors met the criteria for breast-conserv-
ing surgery (i.e., neither extensive microcalcification not
nipple invasion was present). The size of the individual
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