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TWEH, AT FECRFLL YR EDOHRE
SofRELREhTwA:. BESHEIIOWTIINE
BRIVF ARGV, AP0y FL o dENEEs (80
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k% i —#lTd % Cremophor® EL (CEL) % £ %
LLTwi L2L, CELElY, FTLIVF-RIEE
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~8% X = 714 VEGF (vascular endothelial growth
factor) % —4'v P L LIZERTHN, KBEIZTE
OMEFHEREN TV 5. LDV T, E21008L8
THR -EBA#SEdREL—RERELT/H2Y S
FEN AN AT TORERTORATED, £%
H(36.9% vs 212%), SN (118 vs 592 A,
A= FH060, P<0001) &, ~iy X=7HMAIZLS
HEEAREN TV A, AVADO REETIE, F#IZ—
KEHE LTy S LY Iv 7RI TD
hTwa. E210088k Lo > bo—EFTFSEFEL
TWwaH, ZREMELTAAY AT 7R 2L L
TWA AR D, BHNE b hfliloz, A & 754
Vs, 77 EER AN XTI T5me/kg BFRIEE -
23y X=715mg/kg FRBIZOWT, #4%E44 vs 55
vs 63%), EMELTFHM B0 vs 87 vs 882 H) &, w
TRLAFICAN L A 7GR TR LEAIE LN
Twd,

Lapatinib ( HER1 &£ HER2O WS E& 28 L THE
fEH%Z L 2¥HTHY, HERZBEETHWOALhLR
FTEEATHE £ IS I TR RN TEL S
EHRE STV S, Lapatinib 25§ 1 #IRFEL L T
S L-BETOPMBITIIT, W%0EGFELEDHTYL
%o

% 7=, VEGF, PDGF (platelet-derived growth factor),
Kit, Flt3(FMS like tyrosine kinase-3) # ¥ F+—+t %
METLA=F=FE, T r3H4 2 ) 20y 24>
EHERE IR L Tu%oBErfiE shTws, £
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Pt o 98
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FEAEEOLH 2RI v MEFH D, 2, ER
BEtE, HER2EBE#EOHERIE, FEC~Ft2 3tk 0
TrhaHA42) 25832280 L 201225
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OFEfFrED, SHICHE) X NEBORFTED S
Bah ik, HEgEE LI ¥a2kn) T Eizon
THIMARE L v #RTILESECH T 2 RO RIGHEA
FLLAAVEEIZIR, TOROGMEY BRI L pCR #
ZOLOERMLEEELITEAILEIZILLLEDNE, £
7o, pCRABENL Do 2B8Ic, WML LTEE
FELBMTHE21ED, EMTIHEZRIEOLS
HZLIAZHRLwDh, EWIHEZO2WTIHE, 2645
BHEH > LEN DL, .

F7:, ER - PgR - HER2BEHE @ va:b @ 3 triple nega-
tive DIEMIE, FLEAE FPFAVARTREDON
b SBENBEEORMG L 2o FERERRKIZZ LW
&, BRI bR LT 2 iR E v LA L, tri-
ple negative FLAIL, {L¥ERMETOL DI T 5 KIS
BHEMBFTHAI 022D 6T, FREFATHRE
MEMEITERS - BREEZLTEBIZH S 1oL AT
{2 51T A T, triple negative EFIX non-
triple negative SEfIIZHEE L T, M#iZ pCR AR LR
TwA(22 vs 11%, P=0034). LA LEHE, FOf
D5 - ETEIZ2Tid triple negative THEIZARRT
dhot. f272L, triple negative Tdh - TH pCR Dl
S A5EPZDW Tid nontriple negative & F#IZ&EH
DA wnZ ELRENTV S, Triple negative D4§
#5854 basallike (2FIZTFHRARTH DS Z &40
SNTHEN, HEHETIHZH LAEAITHT 2R
BB 2Ty v, Basalike 2 F O FRIC
BRCAMBRED &M L T2tk s T H
h, 77FF+H#% L0 DNA EEEOFER - L 5 b
WD SN, 342 LT 5FFUFE ¥R
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FLHHLTWwE, FEFS 72 2ETFA DY =N
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EWFRERT A (NWF— FH0643, 95%18 HX M0.46-
091, P=0011).

CHhEIT ALEA74A74F%F—FUHTH 5 Clo
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&L LT Clodronate 2 #ilh it CHER L&,
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h, S6IZHUHOEB)Z 7 LETEHEEERL
2o LA L, Z@ Clodronate B RAMBREIZoOWT
FREOHLLEZAHTHY, AROBEEROFEEL T
LN ASTH) P AT, BCHOLVEEEDY 2
CREREREELEWVWELTWS, T/, 025 %-L
Ea—Th, UA7+A7+%—Fid, BREEROR
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BHEBCHALENTHLY, HEEDRKETORN:
BFFRVARTREFRIRENIARL T LR
EBO)AZHFBOETELOLSE, LT, &
SOERBHRCHR L TRERFHAT2TREL S
EEFLETHL. HFATIE, REBICHL THERY
LEPREIIE L, FHLI VA —Vr - Yoy
HREEBRVTONTV 2. N AZERAIZH L Tz,
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nary % 7— % Tith A4 BRI L ) EES Oy
Wz onTwA. —7%, Lapatinib BAFFTHE 20
MMM OERYTTRETH Y, REBio+aes
i shTwna,

TR OLFEMER, life-threatening 7 $iT
BRVEYREAGCHOBESICIEBR SN DD, life-
threatening T LA VARBPETL T2 E8L ¥
I1t, {LFEREORGIZMLTHNA L. 72, £F
BRAMOIEFER —RICRHENES SV T HEH
FLAEPRISELLVAED IR T 20 %KETH
575 EMIZHLL)ELERIEVWENIBONATVS
EAbiCid, oI THRET<&,, EvIMESEL
AT ENBD. DL, EEREOMIELERTS
R DOTIREERBT<EMANEET L. #%d
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gEhFEEnD.
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circulating tumor cells(CTC)ASFH XhTw5, BiE
OFETIE, HRMETOCTC SENELN, 47
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T, BREROTE=Y ) A7 E LTOFRE LR S
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£ FIRAVATTEERLARREDRERBOLA

AED fEMY RSN EFRNMN B2 vl
L¥a (AN) () (= FH, pfl)  (NHF—FH, pf)
NSABP/N9831 3,351 2.9% 0.48 0.65
AC—PH p<0.00001 p<0.0007
HERA 5,102 24E 0.64 0.66
Any CT—H p<0.00001 p<0.0115
BCIRG 006 0.61 0.59
AC—DH 3,222 26 p<0.0001 p<0.004
BCIRG 006 0.67 0.66
DCaH p<0.0003 p<0.0017
FinHer 232 34 0.42 0.41
D or V+H—FEC p<0.01 p<0.07

A FEUMEY Y, Ci 320 72R27TIF, P22 YEFEN H: FFAVATT,
D: Fesstl, Cal AINHTIF o, CT {LEHE VI E/LLES

Z=70HGEFEHeR2Z. LiL,
FISHIEA F 5 AV X=7 O 34EMOD
EEEAMI REZTREIAETR
# {, FISHELIXHRETFHAFLELE
WAL REI L TWAEY, 72,
B B R /) U 7S A0 98 IR oM o 5 A R
(Circulating Tumor Cell ; CTC) £ %
WTIIHERZAMBEROKRARE 2
EVWIHEELHD, ERERIZBVT
HERZBEI M EO L2 EMIZB
THY PR EZTTAHENTHLThE
At 4", Disseminated Tumor Cell
(DTC) 3 & FCTCI 331 2 HERZ:E#
RHRIZHRTHAET & L ToOTiED
HEHZEMNTHEATNEY,

I. BRI

FIAVARTRIMEETH L0
B MR @A L v 2 NT WA,

HERA 3182, NSABP B-31/N9831:t
BOBTIZBVWTHREREKLLTO
FE¥ETE (2 BHERRES0A (0.80%) I3 L T,
FSAVDATTHESHFETIENMA
(1.6%)THH, AEEEIEDH Ao
2 L LStk 7 Ay X2 7HR

WiERE L THBTaNA L) 12%BE
MEEEU L L TOREBR O &
i+ 2 TiEENHD, REBOR S
- S RHEORRILEFRCE S
BYiEE £ L TORIERE I St
LEIZELEBDNEY,

HERI L HERZD O Fo i v FF—
FrHET2EN L LTHBEENLTS
23F = 7 IFHERZM It 0 BT #EfT 4 &
UERFEPESLA ISR 22, SFICHEED
BT a2HMEIHFsN TV,
EGFR%Z AR RH s &7/ lEH
EBYYREFLIIHLTINF=T
2iz5 L, FESFE BT LHR
MEH LAY,

M. SIF=TICLD
SRV X TMIED
FEARDTIEEM

BEHRBOAAY S E L LoffH

Tid, HERZIGHEBATETT « EEBESL
Wiz LTHARY ¥ E X (2,000mg/m*
2SS 1 AKET 1A M)+
SKF=7(1.250mg/ H)BFEL AN ¥
¥ BH(2,500mg/m’ 2 8% 1 3k

EEL1FA 7 VBESHETHRLEL
5, INRFTHERTHERIZEE
M O B (4.3 vs. 6.27% A)
(HR=0.57, p<0.001) *@EH7, B
HIEMBEBE L L ToORERE T
Fo7ESRIIBOTEEIIRI L
EHEERTWA (4 vs. 13A, p=
0.045)%, 7=, FIFAVATTER
End 5B EHRIESEOHER2E
RS EmAPIcH LTZ /Y F =
THHES (750mg/ 1 B 2 @iS5)
o ZA10EF (T %) 1250%L E
OMEER AL T, BEFIZBVT
20% LN Lo R ER R b, 22T
EFI(18%) Iz BV T 16 HM o EETTH
r@HTwh. 68T AHER
ZBWTIEARY P EEOFRIZE
hRIFLHENTREATVEY,

o) EELLEOHRIZBVWTY
BPFTEST - EREALSICE L T8
Y EEL(175mg/m 3T L)+ 7448
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Abstract

Aims: To report the changes in survival over 20 years of 775 breast cancer women operated between 1982 and 2003 at the Kyoto University
Hospital in Japan, reflecting changes in clinical practice over that period.

Results: Survival curves have significantly improved between the periods 1982—1989 and 1990—2003. The 5- and 10-year survival rates
betwesn these periods were 80.3% and 85.1%, and 67.5% and 75.0%, respectively. Moreover, there was a difference in overall survival
curves of patients of stages IT and TII, of 35—54 ages, or of positive estrogen receptor (ER) status between these periods.

Conclusion: The present study presented the recenl advance of the survival rates might be due Lo the rational development of breast cancer
treatment, and suggested the possibility that the patients of stages [1 and III, of 35—54 ages, or of positive ER status were received benefits

by these treatments.
© 2007 Elsevier Ltd. All rights reserved.

Keywords: Breast cancer; Survival rates; Chronological change

Introduction

The survival rate of Japanese women with breast cancer
has dramatically improved during the past 5 decades.' Sur-
vival of breast cancer patients is associated with the status
of prognostic factors such as age, stage, biological features
and the effectiveness of treatment.”™'® This study reports
the chronological change in survival over 20 years of 775

Abbreviations: CEF, cyclophosphamide, epirubicin and 5-fi acil
CMF, cyclophosphamid h and 5-fi il; ER, I
receptor, pTNM, pathological TNM.
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breast cancer women diagnosed between 1982 and 2003
at the Kyoto University Hospital in Japan,

Patients and methods
Patients

A total of 775 adult women patients with beast cancer
were admitted and treated at our institution and recorded
in a retrospective database. All investigated patients under-
went surgery. The records of patients with pTNM stages
I-IV breast cancer were examined according to UICC
stage.'! Representative tissue sections from all primary
mors were reviewed and analyzed by staff members of
the Department of Pathology at the Kyoto University
Hospital. Special biological features including ER, and
degree of lymph node involvement were examined. The
chronological changes of survivals between period 1
(1982—1989) and period II (1990—2003) were investigated.
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Statistical analysis

Survival curves were estimated with the Kaplan—Meier
method. The log-rank test was used to test the significance
of differences between survival curves, Two-sided P < 0.05
was regarded as statistically significant. The statistical anal-
ysis was conducted with SPSS version 11.0 statistical
software.

Results

Changes in demographics, pathological TNM
(pTNM), and estrogen receptor (ER)

Changes in distribution of age between period |
(1982—1989) and period IT (1990—2003) are summarized in
Table 1. The population of <35- (3.9%, 95% CI: 2.5-5.9)
or >55-year-old patients (50.6%, 95% CI: 46.4—54.8) in
period II increased compared to period I: <35 years (0.9%,
95% CL 0.1-33) or >55 years (47.2%, 95% CIL
40.4—54.1). According to pathological TNM (pTNM), the
population of stage IV patients (8.2%, 95% CI: 6.1—10.8) in
period II increased compared to that in period I (4.2%, 95%
CI: 1.9—7.8) (Table 1). According to estrogen receptor (ER),
the population of ER-unknown patients (10.2%, 95% CI
7.8=13.0) in period II decreased compared to that (39.8%,
95% C1:33.2—46.7) in period I (Table 1). Meanwhile, the pop-
ulation of ER-negative patients (41.5%, 95% CI: 37.4—45.7)
in period T increased compared to that (22.2%, 95% CI:
16.9—28.4) in period L.

Distribution of treatments berween period 1
(1982—1989) and period 11 (1990—2003)

According to the years of surgery the patients were
grouped in two cohorts: period I, 1982—1989 (216

Table 1
Changes in demographics, pPTNM and ER status between period 1
(1982~1989) and period IT (1990—2003)

Period 1 (1982—1989)

Period II (1990—2003)

% (95% CT) % (95% CI)

Number of patients by age (no.)

<35 (24) 0.9 (0.1-33) 3.9 (2.5-59)

35—54 (366) ' 519 (45.0-58.7) 454 (41.349.7)

=55 (385) 47.2 (404-54.1) 50.6 (46.4—54.8)
Number of patients in pTNM stage (no.)

Stage 1 (176) 231 (17.7-294) 22.5 (19.1-26.2)

Stage IT (383) 48.1 (41.3-55.0) 49.9 (45.7-34.1)

Stage IT1 (161) 24.5 (19.0-30.8) 19.3 (16.1-22.8)

Stage IV (55) 42 (19-78) 8.2 (6.1-10.8)
Number of patients of ER status (no.)

Positive (280) 38.0 (31.5—44 8) 483 (44.1-52.5)

Negative (352) 222 (16.9-28.4) 41.5 (374457

Unknown (143) 39.8 (33.2-46.7) 10.2 (7.8~13.0)

patients); and period II: 1990—2003 (559 patients). Period
T (1982—1989): in the treatment of stages I—III breast can-
cer, modified radical mastectomy with lymph node dissec-
tion was included. In the treatment of stage IV or metastatic
breast cancer, radiation therapy and/or surgery for relief of
pain and other symptoms were included. In this period,
breast-conserving surgery was not performed, because it
was not recognized to be the prevailing method in Japan,
Period 1I (1990—2003): breast-conserving surgery is the
treatment of choice for women with relatively small breast
cancers during this past decade in Japan. In our institute, all
patients with breast-conversing surgery received radiation
therapy. In the treatment of stage I, stage II, stage ITIA,
and operable stage IIIC breast cancer, breast-conserving
surgery or modified radical mastectomy with lymph node
dissection and with or without breast reconstruction surgery
was included, In the treatment of stage ITIB and inoperable
stage IMIC breast cancer, systemic chemotherapy, or sys-
temic chemotherapy followed by surgery, with lymph
node dissection followed by radiation therapy were
included. If necessary, additional systemic therapy such
as chemotherapy, hormone therapy, or both were given.
In the treatment of stage I'V or metastatic breast cancer, hor-
mone therapy and/or chemotherapy, or radiation therapy
and/or surgery for relief of pain and other symptoms
were included. Moreover, if necessary, adjuvant therapy
such as systemic chemotherapy ( per os only) with or with-
out hormone therapy (tamoxifen or tremifene) was
included. The patients received adjuvant chemotherapy
with LH—RH agonist after 2001, and cyclophosphamide,
epirubicin and S-fluorouracil (CEF) or cyclophosphamide,
methotrexate and 5-fluorouracil (CMF) regimen after
2002. From 1982 to 2003, the majority of the patients
were not treated with taxane, trastuzumab, or aromatase in-
hibitor therapy.

Chronological changes of survival curves between
period I (1982—1989) and period IT (1990—-2003)

Survival curves have significantly improved between
period 1 (1982—1989) and period II (1990—2003)
(P =0.037) (Fig. 1). The 5- and 10-year survival rates in
1982—1989 and 1990—2003 were 80.3%, and 85.1%, and
67.5% and 75.0%, respectively, According to pTNM, there
was a difference in overall survival curves of stage Il
(P =0.036) and T (P = 0.028) patients, but not stages I
and IV patients (Table 2). Moreover, there was a difference
in overall survival curves of 35—54-year-old patients
(P =10.002), or of positive ER status (P = 0.029) between
these periods, but not of <35- and >55-year-old patients,
or of negative or unknown ER status.

Discussion

According to the risk categories of the St Gallen Interna-
tional Expert Consensus meeting, age (<35 years) is a risk



