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Review Article

The Role of Neoadjuvant Chemotherapy for Breast Cancer Treatment

Tadashi lkeda™', Hiromitsu Jinno™', Akira Matsui*?, Shigeru Masamura™, and Masaki Kitajima™'

Necadjuvant chemotherapy has become popular, especially for patients with advanced breast cancer.
The pros and cons of neoadjuvant chemotherapy for treating breast cancer patients are reviewed. The
advantages of neoadjuvant chemotherapy are 1) overall survival and recurrence-free survival rate are the
same as post-operative chemotherapy, 2) serves as an ## vivo sensitivity test, 3) increases the rate of
breast congerving therapy, 4) facilitates the study of cancer biology. On the other hand, the disadvantages
of necadjuvant chemotherapy are 1) it modifies the stage, 2) treatment delay of PD cases, 3) residual
intraductal component may be left behind after breast conserving surgery, 4) there are some cases of
over-treatment. Combination chemotherapy is one possible way to increase the pathological CR rate,
although the optimal order and cycles have not been determined. To avoid residual cancer cells after
breast conserving surgery, the shrinkage pattern should be evaluated by MRI. Core needle biopsy should
be performed before necadjuvant chemotherapy to avoid overtreatment. It is essential to develop more
effective regimens and stratify patients based on predictive factors.

Breast Cancer 9:8-14, 2002.
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Neoadjuvant chemotherapy has become popu-
lar, especially for patients with advanced breast can-
cet. It is mandatory to understand the present sta-
tus of neoadjuvant chemotherapy and also the pros
and cons of neoadjuvant chemotherapy for breast
cancer patients. A summary of the pros and cons of
neoadjuvant chemotherapy is listed in Table 1.

Survival, pCR

Theoretically, prolongation of overall survival or
relapse-free survival is expected from neoadjuvant
chemotherapy*?, but the NSABP-B18 trial demon-
strated no advantage of neoadjuvant chemotherapy
in terms of overall survival or recurrence-free sur-
vival®.-Other prospective randomized trials also
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failed to demonstrate a survival advantage” alth-
ough the sample size of each trial was too small to
obtain a definitive conclusion (Table 2). Subgroup
analyses demonstrated the patients with pathologi-
cal CR (pCR) had a good prognosis in the NSABP
trial. The frequency of pCR ranges from 3 to 24%
(Table 3)*® although the definition of pCR differed
somewhat among the trials. There are two possible
ways to achieve a higher pCR rate. One is to
increase the chemotherapeutic dose intensity and
the other is to combine drugs. Dose escalation has
been demonstrated not to contribute to survival in
advanced or metastatic disease, or in adjuvant set-
tings®™. Also, there is a ceiling effect that occurs
with the dose escalation®. This scenario may also
be true in the neoadjuvant setting because the pCR
rate is not correlated with chemotherapeutic
dosage intensity'”. However, Green et al. recently
reported a high pCR rate after weekly paclitaxel fol-
lowed by FAC (5-FU, adriamycin, cyclophospha-
mide) therapy compared to triweekly paclitaxel fol
Jowed by FAC®. The response rate correlates with
the cycles performed, although the optimal num-
ber has not been determined. The longer the cycle
performed, the higher the pCR rate®. This has
resulted in speculation that patients who respond to
neoadjuvant chemotherapy may receive another
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Table 1. Pros and Cons of Neoadjuvant Chemotherapy

Pros

Cons

1) Improves RFS, 0§ ?

2) Serves as a sensitivity test

3) Increases breast conserving rate

4) Facilitate studies of the biology of cancer

1) Modifies the stage

2) Possibility of PD cases

3) Overtreatment cases

4) Restdual intraductal component may be left behind at breast

5) Increases false negative rate of sentinel node biopsy ?

Table 2, Prospective Randomized Trials of Neoadjuvant Chemotherapy

Group Author N Med F/U Regimen RFS 0%
IBBGS Mauriac 272 124 Months EVeM % 3—+MiThV x 3—+8 N§ NS
S5—EVcM x 3—+MiThVx 3
Royal Marsden Markis 309 48 Months 2MT x 4—5—+2MT x4 NS NS
S5—+2MT 8
NSABP Fisher 1523 6 Years AC—S _ NS NS
1998 (average) S—=AC ‘
56 Scholl 414 54 Months FACx4—R/S NA > Adj NA > Adj
1994 R/S—FACx 4 p=0.09 »=0.039
ABCSG Jakesz 423 - CMF % 3—+5—+CMF/CE NS NS
2001 S—+CMF x 3—+CMF/CE

EVcM: epirubicine, vincristine, methotrexate; MiThV: mitomycin C, thiotepa, vindesine; 2MT: mitozantrone, methotrexate,
(= mitomycin C), tamoxifen; AC: adriamycin, cyclophosphamide; FAC: adriamycin, cyclophosphamide, 5-fluorouracil; CMF:
cyclophosphamide, methotrexate, 5-fluorouracil; CE: cyclophosphamide, epirubicine

cycle of the same regimen postoperative’s to achieve
better survival. Combining chemotherapeutic age-
nts is another method. A good example of com-
bined neoadjuvant therapy is the Aberdeen trial,
which treated 145 patients with CVAP as the first
phase of chemotherapy. Patients who did not
respond to the first phase of chemotherapy received
four cycles of docetaxel. Patients who responded to
the first phase of chemotherapy were randomized
to receive either four cycles of docetaxel or four

cycles of CVAP (cyclophosphamide, vincristine,

adriamycin, prednisolone). Among the patients
who responded to first phase chemotherapy, the
response rate was 94% in those treated with doc-
etaxel as a second phase agent, while the response
rate was 66% in those treated with CVAP as a sec-
ond phase regimen™. These results indicate the
effectiveness of combination chemotherapy includ-
ing docetaxel. Doxorubicin with docetaxel is one of
the most investigated combinations. Several stud-
ies of this combination have been done, with the
results indicating a relatively high response rate
with a slightly increased pathological response
(Table 3). Other combinations are under investiga-
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tion. Herceptin combined with chemotherapy is one
of the most promising regimens because chemo-
therapy is effective treatment of the invasive com-
ponent and Herceptin may effectively treat the non-
invasive component, which is usually Her2/neu pos-
itive, Burstein et al reported a response rate of 64%
and a pCR rate of 20% with Herceptin combined
with paclitaxel®,

Prognostic Factors and Predictive Factors
Pathological CR is a prognostic factor, Clinical
response may also predict survival®®, If the tumor
responds to neoadjuvant chemotherapy, the most
important prognostic factors including nodal status,
tumor size, and nuclear grade may change. Howev-
er, nodal status is a2 powerful prognostic factor even
after neoadjuvant chemotherapy®*'", To achieve
good response, it is mandatory to determine pre-
dictive factors. So far, no good predictive factors
have been determined. Her-2/neu is reportedly a
predictive factor of chemotherapy response includ-
ing to anthracyclines™. ER negative tumors tend to
respond to chemotherapy™. A high fraction of cycl-
ing cells is predictive of good response™. The wash-
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Table 3. Response Rate and Breast Conserving Rate of Neoadjuvant Chemotherapy

Type of Study . ' V
Author Enrolled pts Regimen RR (%) pCR®%) BCT (% PD %)
Scholl® randomized {F500 (1,3,5,8 A25 (1, 8 C500 (1, 8§ x4—R/S 82 82 -
414 R/S—FAC X4
Gradishar” pli Docl(0 x4 85 3 —
33
Morrell® pll M30 (1) V3 (2, 15, 22) A30C70.(2) ¢dW=x3-5 89 il -
55 0
Markis” randomized {2MT>< 4—+5—2MT = 4 84 6 89
: 309 S—+9MT % 8 77 1
Fisher® randomized [ ABOCE00—S 79 13§ 68
1523 S—AC 60 3
Bonadonna™ CMF, FAC or FEC %34 76 3 85
536
Cocconi' randomized (MPEMix4 91 12
57 MPERIE x 4
: 7 MPEpiV x 4
Buzdar™ randemized { Paclitaxel 250 % 4 80 6 46 1
. 174 F500A50C500 x 4 74 18 35 3
Ezzat™ pll Paclitaxel 135 Cisplatin 75 % 3 — 4 90 22§ 24 -
72 ,
Kuerer'? randomized  doxorubicin contzining regimen % 4 16
) 372
Mauriac® _ randomized { Epi50Ve1M20 x 3—Mil0Th20V4 x 3—+8 63
272 S—EVeM x 3—+MiThV x 3
Minckwitz® open pll A50Doc75 % 4 93 5 59
42
Miller™® randomized pli {A75 % 3—+Docl00 X% 3 13
40 A56DocT5 x 4 87
Luporsi'™ randomized pI { FEC100% 6 72 24 69
90 E100Doc75% 6 84 24 85
Raab™ randomized pll {A50D0c75q2W x4 — 10 70
: 250 A50D0c75g2W x 4+ TAM - 9 69
Tubiana-Hulin*® pll A50D0c?5 80 12
39
Lara® - AS0Doc7o x4 . 87 20
20
Limentani® pl A50Doc?5 % 4 ' 89 -
: 19
Ikeda® pll (Doc60—~A50C500) x 2 74 4 26 6
‘ 29
Burstein® pll Paclitaxe] 175 % 4/Hercentin % 12 64 20
40

FAC: 5-fluorouracil, adriamycin, cyclophosphamide; MVAC: methotrexate, vinblastine, doxorubicin, cisplatin; 2MT:
mitozantrone, methotrexate, (mitomycin-C), tamoxifen; Doc: docetaxel; A: adriamycin; MPEMi: methotrexate, cisplatin,
etoposide, mitomycin C; MPEpiE: methotrexate, cisplatin, etoposide, epirubicin; MPEpiV: methotrexate, cisplatin, epirubicin,
vincristine; PC: paclitaxel, cisplatin; FEC: 5fluorouracil, epirubicin, cyclophosphamide; Epi: epirubicin; RR: response rate; R:
radiation; S: surgery

§: including residual intraductal component

out rate of Tc-99m sestamibi on scintigraphy has  sestamibi serves as a P-glycoprotein substrate.
been reported to correlate with MDR gene expres-  Other factors are under investigation®. These pre-
sion and also response to anthracyclines™ because  dictive factors should be considered before starting

10

—250—



Breast Cancer Vol.. 9 No. 1 January 2002 .

neoadjuvant chemotherapy to better achieve patho-
logical response, which may lead to better survival.

Sensitivity Test

There is neither a perfect predictive factor nor
an effective sensitivity test for breast cancer. How-
ever, neoadjuvant chemotherapy serves as an iz
vivo sensitivity test. If the portion of patients with
progressive disease after neoadjuvant chemothera-
py is small, there is no indication for post-operative
adjuvant chemotherapy with the same regimen.
The response rate of neoadjuvant chemotherapy
correlats with the number of courses performed.
The optimal number of cycles has not been deter-
mined but most of the trials performed four cycles
of chemotherapy for three months before opera-
tion. It depends upon the objectives of neoadjuvant
chemotherapy. If achieving breast-conserving sur-
gery is the goal, neoadjuvant chéemotherapy should
be performed until the tumor shrinkage is suffi-
cient to meet criteria for breast-conserving surgery.
If determining sensitivity to the drugs, four cycles
may be enough. If the patient responds to neoadju-
vant chemotherapy, she may receive the same adju-
vant chemotherapy to eradicate micrometastasis.
However, popular combined chemotherapy becomes
in the neoadjuvant setting, how to combine chemo-
therapeutic drugs is an issue. Miller ¢t al. conclud-
ed that a sequential treatment schedule increases
toxicity but may result in more substantial lymph
node clearance than combination therapy®®. Tkeda
et al. reported a rotating regimen with doxorubicin
and doxetaxel”. This may be an optional way to
determine drug sensitivity earlier, It has not been
demonstrated that chemotherapy sensitive tumors
are necessarily biologically low-grade with good
prognosis.

Breast Conserving Surgery

If the overall survival is the same between adju-
vant and neoadjuvant groups, the increased fre-
quency of breast conserving surgery is obviously
one of the major advantages of neoadjuvant therapy
(Table 3). This end point is a very soft one howev-
er. The indications for breast-conserving surgery
depend on the decision of the surgeons and also
patients’ preference, and not only on reduction of
tumor size. The frequency of breast conserving
operation increased 7.8% in the NSABP-B 18 trial
and 12% in the Royal Marsden Trial. It should be
used as secondary endpoint.
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Fig 1. Shrinkage pattern after neoadjuvant chemotherapy.
There are two patterns of shrinkage after neoadjuvant chemo-
therapy; concntric and honeycomb. It is necessary to differen-
tiate these two patterns before breast conserving surgery.

Local Recurrence after BCT in the Case of
Tumor Shrinkage

There are two types of tumor shrinkage pat-
terns, the concentric type and the honeycomb type
(Fig 1). The intraductal component is reportedly
resistant to chemotherapy. Even after the disap-
pearance of an invasive component, the non-inva-
sive component persists. This may cause a higher
local recurrence rate after breast conserving opera-
tion following neoadjuvant chemotherapy. The local
recurrence rate is higher in the patients undergo-
ing neoadjuvant chemotherapy, especially those
downstaged to lumpectomy; 14.5% compared to
6.9% in the NSABP B-18 trial®. The breast conserv-
ing rate decreases with time after operation because
of local recurrence. Scholl showed a 73% local con-
trol rate at five years after operation compared to
82% initially. Mauriac reported a 45% local control
rate at median follow up of 124 months compared
with an initial 63% breast conserving rate at first
operation. It is important to note the shrinkage pat-
tern before operation. Abraham ef al. reported that
MRI accurately estimated residual disease after
neoadjuvant chemotherapy™. MRI with gadolinium
enhancement is recommended to detect intraductal
spread®.

Progressive Disease

The response rate of neoadjuvant chemotherapy
is reported to be around 60 to 90%. Most of the rest
of the cases are stable disease. However there
remains the scenario of progressive disease. The
frequency of patients with progressive disease is 0-
6%. The frequency of progressive disease may
depend upon the protocol used. The reported rate
of progressive disease and protocols are listed in
table 3. Although the number is smalil, progressive
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disease results in delay of operation and enormous
psychological damage.

Over-Treatment

For the patients with non-invasive carcinoma,
neoadjuvant chemotherapy is not indicated because
of favorable prognosis. For the same reason, patients
with mucinous cancer, tubular cancer, and invasive
ductal cancer with predominant intraductal compo-
nent, are usually not candidates for neoadjuvant
chemotherapy. Out of 440 cases in our personal
series, operated upon between 1991 and 1999, the
number of non-invasive ductal carcinomas was 17
(3.9%), and that of mucinous cancers was 7 (0.7%)
for tumors over 3 cm. To avoid this scenario, it is
mandatory to confirm breast cancer with a core
needle biopsy and not with a fine needle aspiration
before starting neoadjuvant chemotherapy. If the
indications for neoadjuvant chemotherapy are
widened to early breast cancer, the frequency of
patients with node negative, ER positive, grade 1/2
tumors less than 2 cm is estimated to be 15% from
our data. These patients should be carefully select-
ed for neoadjuvant chemotherapy, because adju-
vant chemotherapy is usually not indicated in these
patients.

Others

An increased false negative rate of sentinel node
biopsy after neoadjuvant chemotherapy has been
reported™, although other reports show no incre-
ased false negative rate'”. One reason for conflict-
ing results is the different method of sentinel node
biopsy. Sentinel node biopsy should be performed
cautiously in the patients undergoing neoadjuvant
chemotherapy until these issues are settled.

The place of neoadjuvant chemotherapy for new
drug development is another important point. Adju-
vant chemotherapy needs a very long time to prove
drug efficacy in terms of overall survival. The res-
ponse rate may serve as a surrogate endpoint for
overall survival, but the patients with metastatic dis-
ease often have several confounding factors to eval-
uate. In contrast, the patients undergoing neoadju-
vant chemotherapy have relatively homogeneous
background factors, and these are almost the same
as in patients undergoing adjuvant chemotherapy.
Therefore, the response to neoadjuvant chemother-
apy may serve as a surrogate endpoint and the
specimens obtained during neoadjuvant chemo-
therapy may facilitate biological studies to analyze
the drug mechanism. The place of neoadjuvant

12
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Metastatic

Neoadjuvant ——) l

Adjuvant

Chemoprevention

Fig 2. Place of neoadjuvant chemotherapy in drug develop-
ment. The piace of neoadjuvant chemotherapy in drug devel-
opment is between metastatic disease and adjuvant chemo-
therapy.

chemotherapy in new drug development is between -
metastatic disease and adjuvant chemotherapy

(Fig2).

Obviously there are many ongoing issues in
neoadjuvant chemotherapy, but the benefit usually
outweights the disadvantages given the same over-
all survival rate. It is essential to develop more
effective regimens for the most sensitive group of
patients.
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* Tumor dormancy therapy ¢
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Tumor Dormancy As a Target of the Endocrine Therapy: lkeda T, Jirmo H and Kitajima M (Dept of Surgery, Keio
Univ School of Med) _

The nature of the tumor dormancy is an accumulation of rapidly cycling cells to G0~G1 phase in terms of cell kinetics
and reduced potency of metastasis. Anti-estrogen induces G0-G1 accumulation in vitro. MCF-7 cells transplanted into
nude mice showed dormant state when EP hormone was not injected until 12 weeks after inoculation, but showed ex-
ponential growth after injection of EP hormone. Many patients show long NC when receiving hormonal therapy. These
patients with I-NC usually show good prognosis as the patients with CR or PR. Clinical benefit rate (CR+PR+1-NC)
becomes one of the major end-point in clinical trials. We reviewed the Hterature in terms of tumor dormancy as a target
of the endocrine therapy.

Eey words: Tumor dormancy, Breast cancer, Endocrine therapy, Long-NC, Review
Jpn J Cancer Clin 49(4): 283~287, 2003 '
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RECURRENCE AS FIRST EVENT

Hormone Events/Patients Tamoxifen events Ratio of recurrence rates
receptor Allocated Allocated Obs., Varlance Ratio Reduction
(ER) status Tamoxifen Control  -Exp. of O-E Tamoxifen : Con. {% & SD)
(a) Tamoxiten ~1 year
ER poor 326/779 348812 —~8.8 1445 -'-i—— 6% SD 8
(41.8%) (42.9%) .
£R unknown 944/2058 1111/2127 ~97.8 4487 E] 20% SD 4
~69% ER+ (45.9%) (52.2%) :
ER positive 719/17068 797/1846 —78.7 336.3 -.- 21% 8D5 -
(42.1%3) (48.42¢) o
{a) subtotal 1989/ 2058/ —185.4 9206 & 18% SD 3
~B9% ER+ 4543 4585 (2p<0.00001)
{43.8%) (49.2%)
Difference between
tamoxifen effects in ER-poor & ER+ : =3.0 ; 2p=0.08
(b) Tamoxifen ~2 years
ER poor 887/2527 980/2618 --53.4 3933 -.— 13% 8D 5
(35.1%) (37.4%) ;
ERt unknown 1051/2932 1268/2010 —167.5 510.0 |:] 28% SD 4
~68% ER+- (35.8%) (43.6%) .
ER positive 1434/4379 1715/4256 —221.0 670.4 = 28% SD 3
(32.7%) (40.3%) '
{b) subtotal 3372/ 3963/ —441.8 15736 @ 24% SD 2
~65% ER+ 9838 9784 (2p<0.00001)
(34.3%) (40.5%)
Difference between
tamoxifen effects in ER-poor & ER+ : 72=0.3 ; 2p=0.002
(¢) Tamoxifen ~5 years
ER poor 191/446  210/476  —54 833 | ——g—— 6% 5SD 11
(42.8%) (44.1%) :
ER unknown 200772 273/786 —493 1074 - 37% SD8
~72% ER+ (26.9%) (34.7%) ;
ER positive 692/2966 1110/2903 —281.7 4122 50% SD 4
(23.3%) (38.2%) .
(¢) subtotal 1083/ 1593/ —338.4 6029 & 43% 3D 3
~81% ER+ 4184 4165 {2p<0.00001)
(25.9%5) {38.2%)
Difference between
tamoxifen effects in ER—poor & ER+ : 2=26.5 ; 2p=0.00001
# 99% or < 95% confidence intervais
0.0 0.5 1.0 15 20

Tamoxifen better I Tamoxifen worse

E1 #E427x AERPENNERED 0dds reduction
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EESOAPE GICEREINE T 5. EBCTCG meta-analysis DR » 53|/
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CR| PR | I-NC benefit w =
A
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Anastrozol 3% ! 18% | 38% 59% | First line
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LU ®IC

LB T EHUFEOBRRRIFERTETS
LRPTEITIEIIE T bEREET o102
LIIWERLTVAE, £ LTRETEIWIIRE
RAESABE L SURMEITIEORERGEL
BZoTWwWaY, Fiz, BEFBIIBNTH, Wik
Dt g disease-free survival B & Uover-
all survival 2 E T A Z L g s hizd. I h
bOWRPLIEODHEEE L TERD LD
LREEEOLE LY, £2FRE0EREESR
BEND X Lok, HEHBEEOREDE
PR SN, FTORELIEFEDIONT, #HE
WEORR D BFTETASEO A% H T FHEIS
OHEIBICT CHM o, WHIRELTIR
WELT, QIYADEFNIIBNT, BEER
CEREIC L VESRROBIEN A LR, YIBRETII
tEHZVIEAFREEEZTIZLILEIVED
REIHAL bIi & vy I Fisher b OB #,
@Goldie-Coldman 3559 % 5 \»1INorton-Simon
DIRHO L D, SHIIRpEEE R BAL213D AY
MEMiEY 2% <, BREELEVW DHES
T, REFVbRLTVES,

BT b EREDOF R & L Cid ¥ $down staging
EENCHED FORMEDH B, 0D, HE

CCIR 2GR
B E"
it B B B

TIBRATIE T o ZHEFNIC B\ CELE R H
fElCR o, L) LABBEROEETH-
1A THLUREBOB/NMI L VRSN m L ow
BEMEAITTL B, ROFIAE L TIIEF EERi
BRI B Lz X DEABREHEE Do & S EREIC
i CEAILTHE. ThICX ) EDLRERID
#FEEBITQOLOMBICAMTE S, 3FB i
WHREDHRPF - b FHRFER->TWAET
ETHD. pCREREBECRFLFHRERT L
PHESNTWE. 3512, disease free survival
B X Coverall survival DIER DT BEE A S
TWwaH, BHERTEBLATVRN,

FRTE, ABBIIHEEZORRICS
WTHBRALTEDTHRET 3.

VTR et S

1. 7o b M 7Y R ELIELTIPL

BREITIATLNLEL PS4 TVORKEL
R1IZTLDD. BYHEIIO~80%TH 5 H80
%HITE & DBEDE {, pCR(pathological CR) i
DT H T~36% LB ENHLH0~30%THD
ZEFEVLITHD, Z0hEhThbokd
KL 54 7 IINSABP B- 189 ChHh B DT,
FRICDOWTHERT 2 (E 1), 19884108 6
1993F 4 B TIHAEMIZ L WFER DX L hi-
Ti-3 NO-1 MOFLEEEL 5230 BEF S, F
B, BERE, NorlizkoTRALL, AC
{(adriamycin 60mg/m?, cyclophosphamide 600

* Neoadjuvant therapy in the treatment of breast cancer : current perspective.
** Hiromitsu JINNO, M.D., Tadashi IKEDA, M.D. & Masaki KITAJIMA, M.D.; BRHE 58 X ES 4 A4 [ Z160-8582
TR 75 E 2% AT35) : Department of Surgery, Keio University School of Medicine, Tolyo 160-8582, JAPAN
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%, £ BER i & Regimen* %(;;jé% %QC{,% I()gg){
Scholl, 19947 200 (390) 2~7cm CAF 65 29 -
Bonadonna, 1998% 536 >3cm AorM 79 16 3
Fisher, 1998% 749(1523) T1-3, No-1 AC 80 36 9
Van der Hage, 2001 350 T1c-T4h, NO FEC 49 7 4

*CAF : cyclophdsphanﬁde, adriamycin, 5FU, A . adriamycin, M  mitoxantrone, AC : adriamyein, cyclophosphamide,

FEC : 5FU, epirubicin, cyclophosphamide

Operable Breast Cancer

|

Stratification

- Age

- Clinical tumor Size
- Clinical Node Status

ACx4
+TAM if >50 yrs.

ACx4 -
+TAM if >50 yrs.

1 NSABPB-18+Z1 7N
A ! adrjamycin, C ; cyclophosphamide, TAM | tamoxifen

mg/mA) @ 43 4 ¥ VEFEOIRS$ 2B (76345Y)
& RS 5B (TOORY) I B I E D it e, #F
HH% S 0%E & LTIICRAN6%, PRAU4%, NC
HPIT% THOPDIILTHIUTHo, Lidio
T, EHEILO% ThH -1, ENFICHELR
IBTEFICOWTEINLIEZ A, BEELER
BB Y EIRIR D 2 SO AREE R L.
F7:, REHRSROMIZ%IZBVTIIpCREL S
hic. 72721, FH#PFIZDCIS (ductal carcinoma
in situ) D&HH S NIEFIIPCRICE TR T W3,
AFREFBITEIHWRSEICBVTHREL
B o 72 (67 vs. 60%, p=0.002). &  ICREHEE
H5emzRBLHBEE, WERTEALTH»ER
DBFE S HOIT ST, Hardci322% o
BEFREFHrXIHILITEL. AER
EBREIMAETI07% L MHREDTE%I VR
CERSEA SN AEERR Lok, 9EHD
BHORZE, SEFREMERSHTO%, #
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BIRSBTIONLFEE2RD LD o7 (p=
0.80). BFEFELWANTRES LUMGERTER
FNE5%, S3% LRIV HEZFE DL o
(p=0.50). T, WETEETIZEEE Dresponsedt
FHRRFELTCERATHA I Ldhdh o,
D, QEBROEFETHRTHDLCRE, PRI,
NRETEFNRFNTEY%, 67%, 65%Th o7, ft
DFETATE R VFIEEICET L2EE
BEEFICHEII S TAEIIFRRIFTHE L
THHONEY, BISFSATHILBNTES
SRS E I L ipCREEDAETFEHE5% & Bh
TWWi-Z & T#5, Bonadonnab LpCREE, %
¥, EELHCBS SEBOBRETERNE
NEN86,58,37T% Thofo il T LY,
Cameron® b 8 £H DHEFE|IZBWT, pCREE,
EIhE, BRICEHFZNFNES,60,35% Tdh-
TREHELTWAEY, §0L 15, pCRIZMENL
FFREAFTHEEELATIVEREDRS.
2. ZXYLEELNSITFN
FRORBIBIBEAENT I ISHA LYY

CAREREBCTWAY, EE, FUBEEICET

55 XY rREFOFHHIBREINRLLLED
Y XFrEat LI Ay HVHTEED
FIATAEFTONBEL Ao, FXH
ET NI HAN EREBTL RS A T,

TrhsdA4ryredayrofAHRED
SATN, TLCT Y rSHI470rDHEL
FEGEEMTACNIASATLLRETCHS, ],
212 FNb % E L. NSABPB2IDHETIX
AC4F 4 2 0Dd & ildocetaxel 4 4 2 L%kl
5 Z &0 > THI0%DpCREN19% & 2 o
72, F7:, Smiths OFHEY THCVAP 4 44
2 NiZdocetaxel 4494 Z L& EBIMTAZ LiZE -
TR HpCREHF 18U H34WICEELTEY,
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£2 SFXYLEECIIATA

: ; : = ¢CR  pCR

£E F BEH ¥ R Regimen* (%) ) %)
Buzdar, 19992 87 T1-3, N¢-1 P 80 27 g
87 FAC 79 24 16

Pouillart, 1999** 180 T2-3, NO-1 AT 83 14 16
67 ' AC 66 9 10

NSABP B-27, 2001 1492 FH TR AC 8% 40 9.8
718 AC—D 99 64 18.7

Smith, 2002+ 50 >3cm CVAP 66 33 18
47 CVAP—D 9% 56 34

* P ! paclitaxel, FAC : 5-FU, adriamycin, cyclophosphamide, AT . adriamycin, paclitaxel, AC © adriamycin,
cyclophosphamide, D : docetaxel, CVAP ! cyclophosphamide, vincristine, adriamycin, prednisolone

TrrsHA4r 0Bl X EEMT
BHEGHEDENEE SN TS,

3. MEHICEFRLSATN

20014 L BEFZE3eml LA T-T T E 72
WIS &R e L OHEMEEREL T T
A, BB Y AT FIMAIBWTS-DFUR
Edocetaxel DHER I X DIAEDREMSBER I
TEhbe, MEOHAREEITo TV 5. Regh
men & LTt 5-DFUR 800mg/body/day, po¥
day 1~14, 3 X Fdocetaxel 60mg/m?, divi day
8L L3BMEFIFAONMELTAYA I NAT
3b0THA.

4. N—tTF > (trastuzumab) E AV b T

AFN

HER2SAHEDBERI LML) BEARIIHET
LROSFEREEL LTRES R MEE
Jya—F A THBN— T F VIIEEIT
26%7, # %4 %vinorelbinez EOHUERIE ©
FERTE3~75% DEHFEERL T35, HER2
OFERN 2+ EORAF— VT T D HAR0H
P&k Lio— b7 F v LpaclitaxellZ L 24
Bi#EEOphaseI D + 9 4 TABTFhhi. N—=
7 F L IMEIO A 4 mg/ke, €ORITEE 2 mg/
kgt 5211 E{ThN 7. Paclitaxelid 3¢ D
175mg/m*h¢ 4 Bix S s iz, TORR, U
1173%, pCRiZISHTH o722,

MR s &
HENH BT R LERERTEL, F0

£ UBENEY TS, RVEVEEDA XL
LTI, K&, TR POF VLR EDE

THLDE, TA TS ERZHRLNVTHE
ETLHO02EBEIFTONSE, A b
KB TH btamoxifen® A = X hi3, LA M
O LTy —EEeTAI I YA D
rrOfEAERERETAILTHY, BE F
VEV LTS —BRABRODEEDBREL LU
BRIIHT 2BEOfrstline: LTHERASATY
3. —7, BEREFHOETLIR b Oy MR
BRERECBIATOey — X2k amho
androstendione 7 S estrone~DERTH Y, 7
Uvy—¥REMIT O —¥EHEETLE
IR IA MR LRV RS S, HIEED
BE5L, £4 b Ozanastrozole, exemestaneds
& Uletrozole’z EH%dh 5. EREEZ 223 HO
LB BWTHEERE L LT Otamoxifenid 5
HORBRICE VERBIUECOV A Y £ 21F
14T%, 26%HA 8D T LA L Tvam,
EIMIFEEERETH - LRI T BH7EHE
B, MISUEEORME L T OERECL
STEESLRBEEOL L S0, RIVECHICE
AL T T E NS LS Lo TR,

- EF ST RFNE LR TR RIBORGRFEED

ThihhTwnwhb (3R 3). EAFTH41~-87.5% & Hinl
LB L EML T3, ElishDBEIIBWT
letrozoleDEEXIR I tamoxifen i A THEIZER
TWwBOHYE LT (p=0004), letrozoleiderbB-2
BRI LTCHRER L 12D,

WS WEREORR L U TEWEEF BB ThH 5
LB, Folw, {LFERRICHAT, HRG
FELOEEOQOLA RSN, REM» RV
EFFREENDS, i, MRS HEEOER L
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