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The Evolution of Primary Chemotherapy in Breast Cancer

Treatment
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Primary chemotherapy may be thought of as having evolved over three generations. First-generation
primary chemotherapy followed trials which proved that the prognosis of breast cancer patients receiving
primary chemotherapy was the same as that of patients receiving post-operative chemotherapy. Second-
generation primary chemotherapy followed trials which demonstrated that regimens containing anthracy-
clines and taxanes yielded complete pathological response rates (pCR) of over 20%. Third-generation pti-
mary chemotherapy followed trials which demonstrated that inclusion of newer agents, such as
trastuzumab and capetitabine, in combination with taxanes could yield pathological CR rates of over 30%.
In third-generation primary chemotherapy, predictive factors, especially those analyzed by DNA array
analysis, play a key role. Other issues, including the relevance of sentinel node biopsy after primary
chemotherapy and the importance of marking the site of the primary tumor before primary chemotherapy
in cases showing ¢CR, are highlighted, This article deals with the history of the evolution of primary
chemotherapy, along with a discussion of some relevant issues.

Breast Cancer 11:148-155, 2004.
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Before the emergence of the concept of prima-
ry chemotherapy, chemotherapy was given to the
patients with advanced breast cancer. With adv-
ances in the multidisciplinary treatment of breast
cancer, including surgery, radiotherapy, chemo-
therapy and endocrine therapy, primary chemo-
therapy followed by adjuvant surgery in breast
cancer patients seems like a natural progression.
One of the rationales for primary chemotherapy is
based on Goldie-Coldman’s model of cancer cell
biology", which suggests that the earlier chemo-
therapy is started, the better the prognosis in can-
cer patients. To prove the prognostic benefit of
primary chemotherapy, several prospective ran-
domized trials have been performed. None of
these prospective randomized trials revealed
either survival or recurrencefree survival benefit
over conventional therapy in patients receiving
primary chemotherapy®®. However, there was also
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148

no evidence of prognostic inferiority following pri-
mary chemotherapy compared with postoperative
chemotherapy. Therefore, the other potential ben-
efits of primary chemotherapy have been investi-
gated. As a result, several beneficial effects of pri-
mary chemotherapy have come to be recognized,
including 1) it offers the opportunity to determine
the sensitivity of the cancer cells, 2) it increases
the possibility of conducting breast-conserving
surgery, 3) it facilitates the study of cancer biolo-
gy. Thus, even if the prognosis were the same, the
benefits of primary chemotherapy may overweigh
it's disadvantages. These discussions are descr-
ibed elsewhere”. Recently, primary chemotherapy
has come to be used in routine clinical practice,
especially in patients with large tumors. This arti-
cle will present an overview of the history of pri-
mary chemotherapy. Primary chemotherapy may
be thought of as having evolved over three gener-
ations. First-generation primary chemotherapy fol-
lowed trials which proved that the prognosis of
breast cancer patients receiving primary chemo-
therapy was the same as that of patients receiving
post-operative chemotherapy. Second-generation
primary chemotherapy followed trials which dem-
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Table 1. Prospective Randomized Trials of Neoadjuvant Chemotherapy

Trial Author N Med F/U Regimen RFS 0S

IBBGS Mauriac® 272 124 Months  EVcM X 3—>MiThV x 3—=8§ NS NS
1999 S—EVcM x 3—=MiThV % 3

Royal Marsden  Makris® 309 48 Months 2MT x4—+S— x4 NS NS
1998 S—=2MT % 8

NSABP Fisher” 1523 6 Years AC—S NS NS
1998 (average) S—AC

S6 Scholl? 414 54 Months FAC X 4—+R/S NA > Adj NA > Adj
1994 R/S—FAC x 4 p=009 p=0.039

ABCSG Jakesz® 423 = CMF x 3—+S—CMF/CE NS NS
2001 §—+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

onstrated that regimens containing anthracyclines
and taxanes administered in cycles of 12 weeks
each yielded good pathological response rates of
over 20%. Third-generation primary chemothera-
py followed trials which suggested that inclusion
of newer agents, such as trastuzumab and capec-
itabine, in combination with taxanes could yield
pathological CR rates of over 30%. In third-genera-
tion primary chemotherapy, predictive factors play
akey role.

This article deals with the history of primary
chemotherapy, along with a discussion of some
relevant issues.

First-Generation Primary Chemotherapy
(Table 1)

These trials are the prototype of primary che-
motherapy and most of the trials included anthra-
cyclines as a chemotherapeutic agent. Most of the
trials achieved relatively high clinical response
rates, however, the pathological response rates
were low. Several new findings came to light fol-
lowing these trials of primary chemotherapy”.
Patients with progressive disease are extremely
rare compared to those with advanced and/or
metastatic disease. This is probably attributable to
the small number of resistant cells and the abun-
dant vascularity of the cancers. The rate of breast
conservation varied from 24% to 89%. The wide
range is probably because of the different criteria
adopted for breast conserving surgery in the dif
ferent studies. It should be remembered that the
patients who became candidates for breast con-
serving surgery after primary chemotherapy tend-
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ed to have local recurrence more frequently.

Second-Generation Primary Chemotherapy
(Table 2)

Second-generation primary chemotherapy fol-
lowed trials that demonstrated that regimens con-
taining anthracyclines and taxanes yielded good
pathological response rates of over 20%*'®. Bec-
ause the pCR has been shown to positively corre-
late with prognosis, the pCR rate became a surro-
gate end-point of the trials of second-generation
primary chemotherapy. Before advancing to the
second-generation trials, there were many trials
which tested the effectiveness of dose-intensity of
the regimens and the efficacy of combinations of
different types of chemotherapeutic agents, simul-
taneous combined use of anthracyclines and tax-
anes, etc.

Concept of Primary Chemotherapy
Compared to Adjuvant Chemotherapy
(Table 3)

The concept of primary chemotherapy is simi-
lar to that of adjuvant chemotherapy. With regard
to the dose-intensity of chemotherapy in adjuvant
settings, it is now thought that supra-optimal dos-
ages of the drugs are not associated with impr-
oved overall survival or recurrence-free survival.
The CALGB9344 trial"® was a prospective random-
ized trial that consisted of three arms in which
adriamycin was administered at three different
doses of 60, 75, 90 mg/m’. The results showed
that there was no difference in prognosis between
the 60, 75 and 90 mg/m’ groups. Some trials of
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Table 2. Response Rate and Breast Conserving Rate of Neoadjuvant Chemotherapy

Author Type of study Regimen RR pCR
(group) enrolled pts € %) (%)
Green” pll T1-3, NO-1, MO PACwkly —FAC x 4 29
(MD Anderson) 258 vs PACG3W —FAC x 4
Ezzat” pl Paclitaxel135/Cisplatin75 x 34 90 22
72
Luporsi™ randomized pll FEC100 X 6 72 24
90 E100Doc?5 % 6 84 24
Tubiana-Hulin'* pli A50Doc75 80 12
39
Lara® pll AS50DocT5 % 4 87 20
20
Burstein™ pll Paclitaxell75 x 4/Herceptin % 12 64 20
40
von Minckwitz'? pll T2-3, NO-2, MO ACx4—-DOC x4 86.8 224
(GEPARDUOQ) 913 =2¢m vs dose dense AT 77.2 115
Bear™ pll T1c-3NOMO (> 1 cm) ACx4—D0OC x4 90.7 26.1
(NSABP B-27) 2400 T1-3N1MO vs AC x4 . 855 13.7

RR: response rate; pCR: pathological complete response; PAC: paclitaxel; FAC: 5fluorouracil, adriamycin, cyclophosphamide;
FEC: 5-luorouracil, epirubicin, cyclophosphamide; E: epirubicin; Doc: docetaxel; A: adriamycin; AT: adriamycin, taxotere

Table 3. Relevant Issues with Second-Generation Pri-
mary Chemotherapy

Combined use or sequential use
Drug and sequence of agents
Dose intensity of chemotherapy
Dose-dense chemotherapy
Duraticn of chemotherapy

dose-intensity have examined adjuvant high-dose
chemotherapy with bone marrow support. There
are several trials of high-dose chemotherapy with
bone marrow support which showed no statistical
difference between the conventional dose and
high-dose arms™.

The results of dose-dense chemotherapy in an
adjuvant setting was recently reported. In the
CALGB9741 trial, a 2 X 2 factorial design was
adopted®. Concomitant administration of AC and
T was found to be not superior to sequential adm-
inistration of the two drugs. On the other hand, a
dose-dense two-week regimen was associated
with better survival compared with the usual
three-week regimen. This type of primary chemo-
therapy was studied in the GEPARDUOQ trial™.
This trial compared the efficacy of dose-dense
chemotherapy with doxorubicin 50 mg/m?* plus
docetaxel 75 mg/m’ given every two weeks over 4
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cycles (ADOC) with that of doxorubicin (60 mg/
m®) and cyclophosphamide (600 mg/m? given
over 4 cycles followed by docetaxel (100 mg/m®)
alone given for 4 cycles (AC-DOC). The ADOC
arm was associated with a 7.7% pathological com-
plete response compared with the rate of 16.1% in
the AC-DOC arm. The incidence of Grade II/IV
adverse effects were comparable between the two
arms. Although this trial did not strictly compare
the dose density in terms of the agents used and
the doses, it would seem that the dose-dense regi-
men showed no superiority in this setting. Fur-
ther studies are required to arrive at a final con-
clusion.

Duration of Primary Chemotherapy
First-generation trials usually used 3-4 cycles of
chemotherapy, but recent trials have used 6-8
cycles of chemotherapy. In general, a longer dura-
tion of chemotherapy is associated with a better
clinical as well as pathological response. In the
NSABP B-27 trial, the patient group that received
AC followed by taxotere exhibited a clinical com-
plete response rate of 60.5% and pathological com-
plete response rate of 25.4%, compared with the
corresponding response rates of 38% and 13.2%,
respectively, in the patient group that received AC
alone'. However, there are very few prospective
randomized trials aimed at determining the opti-
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Table 4. Primary Chemotherapy with Regimens Containing Capecitabine

Trial Patients Regimen RR
GEPARTRIO® =2cm TAC X 2 — No response
2257 — XN %X 4 (N=40 75
TAC x 4 (N=32) 62
MD Anderson” TINI, T2NG-1, Pacli weekly < 12—+FEC x 4
T3N1 XTx4—FEC x4
NSABP B27R* T1c-3NQ, T1-3N1 ACX4—T x4
300 ACX4—XT x4
Dose dense(AC x 4 —=T x 4)
ECTO® ER-orPR- AP X 4~ CMF x 4 = Cel
>2cm AP X 4= CMX X 4 % Cel
AC X 4~+XT x 4 + Cel
ECTO™ ER + or PR + AP x4—+CMF x 4 + Ex
>2em AP X 4 —+CMF % 4 + Ex + Cel

AP X 4—=CMX % 4 + Ex + Cel
AP x4—XT x4 + Ex + Cel

A: doxorubicin; T: taxotere; P: paclitaxel; Ex: exemestane; C: cyclophosphamide; X:
xeloda; Cel: celecoxib; M: methotrexate; N: vinorelbin

mal number of cycles. Tubiana-Hulin et al.* repor-
ted that 6 cycles of adriamycin/taxol was associat-
ed with a better outcome than 4 cycles of the
same regimen, The Aberdeen trial® revealed a
clinical complete response rate of 16% and a par-
tial response rate of 51% following 4 cycles of
CVAP, and administration of an additional 4 cycles
of CVAP for the responders was associated with a
clinical complete response rate of 34%, additional
partial response rate of 30%, and a maintained par-
tial response rate of 30%. The Gepartrio trial® was
also designed to determine the difference between
six cycles and eight cycles of TAC, in terms of the
response rate.

Third-Generatior Primary Chemotherapy
(Custom-Tailored Primary Chemotherapy)

Third-generation primary chemotherapy may

allow for customized primary chemotherapy. Pri-
mary chemotherapy can be given according to the
predictive factors. The Aberdeen trial® is a proto-
type of this generation, because this trial adopted
the strategy of changing the second-phase treat-
ment depending upon the tumor response to the
first phase of treatment. A typical example of a
drug that is used in this generation of primary
chemotherapy is trastuzumab, because Her2/xzeu
is a good predictor of the response to trastuzum-
ab. Capecitabine is another example of a drug
used in this generation, because the mechanism
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of capecitabine has been well studied.

1) Trastuzumah

Trastuzumab is a new type of therapeutic agent
used in the treatment of breast cancer. Its mecha-
nism of action is through binding to the Her2/neux
receptor, which leads to blockade of the down-
stream signal transduction. This new mechanism
of action allows trastuzumab to be combined with
other chemotherapeutic agents. Slamon™ report-
ed the results of a randomized trial of this drug in
patients with advanced and/or metastatic disease,
which revealed an additive effect of trastuzumab
with doxorubicin or paclitaxel. Combined use of
trastuzumab with paclitaxel is recommended to
reduce the incidence of cardiac toxicity. Herceptin
combined with taxanes may be one of the most
promising regimens, because chemotherapy may
effectively treat the invasive component and Her-
ceptin may effectively treat the non-invasive com-
ponent which is usually Her2/neu-positive. Bur-
stein ef al.® reported a response rate of 64% and a
PCR rate of 20% with Herceptin given in combina-
tion with paclitaxel in a group of THC3+ patients.

Hurley et al.”™® reported on the usefulness of
Herceptin/Taxotere/Cisplatin for primary chemo-
therapy of locally advanced and inflammatory
breast cancer, in which a pCR rate of 26% was
noted, including ductal carcinoma in situ.

2) Capecitabine (Table 4)

Capecitabine is a new anti-metabolite drug
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Table 5. Sentinel Node Biopsy after Primary Chentotherapy

Author Year N Identification False negative

rate rate
Nason® 2000 15 86.7 33
Breslin® 2000 51 94 12
Cohen®® 2000 38 82 21
Miller®” 2001 35 86 44.4
Stearns™ 2001 34 89 6
Brady* 2002 14 93 0
Julian®® 2002 34 91.2 ]
Reitsamer*” 2003 30 86.7 6.7
Schwartz® 2003 21 100 9
Piato™ 2003 42 97.6

which is a derivative of 5-FU, Capecitabine is abso-
rbed via the intestine and is converted to 5DFUR
by carboxyl-esterase and cytidine deaminase in
the liver. 5’DFUR is further metabolized to 5FU
by cytidine deaminase and thymidine phosphory-
lase in the tumor. Capecitabine administration was
associated with a high response rate in patients
with taxane-pretreated metastatic breast cancer®™.
Capecitabine combined with vinorelbine yielded
good response rates in phase II trials®. Treat-
ment using capecitabine combined with taxotere
was associated with a significantly superior tumor
response rate, time to progression, and overall
survival compared with taxotere alone in a phase
I trial*. Based on these data, capecitabine has
been used to advantage in primary chemotherapy.
One of the trials that reported on primary chemo-
therapy using capecitabine was the Gepartrio
trial®. Patients with no response to two cycles of
TAC chemotherapy were randomized to receive
either a further four cycles of TAC or four cycles
of capecitabine combined with vinorelbine (XN}.
The response rate was 75% in the TAC arm versus
62% in the XN arm, although the adverse effects
were less severe in the XN arm. In addition, sever-
al primary chemotherapy trials are ongoing™ *.

Predictive Factors

There is currently neither a perfect predictive
factor nor an effective sensitivity test that allows
precise prediction of the response to chemothera-
py in cases of breast cancer. Primary chemothera-
Dy serves as an in vive sensitivity test for these
patients and alse provides specimens to analyze
biological markers. There are a number of prima-
ry chemotherapy studies that have analyzed the
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predictive factors as a subprotocol of the trial.
DNA microarray analysis has been shown to be a
very promising method for determining the pre-
dictive factors, because tumor sensitivity to the
chemotherapeutic agent is considered to be not
defined by any single factor, but by many con-
founding factors. Therefore, it would be reason-
able to analyze a network of predictive factors com-
prehensively by DNA microarray analysis. Ikeda
et al.™® reported that the expression of 27 genes
correlated with the pathological response. The
signature of the non-responder cases was very
similar pre- and post chemotherapy, but it was dif-
ferent in the cases showing a pathological resp-
onse. Chan et al.*® reported that only 5 genes can
predict pathological response with an accuracy
rate of 75%.

Other Issues

1) Sentinel Lymph Node Biopsy (Table 5)

Some authors have reported an increased false-
negative rate of the sentinel node biopsy (SLNB)
after neoadjuvant chemotherapy, whereas others
have reported no such increase. One of the rea-
sons for these conflicting results is perhaps the
differences in the method employed for sentinel
node biopsy. In general, however, the identifica-
tion rate is relatively low and the false-negative
rate of SLNB is rather high after primary chemo-
therapy compared to the rates obtained in patients
who had not undergone primary chemotherapy**.
There are two proposed reasons for the relatively
high false-negative rate, a tumor-related reason
and a LN~related reason. If the tumor shows hon-
eycomb type shrinking, the situation is similar to
that seen with multiple tumors. If the tumor shows
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concentric shrinkage, the origin of the lymphatic
drainage may be changed. If there are several
metastatic lymph nodes, including the SLN before
primary chemotherapy, the metastatic foci in the
non-SLNs may remain even if the foci in the SLN
disappear. The results of sentinel node biopsy
should therefore be carefully inferpreted in pati-
ents receiving primary chemotherapy until these
issues are settled. '

2) Breast-Conserving Operation after Complete
Disappearance of Breast Cancer

Most of the patients with clinically complete
response to primary chemotherapy reveal resid-
ual pathological disease after resection. The relia-
bility of imaging methods to detect residual can-
cer cell nests is limited. Core needle biopsy also
does not represent the whole lesion; the absence
of malignant cells on core needle biopsy does not
necessarily indicate the absence of residual can-
cer cell nests. It is therefore imperative to resect
all of the potentially cancerous tissue at present.
When planning to resect cancerous tissue after
primary chemotherapy, it must be remembered
that there are two patterns of tumor shrinkage. It
may be better to resect all tissue suspected of
being cancerous before primary chemotherapy.
However, if there is complete disappearance of the
tumor following primary chemotherapy, it is obvi-
ously rather difficult to define the areas that must
be resected. No definitive method for determining
the extent of resection in these cases has been
established yet, although several methods have
been proposed®. One simple way is to record the
tumor location on a tracing paper before the start
of primary chemotherapy. If the surgeon does not
resect the appropriate areas, the pathological diag-
nosis of the resected specimens is irrelevant. One
of the reasons for local cancer recurrence after
breast-conserving operation in breast cancer pati-
ents who have undergone primary chemotherapy
is inappropriate resection of the residual cancer-
ous lesion.
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Aromatase Inhibitors in the Treatment of Breast Cancer—An QOverview of Recent Clinical
Studies : Ikeda T (Department of Surgery, Keio University Hospital) .

Hormene receptor(estrogen receptor and/or progesterone receptor) positive,estrogen-dependent
breast cancer is treated with hormone therapies targeting estrogen. Tamoxifen, an anti-estrogen
drug, has been regarded as first-line therapy for postmenopausal women with breast cancer, but
third~generation aromatase inhibitors(anastrozole, exemestane and letrozole) with higher selectivity
and potency will be dominant in future treatment strategies. The efficacy of these aromatase in-
hibitors has been established in second-and third-line therapies as well as in first-line therapy for
metastatic and recurrent breast cancer. Further, their efficacy in postoperative adjuvant therapy and
preoperative hormone therapy has also been demonstrated. It is important to provide patients with
the latest information and select appropriate treatments based on scientific evidence.

Key words : Postmenopausal women with breast cancer, Aromatase inhibitor, Exemestane, Anastr-
ozole, Letrozole 7
Jpn J Breast Cancer 19{(6) : 547~~556, 2004
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LH-RH : luteinizing hormone releasing hormone

SERM : selective estrogen receptor modulator

2 7Foes—EHEE

i RAFnAFR . v AFRANE
B aminoglutethimide testonolactone
EitE BTy Foy-—-1 formestane
E JIAN BTN IHEARS Y

etrozole
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EFEIATOA FR(Typel ) LFERF A FR
{(Typell) it KBl 5 (F2),

A7oAq FRE, BEEL L TESIIEES
EfTic TR EE LT ey —YOFEHR®
BEL, 7975 —EFELE (inactivator) & &
MiEhad, —A, ERAT794 FRIEFPISOD~LY
AR RS LEEER RR T, BER,
RV E ERPEALESHROTovy —
FHEELRARSNTED, LDBETR7TFAL

TN ErrFRRY CBERIGHAISNTW S,

B - BRIEARICE IR

1) second-line, third-line;&#%(%3)

B -BRMACET2EECEHBE, BEOD
QOLE Lt £FHMOER TH 5. Hortobagyi
OERRUAEEETFAT ) AR BRENTND
HENY, K e rBEETESCUEL BB
RIS CREPSE SRy k3, Touw

—297—

F—FIHEEBRELTE, TAMSHERLE
BEOBETH -1z, TR, 7o~y —¥H
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HHEER, R LEEAFoFy oy A7 0
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sion{TTP), time to treatment failure(TTF)
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B BENTT, EHERZEILWLOO, £EN
FOEBLCERSBDONEY, —FHrxF 22
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. ANA  MA ] ana MA T ana MA | pxp MA
E mg/B 18X b img/m SN | ymgyg  Y0TEX | gy H0mEX

g 4/B g 4/B g /8 g 4/8
P 128 128 135 125 263 253 366 403
EREA b RE (A) 5.9 5.8 6.3 6.0 31.2 11.2
S£EGEpRE (B) - - - — 26.7* 22.5 - NR* 28.3
CR+PR (%) 10.2 5.5 10.4 10.4 12.6 12.3 15.0 12.4
CR+PR+SD2 24wks(%) | 36.7 35.2 34.1 32.8 2.2 40.3 37.4 34.6
TTP (B) 5.6 5.0 4.3 3.9 ~ - 4.7% 3.8
TTF (A) 5.5 4.1 4.0 3.8 - - 3.8* 3.6

LE’I‘

LET

MA MA ANA LET
by g 2.5mg/ 40mgX | 2.5mg/ 40mgX Img/H 2.5mg/
a 4/8 = 4/B A
Bl 174 189 199 201 357 356
BRHERE (8) 33(45) = .
ErFiiracdaE (7)) 25.3 21.5 28.6 26.2 20.3 22.0
CR+PR (%) 23,6* 16.4 16.1 14.9 12.3 19.1*
CR-++PR+SD224wks(%) | 34.5 31.7 26.6 23.4 23.0 27.0
TTF (B) 5.6 5.5 3.2 3.4 - 5.7 5.7
TTF (B) 5.1* 3.9 3 3 5.6 5.6

NR : not yet reached
LET ! letrozole

*Difference is statigtically significant

ANA ! anastrozole EXE ! exemestane MA : megestrol acetate

TTP : titme to progression TTF ! time to treatment failure

* () EEBRORSER

WicED (RBERENA PS4 BLF, #4F
74 V) TRTAMEBRY OBEREREAEK
B2 REBELLTU Tovd—¥REE(T S
AboY—-n, zFEARAY v, letrozole) %3
WLTWE, T, ZOEhbhsENEEIRLE
5XwDTHS D,

FF AoV —ntletrozoleTld, TAMIRME
Bl e L EERESTOA TR S, pri-
mary endpoint T#H 2 TTPIZE R B o7 b5,
secondary endpoint®ZERh3E i3 letrozole TH K
WEBE T2 (k4 v A 1,70, p=0.013).
Tol2, wAerBREGBESICRS TR 3 L,
IOEIRED 5 AT WE W (letrozole 17.3%vs
THFALaYV—16.8%). —F, TFEARFT
i, A7 oA FPRTuesr—¥HEECLZZ

KFCERYOEBEREAEEE 241 Efg L
LB, 2EFT24.3%, 7Aooy —
NV g B A HEIEIEGIR T20.4% Dclini-
cal benefit(CB) 3B/ SN2 Z L BFFE AT
BW, I Y RAIVRT ALY — VTR
BELNBRVEFATHRYT RN D 2,

2) first-linei5HE(%=4)

FEEES - BRABCHNT27u~xsy —¥E
EEOEME, TOBRTAM L OHEBERIC S
WTLREREh, E-RIRErLTO7ues—
YIHEFEOMUTHBRELL 2.,

FFRA oY =3, 2EBREYEHES LT
HTTTPEFEER B ovs ot dt, ke

REFEEPICBNEIBELRERSED ShTw

Z(7H+A I Y—n10.74 H, TAMS6.44 H,
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&4 HERES - BRAEO—

Ay Sk,
B

bl B S EFS T T2 LOLBHE

EXE  TAM

: ' LET TAM
et ¢ ANA - g/’?a - 2;:;1‘/'43 12]:/}?3 2;‘ ;;];18 25r;g/ ZOEg/ 2.5i:3ng/ Zﬂrélg/
W a3 | 17 18 | 511 510 | 190 w2 | 453 452
gﬁﬁgggﬁg;ﬁg&ﬁﬁﬁj N 17.7 18.2 - - 32
CR+PR (R5oinny ,_ 211 170 { 290 271 | 4.2 29.2 | 32* 21

. CRAPRESDS R T 55.5 | 59.1° 456 | 57.1 52.0 | - - | sor 38
TCR: (ST 4.9 2.9 2.7 4.7 4.1 7.4 2.6 - -

3 t 27.7 | 181 14.3 | 24.3 2.9 | 36.8 266 | - -
22.9 | 38.0 286 | 282 249 | - ~ - -

TR, 82 83 [110* 56 [ 85 70 |10.9° 67 | 9.4* 6.0
e TTF (8) . 6.2 6.0 | 7.6 5.4 - - - - | 9.0 57

~ I not reported

*Difference is statistically significant
EXE : exemestane .

TAM : tamoxifen ANA T anastrozole LET : letrozole

TTP : time to progression

TTF : time to treatment failure

TARGET : Tamoxifen or Arimidex Randomized Group Efficacy and Tolerability study
EORTC : European Organization for Research and Treatment of Cancer
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TAM ! tamoxifen

ANA | anastrozole

EXE ; exemestane LET : letrozole

ATAC : Arimidex, Tamoxifen, Alone or in Combination trial
IES : Intergroup Exemestane Study
NCIC : National Cancer Institute of Canada

A Disease-free Survival

Patients Surviving Free of Disease {%)

No. of Events/No. at Risk

Exemestane -
Tamoxifen

100 -

~
en
1

[
=
]

Hazard ratio for recurrence,

. ANAIng/a TAMzg/B ANA+TAM Egg‘g;fgg; 'I‘(:I\AJIZV(I)?;;EZZ (TAM #5%)~  (TAM $#5%) -
BssE  BIESE  HERISE £ (51548 4 (t54E) LET2 bmg/B5E 7% €K

g n=3,125 n=3,116 n=3,125{ n=2,362 n=2,380 n=2,575 n=2,582

EEGZHY (PRE) 4798 30,648 2.4

FEEVAN 1 413 472 488 183 266 75 132

(5 bERAREIN0 195 222 246 114 174 47 7%

i e 86.9% B4.5% 91.5% 86.8% 92.8% (#T) 86.8% (HTE)
HrdE 2.4% 1.7% 6.0%

PIG o - ﬁsﬁ)?ﬁ?ﬁ] TAM vs $8 0.68[0.56-0.82] 0.57(0.43-0.75)

[95%{5HE K 8] ! an 03' 1.04[0.92~1.19] p=0.0005 p=0.00008

FEEAEE D FHA OV 4 TREARS Y IME L hu i 4F HEE)

Exemestane group

Tamoxifen group

25 contralateral breast cancer
or death, 0.6§(35%C!, §.56-0.82)

P<2.001
u T T T 1

0 1 2 3 4

Years after Randomization

0/2362 52/2168 60/1696 44/7151 /201
0/2380 78/2173 90/1682 16/738 18/185

Coombes RC, et al: NV Engl/ J Med 350 : 1081-1082, 2004
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Bt e e
; ('I‘AM1~45|5-*$1H’I&J‘)ANA 4~1ﬂ€ (=+s¢) vs
NSAS BC 03 (TAMI~44E~BI113) TAM 4~14 (3t5%) 250081
(BRHE ; TAM2E-TIRT D)
ARNO —+ANA 3% vs TAM 35 1, 00061
TEAM (TEAMELS) EXE 5% vs TAM 58 7,004
N-SAS BC M4(TEAMBZF) | ANA 5% vs EXE 54 vs TAM 5% 300
EXE & +celecoxib 3 vs
EXE 5&+placebo 35F vs
NEIC CTG/CTSU MA.27 ANA 5% +celecoxib 35 vs 6,830
ANA 54 +placebo 34
LET 54 vs :
LET 2—TAM 3% vs
BIG/FEMTA TAM 5% ve 5, 1804
TAM 2£-LET 3%

N-SAS BC: National Surgical Adjuvant Study of Breast Cancer
ARNO © Arimidex-Nolvadex

TEAM : Tamozxifen, Exemestane, Adjuvant, Multicenter

NCIC CTG ! National Cancer Institute of Canada Clinical Trials Group
CTSU . The Cancer Trials Support Unit

BIG/FEMTA : Breast International Group/Femara-Tamaoxifen

DBRERED - ﬁ%ﬂmwllﬁﬁﬁt@(-lﬁ‘t SIEBEER

BT e TRk et L B3
7ﬂ'?5’ YEEER L-EXE
GONOQ-MIGS EXE~ANA or LET 77
' ANA or LETSEXE ]
{Stzatification by  TAM, -»EXE—-*progression—'AN.h
GEICAM 2001-03 chemotherapy, Stage 10087
HIB o IV} —ANA-progression-EXE

GONO : Gruppoe Oncologico Nord Ovest
" GEICAM : Grupo Espanol de Investigacion en Cancer de Mama (Spanish Group for
Breast Cancer Research)

@?Li&%]‘ﬁt_ﬂﬂ'ﬁ' % EHEH&
T3S D e LY

IBIS—II ANA vs placebo 10,0008

APRES EXE 3% vs placebo 3F 66641

NCIC CTG MAP2 | EXE 1f vs placebo L 12051

EXE 54E+celecoxib 3% vs
NCIC CTG MAP3 | EXE 5% +placebo 3£ vs 5,10061
placebo 54 +placebo 3§

IBIS : International Breast Cancer Intervention Study
APRES : Aromasin Prevention Study
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