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The 10th St. Gallen International Conference- Primary The-
rapy of Early Breast Cancer was held in March 2007. The
St. Gallen Conferences has focused on reaching expert con-
sensus for patient treatment selection. Three categories were
affirmed by responsiveness of endocrine treatment- endoc-
rine responsive, endocrine responsive uncertain, endocrine
non-responsive. Risk assessment will be similar than previ-
ous meeting (9th meeting) - low, intermediate, and high risk
categories. The Panel recommended that patients be offered
endocrine therapy or trastuzumab according to endocrine
responsiveness or HER2 status. Chemotherapy offered to

patients according to risk assessment. For patients with en-
docrine responsive and HER2 negative, selection of patient
for chemotherapy is major challenge. The Panel of Expert
attempted to answer many questions- endocrine therapy,
chemotherapy, anti-HER2 therapy, and radiation therapy.
This report focused on new information related to the best
use of endocrine therapy and chemotherapy. (J Breast Cancer
2007:10:1-9)
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Table 1. Choice of adjuvant treatments for breast cancer pa-
tients

o

: Endocrine Endocrine
) Endocrine
Risk category . response non-
responsive : .
uncertain responsive
Low risk ET ET Not applicable
Nil Nil
Intermediate risk  ET alone, or CT—ET CT
CT—ET (CT+ET)*
(CT+ET)*
Trastuzumab'  Trastuzumab'  Trastuzumab'
High risk CT—ET CT—ET CT
(CT+ET)* (CT+ET)*
Trastuzumab' Trastuzumab'

*: No data exist to dictate sequential or concurrent use of chemotherapy
with aromatase inhibitors or ovarian function suppression/ablation;
" Trastuzumab should be added whose tumors show overexpression
or amplification of HER2.

ET=endocrine therapy; CT=chemotherapy.

Seug-Il Kim, et al.
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H7d & ool 2R 7 Ak BEmAlHE LR SERM
(Selective Estrogen Receptor Modulator), Estrogen Rece—
ptor Down-regulator, 18]l o}Z20}EFA| A A (Aromatase
Inhibitor, Al) 502 2578 = e}, o|F A1 A zawe] o
gk og] A At A} 2 2-39 Afolof] HEE gl oM, o]
H 2007 3|9jellA] L A7} QI U, @A7ER] AL ARE- Al
7P oA AA, AR =Y A7), A= 7Y AR, o
Axmere] HEka ¥ 5ol glo] ool AR W A 4
T A3} #H7 $ ool A Bh=AlH 5\ T ARG Kok 945k
A&7 a7F FE ek

H7 T o Aol 4] AT ARG MRS 225 BHEAlES TiA|s}
+= W(initial protocol), EFSAIH 2-3E AL & AIZ g+
(switch protocol), EFEAIH 5 ARE & AT 5 F7} AR8(ex—
tended protocol) T L& 7 4= UtkFig 1). Ale] thgl ¢
At A3E Table 3 8.9F815ith A28 BhgAlH thal
AIS FoJ5h= M2k ATAC trial 9 BIG 1-98 trialollA] B
Al 5 TERoE L) AT Fojte] FrAEE(disease free
survival)©] 3-2J5A| S7Fee B sIACHATAC trial; hazard
ratio=0.83, CI=0.73-0.94, p=0.005, BIG 1-98; 0,82, 0.71—
0.95, p=0.007).(2, 3) 2=\ 7 PFAT 7 Gt AEE
(overall survival)®] -2J3F Zlol= gl3lch. BRmAlH 2-31 A}
| 5 AT AT St BHE Al T AR TS Bl 4
AF-2 ABCSG 8/ARNO 95 trial, ITA trial, IES trial 5-¢] 2
T7F HuEgie}, e AR A ATR A2kt SERtol| A Bl
Al s AREEE T RS ] FolsHA| ST SIATHABCSG

Table 2. Adjuvant treatment for 2 x 2 marker model of breast
cancer - St. Gallen Conference 2007

ER positive ER negative
HER2 positive Trastuzumab Trastruzumab
Chemotherapy Chemotherapy
Endocrine Therapy
HER2 negative Endocrine Therapy Chemotherapy
=+ Chemotherapy*

*: Selection of patient is major challenge.
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8/ARNO 95 trial; HR 0.60, CI 0.44-0.81, p=0.0009, ITA
trial; HR 0.35, CI 0.18-0.68, p=0.001, IES trial; HR 0.75,
CI 0.65-0.87, p=0.0001).(4—6) ABCSG 8/ARNO 95 trial
9 ITA trial®] - G2t AE&] folgt xlol= glolont
IES trialollA= AL ARSEOllA AEE9] ot $7F8 Hatst
SATHHR 0.83, CI 0.69-1.00, p=0.05). Initial protocol X
switch protocololl 23k 4 A+t Zxtel what #7 $ ofdo
A 27 E BREAES tiAsEAY, BRmAE 2-3E AN &
ATR H8ksh= i 9| 9/gdo] U= et

A A ek elEmAlE 5 2|57 B BRfell A AT 59
7 AMGIL T ol SEEARE SHA] g tiRT-S Hlwg A
T2, MA 17, NSABP B-33, ABCSG 6a 52| ¢A4; o+ A%}
7b HaE|Qict, off FejolA MA 17 A3t wol A8E U=
d), EFEAE 58 AR & 712 letrozoleS ARESF S|l A
frofelA FAESo] F7FSFITHHR 0.58, CI 0.45-0.76,

Initial trials|  *ATAC
Tamoxifem

mic1os NS
[BSEGZBE] Tamoxifen
Taoten EREEROEOE

Switch | ‘ABCSG 8/ Tamoxifem

trials | ARNO & ITA Tamoxifen [JATiaStiozoleN

Tamoxifem

Tamoxifem

p<0.001).(7) T8 MA 17 ¥8%17 23p7} 20039 =2 Bl
F Aol G AEES] Aol= fIYle, 20054 HarofA
= HelRl Ty o] ZhxjollA] AL AMSY] FofRt BESE ol
92 5]|9IcHHR 0,61, CI 0.38-0.98, p=0,04). MA 17 44T
ATA A IAR BEAl 22X R7E SR SRllA
letrozoleA|Ho] arej=|ojof 57Tt Al thel o] 4 Al
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Dol vls foetA S71el= AkE Helol wek, 72k 44
Ald A)RFE 30711 o]l 912K (placebo) Fofat ERollA letrozole
ok 7)3E Algsiint. o] At MA 17 trialollA] EFEAJH 51
Fo] & 2-3d%t 9ot E83) ek} 5 UF 7t letrozole TR
ARSI, uFR]77ER] letrozole SRS BEA] b2 SRt 2|
BAAE 9|3 E4(MA 17 post—unblinding analysis)dte],
2006 ASCO ¥ 20074 St. Gallen Conferenceol A Eil%]
At o] Ay} etgAlH 5 FoF & 2-3dYF T EEA R E B4
-2 SRl A letrozole F7F o] Al FUEAYESE Y AEE0]
oot S71ettar ®stitk(Fig 2). MA 17 post—unblin—
ing analysis A7= oF7HA] #3082 SWE R = ke, B
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Fig 1. Trial types of adjuvant aromatase inhibitors.

*. Combination arm was closed; ": Analysis was limited to pa-
tients on two monotherapy arms; *: Combined results of ABCSG
trial 8 and ARNO 95 trial; *: Study was unblinded to placebo arm
on 30 month from randomization.

Table 3. Efficacy of adjuvant aromatase inhibitors

ol Bjejoll 5= A2 ke 7o) szt extended pro-
tocol®] §44& FYBHE oA EREA 5 AN 5 AT
54 271 Mg Bk B8 AFELon, @A G
T ATES vlwe] 2 v, A o] Y g HES Lehy

) ) Median F/U Patients HR for DFS*
Protocol types Trials Duration Drugs (i) @ (95% CI) P
Initial protocol ATAC 1996-2000 Anastrozole 68 6,241 0.83(0.73-0.94) 0.005
BIG 1-98 1998-2003 Letrozole 51 4,922 0.82(0.71-0.95) 0.007
Switch protocol ABCSG 8/ARNO 95 1996-2003 Anastrozole 28 3,224 0.60 (0.44-0.81) 0.0009
ITA 1998-2002 Anastrozole 36 458 0.35(0.18-0.68) 0.001
IES 1998-2003 Exemestane 58 4724 0.75 (0.65-0.87) 0.0001
Extended protocol MA 17 1998-2002 Letrozole 30 5,187 0.58 (0.45-0.76) <0.001

*Definition of disease free survival; ATAC: local & distant recurrence, new primary breast cancer, death from any cause; BIG 1-98: local, regional &
distant recurrence, contralateral breast cancer, second non-breast cancer, death before recurrence; ABCSG/ARNQO: local & distant recurrence, con-
tralateral breast cancer; ITA: local, regional & distant recurrence; IES: local & distant recurrence, new primary breast cancer, death without recurrence;
MA 17: breast, chest wall & nodal recurrence, metastases, contralateral breast cancer.
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MA.17 Late Extended Adjuvant Therapy:
Post-Unblinding Analysis-Design and Patients

Tamoxifen < Letrozole n=2593 -~ Letrozole n=2457
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5 years

03 : :
™ o]
Median F/U 30 54
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MA.17 Late Extended Adjuvant Therapy:
Significant Risk Reduction Across Endpoints

Risk of
Risk of Breast ~ Risk of Distant Contralateral
Cancer Breast Cancer  Risk of Death ~ Breast Cancer
Recurrence Recurrence Recurrence

4%
(HR 0.53)

No Treatment (%)
SZE88¢

Risk Reduction vs

gol 6% 2%
9L (HR0.31) (HR 0.28)

-17%
(HR0.23)

Update of Goss et al. Breast Cancer Res Treat. 2005;94 (Suppl 1):S10. Abstract 16.
Update of Robert et al. J Clin Oncol. 2006;24(18S):15a. Abstract 550.

(5
Fig 2. (A) MA 17 Post-Unblinding Cohorts, (B) Late extended
adjuvant therapy- significant risk reduction across endpoint.

(A, B: Presented by Dr. Goss et al. 2006 ASCO, 2007 St. Gallen Con-
ference).

Randomization Randomization
Letrozole 5 yr Anastrozole
Al5yr Al5yr / 5yr
TAM Al \ TAM Al \
2-3yr  3-2yr _ 2-3yr  3-2yr -

Fig 4. Aromatase inhibitors- ongoning trials.

Seug-Il Kim, et al.

7F} Hstod NSABP B-42, SALSA trial (Secondary Ad-
juvant Long Term Study with Arimidex) 5] %18} Zo]u],
AT AAE 24 Blwsk= MA 27 trial (exemestane vs. ana—
strozole) ¥ FACE trial (anastrozole vs. letrozole)¥} -2
A A7 K13 FolthFig 4). ESE ATQ] o9l = T4t
A7, Aot ThE A4l X|& A, B3] thE FHREA| 53 o]
A1 HRRo] W ol Tt A+t Fa/de] At ik

2. 118 M oidoiAiel S22 X2

H7 A oA EfEAE 5 Fof E3= Early Breast
Cancer Trialists' Collaborative Group (EBCTCG)2] &
BrolA §-8/80] thA| YFEh (9) BHEAI 51 Folo] |
k= ool At glo] st 40-494), 404 olst BE |
73 A Aol folstA ALE 9 APTES AR o
3]9Joll A= EBCTCG 2] A8 (meta—analysis) 237} Q&
=313, o]ef T2 eHEAlA A ito) tigk 141 AEE FAR
QAR 97 A ol doll Al BFEAl 5 Fol= #E TEEA R
B Q=L gt

2hH EBCTCG-2 2f 8,0007 9] 50A| oI} e bafoilAf

2715 A, oA, WAR AR B0l mkE fatel] digt 5
A A oF 30% W2} o] AE(p=0.00001) R AFEE: (p=0.004)

HaE RSS9 H17 A ool darls A7 aata]
o]z AMdE EBCTCGE] o Haof A gfal Bf Slct. =
25 - —— 5yearstam
---- 3years Al after 2 years’ tam
= 20 — — 5yearsAl e
< 5 year's Al after 5 years’ tam et T
8 15 -~ T
c
e
5 101
o
o)
x 5
O Ll I I I I |
0 2 4 6 8 10

Follow-up time (years)

Fig 3. Recurrence in the first 10 yr of follow up.
(Presented by Dr. Cuzick, St. Gallen 2007, Br J Cancer 2006;94:460-4).

Randomization Randomization
Exemestane 5 yr Letrozole 5 yr
Surgery for Surgery for
Primary breast Primary breast
cancer \ cancer \
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o¥ St. Gallen ConferencellA ThA] Q- &=%ict o2 &3l
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50

—— Chemotherapy + tamoxifen

fffff LHRH addition
40 -

HR=0.85, 95% CI=(0.73-0.99),

p=0.04
30+ _
13.1%vs. 11.3% 7

207 1.8% reduction
10+
0 7\ Il Il Il Il Il Il Il Il Il Il

0 1 2 3 4 5 6 7 8 9 10
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Fig 5. The impact of LHRH addition to chemotherapy on breast cancer recurrence and mortality: an overview of the randomized trials.
(Presented by Cuzick et al. SABCS 2006 & Presented by Davidson. St. Gallen Conference 2007).
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OFT (Suppression of
Ovarian Function Trial), TEXT (Tamoxifen and Exeme—
stane Trial), PERCHE (Premenopausal Endocrine Res—
ponse Chemotherapy Trial) 5°IthFig 6). o1& 4 A+
Z7] A7t BaE= oF 2-39 Fofl= 117 A o) 222K
Fof tfgt 22 ofZHo] sfdd Aoz 7]ty

online
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Hu5k5ick. Oncotype DX™= RT-PCRE 53l 16749] 204
7&K cancer related gene)@} 57]9] #=Z-F-ARHreference
gene)?] HAS HARE Sof] 4107 Aplslo] SRS 5
SISITh. (16, 17) 8 871 171 2 2719] 8= 5 © =4 Aol
7} 2/301al, T EE 84 P RN BRRAlEE ARSI F
TS o2 3tk RS (Recurrence Score)7} 18 €13}
H A9, 18-3001H S5 YT, 31 ool LTS
2 3ste] 109 ARk o] 242 6.8%, 14.3%, 30.5%%Ct.

Randomization
SOFT (IBCSG 24-02, BIG 2-02)
T if
Any chemotherapy amoxiiem ]
(remain premenopausal after > OFS+Tamoxifen x5 yr
o oty | OFS+EremestanexSyr
No chmotherapy
TEXT (IBCSG 25-02, BIG 3-02) GrRH+Tamoxifen x5 yr &
GnRH analong from start of Chemotherapy

adjuvant therapy (with or without| | -
chemotherapy)

¥

PERCHE (IBCSG 26-02, BIG 4-02)

Ovarian function suppression N
from start of adjuvant therapy

OFS+Tamoxifen/Exemestane x 5 yr

¥

Fig 6. Ongoing trials testing endocrine therapy for premenopa-
usal women.

Seug-Il Kim, et al.

o1 F ASAHT Ao WAL FANEE ASfstol= o
o} n9Ige] Bk YUK RS She o] Fek. vt ol
ozt QIEARIA 47 018 4 9l Adjuvant
Onlineo|ct, QIE|YLE F31o] g Lfol, EE 5287 47,

2o} ok, ferel 57] W m Ho] 478 sty
She] QSIS HojZeh o] A SIHES 109 S0l
7ol o] E o m FEr Ay Foray W HEaS B v
o Ak $1E RIS 242} Hojeh, ok o) S Higoz
So olefet A RERTE U 4 U A BHS AT

= JtHwww.adjuvantonline.com).

e RS AT 4 Gl olelt AR B £
oF X8R QAN A7 ARS8 ARt T 8ol 60%9]
AFEE oF &) AN R Slol, 90% R of41s] Y

2) Anthracyclinet Taxanes 0125t MIcH &t

CMF<®} anthracycline= 0183+ 1A FAA|, taxanesS ©]
25+ oA A, 2231 anthracycline¥} taxanes AlE2] &
UAIE o83} combination T+ sequential therapy, dose
dense therapy 6= 335sh= 34t &ta o] A= it
St. Gallen ConferenceollAl= o|2gt 34t &eta o] chgt
wAE 2o F=3Uck(Fig 7).(18, 19)

HA] Breast Cancer International Research Group (BCI—
RG) 001 trialollAl+= docetaxel, doxorubicin, and cyclopho—
sphamide (TAQ)E ©o]-§3 LS 7129 fluorouracil,
doxorubicin, and cyclophosphamide (FAC)Z} H]us}T},
R 149179 Hd o Het ERgem 55719 vl
Aol 4] FEAEE] 3lolA TACE hazard ratio”} FACe|
H15}9] 0.72 (p=0.001), HAPEEE] 21o1A4 0.70 (p=0.008)
2 TAC 3ot o] 93t A0 2 Yt (20)

AC+4—Px4
(CALGB 9344)
(NSABP B28)
»| ACx4—Dx4 | | ACx4—Px4 (q2w)
\ (NSABP B27) (CALGB 9741)
[AD+4] | DC+4 (US Oncology 9735)
E@_) *, FEwC | 5| FEwC#3—D#3
(FASG 05) (PACS 01)
DAC (TAC)
FAC (BCIRG 001)

Fig 7. Adjuvant taxane therapy for women with early-stage, in-
vasive breast cancer.
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Table 4. Top ten breast cancer research questions by expert voting- St. Gallen Conference 2007
Question Point
1. Identification of molecular signatures to select patients who could be spared chemotherapy 643
2. Identify molecular features which indicate the optimal chemotherapy regimen (combination or sequential, anthracyclin or not, 450
taxane or not)
3. Determine the factors in DCIS and or ADH leading to progression into invasive carcinoma 406
4. Determine the role of stem cell in breast cancer development, progression and treatment sensitivity 404
5. Identify response resistance mechanism and thereby therapeutic targets for triple negative breast cancer 369
6. Develop a system (computer etc) that will integrate all the information so far gathered about breast cancer to build robust models 305
for understanding the aetiopathogenesis, treatment and prognosis of breast cancer
7. Identifying which low risk patients require NO adjuvant therapy 301
8. Determine if other growth factor pathway are important targets for therapy such as EGFR, IGFR, Notch, Hedgehog, Wnt and 287
other angiogenic pathways
9. Investigate which gene mutations in a cancer lead to metastases 236

10. Identify drugable targets that can be developed/exploited for therapeutic gain to overcome primary/secondary endocrine resistance 226
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