


ASCO Technology Assessment

Optimal adjuvant hormonal therapy 

for a postmenopausal woman with 

receptor-positive breast cancer 

includes an aromatase inhibitor as 

initial therapy or after treatment 

with tamoxifen.

J Clin Oncol 2005; 23: 619-29
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Factors Predicting Endocrine Responsiveness

High

Intermediate

Low
Absent

* e.g., levels of ER positivity, lack of PgR expression, HER2/neu 

overexpression, increased proliferation markers, large micro-metastatic 
burden of disease …

Endocrine

Responsive
Endocrine therapies effective 

in improving DFS and OS

Endocrine  Response

Uncertain*
Chance for response to endocrine 

therapies alone insufficient 

Endocrine  

Non Responsive
Chemotherapy offers 
the best chance 



CONSENSUS St. Gallen 2005
Receptorstatus

HR pos HR uncertain HR neg

Meno-status Prä Post          Prä Post Prä Post

N0 low Tam Tam or

or AI or nil Chemotherapy

nil ( Tam > AI)                     (Tam >AI)           (6xAnthrac.Triplet)

N0 + risk Tam +/- Tam or AI CT>Tam CT>Tam

N+ average OFS CT>Tam (+/-OFS)     or

(= N1-3)           or or or CT>AI Chemotherapy

CT>Tam CT>AI CT alone or (6 cycles/months)

+/-OFS or CT>                   +/- Taxan

or CT>                                Tam>AI

OFS T>AI
high risk CT>Tam CT>T or
N4+                +/-OFS CT>AI CT (6xTriplet)              Chemotherapy

+ Taxan     (6 cycles7months)

> ET + Taxan

Tam
or
nil

Tam or
AI or 0

AI: Anastrozol or Letrozol
2-3a Tamoxifen > Anastrozol or

Exemestane
5a Tamoxifen > Letrozol or

Anastrozol

HR: Hormonrezeptoren; Tam: Tamoxifen; AI: Aromatase inhibitoren; OFS: ovarian function
suppression; ET: endocrine treatment
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CONSENSUS St. Gallen 2005

Rolle der Taxane ?



Adjuvant trials with taxanes: absolute 
5-year benefit over comparator

1. Henderson IC et al. J Clin Oncol 2003;21:976–83; 2. Mamounas EP et al. ASCO 2003. Abstract 12; 3. Martin M et al. SABCS 
2005. Abstract 39. 4. Martin M et al. N Engl J Med 2005;352:2302–13; 5.Roché H et al. SABCS 2004; Abstract 27; 6. Jones S et al. J 

Clin Oncol 2006;24:5381–7 
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NSABP B282 BCIRG 0014CALGB 93441

5%
3%

4%

7%
6%

DFS

OS

0
PACS 015

5%
4%

Paclitaxel Taxotere®

GEICAM 99063

2%
(4-y)

6%
(4-y)

6%

3%

US ONC6

DFS, disease-free survival; 
OS, overall survival



Improvements in chemotherapy 
outcomes in high-risk breast cancer

1. Fisher B et al. J Clin Oncol 1986;4:929–41; 2. Levine M et al. J Clin Oncol 1998;16:2651–8;
3. Bang S et al. Cancer 2000;89:2521–6; 4. Martin M et al. N Engl J Med 2005;352:2302–13 

5-year disease progression in N+ patients (%)
*Patients aged ≤49 yrs
†Average value

N, node

0 20 40 60 80

TAC4

AC, FAC or FEC†2–4

CMF2

L-PAM*1

Observation*1
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CONSENSUS St. Gallen 2005 - Rolle der Taxane

Receptorstatus

HR pos HR uncertain HR neg

Meno-status Prä Post          Prä Post Prä Post

N0 low Tam Tam or

or AI or nil Chemotherapy

nil ( Tam > AI )                     (Tam >AI)           (6xTriplet)

N0 + risk Tam +/- Tam or AI CT>Tam CT>Tam

N+ average OFS CT>Tam (+/-OFS)     or

(= N1-3)           or or or CT>AI   Chemotherapy

CT>Tam CT>AI CT alone or (6 months ?)

+/-OFS   or CT>                    +/- Taxan

or CT>                                 Tam>AI

OFS T>AI 
high risk CT>Tam CT>T or
N4+                 +/-OFS CT>AI CT (6xTriplet)              Chemotherapy

Ari or Exe + Taxan     (6 months ?)

Ari>2/3a T > ET    + Taxan

Let >5aT 

Tam
or
nil

Tam or
AI or 0
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CONSENSUS St. Gallen 2005 - Rolle der Taxane

Receptorstatus

HR pos HR uncertain HR neg

Meno-status Prä Post          Prä Post Prä Post

N0 low Tam Tam or

or AI or nil Chemotherapy

nil ( Tam > AI )                     (Tam >AI)           (6xTriplet)

N0 + risk Tam +/- Tam or AI CT>Tam CT>Tam

N+ average OFS CT>Tam (+/-OFS)     or

(= N1-3)           or or or CT>AI   Chemotherapy

CT>Tam CT>AI CT alone or (6 months )

+/-OFS   or CT>                    +/- Taxan

or CT>                                 Tam>AI

OFS T>AI 
high risk CT>Tam CT>T or
N4+                 +/-OFS CT>AI CT (6xTriplet)              Chemotherapy

Ari or Exe + Taxan     (6 months )

Ari>2/3a T > ET    + Taxan

Let >5aT 

Tam
or
nil

Tam or
AI or 0
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ADJUVANTE THERAPIE
DES MAMMAKARZINOMS
ASCO 2005
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Medizinische Universität Wien
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NSABP B31
Paclitaxel q3w x 4

Paclitaxel q3w x 4 + H

HERA Trial
H q3w* x 12 months

H q3w* x 24 months

Control

any CT ± RT ± Tam 

Intergroup
N9831

Paclitaxel qw x 12

Paclitaxel qw x 12

Paclitaxel qw x 12 + H

BCIRG 006

Cis/carboplatin + docetaxel q3w x 6 + H

HERCEPTIN® - Adjuvant Studies
Summary of the 4 Main Studies

H

AC x 4

AC x 4

Docetaxel q3w x 4

Docetaxel q3w x 4 + H

*q3w with 6mg/kg
H = Herceptin ®

H q3w*

H q3w*

AC x 4

AC x 4

AC x 4

AC x 4

AC x 4
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HERCEPTIN® - Adjuvant Studies
Summary of the 4 Main Studies

NSABP B31
P q3w x 4

P q3w x 4 + H

HERA Trial
H q3w* x 12 Months

H q3w* x 24 Months

Kontrolle

any CT ± RT ± Tam 

Intergroup
N9831

P qw x 12

P qw x 12

P qw x 12 + H

BCIRG 006

Cis/carboplatin + Dx 6 + H

H

AC x 4

AC x 4

D x 4

D x 4 + H

*q3w with 6mg/kg
H = Herceptin ®

H q3w*

H q3w*

AC x 4

AC x 4

AC x 4

AC x 4

AC x 4

ASCO 5/2005
Relapses: - 52%

Deaths: - 32%

ASCO 2005/06

Relapses:  - 50%
Deaths: - 24%

SABCS 12/2005
Relapses:

- 52%
- 39%
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Adjuvant Trastuzumab Trials

aHER2-positive subgroup

Trial

HERA

NSABP B-31

NCCTG N9831

BCIRG 006

FinHer

No. patients

5090

2030

3505

3222

232a

Reference

Piccart-Gebhart et al, 20051

Smith et al, 20072

Romond et al, 20053

Romond et al, 20053

Slamon et al, 20064

Joensuu et al, 20065

1. Piccart-Gabhart M et al. N Engl J Med 2005;353(16):1659–72; 2. Smith I et al. Lancet 2007;369:29–36; 
3. Romond EH et al. N Engl J Med 2005;353(16):1673–84; 4. Slamon D et al. SABCS 2006;Abstract 52;  

5. Joensuu H et al. N Engl J Med. 2006;354:809-20 
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Adjuvant Trastuzumab Trials:
Summary of DFS data to date

0

HERA1 (n=5090) 2 years

Combined analysis 2 (n=3351) 2 years

Median follow-up

BCIRG 006 DCarboH 3 (n=1075) 3 years

3 yearsBCIRG 006 AC–DH3 (n=1074)

FinHer VH/DH a4 (n=232) 3 years

1 2
Favours

Herceptin
Favours no
Herceptin

HR

1. Smith I et al. Lancet 2007;369:29–36; 2. Romond EH et al. N Engl J Med 2005;353(16):1673–84; 
3. Slamon D et al. SABCS 2006;Abstract 52;  4. Joensuu H et al. N Engl J Med. 2006;354:809-20 

aRFS
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Adjuvant trastuzumab trials: 
summary of OS data to date

1
Favours

Herceptin
Favours no
Herceptin

HR

HERA Herceptin 1 year arm 1 2 years

Combined analysis 2 2 years

3 yearsBCIRG 006 AC–DH3

BCIRG 006 DCarboH 3 3 years

Median follow-up

0

FinHer VH/DH 4 3 years

2

p=NS

1. Smith I et al. Lancet 2007;369:29–36; 2. Romond EH et al. N Engl J Med 2005;353(16):1673–84; 
3. Slamon D et al. SABCS 2006;Abstract 52;  4. Joensuu H et al. N Engl J Med. 2006;354:809-20 

NS, not significant
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Cohort Arm 1 Evaluable Cohort
Arm 2 Evaluable Cohort

%

0

2

4

6

Years Post Day 1 Cyc 5
0.0 0.5 1.0 1.5 2.0 2.5 3.0

Arm 2: AC����T +H
N=830, 30 CHFs,
No Cardiac Deaths

Arm 1: AC����T   
N=794, 3 CHFs,                
1 Cardiac Death

B-31: Cumulative Incidence of
Cardiac Events in the Evaluable Cohort

HR=7.2

4.1%

0.7%
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ADJUVANTE THERAPIE
DES MAMMAKARZINOMS
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Details in Tabelle 2Risikoabschätzungbei ER+, Her2-

Ausgenommen sind sehr kleiner Tumore, 
medulläre, apokrine, adenoid zystische Tumore 
ohne weitere Risikofaktoren (s. Tabelle 2)

Fast alle Patientinnenbei triple negativ

Tumore mit <1cm und ohne weitere 
Risikofaktoren (s. Tabelle 3) können auch ohne 
adjuvante Chemo/Immuntherapie behandelt 
werden.

Keine publizierte Evidenz 
für Her2 Therapie ohne 
Chemotherapie !

Chemotherapie
bei Her2+

=30% IHC oder >2.2 FISH; jedoch auch die 
weniger stringenten Kriterien von z.B. HERA 
zulässig

Lt. ASCO/CAP Her2+Anti-Her2 
Therapie

PgR+ mit ER- sollten neuerliche evaluiert 
werden- hohe Artefaktwahrscheinlichkeit 4

Jede positive IHC auf ER 
oder PgR 
(in Österreich >10% der 
Zellen positiv)

Endokrine 
Therapie

KommentarIndikationsparameter
Therapiemodalität

St. Gallen 2009
Goldhirsch A et al: Tresholds for therapies: highligh ts of the St Gallen International 

Expert Consensus on the Primary Therapy of Early Breast Cancer 2009
Ann Oncol 20: 1319-1329, 2009
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St. Gallen 2009
Goldhirsch A et al: Tresholds for therapies: highligh ts of the St Gallen International 

Expert Consensus on the Primary Therapy of Early Breast Cancer 2009
Ann Oncol 20: 1319-1329, 2009

Niedriges Risiko in validierter
Genexpressionanalyse

Intermediäres RisikoHohes Risiko in validierter
Genexpressionsanalyse

Lehnt Chemotherapie eher abPräferenz der Patientin

2cm oder kleiner2.1cm-5cmT >5cm

Keine PVIEindeutige PVI

Nodal negativ1-3 pos. Lymphknoten>3 pos. Lymphknoten

>30%16%-30%KI 67/Mib-1 <15%

G1G2Differenzierung G3

Hohe Expression von ER/PgRNiedrige Expression von 
ER/PgR

Relative Indikation für 
endokrine Therapie (ohne Chemo)

Nicht hilfreiche 
FaktorenRelative Indikation für 

chemoendokrine Therapie
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� TEILNAHME AN KLINISCHEN STUDIEN 

ADJUVANTE THERAPIE
Wie kann Fortschritt erzielt werden ?

ABCSG - Studie 12 (präm, Rez +)

ABCSG - Studie 15 (postm, Rez +, DCIS)

ABCSG - Studie 16 (postm, Rez +/Planung)

ABCSG -Studie 18 (postm, Rez +, AI-Th.)

ABCSG – Studie 23 (postm., Rez +)

ABCSG – Studie 24 (präop)

ABCSG – Studie 25 (CT vs. Tailored CT)

ABCSG – Studie 27 (CT+/- Bevacizumab)

ABCSG – Studie 28 (prim. met: CT +/- OP)

CONCENSUS - MEETING
St. Gallen 2009




