












OPERABLE BREAST CANCER
FNA or Core

OPERATION

AC x 4

AC x 4

OPERATION

B-18

Seq tam for women ≥50 yrs. only

Age, T, cN



NSABP B-18

OPENED:         Oct. 1988

CLOSED:         Apr. 1993

ACCRUAL:      1,523

MTS:                9.5 years (2001)
16 years  (2007)

SOS 3’07
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Multivariate Backward Stepwise# Analysis 
of Treatment and Baseline Factors*

(n=5172 excluding patients with missing values or trastuzumab treatment)

#Dose-density, concomitant/sequential, histological type, triple (ER/PR/HER) 
were removed because of p>0.05

*Factors grouped as in histograms 
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German NEO-PARP-Study
(Start Jan ‘11)

R*
TACx6 + BSI-201            
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T3 or
T>3cm, N+
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*stratified acc. to PARP (IHC) 
and ER/PgR status

Sponsor: Sanofi-Aventis D
Endpoints:
pCR, Safety, Biomarker

TACx6           
N=300 triple neg &
N=300 HER2-/ER+
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Pathologic Complete Response
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Axillary nodes after neoadjuvant therapy
Her2 Total
neg pos

361
79,87

62
13,72

21
4,65

8
1,77
452
100

Negative 645 1006
% 61,02 66,67

Pos 1-3 nodes 233 295
% 22,04 19,55

Pos 4-9 nodes 125 146
% 11,83 9,68

Pos >10 nodes 54 62
% 5,11 4,11

Total 1057 1509
% 100 100

Untch et al, JCO, 2010



SENTINASENTINA--TrialTrial

Indication for NST

N - N +

SLNB PST

pN0 (sn)

PST

SLNB + ALNNihil

A C

pN1 (sn)

PST B

ycN - ycN +

D

ALN



Strategien – prä-Chemo
- Untersuchung (möglichst) durch 
Operateur
- (evtl.) zusätzliche Fotodokumentation 
der Tumorlokalisation durch 
Einzeichnung auf der Haut
- Festlegung des wahrscheinlichen 
operativen Vorgehens
-Klinische Kontrolle des Ansprechens 
während der Chemotherapie
- Clipmarkierung im Tumorbett
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Primary systemic therapy
Surgical procedures

Precise documentation of tumor location 
before, during and at the end of PST 5 D ++

Surgery after PST 2b C ++

Microscopically clear margins  5 D ++

Excision within new margins 3b C +

Sentinel node biopsy 
(see chapter “Surgery”)

Oxford / AGO
LoE / GR

* Study participation recommended
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Primary systemic therapy
Timing of surgery and radiotherapy

Surgery 4 C ++
After leucocyte nadir 
(2 to 4 weeks after last course of 
chemotherapy)

Radiotherapy after mastectomy 2b B ++
2-3 weeks after surgery

Indications according to stage of
disease before PST (cN+, cT3/4a-d)

Oxford / AGO
LoE / GR
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HER2-negative:
(N=1948, closed)

EC

∅ + Bevacizumab

CR/PR NC
(N=321/540)

Doc Pac(w)

∅ +Bevacizumab ∅ + Rad001
Bev=Bevacizumab;  X=Capecitabine; T=Docetaxel

HER2-positive: 
(N=620, closed)

EC-Doc

+  +
Trastuzumab Lapatinib



Long-term outcome in patients receiving
3xA60T150→3xT175→CMFx4 ± Trastuzumab

Gianni L, et al. NOAH study Lancet 2010



PCR predicts survival in HER2-positive 
disease treated with EC-P+trastuzumab

Results of the TECHNO-study

M. Untch, JCO submitted



IMMER NEOADJUVANT ?

NICHT IMMER , ABER 
IMMER ÖFTER
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Quality control in the locoregional
treatment of breast cancer

EUSOMA
Qualitätskriterium – Lokalrezidivrate

Bei BET: max. 15 % n. 10 Jahren

Bei ME: max. 10 % n. 10 Jahren

European Journal of Cancer; 37, 447-453, (2001)



10 Jahres Lokalrezidive (%) nach PST
BET (n= 475)
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Lokalrezidive 10 Jahre NSABP B 18 

14.0 (9.9, 19,9)2919516.8 (12.2, 23.1)32194Klinisch N+

11.7 (9.1, 15.2)5544911.8 (9.1, 15.3)554292 – 5 cm
16.9 (10.8, 26.4)169723.5 (16.2, 34.1)2299> 5 cm

11.5 ( 7.8, 16.9)2520515.6 (11.4, 21.4)32214< 2 cm

11.8 (9.3, 14.8)6755613.3 (10.7, 16.5)77548Klinisch N-
8.5 (6.0, 11.9)3236211.3 (8.4, 15.1)43362> 50 J., Tamoxifen

16.0 (12.7, 20.1)6438917.0 (13.6, 21.3)66380< 50 J., kein Tam
12.3 (10.2, 15.0)9675114.2 (11.9, 17.0)109742Alle
Cum. Inc. (95% CI)EventNCum. Inc. (95% CI)EventN

Adjuvant ACNeoadjuvant ACGruppe

7.8 (5.3, 11.5)2531910.3 (7.8, 13.6)48434N-

15.0 (10.7, 20.8)3120222.5 (16.1, 31.4)29121N+ > 4 
CI: Konfidenzintervall

16.9 (12.6, 22.6)4022218.1 (13.2, 24.8)32180N+ 1 – 3

------17.3 (12.1, 25.0)25140cNR
------16.2 (12.4, 21.0)49295cPR
------12.9 (8.6, 19.5)22159pINV
------6.8 (3.1, 14.8)788pCR
Cum. Inc. (95% CI)EventNCum. Inc. (95% CI)EventN

Adjuvant ACNeoadjuvant ACGruppe

Mamounas, Wolmark, Fisher, et al (2003) SABCM
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Predictive Factors
Clinical Nodal Stage
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Primary systemic therapy
Procedures in case of insufficient response

In case of stable disease:
Completion of PST, followed by surgery 5 D ++
Continuation of PST with non cross-resistant
regimen 2b B +

AC X 4 → D X 4 2b B +
DAC X 2 → NX x 4 2b B +/-

In case of progressive disease: 
Stop of PST and immediate surgery or radiotherapy 4 D ++*
Additional adjuvant chemotherapy with non cross
resistant regimen 4 D +/-

Oxford / AGO
LoE / GR

* Study participation recommended
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