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Why neoadjuvant therapy? 

11.03.2020 

Reduction tumor size and downstaging of positive 

lymph nodes in cN1 disease 

 Less extent of surgery, higher breast conserving rate, 

less risks for lym 

In vivo tumor response/efficacy estimation 

 Opportunity for escalation and de-excalation of 

treatment 

pCR is highly prognostic in aggressive tumor 

subtypes 



International view 

11.03.2020 



German view 

11.03.2020 



Meta-analysis 

11.03.2020 

Cortazar P, et al. Lancet. 2014;384(9938):164-172. 
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Caveats 

11.03.2020 

Cortazar P, et al. Lancet. 2014;384(9938):164-172. 

R2 ~ 1 

Reality (overall survival) 

R2 ~ 0,24 

Perfect scenario 



Von Minckwitz et al 2014-2017 



Sikov et al. 2014-2019 



Keynote 522 

WSG GmbH 12 
Schmid et al. ESMO 2019 and 

NEJM 2020 



WSG GmbH 13 11.03.2020 Schmid et al. ESMO 2019 and NEJM 2020 



Keynote-522 

WSG GmbH 14 Schmid et al. ESMO 2019 and NEJM 2020 



HER2-positive disease 

pCR overview 

11.03.2020 
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n=455 

NeoALLTO 
n=417 

NeoSphere 

n=519 

NSABP B-41 

n=299 

CALGB  

40601 

n=121 

CherLob 
n=140 

Trio B-07 

n=400 

GeparSepto 

n=225 

Tryphaena 

Adaptiert nach 1. Gianni L, et al. ASCO 2015. Abstract 33(15_suppl): 505. / 2. de Azambuja E, et al. The Lancet Oncology. 2014;15(10): 1137-1146. / 3. Schneeweiss 
A, et al. Annals of Oncology. 2013;24(9):2278-2284. / 4. Carey LA, et al. J Clin Oncol. 2016;34(6):542-549. / 5. Robidoux A, et al. Lancet Oncol. 2013;14(12):1183-
1192. / 6. Untch M, et al. Lancet Oncol. 2016;17(3):345-356. 

Single Anti- 

HER2-Blockade 

Double Anti- 

HER2-Blockade 



ALLTO trial 

ASCO 2020 



Piccart M et al. SABCS 2019 



IDFS results 

11.03.2020 Piccart M et al. SABCS 2019 
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Use of non-pCR for 

treatment escalation 

? 



RCB-Score 

11.03.2020 



11.03.2020 



KATHERINE 

Von Minckwitz NEJM 2019 



Penelope-B 

11.03.2020 



Poetic: Dynamic Ki-67 after 2 weeks of 

preoperative endocrine therapy 

24 11.03.2020 



ADAPTcycle 

25 LKP Prof. Harbeck, Prof. Kümmel, 

study development PD O. Gluz 

Ki-67 

RS (OncotypeDx) 

 N0 

 N1 

RS  

 <25 

Ki-67post 

<10%* 

RS  

 >25 

Ki-67post 

>10%** 

 High risk 
 Intermediate risk 
 Low risk 

Biopsy 

Prognosis 

Estimation 

Ki-67 

Biopsy  

or surgery 

Efficacy 

Estimation 

3 weeks (+/- 1 week) 
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Use of pCR as a 
de-esclation tool 

? 



May we omit Anthracyclines in case of pCR? 

6x Carboplatin/Docetaxel q3w 

27 Sharma et al. CCR 2019 



29 

ADAPT-TN: 12 weeks of neoadjuvant 

Nab-Paclitaxel+Carboplatin or 

Gemcitabine 

11.03.2020 

Gluz O. et al. JNCI 2018; Gluz et al. ASCO 2018 

pCR; ypT0/is, ypN0) and total pCR 

(ypT0/ypN0) by treatment arms 
Event-free survival by pCR status 

San Antonio Breast Cancer Symposium, December 4-8, 2018  

This presentation is the intellectual property of the WSG.  

Contact them at oleg.gluz@wsg-online.com for permission to reprint and/or distribute.  



Effect of 4xEC on EFS in patients with 

pCR, by arm  

30 11.03.2020 

Carboplatin-containing arm Gemcitabine-containing arm 

San Antonio Breast Cancer Symposium, December 4-8, 2018  

This presentation is the intellectual property of the WSG.  

Contact them at oleg.gluz@wsg-online.com for permission to reprint and/or distribute.  

If de-escalated therapy 
well tolerated and effective schedule 



ADAPT-HR+/HER2+ 

*Nach Operation Standard-Chemotherapie (4xEC) / Biopsie nach 12 Wochen (falls klinisch kein pCR); Trastuzumab über insgesamt 1 Jahr 

Adaptiert nach Harbeck N, et al. Cancer Research. 2016;76(4 Supplement):S5-03. 
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3 Wochen 

Therapie 

pCR 

vs. 

Endocrine Therapy 

T-DM1 3,6 mg/kg 

Trastuzumab 

Endpoint 

B
io
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s
ie

 

p<0,001 

41,0% 15,1% 41,5% 

p<0,001 

A 

T-DM1 

B 

TDM-1 + ET 

C 

T + ET 

4x T-DM1 Monotherapy: 

No hair loss 

No severe emesis/vomiting 

Fatigue  

Liver enzymes and thrombocytopenia in <10% (Grad 3-4) 

 

 

 



ADAPT Studie HER2+/HR- 

 

*Standard-Chemotherapie / 1 Jahr anwenden; Trastuzumab obligatorisch in allen Fällen mit Ausnahme von pCR bei Operation (optional: 1 
Jahr ausschl. Trastuzumab) 

Adaptiert nach Nitz U, et al. ASCO 2016.#34(suppl 15):518. 

Is further chemotherapy 

neccessary in case of pCR? 
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Therapie 
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Pertuzumab Loading 840 mg,  

 420 mg 

Trastuzumab Loading 8 mg/kg,  

 6 mg/kg 

Paclitaxel 80 mg/m2 

pCR 

pCR 

vs. 

Endpoint 

34,4% 78,6% 90,5% 

A 

T + P 

B 

T + P + +Pac 

24,4% 

ypT0/is, ypN0 

ypT0, ypN0 

12 Weeks Paclitaxel weekly + T + P: 

No febrile neutropenia 

No severe emesis/vomiting Übelkeit/Erbrechen 

Moderate Fatigue  

Moderate PNP 

 



Cave:  

selection of patients! 

Gluz O Kolberg-Liedtke C SABCS 

2019 



34 3/11/2020 



35 3/11/2020 

All patients with low 
HER2 expression had 
„progressive disease“ 

prior to surgery 



36 3/11/2020 



Caveats to use early pCR for de-escalation 

11.03.2020 

In patients with locally advanced BC 

 cT3-4, cN2-3heterogeneous disease locally vs. 

systemic 

 Increased relapse risk despite of pCR 

In patients with “low“ immunogenic disease (e.g. 

low TIL‘s, PD-1 expression) higher relpase risk 

despite of pCR 


