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Adjuvant Trastuzumab Improves DFS and OS 
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Standard of care: one 
year of treatment in 

setting (neo)adjuvant 



From here on: tryumph of 
incrementalism  

Not to mention Lapatinib, everolimus etc. 



∆ 3.2% 

Von Minckwitz G et al NEJM 2017 



Martin M, et al. Lancet Oncol. 2017;18:1688-1700. 
Effect due to treatment extension, or to effective HR and HER2 signaling 
co-targeting? 



Risk stratification based on pCR after NAC 
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Risk stratification based on pCR after NAC 

The Standard of Care Has Changed! 
T-DM1 should be recommended to the majority 
of patients with residual disease after a taxane-
based neoadjuvant regimen 



 How can we de-escalating? 
 No anthra  
 Shorter duration Trastuzumab? 
 Minimizing chemotherapy? 
 Omission chemotherapy? 

 Treatment decision by Neoadjuvant results 
 Biological considerations for de-escalation 

 HER2 enriched  
 TILs  

We know How to Escalate 
What about  De-Escating? 

 What risk stratification do we have? 
 Anatomic features  

 T, N 
 Molecular features  

 HR 
 HER2 levels  
 TILs 
 Intrinsic subtype 

WHO? 

HOW? 

 The favorable outcomes of HER2 BC increases the importance of: 
 Risk stratification strategies to minimize over and under treatment 
 De-escalation strategies to potentially further reduce the toxicities 

of treatment  



Can we omit anthracyclines:  
the BCIRG 006 case 
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JAMA Oncol. 2018 [Epubahead of print]. 5. Conte PF, et al. Ann Oncol. 2018 Sep 13. [Epubahead of 
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Shorter duration trastuzumab 
 

Ok to use shorter duration trastuzumab if cardiac RF, in frail pts, in case of 
intollerance 



Jones et al Lancet Oncol 2013 

Minimizing chemotherapy 



Adjuvant Paclitaxel and Trastuzumab (APT) 

Minimizing chemotherapy 

Tolaney SM, et al. N Engl J Med. 2015;372(2):134-141 



Adjuvant Paclitaxel and Trastuzumab 
(APT) 

TolaneySM, et al. N Engl J Med.2015;372(2):134-141;  
TolaneySM, et al. J Clin Oncol. 2019 Apr 2. 

Minimizing chemotherapy 





In cases of contraindications for ChT or 
patient refusal, it is acceptable to offer the 
combination of targeted agents(ET and 
trastuzumab) 

Omitting chemotherapy 
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The «Neoadjuvant approch» to chemotherapy de-
escalation: Leveraging pCR to decision making 



CompassHER2<br />Schemas 

Presented By Matthew Goetz at 2019 ASCO Annual Meeting 

Leveraging pCR  
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Omitting chemotherapy 
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Omitting chemotherapy 
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Can we identify «super-sensitive» tumors? 
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Can we identify «super-sensitive» tumors? 





 
Low TILs Associated With Low pCR 

 

 Could patients with high TILs receive less aggressive therapy? 
 Studies ongoing to evaluate immune checkpoint inhibition 

plus HER2-targeted therapy  

Can Incorporation of TILs Help De-Escalate Therapy? 



 
TILS Interaction With Treatment ARM in Short-

HER2 trial 

 

Dieci MV ESMO 2018 



Final considerations 

• A risk-driven approach is the best way for treatment optimization in HER2+ disease 
 

• In patients at higher risk of relapse, the addition of  pertuzumab or neratinib 
should be considered  
 

• 1 yr trastuzumab plus chemotherapy remains standard of care for many patients at 
low and intermediate risk of relapse 
 

• Treatment de-escalation is of value for a proportion of real-world patients at low 
risk of relapse  
 

• Is there still a role for anthracycline in regimens of the future? 
– With another active agent in early disease, anthracyclines become less 

appealing 
 

• Risk stratification based on pCR after NAC allows for a more personalized 
treatment and a more rational resource allocation 
 



Roadmap for the adjuvant treatment of EBC 

Adjuvant 

Low Risk: 
T< 1 cm N0 ER-/ER+ 
T≤ 2 cm N0 (>ER+) 

Intermediate risk:  
Larger T ER +/ 
LN negative or (1-3) 

APT  
wPaclitaxel + 
Trastuzumab 

Longer chemo (anthra) + 
Trastuzumab 

*no-refundable in Italy 

High risk:  
Larger T/N (> 4)  and/or 
ER- 

Chemo + Trastuzumab + 
Pertuzumb* 

Consider neratinib in 
ER+ 


