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Outline 

• Neoadjuvant Abstracts 
– S5-03: ADAPT trial 

– S5-01: Predictors of response in neoALTTO trial 

• Adjuvant Abstracts 
– S5-04: BCIRG 006 

– S5-02: ExteNET 

– S6-06: Netherlands Cohort Study 

– S1-05: MANTICORE 

• Metastatic Abstracts 
– S5-05: TH3RESA 

 



Targeted Therapies for HER2+ Breast Cancer: 
Trastuzumab, Lapatinib, Pertuzumab, and T-

DM1 

Available at: http://am.asco.org/her2-pathway-breast-cancer. 

















Conclusions 

• The addition of endocrine therapy to T-DM1 
resulted in similar pCR rates  

• pCR rate with neoadjuvant T-DM1 of 45%  

– Patients received standard chemotherapy in the 
adjuvant setting and completed 1 year of 
trastuzumab 

– Do patients who achieve pCR with T-DM1 benefit 
from additional chemotherapy?   

















• PIK3CA single gene and pathway mutations were 
associated with lower pCR rate 

– Adding lapatinib to trastuzumab increased pCR rate 

• Pathway mutations involving regulation of RhoA 
activity associated with higher pCR rate to 
lapatinib-containing arms 

• Combined mutation status of PIK3CA and RhoA 
could define group of patients with low pCR rate 
to trastuzumab alone where addition of lapatinib 
may have greater benefit  

 

Conclusions 





























Conclusions 

• 10 year follow-up show significant advantage 
of trastuzumab-containing arms over AC-T 

• No statistical advantage in DFS and OS of AC-
TH over TCH 
– 10 additional recurrences in TCH arm 

• Long-term toxicity greater with AC-TH vs. TCH 
– Congestive Heart Failure: 21 vs. 4 

– Higher rate of sustained LVEF loss 

– Leukemia higher with anthracycline 

















Conclusions 

• Primary analysis at 2 years showed 2.3% 
improvement in DFS with 1 year of neratinib after 
completing 1 year of trastuzumab 
– Contrast with HERA trial which showed no benefit to 2 

years of trastuzumab compared to 1 

•  Exploratory analysis showed greater benefit 
among hormone-receptor, HER2-positive patients 
• Bidirectional cross-talk between HR and HER2 

associated with endocrine resistance 

• Diarrhea improved with imodium prophylaxis, 
but still a limiting factor in the clinic 
– 16.8% discontinuation; greatest incidence in first 30 

days 



















Conclusions 

• Cohort study shows benefit in breast-cancer 
specific survival and OS with chemo + 
trastuzumab among T1a, T1b, T1c tumors 

– Selection bias in cohort has potential to impact OS 

• Results support NCCN guidelines which 
currently recommend consideration of 
adjuvant chemo + trastuzumab for T1a-T1b 
tumors 

 

















Conclusions 

• Prophylactic intervention with ACE inhibitor or 
Beta blocker helped preserve LVEF on 
trastuzumab 

• Fewer interruptions in trastuzumab  

• Similar to findings from PRADA trial (N=120) 
which showed preservation of LVEF with 
angiotensin receptor blocker 

• Small trial (N=94) 







Baseline Characteristics 









Conclusions 

• T-DM1 improved OS compared to TPC among 
HER2-positive MBC pretreated with taxane, 
trastuzumab, lapatinib by 6.9 months 

– 15.8 to 22.7 months 

– OS benefit seen despite crossover by 50% of TPC 

• Favorable safety profile despite longer 
treatment duration 

• Solidifies role of T-DM1 in treatment of 
previously treated HER2-positive MBC 




