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Objectives 

To discuss advances in: 

 

1. Metastatic breast cancer 

 

2. Adjuvant breast cancer: more vs less 

 

3. HER2 negative! 



Neratinib 



Phase III trials in HER2+ MBC 

Trial Design Median OS Population 

CLEOPATRA1 1st line 

THP vs TH 

56.5 vs 40.8 

months 

10% prior H 

EMILIA2 2nd line 

TDM-1 vs CL 

29.9 vs 25.4 

months 

100% prior H, taxanes 

TH3RESA3 3rd line 

TDM-1 vs TPC 

22.7 vs 15.8 

months 

100% prior H, L and taxane 

EGF 1049004 3rd/4th line 

HL vs L 

14 vs 9.8 months Prior anthracyclines, taxane, 

H; Median 3 prior txs 

1. Swain, et al, NEJM 2015; 2. Dieras, et al, Lancet Onc 2017;  3. Krop, et al, Lancet Onc 2017; 4. Blackwell, et al, JCO 2012 

T=docetaxel; H=trastuzumab; P=pertuzumab, C=capectabine; L=lapatinib; 

TPC=treatment of physician’s choice 



Advances in HER2+ MBC 

CLEOPATRA, Swain, et al, NEJM, 2015 



Advances in HER2+ MBC 

TH3RESA, Krop, et al, 2017 

EMILIA, Dieras, et al, 2017 



Can we go further? 

Perez, et al, JCO 2017 



Can we go further? 

Urruticoechea, et al, JCO 2017 



What about endocrine therapy? 

Kaufman, et al,  

JCO 2009 

Johnston, et al,  

JCO 2009 



Dual HER2 therapies 

Johnston, et al, JCO 2018 

13% grade 3/4 diarrhea in L+ Tras arm 



How does this change clinical 

practice? 

• Many effective HER2-directed therapies 

as continued HER2 blockade necessary 

• HER2 therapies effective with 

chemotherapy, endocrine therapy and on 

their own 

• Unknown efficacy of pertuzumab after 

trastuzumab exposure 

 



Margetuximab 



Tucatinib 

• Oral, potent HER2-

specific TKI 

• Phase Ib study of 

heavily pretreated 

patients  

Murthy, et al, Lancet Oncology 2018 



Checkpoint inhibition? 

Loi, et al, SABCS 2017 



Loi, et al, SABCS 2017 



Objectives 

To discuss advances in: 

 

1. Metastatic breast cancer 

 

2. Adjuvant breast cancer: more vs less 

 

3. HER2 negative! 



Adjuvant HER2 therapy 

Trial Design N DFS 

NCCTG 9831 and 

NSABP B-311 

ACT +/- H 4046 HR 0.48, p<0.0001 

HERA2 C +/- H x 1 year or 2 years 3401 HR 0.54, p<0.0001 

BCIRG-0063 ACT 

ACTH 

TCH 

3222  

HR 0.64, p<0.001 

HR 0.75, p=0.04 

1. Romand, et al, NEJM, 2005; 2. Piccart-Gebhart, et al, NEJM 2005;  

2. 3. Slamon, et al, NEJM 2011 



What about more? 

Piccart-Gebhart, et al, JCO 2016 





Demographic and Baseline Disease Characteristics of the Patients. 

von Minckwitz G et al. N Engl J Med ;377:122-131 



Kaplan–Meier Plot of Invasive-Disease–free Survival. 

von Minckwitz G et al. N Engl J Med ;377:122-131 



Forest Plot of Invasive-Disease–free Survival. 

von Minckwitz G et al. N Engl J Med ;377:122-131 



Summary of Adverse Events (Safety Analysis Population). 

von Minckwitz G et al. N Engl J Med ;377:122-131 





Figure 2  

Chan, et al 

Lancet Oncology 2016 



Chan, et al 

Lancet Oncology 2016 



How does this change clinical 

practice? 

• Additional HER2 directed therapies come 

at cost, both in side effects and dollars. 

• Consider a year of adjuvant pertuzumab or  

a neratinib in high-risk patients: 

– Node positive 

– Residual disease after neoadjuvant therapy 



What about less? 

Goldhirsch, et al, Lancet 2013 

Joensuu, et al, NEJM 2006 



Adjuvant trials of trastuzumab duration 

Trial Non-

inferiority 

DFS HR 

Experimental 

duration vs  

12 m 

N Results Cardiac 

toxicity? 

PHARE1 1.15 6 months 3384 HR 1.21 Yes 

HORG2 

 

1.53 6 months 481 HR 1.57 No 

difference 

Short HER3 1.29 9 weeks 1254 1.15 (0.9-1.46) Yes 

SOLD4 1.3* 9 weeks 2176 1.39 Yes 

PERSEPHONE5 1.3 6 months 4000 1.07 (0.93-1.24) Yes 

 

1. Pivot, et al, Lancet Oncology 2103; 2. Mavroudis, et al, Ann Onc 2015;  3. Conte, et al, ASCO 2017; 

 4. Joensuu, et al, JAMA Onc 2018; 5. Earl, et al, ASCO 2018. 











De-escalating chemotherapy 

Tolaney, et al, NEJM 2015 



How does this change clinical 

practice? 

• Duration of adjuvant trastuzumab remains 

1 year 

• Can be reassured if patient cannot 

complete a year 

• Focus is on de-escalating chemotherapy 

rather than HER2 directed therapy 







How does this change clinical 

practice? 

• No role for trastuzumab in HER2 low early 

stage breast cancer 



Thank you. 

Questions? 


