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The HER Family 



Potenza di segnale di diversi dimeri HER 
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Targets and bullets in breast cancer 
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Milestones in the treatment of HER2+ BC 
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Overall survival by trastuzumab treatment group. 

Dawood S et al. JCO 2010;28:92-98 
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EMILIA Study Design 

Key inclusion criteria 

 Previous treatment to include a taxane and trastuzumab in adjuvant, locally advanced or 

metastatic setting 

 Documented progression of disease during or after treatment for advanced/metastatic 

disease, or within 6 mos of completing adjuvant therapy 

 Primary endpoints: PFS by IRF, OS, safety 

 Secondary endpoints: OS, QOL: FACT-B 

Treatment continues until disease 

progression or unmanageable 

toxicity 

T-DM1 q3wk 

(n = 495) 

Lapatinib + 

Capecitabine q3wk 

(n = 496) 
No provision for cross-over 

Verma S, et al. N Engl J Med. 2012;367:1783-1791.  
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TH3RESA Study Schema 

• Stratification factors: World region, number of prior regimens for advanced BC,d  

presence of visceral disease 

• Co-primary endpoints: PFS by investigator and OS 

• Key secondary endpoints: ORR by investigator and safety 

PD 

PD 
T-DM1  

3.6 mg/kg q3w IV 
(n=400) 

Treatment of 

physician’s choice 

(TPC)b 

(n=200) 

HER2-positive (central) 

advanced BCa 

(N=600) 

≥2 prior HER2-directed 

therapies for advanced BC
 

Prior treatment with 

trastuzumab, lapatinib, 

and a taxane 

a Advanced BC includes MBC and unresectable locally advanced/recurrent BC. 

b TPC could have been single-agent chemotherapy, hormonal therapy, or HER2-directed therapy, or a combination of a HER2-directed therapy with 

a chemotherapy, hormonal therapy, or other HER2-directed therapy. 
c First patient in: Sep 2011. Study amended Sep 2012 (following EMILIA 2nd interim OS results) to allow patients in the TPC arm to receive  

T-DM1 after documented PD. 
d Excluding single-agent hormonal therapy. 

BC, breast cancer; IV, intravenous; ORR, objective response rate; PD, progressive disease; q3w, every 3 weeks. 
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MARIANNE Study Design 

Presented By Paul Ellis at 2015 ASCO Annual Meeting 



Progression-Free Survival by IRF 

Presented By Paul Ellis at 2015 ASCO Annual Meeting 



Overall Survival (First Interim Analysis) 

Presented By Paul Ellis at 2015 ASCO Annual Meeting 



Conclusions 

Presented By Paul Ellis at 2015 ASCO Annual Meeting 



Lessons from Neoadjuvant Trials -1 

Chemotherapy CT Regimen CT 
duration 

pCR 
ypT0/is ypN0 

Ref 

 
 
 
 

Anthra/Taxane;  
24 weeks 

EC  Docetaxel 24 44.6 Untch, 
Lancet Oncol 2012 

EC  Docetaxel 24 48.0 Alba, 
GEICAM 

FEC  wPaclitaxel 24 56.5* Buzdar, 
Lancet Oncol 2013 

wPaclitaxel  FEC 24 54.2* Buzdar, 
Lancet Oncol 2013 

FEC  w P 24 54.0 Holmes, 
BMC 2013 

AP  Paclitaxel   CMF 30 38.0 Gianni, 
Lancet 2010 

wP  FEC 24 25.0 Guarneri, 
JCO 2012 

 

Taxane; 
12 weeks 

Docetaxel 12 21.5 Gianni, 
Lancet Oncol 2012 

w Paclitaxel 12 27.6 Baselga, 
Lancet  2012 

* ypT0 y pN0 



Lessons From Neoadjuvant Trials -2 
 

Trial CT weeks Anti HER2 ypT0/is 
(%) 

Ref 

 
 
NEOSPHERE 

Docetaxel 12 H 29.0  
Gianni, 
Lancet Onc  2012 Docetaxel 12 P 24.0 

Docetaxel 12 HP 45.8 
no 12 HP 16.8 

 
TRYPHAENA 

FEC Doc 18 HP 61.6  
Scheneeweiss,  
Ann Oncol 2013 FEC Doc 18 HP* 57.3 

Carbo-Doc 18 HP 66.2 

(*) HP started after FEC 





Overall survival stratified by trastuzumab 
treatment group and according to HR status 

Dawood S, et al. J Clin Oncol 2010;28:92-8.  

HR- HR+ 





ADAPT HER2+/HR+: Rationale 

Presented By Nadia Harbeck at 2015 ASCO Annual Meeting 



ADAPT HER2+/HR+: Trial Design 

Presented By Nadia Harbeck at 2015 ASCO Annual Meeting 



ADAPT HER2+/HR+: pCR <br />(no invasive tumor in breast and nodes) 

Presented By Nadia Harbeck at 2015 ASCO Annual Meeting 



ADAPT HER2+/HR+: Efficacy of adding endocrine therapy to T-DM1 differs by menopausal status (exploratory analysis) 

Presented By Nadia Harbeck at 2015 ASCO Annual Meeting 



pCR rates in HER+/HR+ early breast cancer 

Presented By Nadia Harbeck at 2015 ASCO Annual Meeting 



ADAPT HER2+/HR+: Conclusions <br />from pre-planned interim analysis 

Presented By Nadia Harbeck at 2015 ASCO Annual Meeting 



HER2+ HR+ early breast cancer: <br />Future perspectives 

Presented By Nadia Harbeck at 2015 ASCO Annual Meeting 







• Carcinoma 

mammario operabile 

(>1.5 cm) o LABC 

• Non metastatico 

• Non pretrattato 

• Unilaterale 

• HER2 pos e ER pos 

 

32 pz previste 

STUDIO NA-PHER2/FM-14-B01 
«Trattamento neoadiuvante con l’inibitore CDK4,6 Palbociclib nel carcinoma mammario  HER2-positivo e RE 

positivo: effetto su Ki67 e apoptosi prima, durante e dopo il trattamento» 

HPPF 

Trastuzumab (8/6 mg/kg q21 x 6 cicli) 

Pertuzumab (840/420 mg q21 x 6 cicli) 

Palbociclib (125 mg os/die x 3/4 sett x 5 cicli) 

Fulvestrant (500 mg i.m. 1,14q 28 x 6 somm) 

Obiettivi primari:  

• caratterizzare i cambiamenti di Ki67 dal basale, a dopo 2 settimane e all’intervento chirurgico (22 sett 

dall’inizio di HPPF) 

• caratterizzare i cambiamenti sui meccanismi di apoptosi dal basale, a dopo 2 settimane e all’intervento 

chirurgico (22 sett dall’inizio di HPPF) 

• Profilo di tollerabilità 

 



Neratinib 

Presented By Arlene Chan at 2015 ASCO Annual Meeting 



Study Design 

Presented By Arlene Chan at 2015 ASCO Annual Meeting 



Primary Endpoint: Invasive DFS (ITT) 

Presented By Arlene Chan at 2015 ASCO Annual Meeting 



Safety (Adverse Events ≥10%) 

Presented By Arlene Chan at 2015 ASCO Annual Meeting 



backup 



Phase III Marianne study 

HER2+ progressive or 
recurrent LABC or 

CT-Naive metastatic 
BC 

(n=1092) 

T+docetaxel 

or  

T+paclitaxel 

TDM-1 + Pertuzumab 

TDM-1 + placebo 

- Study met non-inferiority endpoint, showing similar PFS among the three arms 

- Study did not meet PFS superiority for TDM-1 containing regimens 



[TITLE] 

Presented By Eric P. Winer, MD at 2013 Breast Cancer Symposium 
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1st line Docetaxel + T+ Pertuzumab   T-DM1 

  

2nd line  T-DM1    Lapatinib + Capecitabine 

 

3rd line Lapatinib + Capecitabine   Lapatinib + Trastuzumab 

 

4th line Lapatinib + Trastuzumab    Trastuzumab + Chemo 

  

 New Human Epidermal Growth Factor Receptor  2-Targeted Agents to Early 

and Metastatic Disease? – Martin J. Piccart-Gebhart, Jules Bordet Institute 

Optimizing the use of new HER2 targeted agents in advanced disease: 

  

No known brain metastases 
 

Trastuzumab (T)  naive or  T- 

“sensitive” population  

(adj. T-free interval ≥ 1y)  

Trastuzumab (T) pretreated 

and doubt about  T- 

“sensitivity” 

(adj. T-free interval < 1 y)  

*ASCO 2013: Education  Session , Now What? Do We Optimize the Use of New Human Epidermal Growth Factor Receptor  2-

Targeted Agents to Early and Metastatic Disease? – Martin J. Piccart-Gebhart, Jules Bordet Institute 
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Presented By Eric P. Winer, MD at 2013 Breast Cancer Symposium 





45 

2013 

TPC Treatment Category 

TPC treatment category 

TPC 

(n=184a) 

Combination with HER2-directed agent, % 

Chemotherapyb + trastuzumab 

Lapatinib + trastuzumab 

Hormonal therapy + trastuzumab 

Chemotherapyb + lapatinib 

 83.2 

 68.5 

 10.3 

 1.6 

 2.7 

Single-agent chemotherapy,b %  16.8 

a Includes patients who received study treatment.  
b The most common chemotherapy agents used were vinorelbine, gemcitabine, eribulin, paclitaxel, and docetaxel. 

T-containing  

80.4 


