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To determine whether treatment with 

the combination of lapatinib and 

trastuzumab, versus lapatinib alone 

would enhance efficacy in heavily 

pretreated ErbB2-positive patients 

Objectives 



The rationale: dual targeting of the 
HER2 receptor  

 
 
Scaltriti et al. Oncogene; 2009; 28:803-14 



 
 

• Lapatinib plus trastuzumab 
resulted in complete tumor remission 
in xenografts (no tumor relapse after 8 

months post treatment)  
 

• Lapatinib induced accumulation of 
inactive HER2 at plasma membrane 
(Trastuzumab-mediated cytotoxicity was 
higher with the addition of lapatinib in 
MCF7/HER2 cells)  

 

• In vivo activity was consistent with 
in vitro data demonstrating the 
combination as synergistic  

Preclinical data and scientific rationale  



• Lapatinib counteracts the phosphorylation, ubiquitination and 

degradation of HER2  

• Lapatinib-induced cell surface accumulation of HER2 

significantly enhances trastuzumab-mediated ADCC  

Preclinical data and scientific rationale  



“The overall response rate (CR and PR) was 15% (eight of 54) 

based on the intent to treat population.” 

Clinical data and scientific rationale  

Blackwell KL et al. J Clin Oncol, 2012 



Study design 
phase III, randomized, open-label  

•  Safety / QoL  

 



Inclusion/exclusion criteria  

Blackwell KL et al. J Clin Oncol,  2010 



Baseline Patients Clinical Characteristics  
296 paz arruolati in 1 anno in 88 centri (3 paz x centro) 

77 (52%) patients randomised to 
lapatinib crossed over to receive  
dual HER2 blockade:  
  20 (27%) at week 4  

  20 (27%) at week 8  
  37 (46%) after week 8 

  
Blackwell KL et al. J Clin Oncol, 2010 



Tumour response 

 
*Confirmed complete (CR) + partial response (PR)  
†ConfirmedCR + PR + stable disease ≥ 6 mo  

Blackwell KL et al. J Clin Oncol, 2010 



Lapatinib activity 



 

Progression-free survival  

Blackwell KL et al. J Clin Oncol, 2010 



Overall survival 

Blackwell KL et al. J Clin Oncol, 2012 

4.5 months 



 
Overall survival with and without crossover  

Blackwell KL et al. J Clin Oncol, 2012 



 

Univariate analysis for Overall survival  

Blackwell KL et al. J Clin Oncol, 2012 



Hazard ratios and 95% confidence 
intervals for overall survival analysis  

Blackwell KL et al. J Clin Oncol, 2012 



 
AE=adverse event  
*Includes diarrhoea, loose stools and frequent bowel movements.  
**Includes acne, dermatitis, eczema, erythema, folliculitis, rash,  
rash papular and rash pustular  

Common AEs  

Blackwell KL et al. J Clin Oncol, 2010 



Cardiac and hepatobiliary events  

Blackwell KL et al. J Clin Oncol, 2010 



In heavily pre-treated metastatic breast cancer patients:  

 

• This study demonstrated that lapatinib in combination with 

trastuzumab offers a chemotherapy-free option that has an 

acceptable tolerability profile and, versus lapatinib alone, 

reduced the risk of disease progression by 27% (2010) 

 

• Dual blockade of the HER2 receptor with lapatinib + 

trastuzumab resulted in a statistically significant 4.5 months 

overall survival advantage (2012) 

 

Authors conclusions 



In heavily pre-treated metastatic breast cancer patients:  

 

• These data strengthen the NCCN and ESMO clinical practice 

guidelines, which emphasize continued HER2 suppression for 

trastuzumab-exposed HER2-positive disease, either combined 

with chemotherapy agents or with the lapatinib plus 

trastuzumab combination  (2012) 

 

 

Authors conclusions 



Exploratory analysis : Predictors of OS benefit 

 

• (ECOG PS) of 0 

• time from diagnosis to random assignment  

• < three metastatic sites 

• lack of visceral disease 

 

Authors conclusions 



 

• The overall incidence of adverse events was generally 

similar  

 

 The incidence of diarrhoea was higher under lapatinib + 
trastuzumab dual blockade  
 

 The incidence of rash was higher under lapatinib 
monotherapy  

 
•  Dual blockade with lapatinib + trastuzumab was 
associated with a manageable safety profile with no 
unexpected AEs  

 

Authors conclusions 



 

Personal conclusions 
 

• Many reflections 

• Some doubts 

• Few anxieties 

• Several questions 


