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ÁBreast cancer is the most common female 

cancer in the United States

ÁIn 2009:

ÁAn estimated 192,370 new cases of invasive 

breast cancer will be diagnosed

Á40,170 breast cancer deaths will occur

ÁLifetime risk is approximately 1 in 8 for 

developing invasive breast cancer 

American Cancer Society. Cancer Facts & Figures 2009. Atlanta: American Cancer Society 2009.
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Gemcitabine                

1000 mg/m2 d1, 8

CROSSOVER                  

n = 158

Capecitabine                          

1000 mg/m2 PO BID  

d1-14 until PD
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INDUCTION              

n = 475

Docetaxel                      

75 mg/m2 d1                 

q3w until PD
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PD = progressive disease. Seidman A, et al. J Clin Oncol. 2009;27(15S). Abstract 1000.

Capecitabine            

1000 mg/m2 PO BID 

d1-14

Docetaxel                       

75 mg/m2 d1                

q3w until PD

Gemcitabine

1000 mg/m2 d 1,8               

until PD
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Gemcitabine / 

Docetaxel

n = 239

Capecitabine / 

Docetaxel

n = 236 

Median Age (Years) 57 (21-81) 54 (27-82)

Age > 65 Years 21% 18%

ECOG PS 0 / 1 73% / 25% 75% / 23%

ER-Positive 57% 57%

No Prior Chemotherapy for 

MBC

88% 88%

Prior Anthracycline 

Therapy

57% 57%

Prior Hormonal Therapy 57% 56%

Prior Adjuvant Taxane

Therapy

19% 20%

Seidman A, et al. J Clin Oncol. 2009;27(15S). Abstract 1000.
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*Intent-to-treat population

Despite over-accrual, censoring resulted in only

324 TTP events, compared to 385 planned events.
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Time to Progressive Disease (Months)

Gem / Doc 

n = 239

Cape / Doc 

n = 236
P Value

Pts Censored 68 83

Median TTP

(95% CI)

9.3 months

(7.7-10.8)

8.9 months

(7.4-11.1)
0.385

Induction Phase
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*Intent-to-treat population
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Time to Progressive Disease (Months)

1.0

12 18 21

Gem / Doc Ҧ 
Cape 

n = 77

Cape / Doc 

Ÿ Gem 

n = 81

P Value

Pts Censored 13 10

Median TTP

(95% CI)

4.5 months 

(2.1-7.8)

2.3 months 

(2.0-3.8)
0.145

Crossover Phase

Seidman A, et al. J Clin Oncol. 2009;27(15S). Abstract 1000.
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Gem / Doc

n = 237

Cape / Doc

n = 226

P Value

Neutropenia* 76% 31% < 0.001

Febrile Neutropenia 7% 6% 0.713

Leukopenia 29% 8% < 0.001

Thrombocytopenia 8.0% 0% < 0.001

Hand-Foot Syndrome 1% 25% < 0.001

Mucositis 1% 4% 0.049

AST / ALT Increase 3% 0% 0.031

DiarrheaÀ 23% 22% 0.912

Fatigue 11% 5% 0.041

Median Cycles 

Received

Gem / Doc

n = 237

Cape / Doc

n = 226

Gem / Doc
Ҧ Cape

n = 77

Gem / Doc
Ҧ Cape

n = 79 

6 6 3 3

*Prophylactic use of hematopoietic growth factors was not permitted; ÀGrade 2-4.

Seidman A, et al. J Clin Oncol. 2009;27(15S). Abstract 1000.



Á70-year-old female with ER+, HER2+, MBC 
progressing through first-line therapy with 
trastuzumab

ÁECOG PS = 2
ÁEF = 55% (no change from baseline) 
ÁWhat would you recommend?

1. Capecitabine + lapatinib

2. Trastuzumab + lapatinib

3. Clinical trial

4. Supportive care only 
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Von Minckwitz G, et al. J Clin Oncol. 2009;27(12):1999-2006.

Capecitabine 2500 mg/m2

PO D1-14 q3wk

Trastuzumab 6 mg/kg q3wk

Capecitabine 2500 mg/m2

PO D1-14 q3wk

RANDOMIZATION                                                  

N = 156

ÁRandomized, phase III trial

ÁPrimary endpoint: TTP

Á156 of 482 planned patients enrolled

ÅEnrollment halted after lapatinib registration
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Median Follow-Up                        

15.6 Months

Capecitabine                              

n = 78

Capecitabine + 

Trastuzumab                                

n = 78

HR P Value

Primary Endpoint

TTP (months) 5.6 8.2 0.69 0.03

Secondary Endpoint

OS (months) 20.4 25.5 0.76 0.13

Grade 3 / 4 Toxicity (%)

Skin Changes*

Diarrhea                  

Mucositis

24

19

3

32

16

1

Cardiac Toxicity LVEF < 40% (n = 1), htn (n = 2), MI (n = 1),                                               

pericardial effusion (n = 1), general cardiac complaint (n = 1)
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Von Minckwitz G, et al. J Clin Oncol. 2009;27(12):1999-2006.

*Includes hand-foot syndrome.



ÁRandomized, open-label, phase III trial

ÁPrimary endpoint: PFS in ITT population

Lapatinib 1500 mg PO qd              

n = 148

Optional crossover to trastuzumab arm if disease progression 

after 4 weeks n = 73

RANDOMIZATION

OôShaughnessy J, et al. J Clin Oncol. 2008;26(15S). Abstract 1015.  

Trastuzumab 2 mg/kg qwk                          

n = 148 

Lapatinib 1500 mg PO qd
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