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Objectives 

Critically review presentations on: 
•  Use of HER2-directed therapy in the 

adjuvant and metastatic setting 
•  Use of bevacizumab in 2nd-line treatment 

of metastatic breast cancer 
•  Endocrine therapy using fulvestrant 
•  Use of denosumab in bony metastases 
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Adjuvant Trastuzumab Trials 

A, doxorubicin; C, cyclophosphamide; P, paclitaxel; H, trastuzumab;  D, docetaxel 
Carbo, carboplatin; E, epirubicin; V, vinorelbine;  

NSABP-B31 (USA) 
(n=2030) 

HERA (ex-USA) 
(n=5090) 

NCCTG N9831 (USA) 
(n=3505) 

BCIRG 006 (Global) 
(n=3222) 

P q3w x 4 or qw x 12 
P q3w x 4 or qw x 12 + H qw x 52 

Observation 
H q3w x 12 months 
H q3w x 24 months 

Any CT ± RT 

P qw x 12 
P qw x 12 
P qw x 12 + H qw x 52 

D + Carbo q3w x 6 + H qw x 18 

H qw x 52 

AC x 4 
AC x 4 

D q3w x 4 + H qw x 12 H q3w x 13 

H q3w x 11 

AC x 4 
AC x 4 
AC x 4 

AC x 4 
AC x 4 

D q3w x 4 

FinHer (Finland) 
(n=232a) 

D q3w x 3 or V qw x 8  

D q3w x 3  or V qw x 8 + H qw x 9  

FEC q3w x 3 

FEC q3w x 3 

PACS-04 (France) 
(n=528a) 

FEC q3w x 6 

ED q3w x 6 

H q3w x 18 

Observation  

aHER2+ subgroup  
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Implications for Practice 

•  Lapatinib + trastuzumab represents an 
effective, targeted therapy combination in 
HER2-positive MBC, even in heavily pre-
treated patients. 

•  Supports continued accrual to adjuvant 
ALTTO trial. 

•  No comparison of this strategy to 
chemotherapy + HER2 directed therapy.  
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Implications for Practice 

•  Bevacizumab in combination with 
chemotherapy has demonstrated 
improvements in PFS, to a variable extent, 
in the first-line setting. 

•  RIBBON 2 is the first data to demonstrate 
improvement in PFS with the combination 
in second-line setting. 
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Implications for Practice 

•  Despite pre-clinical data supporting the 
combination endocrine regimen, and 
optimizing the pharamcokinetic profile, no 
clinical benefits seen compared to 
anastrazole alone 

•  SWOG 0226, a phase III trial of this 
combination, completed accrual in 2009.   

CONFIRM: a phase III, randomized, 
parallel group trial comparing fulvestrant 
250 mg vs 500 mg in postmenopausal 
women with estrogen-receptor positive 

advanced breast cancer 

Di Leo A., Jerusalem G., Petruzelka, L., et al 
Abstract #25 
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CONFIRM 

•  Primary end point: time to progression 

Fulvestrant 
250 mg + placebo IM on 
days 1, 14, 28 and q 28 

days 

Fulvestrant 
250 mg x 2 IM on  

days 1, 14, 28 and q 28 
days 

Eligibility: 
• Postmenopausal 
• Advanced breast 
cancer 
• ER-positive 

(n = 736) 

R 
A 
N 
D 
O 
M 
I 
Z 
E 

Fulvestrant 250 Fulvestrant 500 

Median TTP 
5.5 months 6.5 months 

(HR 0.8; P = .006) 

ORR 10.2% 9.1% 

CBR 39.6%  45.6% 

OS 22.8 months 
25.1 months 

(HR 0.84, P = NS) 
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Implications for Practice 

•  Modest improvements in clinical outcome 
with higher dose fulvestrant with no 
significant increase in adverse events 

•  Consider treatment at 500 mg 
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Zoledronate Denosumab HR P value 

Time to first OS SRE or 
HCM 

25.2 months NR 0.82 0.007 

Time to first and 
subsequent OS SRE 
(multiple events) 0.77 0.001 

Time to first XRT 
0.74 0.01 

Time to moderate/severe 
pain 64 days 88 days 0.87 0.009 

OS / Overall Disease 
Progression 

0.95 / 
1.0 

NS 

Zoledronate v Denosumab 
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Implications for Practice 

•  In a placebo-controlled randomized trial, 
denosumab compared favorably with 
zoledronate regarding clinical skeletal 
endpoints. 

•  Side effects were mild, but favored 
denosumab. 

•  Denosumab is not FDA-approved for this 
indication. 

Questions? 


