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Which clinical scenario have to face 
with today? 

•  First line therapy 
–  Untreated metastatic breast cancer (endocrine sensitive) 
–  Pretreated with adjuvant hormones 

•  Early relapse (during or shortly after adjuvant hormonal 
phase – TAM or NSAI) (endocrine resistant) 

•  Late relapse (after 12-24 months from the end of adjuvant 
hormones – TAM or NSAI) (endocrine sensitive) 

•  Second line after prior hormones for MBC 
(endocrine resistant) 



NSAI in tamoxifen resistant patients 



Trials with fulvestrant 

Trial TAM Line Comp  Pts OR % TTP mos Signif 

0025  N I TAM 587 31.6 vs 31.9 6.8 vs 8.3 0.09 

0020* P II ANA 451 20.7 vs 15.7 5.5 vs 5.4 0.84 

0021** P II ANA 400 17.5 vs 17.5 5.4 vs 3.4 0.43 

0020 + 
0021 

P II ANA 851 19.2 vs 16.5 5.5 vs 4.1 0.48 

* 56% received ET for ABC; 53% for EBC. **53% received ET for ABC; 59% for EBC 

 

N= naive; P= pretreated 
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Endocrine sensitive               
breast cancer 



Trials in patients with              
endocrine-sensitive tumors 



The “FIRST” trial 

75% of patients endocrine naive 



FIRST updated analysis 

SABCS 2010 













Mehta Prior Tamoxifen: 280/707 (40,3%) 



First line endocrine therapy 

Endocrine  
sensitive 

HD-FULV** 
ANA (+ FULV*) 

Yes 

*Ph III: FULV 500-250-250, 60% HT naive; PFS 13.5 mos – HR 0.74  
**Ph II: FULV 500-500-500, 75% HT naive; PFS 23.4 mos – HR 0.66 

Current standard: NSAI 





Rationale for Bevacizumab in 
hormone sensitive BC 

•  Estrogen is a potent modulator of angiogenesis 
and directly regulates new blood vessel 
formation through effects on endothelial cells. 

•  Estrogen-induced angiogenesis is mediated by 
VEGF 

•  Estrogen withdrawal reduces VEGF expression 
in oophorectomized animals 

•  In MCF-7 cell lines, estrogen increases levels of 
VEGF and aromatase inhibition lowered VEGF 
expression in a mouse model  





Study design 

Martin, SABCS 2012 

Primary Endpoint: PFS 

Other Endpoints: OS, TTF, OR, CB, Safety, Biomarkers 

Letrozole 90%, Fulvestrant 10%) 



Patient characteristics 



Patient characteristics 



Toxicity 



Events 



Progression Free Survival 

Median Overall Survival: 42 vs 41 mos. HR:1.18 



ACTIVATED  May 15, 2008 
ENROLLMENT 502 patients  

CLOSED  

Phase III CALGB 40503 trial  
Endocrine therapy + Bevacizumab 
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Endocrine resistant              
breast cancer 



Progression 

Fulvestrant loading dose 
 + placebo (n=330) 

Prior non-steroidal AI failure* 

Survival 

Progression 

Survival 

Exemestane 25 mg orally 
daily + placebo (n=330) 

Analysis after 580 events 
(progression or death) 

500 mg Day 1,  
250 mg Day 14 & 
28, and monthly 

•  88% ET for MBC 
(58% > 1 line) 

•  60% ET adjuv      (AI 
10%) 

ER & 
PgR+ 

67% 

ER & 
PgR+ 
56% 

*60% AI sensitive 



EFECT trial: clinical endpoints 

Similar results in the SOFEA trial, for EXA or SD-Fulv in patients 
progressing on NSAI: 3.4 vs 4.8 mos 



Progression 

Fulvestrant (HD)* 
(n=362) 

Fulvestrant (AD)** 
(n=374) 

Progression Regular 
Follow-up 

736 postmenopausal women with ER-positive MBC or LABC 
after failure on one prior endocrine therapy 

* 	  HD = high dose (500mg i.m. 2 injections at day 0 + 500mg i.m. at  days 14 and 28,  thereafter 500mg i.m. monthly until 
progression) 

**  AD = approved dose (250mg i.m. Monthly + Placebo) 

CONFIRM 
COmparisoN of ‘Faslodex’ In Recurrent or Metastatic Breast Cancer 
Randomized, double-blind, placebo controlled, parallel group, 

multicenter PHASE III 

Primary objective: PFS 
Secondary objectives: ORR, CBR, duration of response and CB, OS, tolerability, QoL 

Final analysis of Overall Survival 
Di Leo, et al: SABCS 2012 



Di Leo A et al. JCO 2010;28:4594-4600 

Characteristics of the patients 



Di Leo A et al. JCO 2010;28:4594-4600 

Response rate 



Primary endpoint: progression-free survival 
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Patients at risk: 
500 mg 
250 mg 

Fulvestrant 500 mg 
Fulvestrant 250 mg 

HR = 0.80; 95% CI: 0.68, 0.94; 
p=0.006 

Median PFS (months) 
Fulvestrant 500 mg   6.5 
Fulvestrant 250 mg   5.5 

0.0 

Di Leo A et al. J Clin Oncol 2010; 28: 4594-4600 

CI, confidence interval; HR, hazard ratio; 
PFS, progression-free survival 





Survival status Number (%) of 
patients 

Fulvestrant  
500 mg 
N=362 

Fulvestrant 
250 mg 
N=374 

Ongoing in survival FU, on study treatment 13 (3.6) 8 (2.1) 

Ongoing in survival FU, not on study treatment 45 (12.4) 37 (9.9) 

Dead at data cut-off 261 (72.1) 293  (78.3) 

Lost to FU 33 (9.1) 30 (8.0) 

Withdrawn consent  10 (2.8) 6 (1.6) 

Di Leo A et al. SABCS 2012 

Survival status 



Overall survival:                                                                 
first and final analyses  

50% events 75% events 

Di Leo, SABCS 2012 



Fulvestrant 500 
N=362 

Fulvestrant 250 
N=374* 

% pts with available information 63 (N=230) 64 (N=239) 
Type of 1st subsequent therapy 
 
 - % chemotherapy/anti-HER2 
 
 - % endocrine therapy other than  
        fulvestrant* 
 
 

 
 

59/ - 
 

35 

 
 

59/ 0.4 
 

31 

% objective response/ clinical benefit 8/ 33 8/ 41 

* 8 0ut of 374 patients (2.1%) shifted from fulvestrant 250 mg to 500 mg 

First subsequent therapy 



Preferred term Number (%) of patients 
FULVESTRANT 500 mg 

N= 361 
FULVESTRANT 250 mg 

N=374 
Acute myocardial infarction 0 2 (0.5) 
Acute renal failure 0 1 (0.3) 
Aspiration  0 1 (0.3) 
Cardiopulmonary failure 1 (0.3) 0 
Suicide 0 1 (0.3) 
Death (cause unknown) 1 (0.3) 0 
Dyspnea 2 (0.6) 0 
Hypertension  0 1 (0.3) 
Intestinal adenocarcinoma 1 (0.3) 0 
Meningitis 0 1 (0.3) 

All events occurring after first dose are summarized 
Patient numbers are not mutually exclusive Di Leo A et al. SABCS 2012 

Deaths during the treatment  



v Final OS analysis at 75% maturity shows that fulvestrant 500 mg is 
associated with 4.1 month  increase in median OS and a 19% reduction in the 
risk of death compared with fulvestrant 250 mg 

v These results are consistent with the previously reported PFS and OS data 
     (J Clin Oncol 28: 4594 4600,2010) 

v Analysis at 1st subsequent therapies does not support any imbalance 
between the two study arms 

v Only 2% of patients crossed-over from 250 to 500 mg. However, activity for 
500 mg after pre-treatment with 250 mg is unknown 

v The safety results do not support any clinically relevant difference between  
     fulvestrant 250 and 500 mg and they are consistent with the previously  
reported safety profile of fulvestrant 500 mg 

Di Leo A et al. SABCS 2012 

Conclusions 



Postmenopausal	  women	  with	  
ER-‐posi3ve	  advanced	  breast	  

cancer	  	  
who	  progressed	  on	  previous	  
nonsteroidal	  AI	  therapy*	  

	  
(N	  =	  724)	  

Exemestane	  25	  mg/day	  +	  
Everolimus	  10	  mg/day	  

(n	  =	  485)	  

Exemestane 25 mg/day + 
Placebo 
(n = 239) 

Treatment	  un*l	  disease	  progression	  
or	  unacceptable	  toxicity	  

Randomized	  2:1;	  stra2fied	  by	  sensi2vity	  to	  
previous	  hormonal	  therapy,	  presence	  of	  

visceral	  metastases	  

Hortobagyi	  GN,	  et	  al.	  SABCS	  2011.	  Abstract	  S3-‐7.	  

*>	  50%	  of	  pa3ents	  in	  each	  arm	  with	  ≥	  3	  previous	  therapies	  

BOLERO-2: Study Design 

•  Primary endpoint: PFS (investigator assessment) 
•  Secondary endpoints: OS, ORR, clinical benefit rate, safety 



BOLERO-2 : PFS  

Hortobagyi	  GN,	  et	  al.	  SABCS	  2011.	  Abstract	  S3-‐7.	  

Pa?ents	  at	  Risk,	  n	  

Local	   Central	  

EVE	  +	  EXE	  (E/N	  =	  267/485)	  
PBO	  +	  EXE	  (E/N	  =	  190/239)	  

HR: 0.44 (95% CI: 0.36-0.53) 
Log rank P value: < 1 x 10-16 
EVE + EXE: 7.4 mos 
PBO + EXE: 3.2 mos 
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485	  436	   365	   303	  246	  188	   136	   96	   64	   45	   34	   21	   13	   9	   2	   2	  
239	  190	   131	   95	   63	   45	   29	   19	   12	   8	   6	   6	   4	   2	   0	   0	  

Everolimus	  
Placebo	  
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EVE	  +	  EXE	  (E/N	  =	  155/485)	  
PBO	  +	  EXE	  (E/N	  =	  127/239)	  

HR = 0.36 (95% CI: 0.28-0.45) 
Log rank P value: < 1 x 10-16 

EVE + EXE: 11.0 mos 
PBO + EXE: 4.1 mos 100	  
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Wks	  

485	  422	   351	   284	  224	  176	   119	   86	   57	   38	   32	   22	   12	   7	   2	   2	  
239	  179	   112	   74	   56	   36	   23	   18	   8	   5	   4	   4	   3	   1	   0	   0	  

Everolimus	  
Placebo	  

0	  
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PSF	  in	  2nd/3rd	  line	  similar	  to	  	  1st	  line	  	  

NEJM:	  	  HR	  0.43;	  6.9	  vs	  2.8	  mos;	  p	  <	  0.001	  	  	  	  	  	  HR	  0.36;	  10.6	  vs	  4.1	  mos;	  p	  <	  0.001	  



First line Letrozole + Temsirolimus 
(Horizon) 

Wolff, JCO 2013 





Second line endocrine therapy 
(?including adjuvant line) 

Endocrine 
Acquired Resistant  

HD-FULV*   
EXE + EVE** 

Yes 

Current standard: FULV or EXE  



AIOM Guidelines 2013 


