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Nelle pazienti con carcinoma mammario 
HR positivo/HER2 negativo in post-
menopausa è opportuno considerare un 
trattamento ormonale con Fulvestrant 
rispetto ad AI?

Coordinatori
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-Le evidenze derivanti dalla letteratura – Marta Pestrin

-Le problematiche – Luisa Carbognin

-Quale impatto nella pratica clinica? – Gabriele Zoppoli



Lavoro di gruppo….prima



Lavoro di 
gruppo….dopo!



Grade e Pico
Nelle pazienti con carcinoma mammario HR positivo/HER2 negativo in post-
menopausa è opportuno considerare un trattamento ormonale con 
Fulvestrant rispetto ad AI?

P. 
Pz in post-menopausa affette da ca. mammario HR+/HER2 – localmente 
avanzato o metastatico 
I. 
Fulvestrant HD
C.
Inibitori delle aromatasi
O.
OS, PFS, QoL



Relevant studies addressing our question 

Study Phase Setting Comparator Primary end-point

0025#

JCO 2004
III

First line for post-m HR+ ABC 
pts 

Tamoxifen
TTP 

6.8 vs 8.3 m (HR: 1.18; 95% CI, 0.98 -
1.44; P 0 .088) 

0020#

JCO 2002
III

post-m HR+ mBC pts 
progressed after adjv. HT or 

after first-line  HT
Anastrazole

TTP
F was as effective as A 

(HR: 0.98; CI, 0.80 - 1.21; P 0 .84) 

0021#

JCO 2002
III

post-m HR+ mBC pts 
progressed after adjv. HT or 

after first-line  HT
Anastrazole

TTP
F was as effective as A 

(HR: 0.92; CI, 0.74-1.14; P 0 .43) 

EFECT#

JCO 2008
III

post-m HR+ mBC pts 
progressing or recurring after 

nonsteroidal AI 
Exemestane

TTP
Median TTP was 3.7 m for F and E 

(HR: 0.96;95% CI, 0.82 -1.13; P = .6) 

FIRST*

JCO 2009
II

First line for post-m HR+ ABC 
pts 

Anastrazole
CBR

72.5% v 67.0% (odds ratio, 1.30; 95% 
CI, 0.72 to 2.38; P= .386) 

FALCON*

Lancet 2016
III

Hormonal treatment naïve 
post-m HR+ mBC pts

Anastrazole PFS

#LD Fulvestrant: *HD Fulvestrant



Randomised, double-blind, double-dummy, international, multicentre phase III study

Follow-up for disease progression and survival

Randomisation of 450 patients was planned to achieve 306 progression events; if the true PFS HR 
was 0.69 this would provide 90% power for statistical significance at the 5% two-sided level (log-
rank test). A progression-free survival HR of 0·80 would deliver a statistically significant difference 
for the primary outcome. 

Stratification factors: prior chemotherapy for advanced disease (yes / no); measurable vs. non-
measurable disease (at baseline); locally advanced vs. metastatic disease

Subgroup analysis of PFS for pre-defined baseline covariates

FALCON trial 

• Postmenopausal women
• Locally advanced or 

metastatic breast cancer
• ER+ and / or PgR+
• HER2-
• Endocrine therapy-naïve

Fulvestrant 500 mg
(500 mg IM on Days 0, 14 and 28, then every 28 days)

+ placebo to anastrozole

Anastrozole 1 mg 
(daily PO)

+ placebo to fulvestrant

Primary endpoint: PFS 1:1

Robertson, Lancet 2016



Consort Diagram and patient characteristics



HR 0.797 (95% CI 0.637, 0.999);
p=0.0486

Median PFS
Fulvestrant: 16.6 months
Anastrozole: 13.8 months
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Fulvestrant (n=230)

Anastrozole (n=232)

The Falcon trial: PFS results

Robertson, Lancet 2016



Forest plot of PFS in patient subgroups



Without visceral disease With visceral disease

HR 0.59 (95% CI 0.42, 0.84)

Median PFS 
Fulvestrant: 22.3 months
Anastrozole: 13.8 months
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HR 0.99 (95% CI 0.74, 1.33)

Median PFS 
Fulvestrant: 13.8 months
Anastrozole: 15.9 months

Fulvestrant (n=135) 

Anastrozole (n=119)

Fulvestrant (n=95) 

Anastrozole (n=113)

The Falcon trial: PFS results by visceral status

Robertson, Lancet 2016



The Falcon trial: adverse events and QoL

Robertson, Lancet 2016

• Mean FACT-B and Trial Outcome Index 
scores were maintained and similar in both 
treatment groups

• Time to deterioration did not differ 
significantly between treatment groups for 
both TOI score and FACT-B total score



Quality of trial



Quality of trial



De Novo Stage IV in real life

SEER 2006-2012[1]:

̴ 6% De Novo Stage IV

AIOM-AIRTUM 2016[2]:

̴  20,000 new De Novo Stage IV 

cases in 2016

1National Cancer Institute. SEER stat fact sheet. Accessed March 26, 2017
2AIOM-AIRTUM: i numeri del cancro in Italia 2016 



De Novo Stage IV in recent 1st-Line 
Phase III Trials

Johnston S, ESMO 2016



Quality of trial



Anastrozole vs. other A.I.
Anastrozole vs. Exemestane

[1st Line]

Anastrozole vs. Letrozole

[1st&2nd Line]

Iwata H et al, BCRT 2013 Rose C et al, EJC 2003 



A.I. as comparator in recent 1st-Line 
Phase III Trials

Johnston S, ESMO 2016



A.I. as comparator

Johnston S, SABCS 2016 



Bergh J et al, JCO 2012

Fulvestrant [250 mg]+ Anastrozole

[Poly-endocrine Therapy]

Mehta RS et al, NEJM 2012



Quality of trial





Quale impatto nella pratica clinica?
Studio su una sottopopolazione relativamente piccola

Risultati significativi (ma clinicamente?)

Considerazioni sulla compliance delle pazienti

Ingresso sul mercato di un verosimile “nuovo standard” nel setting

Sottopopolazione con lesioni non viscerali (HR .59, 95%CI .42-.84, PFS 22.3 m)


