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Abstract Background: The phase III randomised FALCON trial (NCT01602380) demon-

strated improved progression-free survival with fulvestrant 500 mg versus anastrozole 1 mg

in endocrine therapy-naı̈ve postmenopausal women with hormone receptor-positive (HRþ)

locally advanced or metastatic breast cancer (LA/MBC). Furthermore, overall health-

related quality of life (HRQoL) was maintained and comparable for fulvestrant and anastro-

zole. Here, we present additional analyses of patient-reported HRQoL outcomes from

FALCON.

Methods: Women with endocrine therapy-naı̈ve HRþ LA/MBC were randomised 1:1 to ful-

vestrant (days 0, 14, 28, then every 28 d) or anastrozole (daily) until disease progression or

discontinuation. HRQoL was assessed by FACT-B questionnaire (TOI and FACT-B total
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score) at randomisation and every 12 weeks during treatment. HRQoL data post-treatment

(with or without progression) were also collected.

Results: In total, 462 patients were randomised (fulvestrant, n Z 230; anastrozole, n Z 232).

Compliance to FACT-B overall ranged from 60.0 to 97.4%. Mean change from baseline in

TOI and FACT-B total score remained broadly stable (approximately � 3 points to week 132)

and was similar between arms during treatment. HRQoL was also maintained in FACT-B

subscales. Approximately one-third of patients had improved TOI (�þ6 points) and

FACT-B (�þ8 points) total scores from baseline up to week 120 and 132, respectively, of

treatment with fulvestrant (ranges 26.4e45.0% and 22.4e35.8%, respectively) and anastrozole

(ranges 18.6e32.9%, and 22.7e37.9%, respectively).

Conclusions: Mean change from baseline in TOI and FACT-B total score was maintained for

fulvestrant and anastrozole; similar proportions of patients in both arms had improved TOI

and FACT-B total scores.

ClinicalTrials.gov identifier: NCT01602380.

ª 2018 Published by Elsevier Ltd.

1. Introduction

Endocrine monotherapy is the recommended first-line

treatment for the majority of postmenopausal patients

with hormone receptor-positive (HRþ), locally

advanced or metastatic breast cancer (LA/MBC) [1e3].

First-line treatment options that are currently recom-

mended include tamoxifen or an aromatase inhibitor
(AI), such as anastrozole, letrozole, or exemestane, ful-

vestrant, and the cyclin-dependent kinase 4/6 inhibitor

palbociclib in combination with an AI [1e3]. Fulves-

trant is a selective oestrogen-receptor degrader that

blocks oestrogen-receptor function [4] and was origi-

nally approved by the European Medicines Agency for

the treatment of postmenopausal patients with HRþ
LA/MBC, and by the United States Food and Drug
Administration for postmenopausal women with HRþ
MBC, who have progressed on prior anti-oestrogen

therapy [5,6]. Fulvestrant is also approved in the USA

and Europe for the treatment of patients with HRþ
human epidermal growth factor 2-negative advanced or

MBC in combination with palbociclib, and in the USA

with abemaciclib, following disease progression on prior

endocrine therapy [6].
In the double-blind, randomised phase III Fulves-

trant and Anastrozole Compared in Hormonal Therapy

Naı̈ve Advanced Breast Cancer (FALCON) trial

(NCT01602380), fulvestrant 500 mg demonstrated

significantly improved progression-free survival (PFS)

versus anastrozole 1 mg in postmenopausal women with

HRþ LA/MBC who had not received prior endocrine

therapy (hazard ratio [HR] Z 0.797; 95% confidence
interval [CI]: 0.637e0.999; P Z 0.0486) [7]. These data

confirmed the results of the phase II, randomised, open-

label FIRST (Fulvestrant First-Line Study Comparing

Endocrine Treatments) study (NCT00274469), which

reported that fulvestrant 500 mg improved time to

disease progression and overall survival compared with
anastrozole 1 mg for the first-line treatment of post-

menopausal women with HRþ LA/MBC [8e10].

Following these findings, fulvestrant received regu-

latory approval in Europe, Russia, Japan and the USA

for the first-line treatment of postmenopausal women

with LA/MBC.

In addition to delaying progression and prolonging

survival, a further aim of treatment for HRþ LA/MBC
is to optimise health-related quality of life (HRQoL)

[1,2]. HRQoL outcomes are now considered to be

important end-points in cancer clinical trials [11,12].

Indeed, consideration of HRQoL for patients with

LA/MBC is recommended in treatment guidelines [1,2]

and may support regulatory submissions [13,14]. This

is particularly relevant considering the approval of ful-

vestrant as a combination therapy with palbociclib [6]
and abemaciclib [15], as patients with MBC may

receive multiple therapies, potentially affecting adverse

event (AE) profiles and HRQoL. Furthermore, given

that HRQoL can be a prognostic indicator, it is

important that clinicians consider HRQoL in clinical

decision-making [16].

HRQoLwith fulvestrant has previously been evaluated

in the second-line setting. Results of the phase III, rand-
omised, double-blind Comparison of Faslodex in Recur-

rent orMetastatic Breast Cancer (CONFIRM) study that

compared fulvestrant 250 and 500 mg demonstrated that

no significant difference in HRQoL was detected between

the two study arms, as determined by the Functional

Assessment of Cancer Therapy for Breast Cancer

(FACT-B)-derivedTrial Outcome Index (TOI) [17]. In the

second-line PALOMA-3 study, globalHRQoL scores and
improvement from baseline in pain were significantly

improved with fulvestrant plus palbociclib versus fulves-

trant plus placebo. No significant differences were re-

ported for the European Organisation for Research and
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