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The present invention relates to fulvestrant at a dosage of 500mg for use in the
treatment of a postmenopausal woman with advanced breast cancer who has progressed or
recurred on endocrine therapy.

Breast cancer is one of the most common malignancies in women, comprising 18%
of female cancers worldwide (Mcpherson et al 2000), and the most common cause of
cancer deaths. The incidence varies among populations with about half of all cases
occurring in North America and Western Europe. It has long been acknowledged that
many breast cancers are hormone dependent and that hormonal manipulation can affect the
progress of the disease (Beatson 1896). The most important factor determining response to
hormonal manipulation is the presence of the oestrogen receptor (ER) in the target tissue
(Fisher et al 2001).

The antioestrogen (AO) tamoxifen has been the most widely used endocrine
therapy for breast cancer in both premenopausal and postmenopausal women. However,
despite its demonstrated efficacy, de novo or acquired resistance may occur during
treatment. In some patients, the disease progresses during therapy because tumour growth
may be stimulated by tamoxifen, due to its partial agonist activity on the ER (Wicbe et al
1993).

The search for a pure AO, devoid of the agonist activity of tamoxifen, resulted in
the discovery and clinical development of ICI 182,780 (also known as fulvestrant or
FASLODEX™). Fulvestrant is an ER antagonist without known agonistic properties that
down-regulates cellular levels of the ER in a dose-dependent manner (Howell et al 2000,
Robertson et al 2001, Wakeling et al 1991). Fulvestrant is well tolerated and has
demonstrated efficacy in women whose breast cancer had progressed following endocrine
therapy (Howell et al 2002, Osborne et al 2002, Chia et al 2008).

Women diagnosed with early breast cancer are generally treated with tamoxifen or
an aromatase inhibitor if endocrine therapy is appropriate. However if the cancer recurs or
progresses there is a need for alternative therapies. Fulvestrant (FASLODEX™) is

presently approved at a dose of 250mg as an alternative endocrine therapy. The present
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invention is based on the discovery that increasing the dose of fulvestrant to 500mg is
more advantageous for patients than the 250mg dose.

One feature of the invention provides fulvestrant at a dosage of 500mg for use in
the treatment of a postmenopausal woman with advanced breast cancer who has progressed
or recurred on endocrine therapy. Preferably the fulvestrant is administered monthly.
Preferably an additional dose of 500mg is administered during the first month of treatment.
Preferably the additional dose is administered at about day 14. Preferably the woman is
oestrogen receptor positive or progesterone receptor positive; more preferably oestrogen
receptor positive. Preferably the progression or recurrence on endocrine therapy
comprised therapy with tamoxifen or an aromatase inhibitor. Preferably the aromatase
inhibitor is selected from anastrozole, letrozole or exemestane; more preferably anastrozole
or letrozole. Preferably the use use of fulvestrant at 500mg dosage provides an increase
the time to progression compared with fulvestrant at a dosage of 250mg; in particular the
doses are preferably administered monthly with an additional dose at 500mg in the first
month. Tamoxifen, anastrozole, letrozole and exemestane are all commercially available
drugs with regulatory approval for administration to women with breast cancer.

Another feature of the invention provides the use fulvestrant at a dosage of 500mg
for preparation of a medicament for treatment of a postmenopausal woman with advanced
breast cancer who has progressed or recurred on endocrine therapy. This feature may be
combined with any of the preferred features described herein.

Another feature of the invention provides the treatment of a postmenopausal
woman with advanced breast cancer who has progressed or recurred on endocrine therapy
with fulvestrant at a dosage of 500mg. This feature may be combined with any of the
preferred features described herein.

The invention is exemplified by the following non-limiting Example, in which
Figure 1 shows a Kaplan-Meier plot of time to progression comparing fulvestrant at 250mg
with 500mg. The x-axis shows the time in months and y-axis shows proportion of patients

progression free. Tick marks indicate censored observations.
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LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS

Abbreviation or
special term

Explanation

AE
Al
ALT
AO
AST
BOR
CBR
CI
CR
CRA
CRF
CSP
CSR
CT
CTCAE
DAE

DCO
DoCB
DoR
ECG
EDoCB
EDoR
Endpoint

ER

EU
FACT-B
FSH
GCP
HER

Adverse event

Aromatase inhibitor

Alanine aminotransferase
Antioestrogen

Aspartate aminotransferase
Best objective/overall response
Clinical benefit rate
Confidence interval

Complete response

Clinical research associate
Case report form

Clinical Study Protocol
Clinical Study Report
Computed tomography
Common terminology criteria for adverse events

Premature discontinuation of treatment with investigational product due to an
adverse event (adverse events).

Data cut-off

Duration of clinical benefit
Duration of response
Electrocardiogram

Expected duration of clinical benefit
Expected duration of response

A status of the patient that constitutes the ‘endpoint’ of a patient’s participation
in a clinical study and that is used as the final outcome.

Oestrogen receptor

European Union

Functional Assessment of Cancer Therapy - breast cancer
Follicle stimulating hormone

Good clinical practice

Human epidermal growth factor receptor
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Abbreviation or
special term

Explanation

HRQoL
ICH
IDMC
1IEC

im

INR
IRB

International
Co-ordinating
investigator

LD
LHRH
MedDRA
MRI
NCCN
OAE

OR
ORR
OS

Outcome variable

Patient identifier

PD
PgR
PPS
PR

Principal
investigator

PRO
PT

Health-related quality of life

International Conference on Harmonisation
Independent Data Monitoring Committee
Independent Ethics Committee
Intramuscular

International normalised ratio

Institutional Review Board

An Investigator assigned the responsibility for the co-ordination of investigators
across all Study Sites participating in a multinational, multicentre study.

Longest diameter

Luteinising hormone releasing hormone
Medical dictionary for regulatory activities
Magnetic resonance imaging

National Comprehensive Cancer Network

Other significant adverse event (ie, significant AEs, other than SAEs and DAEs,
which are of particular clinical importance in this development program).

Objective response
Objective response rate
Overall survival

A variable (usually a derived variable) specifically defined to be used in the
analysis of a study objective.

Only one variable is used to identify each patient within the reporting database.
This identifier is a concatenation of the Study Number, and the enrolment Code
(eg, D1234C00001/E0010001). Within an individual study report, the enrolment
code alone (eg, E0010001) may be used to reference individual patients in-text
within the CSR, including tables and listings. With respect to individual Patient
Narratives, and the higher level documents, the full unique patient identifier
should be used.

Progressive discase
Progesterone receptor
Per Protocol Set
Partial response

A person responsible for the conduct of a clinical study at an investigational
study site. Every investigational study site has a principal investigator.

Patient reported outcomes

Preferred term
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5
Abbreviation or Explanation
special term
RECIST Response evaluation criteria in solid tumours
SAE Serious adverse event
SAP Statistical Analysis Plan
SD Stable disease
sd Standard deviation
SE Standard error
SOC System organ class
TOI Trial outcome index
TTP Time to progression. The definition of TTP used in this clinical study is also
commonly termed progression free survival (PFS).
TTR Time to response
ULRR Upper limit reference range
uUs United States of America
Variable A characteristic or a property of a patient that may vary eg from time to time or
between patients.
WHO World Health Organisation
Example 1

A Randomised, Double-Blind, Parallel-group, Multicentre, Phase 111 Study
Comparing the Efficacy and Tolerability of Fulvestrant (FASLODEX ) 500 mg with
Fulvestrant (FASLODEX ' ) 250 mg in Postmenopausal Women with Oestrogen
Receptor Positive Advanced Breast Cancer Progressing or Relapsing after Previous
Endocrine Therapy

This study assessed the relationship between fulvestrant dose and efficacy. It compared
the current approved dose and dosing schedule of fulvestrant (250 mg every 28 days) with
a higher dose regimen (500 mg every 28 days plus an additional 500 mg on Day 14 of the
first month only). The study is also referred to as CONFIRM.

Study centres

One-hundred and twenty-eight centres in 17 countries (Belgium, Brazil, Chile, Colombia,
Czech Republic, Hungary, India, Italy, Malta, Mexico, Poland, Russia, Slovakia, Spain,
USA, Ukraine and Venezuela). The US, Mexico, Italy, Brazil, Spain, Chile, Colombia and
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Venezuela also participated in health-related quality of life (HRQoL) assessments during

the study.

Objectives

The primary objective of the study was to compare the efficacy of fulvestrant 500 mg

treatment with fulvestrant 250 mg treatment in terms of time to progression (TTP).

The secondary objectives of the study were:

o To compare the objective response rate (ORR) of patients treated with
fulvestrant 500 mg with the objective response rate of patients treated with
fulvestrant 250 mg.

o To compare clinical benefit rate (CBR) of patients treated with fulvestrant 500
mg with the clinical benefit rate of patients treated with fulvestrant 250 mg.

o To compare duration of response (DoR) of patients treated with fulvestrant 500
mg with the duration of response of patients treated with fulvestrant 250 mg.

o To compare the duration of clinical benefit (DoCB) of patients treated with
fulvestrant 500 mg with the duration of clinical benefit of patients treated with
fulvestrant 250 mg.

o To compare the overall survival (OS) of patients treated with fulvestrant 500 mg
with the overall survival of patients treated with fulvestrant 250 mg.

o To assess the tolerability of fulvestrant 500 mg treatment compared with
fulvestrant 250 mg treatment.

o To assess the health-related quality of life (HRQoL) of patients treated with
fulvestrant 500mg as compared to fulvestrant 250 mg in a subgroup of patients.

Study design

This was a randomised, double-blind, parallel-group, multicentre, phase III study to

compare 2 dose levels of fulvestrant in postmenopausal women with oestrogen receptor

positive (ER+ve) advanced breast cancer who had either relapsed whilst on adjuvant
endocrine therapy, or progressed whilst on first endocrine therapy for advanced disease.

Target patient population and sample size

A total of 720 postmenopausal women with histological/cytological confirmation of

ER+ve breast cancer who had relapsed or progressed on previous endocrine therapy were

planned to be recruited; a total of 736 were actually randomised.
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The sample size calculation was based on the primary variable, TTP, and assumed
exponential progression times. The sample size was driven by the number of required
events. In order to detect a hazard ratio of <0.8 (or >1.25) for fulvestrant 500 mg
compared to fulvestrant 250 mg, at a 2-sided significance level of 5%, with 80% power,
approximately 632 events were required to have occurred in the study (ie, approximately
632 patients to have progressed or died).

Investigational product and comparator: dosage, mode of administration and batch
numbers

Fulvestrant 500 mg was given as two 5 ml intramuscular (im) injections, one in each
buttock, on days 0, 14, 28 and every 28 (+3) days thereafter.

Fulvestrant 250 mg was given as two 5 ml im injections (1 fulvestrant injection plus 1
placebo injection), one in each buttock, on days 0, 14 (2 placebo injections only), 28 and
every 28 (£3) days thereafter.

Duration of treatment

Treatment was to continue until disease progression occurred, unless any of the criteria for
treatment discontinuation were met first.

Criteria for evaluation - efficacy and pharmacokinetics (main variables)

Efficacy

The primary outcome variable TTP; secondary variables were ORR, CBR, DoR, DoCB
and OS.

Patient reported outcomes

The primary patient reported outcome for HRQoL was the Trial Outcome Index (TOI)
derived from the Functional Assessment of Cancer Therapy - Breast cancer (FACT-B)
questionnaire.

Criteria for evaluation - safety (main variables)

Outcome variables for safety were frequency and severity of adverse events (AEs),
including pre-specified AEs of interest.

Statistical methods

For the primary endpoint TTP, the primary analysis was an unadjusted log-rank test and
the secondary analysis was a Cox proportional hazard model, adjusted for treatment and

other predefined covariates.
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For OS, the unadjusted log-rank test was performed. For ORR and CBR, a logistic
regression model with treatment factor only was fitted. DoR and DoCB were analysed in
those patients who had an OR and CB, respectively. For HRQoL endpoints, a longitudinal
model with treatment and other covariates was used.

The hypotheses for TTP, ORR, CBR, DoR, DoCB, OS, FACT-B score and TOI score
were:

Ho: fulvestrant 500 mg is not different from fulvestrant 250 mg, vs.

H;: fulvestrant 500 mg is different from fulvestrant 250 mg

For efficacy and HRQoL endpoints, summaries and analyses were carried out according to
the randomised treatment ie, using the Full Analysis Set. For safety endpoints, summaries
and analyses were carried out according to the treatment actually received, ie, using the
safety analysis set. The primary endpoint was also analysed in the per protocol set (PPS).
Patient population

A total of 720 patients were planned to be recruited; 736 were actually randomised.
Diagram S1 shows the number of patients randomised to each of the 2 treatment groups
and the number in each of the populations analysed. In addition, HRQoL was analysed in
145 of the patients in the Full Analysis Set (72 patients in the fulvestrant 500 mg group and
73 patients in the fulvestrant 250 mg group). The patient population was consistent with
the one intended to be recruited. In the fulvestrant 500 mg group, 41 patients were
ongoing study treatment at data cut off (DCO) compared with 31 patients in the fulvestrant
250 mg group.

1.1 Selection of study population

Before entering the study, patients were assessed to ensure that they met the eligibility
criteria. Investigators had to keep a record of patients who were considered for enrolment
but were never randomised (patient screening log). This information is necessary to
establish that the patient population was selected without bias. The patient screening log
had to be filed in the Investigator study file at each centre.

1.1.1 Inclusion criteria

For inclusion in the study patients had to fulfil all of the following criteria:

1. Provision of written informed consent

2. Histological/cytological confirmation of breast cancer
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3. Documented ER+ve status of primary or metastatic tumour tissue, according to

the local laboratory parameters

4. Requiring endocrine therapy:

Relapsing during, or within 12 months of completion of, adjuvant
endocrine therapy (tamoxifen, toremifene or Als such as anastrozole,
letrozole and exemestane), or

Progressing on an endocrine therapy (tamoxifen, toremifene or Als such
as anastrozole, letrozole and exemestane) provided that this endocrine
treatment was started at least 12 months after the completion of adjuvant
endocrine treatment, or

Progressing on an endocrine therapy (tamoxifen, toremifene or Als such
as anastrozole, letrozole and exemestane) given as first treatment for

patients with de novo advanced' breast cancer

5. Fulfilling one of the following criteria:

Patients with measurable disease as per RECIST criteria. This is defined
as at least one lesion that can be accurately measured in at least one
dimension (longest diameter to be recorded) as >20 mm with
conventional techniques or as >10 mm with spiral CT scan.

Patients with bone lesions, lytic or mixed (lytic and sclerotic), in the

absence of measurable disease as defined by RECIST.

6. Postmenopausal woman, defined as a woman fulfilling any 1 of the following

criteria:

—  Age >60 years.

—  Age >45 years with amenorrhoea > 12 months with an intact uterus.

— Having undergone a bilateral oophorectomy

—  Follicle stimulating hormone (FSH) and oestradiol levels in postmenopausal
range (utilising ranges from the local laboratory facility).

— In patients who had previously been treated with a luteinising hormone
releasing hormone (LHRH) analogue, the last depot must have been

! Advanced breast cancer: Metastatic disease or locally advanced disease which is not
amenable to treatment with curative intent.
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7.

10

administered more than 4 months prior to randomisation, menses must not
have restarted, and FSH and oestradiol levels must also have been in the
postmenopausal range (utilising ranges from the local laboratory facility).

WHO performance status 0, 1 or 2.

Rationale for inclusion criteria

L.

1.1.2

This criterion was set as part of the ethical conduct of the study, which complies
with GCP.

This criterion was set to objectively confirm breast cancer.

This criterion was set to select a patient population expected to respond to
fulvestrant based on its mechanism of action.

This criterion was set to clarify the history of hormonal therapy for breast cancer
in this study.

This criterion was set to enable the conduct of efficacy assessments according to
modified RECIST.

This criterion was set because the effect of fulvestrant on pre-menopausal breast
cancer patients had not been fully assessed.

This criterion was set to conduct efficacy assessments properly and to ensure the
safety of patients.

Exclusion criteria

Any of the following was regarded as a criterion for exclusion from the study:

1.

Presence of life-threatening metastatic visceral disease, defined as extensive
hepatic involvement, or any degree of brain or leptomeningeal involvement (past
or present), or symptomatic pulmonary lymphangitic spread. Patients with
discrete pulmonary parenchymal metastases were eligible, provided their
respiratory function was not compromised as a result of disease.

More than one regimen of chemotherapy for advanced discase.”

More than one regimen of endocrine therapy for advanced disease.”

? Patients previously treated with one regimen of chemotherapy for advanced disease were
allowed as long as their last treatment was an AO or an Al

* Oophorectomy, ovarian ablation, or LHRH analogue therapy did not count as endocrine
treatments in this context and also did not render the patient ineligible for this study.
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11

Extensive radiation therapy within the last 4 weeks (greater than or equal to 30%
marrow or whole pelvis or spine) or cytotoxic treatment within the past 4 weeks
prior to screening laboratory assessment, or strontium-90 (or other
radiopharmaceuticals) within the past 3 months.
Treatment with a non-approved or experimental drug within 4 weeks before
randomisation.
Current or prior malignancy within previous 3 years (other than breast cancer or
adequately treated basal cell or squamous cell carcinoma of the skin or in-situ
carcinoma of the cervix).
Any of the following laboratory values:

— Platelets <100 x 10°/L

— Total bilirubin >1.5xupper limit reference range (ULRR)

— ALT or AST >2.5xULRR if no demonstrable liver metastases or
>5xULRR in presence of liver metastases.

History of:
— Bleeding diathesis (ie, disseminated intravascular coagulation, clotting

factor deficiency), or

— Long-term anticoagulant therapy (other than antiplatelet therapy and low
dose warfarin (see Section 3.7 of the CSP [Appendix 12.1.1 of this
report]).

History of hypersensitivity to active or inactive excipients of fulvestrant and/or
castor oil.

Any severe concomitant condition which made it undesirable for the patient to
participate in the trial or which would jeopardize compliance with the CSP, eg,

uncontrolled cardiac disease or uncontrolled diabetes mellitus.

Rationale for exclusion criteria

The exclusion criteria for concurrent diseases, concomitant drugs and patients’ conditions

were set because they were considered to affect the safety of patients or the efficacy

assessment of fulvestrant in hormone receptor positive, postmenopausal advanced or

recurrent breast cancer.
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1.1.3 Restrictions

The following restrictions were applied to patients in this trial:

1. Patients who were blood donors were not to donate blood during the study and
for 12 weeks following their last dose of randomised treatment.

2. Patients who had confirmed disease progression must have been discontinued from
their randomised treatment.
3. Concomitant treatments listed in Section 3.7 of the CSP.

Rationale for restrictions

1. This restriction was included to ensure that anaemia was not induced by blood
donation following the additional blood sampling requirement of the study.

2. This restriction was included to protect patients who were not receiving or who
ceased to receive clinical benefit from their study treatment and is in line with
current clinical practice.

3. This restriction was included because the concomitant treatments listed in
Section 3.7 of the CSP were considered to effect the safety of patients or the
efficacy assessment of the study drugs.

1.1.4 Discontinuation of patients from treatment or assessment

Patients could be discontinued from study treatment and assessments at any time at the

discretion of the investigators. Patients were also free to discontinue their participation in

the study at any time, without prejudice to further treatment. Specific reasons for
discontinuing a patient from this study, and the procedures to be followed when a patient
discontinued or was incorrectly enrolled, are listed in Section 3.3.5 of the CSP. For
patients who discontinued, it was noted whether they were assessed after study medication
was stopped, and whether they were asked about the reason(s) for their discontinuation and
about the presence of any adverse events (AEs). If possible, they were seen and assessed

by an investigator. AEs were followed up for 56 days after the last injection.
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Randomised
N=736

PCT/GB2010/051228

Evaluable for

Fulvestrant 500 mg
Full Analysis Set
N=362

Fulvestrant 250 mg

Evaluable for
Response Set
N=261

Response Set
N=240

Response Set:

baseline=122

Reason for exclusion
from Evaluable for

No target lesions at

Full Analysis Set
N=374

baseline=1

Reason for exclusion
from Evaluable for
Response Set:

No target lesions at

13

Reason for exclusion from
Safety Analysis Set:
Received no randomised

Reason for exclusion from
Safety Analysis Set:
None

treatment=1?*

Safety Analysis Set
N=631

PP analysis set:

Reason for exclusion from

Important deviation=48"

PP analysis set
N=314

a

Safety Analysis Set
N=374

Reason for exclusion from
PP analysis set:
Important deviation=59

PP analysis set
N=315

deviator, therefore these n values are not mutually exclusive.

Summary of demographics and baseline characteristics

The patient who was excluded from the safety analysis set was also classified as a

A total of 96.1% of patients randomised into the study were Caucasian. The mean age of

patients was 60.9 years and the mean weight of patients was approximately 70 kg.

Tumour characteristics were well balanced across the 2 treatment groups. Most patients

(507 [68.9%]) were ER+ve and PgR+ve at primary diagnosis and almost all

patients (721 [98%]) had metastatic disease at baseline. In this study, 42.5% of patients

had relapsed or progressed on Al therapy and 57.5% had relapsed or progressed on AOs.

Most patients had relapsed or progressed either during previous adjuvant endocrine cancer

therapy (344 patients [46.7%]) or during endocrine therapy given as a first treatment for de
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novo advanced disease (255 patients [34.6%]). Approximately two thirds of patients had
shown a response” to their last endocrine therapy.

Summary of efficacy results

A summary of efficacy data is presented in Table S1.

Table S1 Summary of efficacy results for the main outcome variables

Variable Result

Primary outcome variable
TTP* Hazard ratio=0.80 (95% CI1 0.68-0.94); p=0.006
Median TTP: fulvestrant 500 mg =6.5 months; fulvestrant 250 mg =5.5 months
% patients progression free at 12 months: fulvestrant 500 mg=34%;
fulvestrant 250 mg = 25%
Secondary outcome variables
ORR Odds ratio=0.94 (95% CI1 0.57-1.55); p=0.795
ORR: fulvestrant 500 mg=13.8%; fulvestrant 250 mg=14.6%
CBR Odds ratio=1.28 (95% CI1 0.95-1.71); p=0.100
CBR: fulvestrant 500 mg=45.6%; fulvestrant 250 mg=39.6%
DoR” Ratio of EDoR=0.894 (95% CI 0.479-1.667), p=0.724
Median DoR: fulvestrant 500 mg=19.4 months; fulvestrant 250 mg=16.4 months
DoCB Ratio of EDoCB=1.357 (95% CI 1.067-1.726); p=0.013
Median DoCB: fulvestrant 500 mg=16.6 months; fulvestrant 250 mg=13.9 months
OS Hazard ratio=0.84 (95% CI 0.69-1.03); p=0.091
Median OS: fulvestrant 500 mg=25.1 months; fulvestrant 250 mg=22.8 months
% patients alive at 24 months: fulvestrant 500 mg=53%; fulvestrant 250 mg=49%

TTP = progression-free survival. At data cut-off, 84% of patients had progressed
or died in the absence of progression.

measured from randomisation to progression

from randomisation.

* Defined as patients who experienced recurrence after >2 years on adjuvant endocrine
therapy and/or patients who received clinical benefit (CR, PR or SD >24 weeks) from first-
line therapy for advanced disease.
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TTP:time to progression; ORR:objective response rate; CBR:clinical benefit rate;
DoR:duration of response; DoCB:duration of clinical benefit; OS:overall survival;
EDoR:expected duration of response; EDoCB:expected duration of clinical benefit.
Fulvestrant 500 mg was associated with a significantly longer TTP compared with
fulvestrant 250 mg (hazard ratio=0.80 [95% CI 0.68-0.94]; p=0.006) corresponding to a
reduction in risk of progression of 20%. Subgroup analyses showed a consistent treatment
effect across all 6 predefined baseline covariates, including patients treated previously with
either an aromatase inhibitor (Al) or antioestrogen (AO).

The ORR for fulvestrant 500 mg and fulvestrant 250 mg were similar (13.8% and 14.6%
respectively, odds ratio=0.94 [95% CI 0.57 to 1.55]; p=0.795) but there was a trend for an
increased CBR in patients receiving fulvestrant 500 mg compared to those receiving
fulvestrant 250 mg (45.6% vs. 39.6%, odds ratio=1.28 [95% CI 0.95 to 1.71]; p=0.100).
There was no statistically significant difference between the 2 treatment groups in expected
DoR (EDoR); however, there was a statistically significant improvement in expected
DoCB (EDoCB) in patients randomised to receive fulvestrant 500 mg compared with
patients randomised to receive fulvestrant 250 mg (9.83 months vs. 7.24 months, ratio of
EDoCB=1.357 [95% CI 1.067 to 1.726]; p=0.013).

There was a trend for improved survival for patients treated with fulvestrant 500 mg
compared with fulvestrant 250 mg (hazard ratio=0.84 [95% CI 0.69 to 1.03]; p=0.091); this
corresponds to a 16% reduction in risk of death.

In the subgroup of patients where it was measured, on-treatment HRQoL for both
fulvestrant 500 mg and fulvestrant 250 mg was good (mean TOI score of approximately 60
out of 92). Patients treated with fulvestrant 500 mg had a similar on-treatment HRQoL to
patients treated with fulvestrant 250 mg and there were no statistically significant
differences between the 2 treatment groups in terms of change in on treatment HRQoL as
measured by both the TOI and FACT-B score, although there was a numerical advantage
in TOI in favour of fulvestrant 500 mg.

Efficacy results

Primary variable: Time to progression

The primary objective of this study was to compare TTP between patients treated with
fulvestrant 500 mg and those treated with fulvestrant 250 mg. The primary analysis set
was the Full Analysis Set. An analysis of TTP in the PPS was also performed as a
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secondary analysis. Table S2 shows the TTP data for patients in the fulvestrant 500 mg
and fulvestrant 250 mg groups in the Full Analysis Set; Figure 1 shows a Kaplan-Meier
plot of these data.

At DCO 618/736 (84.0%) patients had progressed or died in the absence of progression
(297 [82.0%] in the fulvestrant 500 mg group and 321 [85.8%] in the fulvestrant 250 mg
group). The unadjusted log rank test indicates that the TTP for patients in the fulvestrant
500 mg group was significantly longer than for those in the fulvestrant 250 mg

group (hazard ratio=0.80 [95% CI 0.68 to 0.94]; p=0.006). Median TTP was 6.5 months in
the fulvestrant 500 mg group and 5.5 months in the fulvestrant 250 mg group. The
Kaplan-Meier plot for TTP in the Full Analysis Set shows a separation between the 2

treatment groups from approximately 3 months, favouring the fulvestrant 500 mg group.

Month | O 4 8 12 16 | 20 | 24 | 28 | 32 | 36 | 40 | 44 | 48

Fulvestrant | 362 | 216 | 163 | 113 | 90 | 54 | 37 | 19 12 7 3 2 0
500mg at risk

Fulvestrant | 374 | 199 | 144 | 85 60 35 25 12 4 3 1 1 0
250mg at risk

Table S2 Summary of time to progression: Full Analysis Set

Fulvestrant 500 mg Fulvestrant 250 mg

N=362 N=374

Number progressed (%) 297 (82.0) 321 (85.8)
Median (months) 6.5 5.5
Time to progression (months): 25% quartile 2.8 2.7
Time to progression (months): 75% quartile 16.6 11.9
Percentage of patients progression free at:

6 months 51% 45%

12 months 34% 25%

18 months 23% 14%

24 months 16% 11%
Hazard ratio (95% CI) 0.80 (0.68-0.94)

p-value 0.006
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Time to progression is the time between randomisation and the earliest of progression or

death from any cause.

A hazard ratio <1 indicates fulvestrant 500 mg is associated with a longer time to disease

progression than fulvestrant 250 mg

A hazard ratio >1 indicates fulvestrant 500 mg is associated with a shorter time to disease

progression than fulvestrant 250 mg

Data source: Tables 11.2.1.1, 11.2.1.2 and 11.2.1.5.

The primary analysis of TTP is supported by the Cox proportional hazards regression

analysis, adjusted for treatment and 6 specified covariates (hazard ratio=0.78 [95% CI 0.67

to 0.92]; p=0.003).

Summary of safety results

Fulvestrant 500 mg was well tolerated and its safety profile was consistent with the known

safety profile of fulvestrant 250 mg. The most commonly reported pre-specified AEs of

interest were gastrointestinal disturbances and joint disorders (approximately 20% and

19% of patients, respectively, in each of the treatment groups). There were no differences

between treatment groups in the incidence or type of AEs, serious AEs and AEs leading to

discontinuation. There was no evidence for dose dependence for any AE. There were no
clinically important changes in haematology, clinical chemistry, vital signs or physical
findings.

Conclusions

This study demonstrates that fulvestrant 500 mg provides a clinically meaningful benefit

over fulvestrant 250 mg, in terms of TTP, in the treatment of postmenopausal women with

ER+ve advanced breast cancer who have progressed or recurred on endocrine therapy.

Further analyses demonstrated that the TTP data obtained in the study are robust. The

results show that fulvestrant 500 mg reduces the risk of disease progression by 20%

compared with fulvestrant 250 mg. The risk in progression appears to be reduced in the

fulvestrant 500 mg group compared to the 250 mg group by 3 observed factors:

o a reduction in the proportion of patients with a best objective response of
progressive disease (38.7% in the fulvestrant 500 mg group vs 44.7% in the
fulvestrant 250 mg group)

o an increase in the proportion of patients who achieved clinical benefit (45.6% vs

39.6%, respectively)
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o an increase in the duration of clinical benefit in patients receiving clinical benefit
(median of 16.6 months vs 13.9 months, respectively).
There was also a trend towards improved survival in the fulvestrant 500 mg group (median
of 25.1 months compared with 22.8 months in the 250 mg group), indicating that the
observed treatment comparison for overall survival supports the advantage observed for
TTP and suggesting that the benefit provided by treatment, in terms of progression, is
maintained past progression.
In the subgroup of patients where it was measured, on-treatment HRQoL remained stable
while patients were receiving study treatment; there was no detrimental effect of the
fulvestrant 500 mg dose compared with 250 mg.
In the registration trials for fulvestrant, Studies 20/21, fulvestrant 250 mg was shown to be
non-inferior to anastrozole (Robertson et al 2003). Demographic characteristics of patients
in the CONFIRM study were broadly similar to those of patients in the combined analysis
of Studies 20/21 and the efficacy results for fulvestrant 250 mg were consistent across the
studies (median TTP of 5.5 months in CONFIRM and the combined analysis of Studies
20/21). Data from these studies give further reassurance of the significant benefit that
fulvestrant 500 mg offers over an already effective 250 mg dose.
The treatment effect for TTP, favouring fulvestrant 500 mg, was consistent across all
subgroups analysed. The consistency of the TTP treatment effect in the aromatase
inhibitor (Al) and antioestrogen (AQO) subgroups is of particular interest, given that in
many markets the current regulatory approval for fulvestrant 250 mg is limited to patients
who have progressed on AO therapy. Since the first regulatory approval for the use of
non-steroidal Als in breast cancer, changes in clinical practice have meant that there has
been a considerable increase in the proportion of patients being treated upfront with these
drugs in both the adjuvant and the advanced setting (see National Comprehensive Cancer
Network [NCCN], Inc. 2009 and references therein for more details). There are few
endocrine treatment options available to patients who progress on Al therapy and it is
therefore important to identify agents that effectively prolong the time to progression after
failing on such therapy. Although guidelines like NCCN support the use of a same class
agent with a steroidal structure (steroidal Als) in patients who have progressed on a non-
steroidal Al, there are currently no agents of this type with regulatory approval for this

treatment sequence. Fulvestrant 500 mg has a different mechanism of action to Als and is
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the first agent to show consistent benefit in a phase 11 setting in patients who have
progressed during either AO or Al therapy.

The safety profile of fulvestrant 500 mg is consistent with the known safety profile of
fulvestrant 250 mg with no evidence for dose dependence for any AE. The 2 SAEs that
were considered by the investigator to be possibly causally related to study treatment were
confounded by other factors in the patients' medical histories and concomitant medications.
The incidence of pre-specified AEs was well balanced between the 2 treatment groups.
Although the incidence of injection site reactions was similar between treatment groups, a
full assessment of the injection procedure was not possible to evaluate due to the double
blind design. However, it is reassuring to observe that there is no increase in the AE
incidence with doubling the dose of fulvestrant.

Overall, fulvestrant 500 mg provides improved efficacy without any detrimental effect on
safety, tolerability or HRQoL compared with fulvestrant 250 mg.

Overall conclusions

The CONFIRM study demonstrated a clear improvement in the efficacy of fulvestrant
500 mg when compared with the currently approved dose of fulvestrant 250 mg. There
was a statistically significant prolongation of the TTP with a 20% reduction in the risk of
progressing for patients receiving fulvestrant 500mg. Given the superior efficacy, similar
safety, tolerability and HRQoL that fulvestrant 500mg offers over fulvestrant 250mg we
conclude that there is a superior benefit-risk profile for fulvestrant 500mg in patients

recurring or progressing on endocrine therapy.
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Claims:

1. Fulvestrant at a dosage of 500mg for use in the treatment of a postmenopausal

woman with advanced breast cancer who has progressed or recurred on endocrine therapy.

2. A use according to claim 1 wherein the fulvestrant is administered monthly.

3. A use according to claim 2 wherein an additional dose of 500mg is administered

during the first month of treatment.

4. A use according to claim 3 wherein the additional dose is administered at about day
14.
5. A use according to any preceding claim wherein the woman is oestrogen receptor

positive or progesterone receptor positive.

6. A use according claim 5 wherein the woman is oestrogen receptor positive.

7. A use according to any preceding claim wherein the progression or recurrence on

endocrine therapy comprised therapy with tamoxifen or an aromatase inhibitor.

8. A use according to claim 7 wherein the aromatase inhibitor is selected from

anastrozole, letrozole or exemestane.

9. A use according to any preceding claim whereby to increase the time to progression

compared with fulvestrant at a dosage of 250mg.
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