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Study centre(s)

Altogether 115 centres in Germany, specialisedadiand office-based gynaecologists or
oncologists, participated in the NIS.

Publications

None at the time of writing this report.

Objectives and criteria for evaluation

Table S1 Objectives and outcome variables
Objective Outcome Variable
Priority Type Description Description
primary Effectiveness Time to progression (TTP) for Period from patients inclusion
patients treated with Faslodex 5@¢@late (date of informed consent)
mg to the date of progression as
judged by the investigator
primary Exploration of real-  Epidemiologyand management df Medical history,Health related
life data PMP patients with HR+ ABC QoL (EQ5D), Health economic
treated with Faslodex 500 mg or| parameters
exemestane
secondary Effectiveness Overall survival (OS), Period from inclusion toatle of
any cause
secondary Effectiveness Progression-free survival (PFS) Period from inidngo the date
of progression or death (of any
cause) whichever occurred
before >
secondary Effectiveness Time to progression (TTP) for Period from inclusion to the date
patients treated with exemestang of progression
secondary Effectiveness Obijective response rate (ORR) Proportion of paiarith a
best overall tumour assessment
of complete response or partial
response (used method at the
discretion of the investigator)
secondary Effectiveness Clinical benefit rate (CBR) Proportion of patiemtBo
experienced an objective
response (OR) or stable disease
(SD) for> 24 weeks
secondary Exploration of real-  Real-life pharmacoeconomic dath  Outpatient therBpynary care
life data visits, Hospital stays,
Emergency visits, Home care,
Other resource use
secondary Exploration of real-  Health-related quality of life Standard QoL questiaire
life data (EQ5D)
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Objective Outcome Variable
Priority Type Description Description
secondary Safety Adverse events / serious adversg Type of adverse event ,
events intensity, causal relationship to
Faslodex or exemestane,
outcome , seriousness

Study design

This study was a so-called ‘Nicht-interventionéleidie’ (non-interventional study; NIS)
according to the German Drug Law (AMG, 867(6)) ara performed in Germany under
sponsorship of AstraZeneca GmbH.

Under daily routine conditions and without any mantion by the sponsor regarding the
selection of subjects, diagnostic procedures, meussessments or therapeutic decisions
(medicinal and non-medicinal therapy, durationreatment, dose reductions etc.),
postmenopausal patients with hormone-receptoripesiivanced breast cancer who were
eligible for Faslodex 500 mg or exemestane treat@eist, 2nd or 3rd line treatment
according to the respective product specificatemd for whom the decision to start this
endocrine treatment had been documented couldcheded in this NIS within the first 28
days of treatment.

Target subject population and sample size

The patient population consisted of postmenopaguetants with hormone-receptor positive
advanced breast cancer who were eligible for Fagi&®0 mg or exemestane treatment as
1st, 2nd or 3rd line treatment.

Patients were eligible for inclusion in this NIStiey had had a prior treatment with
tamoxifen and were suitable to undergo endocriegtitnent for ER+ ABC with SERD /
steroidal Al.

Investigational product and comparator(s): dosagesmode of administration and batch
numbers

Treatment with Faslodex or exemestane accordiBntBC. There was no comparator drug.

Faslodex: Monthly injection of Faslodex 500mg, &xblas two consecutive intramuscular 5
ml injections, each in one half of the buttocks.

Exemestane: One tablet (corresponding to 25 mg estame) to be taken daily after a meal.

Duration of treatment

As this was a NIS, there was no treatment peridihel by protocol.
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Statistical methods

Binary, categorical and ordinal parameters weremsarized by means of absolute and
percentage numbers within the various categonesdu@ing ‘missing data’ as valid category
at Visit 1 (baseline)). Numerical data were sumgeatiby means of standard statistics (i.e.
number of available data, number of missing datammstandard deviation, minimum,
median, maximum, lower and upper quartile). Wheresgeful, the summary statistics

are presented by visit. All statistical tests weeeformed two-sided at a 5% level of
significance. However, the p-values of all statatitests are interpreted only in a descriptive-
exploratory way. Two-sided confidence intervals)(&tk presented for important parameters,
if considered relevant, but should be interpreted descriptive way. In addition, appropriate
figures (e.g. bar charts, Box-Whisker-Plots) aespnted to summarize the results for some
parameters also in a graphical way.

Subject population

In 115 study centers 537 patients were recruitadhlly 498 patients were evaluable for
statistical analysis.

The demographic and key baseline characterististudfy subjects revealed no significant
differences between treatment groups (FaslodexXdt,3rd line, exemestane). The baseline
characteristics of the enrolled patients are coesisvith average values of the population for
women with advanced / metastatic breast cancers @hepresentative cohort of patients has
been enrolled.

Regarding demographic and epidemiologic paramétere were no noticeable differences
between therapy groups despite different numbepatiénts in each group. The mean age of
the patients was > 66 years in each treatment gugr 80% of the patients in each
treatment group had an ECOG performance statuslpg@en in the 3rd line Faslodex
treatment group. The most common comorbidities wieseases of the cardio-circulatory
system followed by metabolic diseases. The majofifyatients had invasive-ductal
carcinoma.

Summary of effectiveness results

In Faslodex treated patients in 1st line therapgase progression occurred significantly later
than in patients in the other treatment lines. Medime to progression was 9.7 months, 6.8
months and 6.7 months within patients treated Weblodex at 1st line, 2nd line and 3rd line,
respectively.

Analysis of time to progression (TTP) comparing Haslodex treatment lines with each other
revealed a hazard ratio of 1.29 [0.97;1.70] p=0,a787 [1.08;1.49] p=0.0043 and 1.22
[0.89;1.68] p=0.2187 for 1st line vs. 2nd line, ¢ vs. 3rd line and 2nd line vs. 3rd line,
respectively. Difference in TTP between 1st andlBm@ was statistically significant, but not
between 1st and 2nd treatment group or 2nd antt&atinent group.

From the hazard ratio = 1.26 (overall analysid-alllodex treatment lines combined) it can be
assumed that the risk of progression increasestimated 26% comparing a lower line of
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therapy to the next higher line. This differencstatistically significant (p = 0.0042, Cox
regression analysis). Statistically relevant pragicdactors for time to progression were ‘Age
class’ (<65 years#¥65 years) and ‘PD after last endocrine therapys'(yeo) (P < 0.05): For
patients with age65 compared to patients with age <65 years thedeskeases (Hazard ratio
<1). For patients with PD after last endocrine déipgrcompared to patients with no such event
the risk increases (Hazard ratio >1).

Patients of the exemestane group had a 3-4 tinmgetanedian PFS compared to literature
data of clinical trials, irrespective of treatment.

Median time to OS could not be determined as it m@Ageached within the observational
period.

A risk factor analysis showed no clear tendencystvid the tested factors did not show a
statistically significant influence on disease tethparameters. ‘Line of Faslodex-treatment’
and ‘age’ as well as “Dose delay” and ‘Dose distargtion’ modified clinical outcome
parameters.. But there was no homogeneous treffielct Bize and direction were different for
the different disease aspects considered.

Summary of safety results

Safety of treatment was solely assessed from tbendented adverse events and serious
adverse events. No additional laboratory or ingasibnal parameters were required in the
NIS.

Altogether 320 adverse events (AE) were documenitesl of these were drug related. Most
AEs were of grade 1 or 2, only 2 patients had Algrade 4. The majority of the AEs belong
to the categories ‘Gastrointestinal disordersen@ral disorders and administration site
conditions’ and ‘Musculoskeletal and connectiveues disorders’. About 25% of patients in
each group exhibited at least one adverse event.

Altogether 100 serious adverse events (SAE) haga decumented, nearly all of them were
non-haematological events. Most of SAEs in thedeiest treatment groups belong to
“General disorders and administration site cond#fcand “Gastrointestinal disorders”. In the
exemestane group the great majority of SAEs cont@astrointestinal disorders”. There
were 11 drug related serious adverse events.

Patients in 1st line Faslodex treatment developgdficantly more serious adverse events
(SAE) than patients in 2nd line Faslodex treatm@atpatients had at least one SAE
documented: 18.2%, 10.4%, 11.8% and 13.6% of fdatfen Faslodex 1st line, 2nd line, 3rd
line and exemestane, respectively. In the greabnityapf cases there was only 1 SAE per
patient. The main reason for classification as $4ds “Hospitalisation or prolongation of
hospitalisation” which was stated for 30.1%, 15.2%8% and 21.2% of patients in Faslodex
first line, second line, third line and exemestarspectively. SAEs due to “Death” were
documented for 4.0% and 2.5% of patients in Faglddé and 2nd line treatment group,
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respectively. 5.75% of patients in Faslodex 1st line therapy had a hospitalisation which ended
with death.

Treatment discontinuation due to AEs and SAEs occurred more often in the exemestane group
than in the Faslodex treatment groups, in 15.2% versus 8.5%, 3.1% and 5.3% of patients,
respectively.

The majority of SAEs had no influence on the administration of Faslodex or exemestane and
recovered / resolved without sequelae. 17 patients had SAEs with fatal outcome; all patients
belong to the Faslodex treatment groups.





