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(4) non specific product was defined

Name of substance:
(1) Bevacizumab
(2) Capecitabine
(3) Paclitaxel

(4) Docetaxel

Title of Study:

A randomized phase Il study to determine the efficacy of a taxane and bevacizumab with or without
capecitabine as first line chemotherapy in patients with metastatic breast cancer.

Investigators:
Co-ordinating Investigator: Prof. Dr. Hans-Joachim Lick (Gynékologische-onkologische Praxis Prof. Dr.
Lick
Princ)ipal Investigators: see next Section
Study Center(s):
e Marienhospital Aachen, Frauenheilkunde und Geburtshilfe, Aachen (PI: Kusche)
e Kilinikum St. Marien, Frauenklinik, Amberg (PI: Hauzenberger)
e Frauenarzt-Zentrum Zehlendorf, Dres. Graffunder, Lais, Perlova-Griff, Berlin (Pl: Graffunder)
e HELIOS Klinikum Berlin Buch, Klinik fir Gynakologie und Geburtshilfe, Berlin (PI: Mau)
e Schwerpunktpraxis Dr. Hindenburg, Gynakologie, Onkologie, Berlin (PI: Hindenburg)
e Johanniter Krankenhaus, Gynédkologie und Geburtshilfe, Bonn (Pl: Ko)

e Gynéakologisches Zentrum Schwerpunkt Gyn. Onkologie, Gynakol. Onkologie, Bonn (PI:
Kurbacher)

e  Stédt. Klinikum Brandenburg GmbH, Klinik fur Frauenheilkunde und Geburtshilfe, Brandenburg an
der Havel (PI: Haeusler)

e Frauenérztl. Gemeinschafts- u. Schwerpunktpraxis Onkologie Dr. Lorenz, Dr. Hecker, Dr. Wesche,
Braunschweig (PI: Lorenz)

e Kilinikum Bremen Mitte, Klinik fir Gynékologie und Geburtshilfe, Bremen (PI: Aydogdu)
e Evangelisches Diakonie-Krankenhaus, Frauenklinik, Bremen (Pl: Feidicker)

e  Klinikum Bremen Nord, Frauenklinik / Brustzentrum, Bremen (PI: Hempel)

e Klinikum Bremerhaven Reinkenheide, Frauenklinik, Bremerhaven (Pl: Mouarrawy)

e Allgm. Krankenhaus Celle, Frauenklinik, Celle (PI: Berghorn)

e Praxis Dr. Jungberg, Chemnitz (PI: Jungberg)

e Praxis Dr. med. Manfred Glados, Dr. med. Stefan Retzlaff, PD Dr. Michael Zuhlsdorf, Dr. med.
Christian Deuticke, Onkologische Schwerpunktpraxis und Tagesklinik, Coesfeld (PIl: Glados)

e Klinikum Darmstadt, Frauenklinik, Darmstadt (PI: Ackermann)

e DONAUISAR Klinikum Deggendorf, Abt. f. Senologie, Mammazentrum, Deggendorf (PI:
Augustin)
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Klinikum Dortmund, Klinikzentrum Mitte, Frauenklinik, Dortmund (P1: Schwenzer)

Gemeinschaftspraxis Dr.Illmer, Dr. Wolf, Dr. Jacobasch, Dr. Freiberg-Richter, Innere Medizin/
Héamatologie, Dresden (PI: Illmer)

Universitatsklinikum Essen, Klinik fur Frauenheilkunde und Geburtshilfe, Essen (Pl: Aktas)
Kliniken Esslingen, Gynédkologie Onkologie, Frauenklinik, Esslingen am Neckar (PI: Kiihn)

DIAKO Diakonissenkrankenhaus Flensburg, Klinik f. Gyndkologie u. Geburtshilfe, Flensburg (PI:
Ostertag)

Universitatsklinikum Freiburg, Frauenklinik, Freiburg (PI: Stickeler)

Intern. Gemeinschaftspraxis Dr. Euchenhofer, Friedrichshafen (PI: Euchenhofer)

Klinikum Fulda, Interdisziplindres Tumorzentrum, Fulda (PI: H6ffkes)

Gemeinschaftspraxis Drs. med. Wilke/Wagner, Furth (PI: Wagner)

Universitatsklinikum GieRRen, Frauenklinik, GieRen (PI: Tinneberg)

Universitat Greifswald, Klinik fir Frauenheilkunde und Geburtshilfe, Greifswald (PI: Belau)

Katholisches Krankenhaus Hagen/ St.-Marien-Hospital, Klinik fir Hamatologie und Onkologie,
Hagen (PI: Rethwisch)

Albertinen-Krankenhaus, Gynékologie und Geburtshilfe, Hamburg (PI: Herwig)
Agaplesion Diakonieklinikum Hamburg, Frauenklinik und Brustzentrum, Hamburg (PI: Lindner)

Gemeinschaftspraxis Verpoort & Zeller, Arzte fiir Innere Medizin, Hamatologie und internistische
Onkologie, Hamburg (P1: Wierecky)

Sana Klinikum Hameln-Pyrmont, Frauenklinik / Brustzentrum, Hameln (P1: Noesselt)
Henriettenstiftung, Frauenklinik, Hannover (PI: Liibbe)
Vinzenzkrankenhaus, Gynédkologie, Hannover (PI: Deukker)

Medizinische Hochschule Hannover, Zentrum Frauenheilkunde / Brustzentrum, Hannover (P1: Park-
Simon)

Gynékologisch-onkologische Praxis Prof. Dr. Liick, Hannover (PI: Schrader)

Praxisklinik - Dialysezentrum - Herne, FA Innere Medizin, Herne (P1: Hahn)
Gemeinschaftspraxis Dr. Uleer, Dr. Hifner, Dr. Pourfard, Gynékologie, Hildesheim (PI: Uleer)
Universitatsklinikum des Saarlandes, Frauenklinik, Homburg (P1: Solomayer)
Elisabeth-Hospital, Frauenklinik, Ibbenbiren (PI: Papez-Rodosek)

Frauenarztpraxis Dr. Baerens, llsede (P1: Baerens)

Klinikum Kassel GmbH, Gynékologische Ambulanz, Kassel (PI: Feisel-Schwickardi)

Ev. Diakonissen Krankenhaus, Frauenklinik, Karlsruhe (Pl: Rossmanith)

St. Vincentius Kliniken Karlsruhe, Fachklinik fiir Frauenheilkunde und Geburtshilfe, Karlsruhe (PI:
Tomé)
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Universitatsklinikum Schleswig-Holstein, Klinik fur Gynékologie und Geburtshilfe SGO Kiel, Kiel
(PI: Eidtmann)

St. Elisabeth-KKH, Brustzentrum Kéln-Hohenlind, KéIn (PI: Schumacher)
Onkologische Schwerpunktpraxis Dr. Stauch, Kronach (PI: Stauch)

Praxis Dr. Vehling-Kaiser, Hdmatologie und Internistische Onkologie, Landshut (PI: Vehling-
Kaiser)

Caritas Krankenhaus Lebach, Abteilung fiir Himatologie und internistische Onkologie, Lebach (PI:
Kremers)

St. Vincenz Krankenhaus, Frauenklinik, Limburg (P1: Ober)
Ev. Krankenhaus Ludwigsfelde-Teltow, Frauenklinik, Ludwigsfelde (Pl: Kohls)

Klinikum der Stadt Ludwigshafen am Rhein, Frauenklinik, Ludwigshafen am Rhein (PI: Wolf-
Breitinger)

St. Vincenz und Elisabeth-Hospital, Frauenklinik, Mainz (P1: Wiest)

Klinikum Magdeburg gGmbH, Klinik f. Himatologie/Onkologie, Magdeburg (PI: Kahl)
Klinik St. Marienstift, Frauenklinik, Magdeburg (PI: Freese)

Universitatsklinikum Mannheim, Frauenklinik, Mannheim (PI: Sttterlin)

Klinikum Fichtelgebirge, Frauenklinik, Marktredwitz (PI: Dietrich)

Onkologische Gemeinschaftspraxis Dr. Niedermeier, Memmingen (PI: Niedermeier)

Klinikum Minden, Zentrum fiir Innere Medizin, Klinik fur Hadmatologie / Onkologie, Minden (PI:
Renzelmann)

Stadt. Klinikum Miinchen Harlaching GmbH, Brustzentrum Siid, Miinchen (PI: VVon Eynatten)
Hé&matologisch-Onkologische Schwerpunktpraxis Salat/Stétzer, Miinchen (PI: Salat)

Universitatsklinikum Munster, Klinik und Poliklinik fiir Frauenheilkunde und Geburtshilfe, Miinster
(PI: Tio)

Dietrich-Bonhoeffer Klinikum, Frauenklinik, Neubrandenburg (PI: Schmundt)

Klinikum Oldenburg, Klinik fir Innere Medizin 11, Oldenburg (P1: Kéhne)
Gynékoonkologische Schwerpunktpraxis Plauen, Plauen (P1: Guth)

Ernst von Bergmann gGmbH, Klinik fur Gynékologie und Geburtshilfe, Potsdam (PI: DreRler)
Klinikum Oberg6ltzsch Rodewisch, Frauenklinik, Rodewisch (P1: Schlosser)

Praxis Pihusch MVVZ GbR, Rosenheim (PI: Pihusch)

Gemeinschaftspraxis Dr. Hauptmann, Dr. Wagner, Dr. Brandner, Saarbriicken (P1: Wagner)
Gemeinschaftspraxis fur Gynékologie und Geburtshilfe Dr. Dietz, Salzgitter (PI: Dietz)
Diakonie-Krankenhaus, Frauenklinik, Schwabisch Hall (PI: Ebner)

Marienkrankenhaus Schwerte gem. GmbH, Brustzentrum, Schwerte (P1: Balwanz)
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e Kreiskrankenhaus Starnberg GmbH, Frauenklinik, Starnberg (P1: Anthuber)

e Johanniter-Krankenhaus Genthin-Stendal, Klinik fir Frauenheilkunde und Geburtshilfe, Stendal (PI:
Stefek)

e 0.SUND Gynékologie Kompetenzzentrum Stralsund, Stralsund (PI: Ruhland)

e  Universitatsklinikum Ulm, Frauenklinik, Ulm (PI: Janni)

e  Kilinikum Weiden, Brustzentrum, Weiden (PI: Romann)

e GRN gGmbH Klinik Weinheim, Gyndkologie und Geburtshilfe, Weinheim (PI: Bauer)

e Marien-Hospital Wesel, Brustzentrum, Wesel (P1: Sprengnetter)

e Ev. Krankenhaus Wesel, Gyndkologie, Wesel (Pl: Schwanke-Theil3en)

e  Dr.-Horst-Schmidt-Kliniken, Klinik f. Gyn. und gyn. Onkologie, Wiesbhaden (P1: Neunhtffer)
e St. Josefs-Hospital, Gynakologie und Geburtshilfe, Wiesbaden (P1l: Hoffmann)

e  Gynékologische Schwerpunktpraxis Dr. Dallacker, Wolfenbiittel (P1: Dallacker)

e Onkologische Gemeinschaftspraxis Dr. Maintz, Dr. Hinske, Hadmatologie / Onkologie, Wirselen (PI:
Maintz)

Publication (references):

Lick HJ, Lubbe K, Bischoff J, et al. A randomized phase 111 study to determine the efficacy of capecitabine in
addition to a taxane and bevacizumab as first line therapy in patients with metastatic breast cancer. J Clin
Oncol 31, 2013 (suppl; abstr 1082)

Studied Period (years): 37 months

Date of the first patient enrolled: September 09", 2009.
Date of last patient enrolled: October 02", 2012 (patient no. 268, the 234™ randomized patient).
Date of the last patient completed: October 05", 2012 (date of the early termination of the study).

Phase of Development:
Phase 111

Obijectives:

Primary Objective
To determine the Progression Free Survival (PFS) in patients with metastatic breast cancer after treatment
with taxane plus bevacizumab with (TXB) or without capecitabine (TB).

Secondary Objectives

To determine the objective response rate in both arms.

To determine the duration of response in both arms.

To determine the Time to Progression (TTP) in both arms.

To determine the clinical benefit defined as CR, PR, or stable disease > 24 weeks in both arms.
To determine the overall survival rate 3 years after “Last Patient In”.

To determine PFS and TTP response rates in patient’s > age 65.
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To determine the toxicity and compliance in both arms.
To determine the predictive value of serum markers such as VEGF.

Methodology:
Randomized, open, multicenter study.

Number of patients (planned and analyzed):

Planned: 432.

Enrolled and randomized: 234.

Analysed patients (efficacy and safety): 227 in safety and 187 in efficacy analysis.

Diagnosis and Main Criteria for Inclusion:

Patients were eligible for study participation only if they comply with the following inclusion and exclusion
criteria:

1. Age >18 years.

2. Female and Male patients.

3. Written informed consent prior to beginning specific protocol procedures, including expected
cooperation of the patients for the treatment and follow-up, must be obtained and documented
according to the local regulatory requirements.

Complete baseline documentation sent to GBG Forschungs GmbH.

ECOG performance status 0-2.

Histological confirmed carcinoma of the breast with no over expression of HER2.

Locally advanced or metastatic stage of disease not suitable for surgery or radiotherapy alone.

Patients must have either measurable or non-measurable target lesions according to RECIST criteria.
Complete staging work-up within 4 weeks prior to registration. All patients must have chest X-ray
(PA and lateral), abdominal ultrasound or CT scan or MRI, and bone scan. In case of positive bone
scan, bone X-ray is mandatory. Other tests may be performed as clinically indicated.

9. The following previous systemic treatment are eligible:

e (neo)adjuvant chemotherapy. However if (neo)adjuvant chemotherapy was anthracycline based,
the maximum cumulative dose of prior anthracycline therapy must not exceed 360 mg/m? for
doxorubicin and 720 mg/m? for epirubicin. If taxanes or capecitabine were part of (neo)adjuvant
treatment, a treatment-free interval of > 6 months is requested.
adjuvant endocrine therapy.
palliative endocrine treatments.
treatment with bisphosphonates.

e treatment with immunotherapies.

10. Patients have to be fully recovered from previous radiotherapy. At least one measurable lesion must
be completely outside the radiation field or there must be pathologic proof of progressive disease.

11. Absolute neutrophil count > 2000 cells/ul, platelet count >100,000 cells/pl.

12. Bilirubin < 1,5 x the upper limit of normal for the institution (ULN); elevation of transaminases and
alkaline phosphatase <2.5 x ULN or <5 x ULN for patients with liver metastases.

©No O~
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13. Creatinine < 1,25 x ULN or creatinin-clearance > 50 ml/min (according to Cockcroft Gault). Urine
dipstick for proteinuria <2+. Patients discovered to have > 2+ proteinuria on dipstick urinalysis should
undergo a 24 hour urine collection and must demonstrate < 1 g of protein in 24 hours.

14. Negative pregnancy test (urine or serum) within 14 days prior to registration for all women of
childbearing potential.

15. Patients must be available and compliant for treatment and follow-up. Patients registered on this trial
must be treated and followed up at the participating or a cooperating site.

Test Products, Dose and Mode of Administration, Batch Number:
(1) Bevacizumab

15 mg/kg body weight i.v. on day 1 g day 22

(2) Capecitabine

1800 mg/m? on day 1-14 q day 22

(3) Paclitaxel or (4) Docetaxel” (decision of the investigator)
Paclitaxel: 80 mg/m? on day 1, 8, 15 q day 22

Docetaxel: 75 mg/m? on day 1 q day 22

“Removed with amendment 1

Duration of Treatment:

(1) Bevacizumab

Until progression, detection of a new lesion, unacceptable toxicities or patient’s request or non-compliance.
(2) Capecitabine

Until progression, detection of a new lesion, unacceptable toxicities or patient’s request or non-compliance.
(3) Paclitaxel

Until progression, detection of a new lesion, unacceptable toxicities or patient’s request or non-compliance.

(4) Docetaxel
Until progression, detection of a new lesion, unacceptable toxicities or patient’s request or non-compliance.

Reference Therapy, Dose and Mode of Administration, Batch Number:
(1) Bevacizumab

15 mg/kg body weight i.v. on day 1 q day 22

(3) Paclitaxel or (4) Docetaxel” (decision of the investigator)

Paclitaxel: 80 mg/m? on day 1, 8, 15 q day 22

Docetaxel: 75 mg/m? on day 1 q day 22

“Removed with amendment 1

Criteria for Evaluation:
Efficacy (primary)

The primary objective of the study was to determine the progression free survival (PFS) in patients with
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metastatic breast cancer treatment after taxane/bevacizumab with or without capecitabine. Progression-free
survival was defined as time in months from the randomization until disease progression or death due to any
cause has occurred. Patients with no progression reported has been censored on the date of the last contact
(“last tumor assessment”, “last follow up date” or “last date in drug log®) or at the date of the premature study
termination, whichever was earlier. Patients who discontinued therapy due to reasons other than progression
and received chemotherapy/radiotherapy afterwards has been censored at the date of the
chemotherapy/radiotherapy start.

Efficacy (secondary)

1. Obijective response rate: consists of complete and partial response according to RECIST criteria
(phase 111). RECIST guidelines allows for phase 111 trials with objective response not being the
primary endpoint to restrict the number of target lesions or to abstain from a confirmation of
response 4 weeks later. The prerequisite in this trial for a response evaluation is a measurement of up
to a maximum of 5 target lesions in total, representative of all involved organs. No confirmation of
response is required 4 weeks later. Missing data on response evaluation will be set to no response.

2. Duration of response: time from when the response was first noted until the date of documented
progression, death or withdrawal (whichever occurs first).

3. To determine the time to progression (TTP) in both arms — was omitted according to SAP due to
premature study end.

4. Clinical Benefit: Clinical benefit consists of complete response (CR), partial responses (PR) and
stable disease lasting > 24 weeks.

5. Overall Survival rate at 3 years after “Last Patient In”: There were no 3 years follow up in the study,
so no OS rate 3 after last patient in can be determined, but ovaerall survival analysis was performed
with the actual follow up.

6. To determine PFS, TTP (TTP will be omitted) and objective response rates in patient’s > 65 years of
age.

7. To determine the predictive value of serum markers such as VEGF — not covered by this report, will
be analyzed later

Safety

Toxicity

The National Cancer Institute Common Terminology Criteria version 3.0 (NCI-CTCv3) and the
corresponding grading system has been used to grade adverse events for recording in the CRF. For all adverse
events not classified by the NCI-CTC, a COSTART grading classification (FDA 1989) has been performed
(severity as 1: mild, 2: moderate, 3: severe, and 4: life threatening). At the interim look, the overall proportion
of patients experiencing any toxicity of NCI grade I11 or IV was determined. The proportion of patients
experiencing any toxicity of NCI grade 111 or IV was displayed for each category and for compiled categories,
if applicable. Moreover, adverse events was presented per patient and per cycle. The most extreme intensity
was used for reporting.

Compliance

Compliance refers to dose modification through dose reduction, dose interruption or dose delays as well as
permanent treatment discontinuation due to the reasons other than progression. Descriptive statistics were
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given on the number of patients in whom the study medication has been reduced, delayed or permanently
stopped.

Statistical Methods:

The statistical analysis of the present study was performed in accordance with the principles stated in the
Consensus Guideline E9 (Statistical Principles for Clinical Trials) of the International Conference on
Harmonization (ICH).

Sample Size Calculation:

The PFS of 1st-line chemotherapy with taxanes and bevacizumab was considered to be approximately 10
months based on the paclitaxel +/- bevacizumab registration trial and the presented results of the docetaxel
and bevacizumab-containing AVADO trial. The addition of capecitabine to docetaxel alone had improved
TTP from 4.2 to 6.1 months (O’Shaugnessy, 2002). Taking this prolongation into account, the expected PFS
was assumed to be 13.3 months with TBX.

Based on these assumptions a total of 386 events had to have occured. The recruitment was planned to take 3
years with an additional follow up of 3 years. The significance level a was set to 0.05 and B to 0.2 which
corresponds to a power of 80%. Expecting an exponential drop out rate of 5%, 432 patients were required to
be included in the trial.

Statistics:

Randomization was stratified according to participating sites, age, receptor status, planned taxane treatment
and disease free interval.

One interim efficacy and safety analysis was planned when 25% of the required events have occurred (96
events) or after 50% of the required total recruitment (216 patients), whichever occurred first.

The Intent-to-treat analysis set consists of all patients that were randomized and had received at least one dose
of study medication. However, patients who consented to participation and fulfilled all study criteria but did
not receive any study medication after enrolment (drop-outs) were not included in the intent-to-treat analysis
and were listed separately together with their reason (if known) for not starting study treatment.

The Kaplan-Meier product limit method was used to estimate PFS, duration of response, and OS. The log-
rank test, overall and stratified by stratification factors, was used to compare the two treatment arms with
respect to PFS, duration of response, and OS.

Cox's proportional hazards models were assessed for PFS, TTP, duration of response, and OS in order to
adjust the treatment comparison for the major prognostic factors. These factors include but were not limited
to clinical baseline parameters, pathological markers and serum markers such as VEGF. Such adjusted
analyses were considered secondary to the main analysis. Any subset analyses were reported with appropriate
caveat.

SUMMARY

One Bayesian interim analysis for futility was performed after 25% of events occurred combined with an
interim analysis for safety. The analysis was presented to the Independent Data Monitoring Committee
(IDMC). The IDMC pronounced the recommendation for a premature termination of the study according to
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the protocol (chapter 11.8.2, page 75). The protocol board decided to prematurely stop the study based on the
results of this analysis and the recommendation of the IDMC, on October 2nd, 2012. Therefore the trial has
been ended prematurely on October 5th, 2012. Totally 234 patients were included into the trial.

Adding capecitabine to taxane plus bevacizumab treatment cannot be recommended as first line therapy in
metastatic breast cancer due to lack of efficacy and high rate of adverse events.

NEW: The efficacy analysis was done at the time-point of the interim safety analysis. Therefore the results of
the efficacy analysis represents the overall evaluation of the trial.

Date of the Report:
May 2" 2014
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