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1. SYNOPSIS
Name of Sponsor: (For National Authority Use only)
GBG Forschungs GmbH

Name of finished product:
(1) HALAVEN®
(2) TYVERB®

Name of active ingredient:
(1) Eribulin
(2) Lapatinib

Title of Study:

A randomized phase |l study to deter mine the efficacy and toler ability of two doses of
eribulin pluslapatinib in patients pre-treated with anti-HER2- therapy with HER2-
positive metastatic breast cancer

(E-VITA).

Investigators:
Co-ordinating Investigator: Prof. Dr. Serban-DarstadUniversitatsfrauenklinik Magdeburg)
Principal Investigators: see Section “Study Cespér(

Study Center(9):
The study was conducted at the following study eenin Germany:

e Universitatsklinikum Aachen, Frauenklinik fur Gyrdgie und Geburtshilfe, Pauwelsstra3e (30,
52074 Aachen (Pl: Bauerschlag);

e Ostalb-Klinikum, ABC Brustzentrum, Frauenklinik, IKkélblesrain 1, 73430 Aalen(PIl: Gnauert);

» Gemeinschaftspraxis Dres. Heinrich / Bangerterldétatr. 29, 86150Augsburg (PI: Heinrich);

» MediOnko-Institut GbR, Praxisklinik Krebsheilkunddgllendorffstr. 52, 10367 Berlin (PI: Klare);

* DRK Kiliniken Kopenick, Frauenklinik, Salvador Allde Str. 2-8, 12559, Berlin, (PI: Klein
Tebbe);

» Klinikum Ludwigsburg-Bietigheim, KH Bietigheim, Gykologie, Riedstr. 12, 74321, Bietigheiip-
Bissingen, (PIl: S6zgen);

» Gemeinschaftspraxis fur Hamatologie und Onkololjigt-Schumacher Platz 4, 44787 Bochum (PI:
Bickner);

e Hamato-Onkologie im Medicum, Schwachhauser Hed$est&D, 28209 Bremen (PI: Doering);

e Klinikum Chemnitz Frauenklinik, Flemmingstr. 4, @®BL.Chemnitz (PI: Krabisch);

» Krankenhaus Cuxhaven GmbH, Frauenklinik, Altenwaldghaussee 10-12, 27474 Cuxhayen
(Pl:Deichert);

» Stadtisches Klinikum Dessau, Frauenklinik, Auen88g06847 Dessau (P1:VolR3);

» Universitatsklinikum Carl Gustav Carus an der Téstimen Universitat Dresden, Frauenklinfk,
Fetscherstr. 74, 01307 Dresden (PI: Kast);

» Sana Kliniken Dusseldorf GmbH Gerresheim, Senolo@igulinger Stralle 120, 40625 Dusseldorf
(PI: Nestle-Kramling);

e Kliniken Essen-Mitte Evang. Huyssens-Stiftung/Knsgipaft GmbH, Klinik fiir Senologie
Brustzentrum, Henricistr. 92, 45136 Essen (Pl: Kighm

* Universitatsklinikum Essen, Klinik fur Frauenheiide und Geburtshilfe; Brustzentruip,
Hufelandstrasse 55, 45147 Essen (PI: Aktas);

* Klinikum der J. W. Goethe Universitat, Zentrum #eauenheilkunde und Geburtshilfe, Med. Klirjik
2 Hamatologie / Onkologie , Theodor-Stern-Kai 7580 Frankfurt am Main, (Pl: Ruckhéberle);

* MVZ Osthessen GmbH, Tumorklinik, Pacelliallee 4088 Fulda (PI: Distelrath);

» Helios Klinikum Gifhorn, Interdisziplinares Brustzeum, Campus 6, 38518 Gifhorn (PI: Dewitz);

* Universitatsmedizin Greifswald , Klinik und Poliklk fir Frauenheilkunde und Geburtshil
Ferdinand-Sauerbruch-Stral3e, 17475 Greifswaldg@hau);
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GBG Forschungs GmbH

Name of finished product:
(1) HALAVEN®
(2) TYVERB®

Name of active ingredient:
(1) Eribulin
(2) Lapatinib

DIAKOVERE Henriettenstift Gynakologie, Frauenklinischwemannstr. 19, 30559 Hannover, (PI:

Libbe);
Vinzenzkrankenhaus, Gynékologie, Lange-Feld-Str 38559 Hannover, (Pl: Deuker);

Gynékologisch onkologische Praxis am Pelikanpl&elikanplatz 23, 30177 Hannover, (Rl:

Schrader);

Universitatsklinikum Heidelberg NCT, Gynékologiscl@nkologie, Im Neuenheimer Feld 460,

69120 Heidelberg, (PI: Marmé);

Marienhospital Herne, Onkologische / Hamatologiséh#ulanz, Holkeskampring 40, 44625 Hethe

(PI: Strumberg);
Elisabeth Krankenhaus, Brustzentrum, Weinbergsréas84117, Kassel, (PI: Conrad);

Universitatsklinikum Schleswig-Holstein, Klinik fliGynakologie und Geburtshilfe SGO Kigl,

Arnold-Heller-Str. 3, Haus C Station 516, 24105IK{fI: Mundhenke);

Institut fur Versorgungsforschung in der OnkologrRraxisklinik fir Hamatologie und Onkologig,

NeversstralRe 5, 56068 Koblenz am Rhein, (PI: Thiajnal

St. Elisabeth-Krankenhaus, Brustzentrum Koln-Hoimelhl Werthmannstr. 1, 50935 Kéln (H|:

Schumacher);

Caritas Krankenhaus Lebach, Abteilung fur Hamatelagnd internistische Onkologie, Heeres
49, 66822 Lebach, (PI: Kremers);

St. Elisabeth Krankenhaus, Senologie, Biederman®ét04277 Leipzig, (Pl: Langanke);
Klinikum der Otto-v.-Guericke-Universitat, Frauemkk, Gerhart-Hauptmann-Str. 35, 391
Magdeburg, (PI: Costa);

b8

Universitatsklinikum Mannheim GmbH, Frauenklinikhdodor-Kutzer-Ufer 1-3, 68167 Mannheifn,

(PI: Gerhardt);

Rotkreuzklinikum Munchen, Frauenklinik, Taxisstr.80637 Minchen, (PI: Hanusch);

Klinikum rechts der Isar der Techn. Univ. MiUnchdfrauenklinik, Studienzentrale (Zi 1.3
Ismaninger Strasse 22, 81675 Munchen, (PI: Ettl);

Universitatsklinikum Mdunster, Klinik und Poliklinikiir Frauenheilkunde und Geburtshilfe, Albgrt-

Schweitzer-Campus 1, 48149 Munster, (Pl: Radke);
medius Kliniken gGmbH, medius Klinik Nirtingen, Btaentrum, Auf dem Saer 1, 726
Nurtingen, (PI: Faust);

Sana Klinikum Offenbach GmbH, Frauenklinik, Studimbulanz AOZ, Starkenburgring 66, 63069

Offenbach am Main, (PI: Jackisch);

Klinikum Oldenburg AOR, Universitatsklinik fir Inne Medizin - Onkologie und Hamatologig

Rahel-Straus-Str. 10, 26133 Oldenburg, (PIl: Kéhne);

Klinikum Quedlinburg, Frauenklinik, Ditfurter Wegt206484 Quedlinburg, (PI: Gral3hoff);
Oncologianova GmbH, Onkologie, Am Stadion 9, 45B82klinghausen, (Pl: Overkamp);

Praxis Pihusch MVZ GbR, Stollstr. 6, 83022 RosemhéP1: Pihusch);

Klinikum Sidstadt, Universitatsfrauenklinik, SudyiB1, 18059 Rostock, (PI: Gerber);

g.SUND Gynékologie Kompetenzzentrum Stralsund, iBhakkretariat, Gro3e Parower Stralie
53, 18435 Stralsund, (PI: Ruhland);

Mutterhaus der Borroméerinnen, Krankenanstalt, Mddeilung |, FeldstraBe 16, 54290 Trier, (
Clemens);

GOSPL - Gesellschaft fir onkologische Studien, Hafogie und Onkologie, Schlof3str. 18, 53840

Troisdorf, (Pl Forstbauer);
Universitatsklinikum Tibingen, Frauenklinik, Calw@r 7, 72076, Tubingen, (PI: Grischke);
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Name of Sponsor: (For National Authority Use only)
GBG Forschungs GmbH

Name of finished product:
(1) HALAVEN®
(2) TYVERB®

Name of active ingredient:
(1) Eribulin
(2) Lapatinib

« Kliniken Landkreis Tuttlingen, Gesundheitszentrurrauenklinik, Zeppelinstr. 21, 7853
Tuttlingen, (PI: Martin);

 HELIOS Dr. Horst Schmidt Kliniken Wiesbaden Kilinifiiir Gynakologie und gynékologischel
Ludwig-Erhard-Straf3e 100, 65199 Wiesbaden, (Pl:nkétfer);

(PI: Maintz).

=)

» Onkologische Gemeinschaftspraxis, Hamatologie /dlogie, Mauerfeldchen 72, 52146 Wirselgn,

Publication (reference):
N.a.

Studied Period (years): 3
Date of the first patient enrolled: February'20012
Date of the last patient completed: March, 31015

Phase of Development:
Phase I

Objectives:

Primary Objectives

1. To assess the time to progression (TTP) of Bnilati a dose of 1.23mg/m? i.v. days 1+8, q d21 endulin
given at a dose of 1.76mg/m2i.v. day 1, q d21 ilmttombination with lapatinib.

2. To assess the safety and toxicity of both treatrarms.

Secondary Objectives

1. To determine the objective response rate of tvetitment arms.

2. To determine the overall clinical benefit radR(+ PR + SD > 24 weeks) of both treatment arms.

3. To determine overall survival in both treatmarmnhs 3 years after first patient has been randaimnize

4. To assess biomarkers like PI3K mutation, PTEptession, c-myc on the primary tumor and correlate
them with TTP in both treatment arms.

M ethodology:
Randomised, open, multicenter study in parallelgso

Number of patients (planned and analysed):
Planned: 80

Enrolled: 43

Randomised: 43

Analysed patients (efficacy and safety): 41

Diagnosisand M ain Criteriafor Inclusion:

advanced or metastatic stage of disease not suiitabsurgery or radiotherapy alone.

1. Written informed consent prior to beginning sfieprotocol procedures, including expected coagien
of the patients for the treatment and follow-up stre obtained and documented according to thé loca
regulatory requirements.

Women with histologically confirmed carcinoma ofettbreast with HER2 overexpression and locglly
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Name of Sponsor: (For National Authority Use only)
GBG Forschungs GmbH

Name of finished product:
(1) HALAVEN®
(2) TYVERB®

Name of active ingredient:
(1) Eribulin
(2) Lapatinib
2. Complete baseline documentation must be sulinitéethe web-based data collection system MedCODES
to the GBG Forschungs GmbH.
3. Histological confirmed carcinoma of the breaghwver-expression of HER2 (IHC3+ or FISH pos.,
according to current guidelines of AGO). Every effthould be made to make paraffin embedded tissue
slides from the original tumor and/or from metasttissue available for confirmation of diagnosisia
additional translational research.
4. Locally advanced or metastatic stage of disaassuitable for surgery or radiotherapy alone.
5. Patients must have either measurable or nonuraae target lesions according to RECIST criteria.
Complete staging work-up within 4 weeks prior tgistration. All patients must have chest X-ray (&#d
lateral), abdominal ultrasound or CT scan or MR &one scan. In case of positive bone scan, berag/ ¥6
mandatory. Other tests may be performed as cligicadicated.
6. The following previous systemic treatments digglde:

e« Previous treatment with anti HER2 therapy eitie{neo)adjuvant treatment for early breast

cancer
and/or first, second and/or third line treatmemtrf@tastatic breast cancer,

« eadjuvant and up to 3 chemotherapy regimen foastatic breast cancer,

« if previous chemotherapy regimen were anthraogdiased, the maximum cumulative dose of prior
anthracycline therapy must not exceed 360mg/médanrubicin and 720mg/m? for epirubicin,

« adjuvant endocrine therapy,
« palliative endocrine treatments,
« treatment with bisphosphonates (adjuvant ancdtiagive),

¢ eradiotherapy with full recovery from clinicallevant side effects. The measurable disease musf be
completely outside the radiation field or there trhes pathologic proof of progressive disease.

7. Age > 18 years.
8. ECOG performance status 0-2.
9. Laboratory requirements:
« absolute neutrophil court1500 cells/ul,

« hemoglobir> 10.0g/dL (hemoglobin < 10.0g/dL is acceptable i icorrected by growth factor or
transfusion),

* platelet count 100,000 cells/pl,

« bilirubin < 1.5x the upper limit of normal for the institutigdLN),

« elevation of transaminases and alkaline phosplata.5x ULN or < 5x ULN for patients with liver
metastases,

« creatinines 1.5x ULN or creatinine-clearance > 40 ml/min (aciog to Cockroft-Gault),

* negative pregnancy test (urine or serum) witkirdays prior to registration for all women of chiéhring
potential.

10. Normal cardiac ejection function as determibgdardiac ultrasound (LVEF above institutionalmaf
range).
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Name of Sponsor: (For National Authority Use only)
GBG Forschungs GmbH

Name of finished product:
(1) HALAVEN®
(2) TYVERB®

Name of active ingredient:
(1) Eribulin
(2) Lapatinib

11. A female either of:
« Non-childbearing potential i.e., physiologicailhcapable of becoming pregnant because of histbry o
hysterectomy, bilateral oophorectomy (ovarectorbygteral tubal ligation or postmenopausal status.
« Childbearing potential with a negative serum peewy test within 2 weeks prior to registration,
preferably as close to the first dose as possilnlé,agrees to use adequate contraception. Acceptabl
contraceptive methods, when used consistentlymaddordance with both the product label and the
instructions of the physician, are as follow:
- an intrauterine device with a documented faikate of less than 1% per year.
- vasectomized partner who is sterile prior tofdmale subject’s entry and is the sole sexual paftr
that female.
- complete abstinence from sexual intercourse 4oddys before exposure to investigational product
through the dosing period, and for at least 21 @digs the last dose of investigational product.
- double-barrier contraception (condom with sperdaitjelly, foam suppository, or film; diaphragm
with spermicide; or male condom and diaphragm wjftrmicide).
12. Female patients who are lactating should diszoea nursing prior to the first dose of study deugl
should refrain from nursing throughout the treathpariod and for 14 days following the last dosestofly
drug.
13. Patients must be available and compliant fatiment and follow-up. Patients registered onttlas must
be treated and followed up at the participating eooperating center.

Test Products, Dose and M ode of Administration, Batch Number:
Patients will be randomized to receive in addionl simultaneously to lapatinib either
« eribulin 1.23mg/mz2 i.v. days 1+8, q d21
e Batch Number provided: N1100578
or
« eribulin 1.76mg/m2i.v. day 1, g d21.

e Batch Number provided: N1100578

Duration of Treatment:

Treatment will be given until disease progressionmacceptable toxicity of the study drug, or withdal of
consent of the patient.

Reference Therapy, Dose and M ode of Administration, Batch Number:

All patients will be treated with lapatinib 1000 mdgrally as a standard treatment option for HER&itpve
trastuzumab pretreated metastatic breast cancer.

Criteriafor Evaluation:

Efficacy

Primary endpoint

Time to progression (TTP) is defined as the timéogebetween randomization and documented dis
progression or disease-related death.

Safety by toxicity grades is defined by the NCI-GNECversion 4.0. Compliance will be assessed by

and/or lapatinib.

number and reasons of patients whose treatmentohlae reduced, delayed or permanently stopped lrifpu

pase

the
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Name of Sponsor: (For National Authority Use only)
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Name of finished product:
(1) HALAVEN®
(2) TYVERB®

Name of active ingredient:
(1) Eribulin
(2) Lapatinib

Secondary endpoints

Evaluation Criteria in Solid Tumors (RECIST). Misgi data on response evaluation will be set tg
response.

CBR is defined as all patients with a completetipband stable disease for at least 24 weeks.
Overall survival (OS) is defined as the time petti@tiween randomization and death due to any cause.

Response of tumor lesions is based on investigatsessments and will be assessed according to f®egpo

no

Statistical M ethods:
An intention-to-treat (ITT) analysis for the pringagndpoints will include all randomized patients.

Sample size deter mination:

It is planned to recruit 80 patients into this studs this is a feasibility study, no formal sampize
calculation was performed.

SUMMARY
Efficacy Results:
Lapatinib in combination with capecitabine has begproved for the treatment of women with HEH

containing therapies. The use of this combinat®fimited by overlapping toxicities such as diaghand
cutaneous side effects. Therefore, other combinsitad lapatinib with less toxic cytotoxic agents aeeded
In the EMBRACE study, eribulin mesylate at a dofd.d mg/m?2 given on day land 8 every 3 weeks
shown a superior overall survival by 2.5 months pared to treatment of physicians choice in patigvits
locally advanced or metastatic breast cancer whe \peeviously treated for 2-5 lines with anthraayes,
taxanes, and capecitabine. In the E-VITA study sebedules of eribulin in association with lapatihdwe
been investigated.

with lapatinib and eribulin 1.23mg/mday 1, 8 q 21 compared to 6.5 months (95% CI 8.@)1for patients
treated with lapatinib and eribulin 1.76md/day 1 q 21. No difference in OS as seen betweetwbearms
(23.1 months [95% CI 12.5-35.0] vs. 23.2 monthg4@3 13.7-30.1]). The overall response rate werd %

Only one complete response was observed with émiluP3mg/m day 1, 8 21 compared with none w|
eribulin 1.76mg/riday 1 g21. Overall, 2 and 1 cases of disease pssigre were seen respectively. T
clinical benefit rate between the two arms was %il(85% Cl 52.1-90.8) and 75.0% (56.0-94.0) respelti

in order to prolong the recruitment period. Desphat the study was stopped in July 2014 due to
persistent difficulty in accrual. Overall, only half the planned patients entered the trial. Thaeef no
definitive conclusion could be drawn on the beteiulin schedule to be used in association wipadeib.

Safety Results:

Overall, the most frequently adverse events obslenware anemia, leukopenia, neutropenia, alopegiiguie,
diarrhea, sensory neuropathy, transaminases ircaas nausea. Overall, only one patient discontirtbe
therapy due to hematological toxicities relatedhi®s study medication (eribulin 1.76 mdjml patient in thg
eribulin 1.23mg/rharm and 2 patients in the eribulin 1.76mg&mm discontinued the treatment due to n
hematological toxicities related to the study matian. A total of 13 and 12 patients respectiy
discontinued treatment due to progression. Theradvevents observed during the trial were in lif whe
known safety profile of eribulin and lapatinib. Mew safety concerns emerged from the study.

The E-VITA study showed a median time to prograssib8.1 months (95% CI 4.8-9.4) for patients teelgt

(95% CI 31.0-73.7) and 45.0% (95% CI 23.2-66.8%pestively, with a preponderance of partial respoH:

In November 2013, given that the study recruitnvess$ behind the planned schedule, the study wasdedégn

2-

positive advanced breast cancer that have progteafter anthracycline-, taxane-, and trastuzunjab-
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Name of finished product:
(1) HALAVEN®
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CONCLUSIONS:

Lapatinib in combination with capecitabine has begproved for the treatment of women with HER2-
positive advanced breast cancer that have progreafier anthracycline-, taxane-, and trastuzunjab-
containing therapies. The use of this combinat®fimited by overlapping toxicities such as diaertend
cutaneous side effects. Therefore, other combingtdd lapatinib with less toxic cytotoxic agents aeeded
In the EMBRACE study eribulin mesylate at a doséd .df mg/m2 given on day 1, 8 every 3 weeks has show
a superior overall survival by 2.5 months comparetteatment of physicians choice in patients Waitally
advanced or metastatic breast cancer who werequslyitreated for 2-5 lines with anthracyclinexataes,
and capecitabine. The better tolerated scheduleribtilin is still under investigation. Therefore, the E-
VITA study two schedules of eribulin in associatigith lapatinib have been investigated.

The E-VITA study showed a median time to prograssib8.1 months (95% CI 4.8-9.4) for patients
with lapatinib and eribulin 1.23mgfmlay 1, 8 q21 compared to 6.5 months (95% CI 4.8)1f®r patient
treated with lapatinib and eribulin 1.76md/day 1 g21. No difference in OS was seen betweevib arm
(23.1 months [95%CI 12.5-35.0] vs. 23.2 months [€3%3.7-30.1]). The overall response rate was 52||4%
(95% CI 31.0-73.7) and 45.0% (95% CI 23.2-66.83%pestively, with a preponderance of partial respons
Only one complete response was observed with @mitiuP3mg/m day 1, 8 q21 compared with none wjth
eribulin 1.76mg/rA day 1 q21. Overall, 2 and 1 cases of disease @seigm were seen respectively. The
clinical benefit rate between the two arms was %l.0©5% Cl 52.1-90.8) and 75.0% (56.0-94/D),
respectively.

In November 2013, given that the study recruitnvess$ behind the planned schedule, the study wasdedégn
in order to prolong the recruitment period. Desghat the study was stopped in July 2014 due to| the
persistent difficulty in accrual. Probably due tiner treatment options which have become availabthe
meantime (e.g. T-DM1). Overall, only half of theaphed patients entered the trial. Hematologicakesb)
events as well as non-hematological adverse ewests more frequently observed in patients treatéd v
lapatinib and eribulin 1.76mg/fmday 1 g21. The most frequently reported hematolgciverse events qf
any grade with lapatinib and eribulin 1.23m@g/ay 1, 8 q21 and lapatinib and eribulin 1.76nfog®1 were)
anemia (85.7% vs. 75.0%) and leukopenia (90.598%9%), whereas the most frequently grade 3-4 ae\er

event was neutropenia (47.6% vs. 70.0%). Leukopigia grade was observed in 23.8% and 55.0% ofdase
respectively. The most frequently observed non-telogical adverse event of any grade was alopgcia
(95.2% vs. 90.0%), followed by fatigue (76.2% v6.M%), increased ASAT (61.9% vs. 75.0%) and ALAT

(71.4% vs. 60.0%), sensory neuropathy (61.9% v diarrhea (57.1% vs. 60.0%) and nausea (4Y$
45.0%). The most frequently reported grade 3-4 emdvevents were fatigue (19.0% vs. 0.0%) and ddarfh
(9.5% vs. 5.0%). The observed adverse events wearericordance with those observed in study 301eiRat
were randomized to receive either eribulin 1.4 nfgdays 1 and 8, or capecitabine 1.25%dmally twice per
day on days 1 to 14, both in 21-day cycles. Thetrnommon adverse events for eribulin and capecitgpi
were neutropenia (54% vs. 16%), hand-foot syndrém&% vs. 45%), alopecia (35% vs. 4%), leukopéhnia
(31% vs. 10%), diarrhea (14% vs. 29%), and nau2® (vs. 24%).

In E-VITA study, 2 SUSARs for the same patients aveeported, both related to eribulin 1.23 mg/

macular edema and retinal haemorrhage. Overal, mm patient discontinued therapy due to hemaiknrhb]ln
toxicities related to study medication (eribuliY@.mg/nf); 1 patients in the eribulin 1.23mgfrarm and 2
patients in the eribulin 1.76mgfrarm discontinued the treatment due to non-hemgitbtoxicities relateq
to the study medication. A total of 13 and 12 patieespectively discontinued treatment due to n@sgjon.

Two deaths were reported. Only one was relatetidcstudy medication (pneumonia) in eribulin 1.23mfy
arm. The observed toxicities were in line with thgpected toxicities of lapatinib and eribulin. Newnsafety
concerns emerged from the study. The reported SI4Ss#R deaths do not affect the known safety-befpefit

o
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ratio of the two drugs. The combination of eribuéind lapatinib show an acceptable safety profileh
neutropenia being the most common high grade hdogatal toxicity and alopecia and fatigue the m
common non-hematological toxicities. Overall, ndiéve conclusion could be drawn on the bettdabelin
schedule to be used in association with lapatinib.

Date of the Report:
March 23, 2016
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Annex 1

Amendment to Protocol, early stopping of the trial:

There was one substantial Amendment to the protufdatVita.

In November 2013, given that the study recruitnveas behind the planned schedule, the study wasdeden
order to prolong the recruitment period, as welt@sallow the use of new Anti-HER2 treatment opsias T-
DM1.

Despite that the study was stopped in July 2014taltiee persistent difficulty in accrual.

Amendment 1 protocol changes:

Protocol:

A randomized phase Il study to determine the efficand tolerability of two doses of eribulin plagphtinib in
trastuzumab pre-treated patients with HER2-positiet¢astatic breast cancer.

Amendment 1:

A randomized phase Il study to determine the efffcand tolerability of two doses of eribulin plaphtinib in
patients pre-treated with anti-HER2- therapy withR2-positive metastatic breast cancer.

Protocol:

Stratification factors for randomization will be:

« previous line of chemotherapy for metastatic aége(0-1 vs. 2).
Amendment 1:

Stratification factors for randomization will be:

« previous line of chemotherapy for metastatic alése(0-1 vs. 2-3).

Protocaol:

Inclusion criterion no.6

The following previous systemic treatments areilelég

« Previous treatment with trastuzumab either ag)awjuvant treatment for early breast cancer arfik&ir
and/or second line treatment for metastatic bresster,

adjuvant and up to 2 chemotherapy regimen for rtegtasreast cancer,

* at least 4 weeks since radiotherapy, with futbreery. The measurable disease must be complaiédide the
radiation field or there must be pathologic probprmgressive disease.

Amendment 1:

The following previous systemic treatments areileliég

« Previous treatment with anti HER2 therapy eit®&(neo)adjuvant treatment for early breast caaeefor
first, second and/or third line treatment for me&gts breast cancer,

« adjuvant and up to 3 chemotherapy regimen foastatic breast cancer,

« radiotherapy with full recovery from clinical elant side effects. The measurable disease mustrhgletely
outside the radiation field or there must be patbial proof of progressive disease.

Protocol:

Exclusion criterion no.2

Patients who have received eribulin or lapatinifobe

Amendment 1:

Patients who have received eribulin or who haveiwead lapatinib as part of the last therapy be@nrering this
trial.

Protocol:
Enrollment Period
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24 months (Q-111 2011 — Q-11 2013).
Amendment 1:
36 months (Q-1 2012 — Q-I 2015).

Protocol:

Regular End of Study

The end of this study is defined as 3 years dfierlst patient entered the trial. Planned endualysis June
2014.

Amendment 1:

The end of this study is defined as 4 years dfierlst patient entered the trial. Planned enduafysis Q-1 2016.
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