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Como resultado del Examen de Fondo realizado, con fundamento en el Articulo 45 de
la Decision 486 de la Comision de la Comunidad Andina, se comunica:

1. Documentos estudiados

Descripcion: Folios 98 a 321 30 junio 2009
Reivindicaciones: Folios 322 a 341 30 junio 2008

Folios 422 a 441 29 septiembre 2009

Folios 479 a 485 11 diciembre 2009
Dibujos: Folios 342 a 397 30 junio 2008
Secuencias: Folios 398 a 416 30 junio 2008
Oposiciones (Lafrancol S.A): Folios 519 a 523 15 febrero 2011
Prioridad: US 60/892.640 02 febrero 2007

US 60/912.053 16 abril 2007

US 61/029.748 19 febrero 2008

2. Analisis de la Prioridad

Se acepta la reivindicacion de Prioridad porque esta solicitud fue presentada dentro
del plazo establecido (Art. 8 D 486), y su contenido técnico corresponde con el de la
prioridad reivindicada.

3. Objeto de la invencidn

Tituto de la solicitud: “Prediccion de respuesta a un inhibidor de dimerizacién HER
basado en expresion de HER3 bajo”.

El problema planteado en esta solicitud consiste en la necesidad proporcionar
metodos para seleccionar pacientes con cancer de ovario en donde se presenten
niveles relativos de tanto HER2 como HER3.
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Para resolver este problema técnico la solicitud en estudio proporciona un método de
seleccion de agentes quimioterapéuticos inhibidores de HER, para tratar pacientes
con cancer mediante el uso de HER3 bajo y HER alto.

El objeto de la presente Solicitud se relaciona con la Clasificacion Internacional de
Patentes (CIP): AB1K39/395; C12Q1/68; GO1N33/574

4. Excepcion a la Patentabilidad (Art 20 D 486 literal (d))

El objeto de las reivindicaciones 7 a 19 que hace referencia a un método de
tratamiento y de diagnostico no es patentable de acuerdo con el Art citado.

5. Reivindicaciones relativas a un uso o a un segundo uso (Art 14y 21 D 486)

El uso de las reivindicaciones 1 a 6 no es patentable, de acuerdo con el Art 14.

Se aclara al solicitante que a pesar de que la materia reivindicada en las clausulas 1
a 19 no es patentable, en el estado de |a técnica se divulga en el documento D1y
D2, el uso de un antagonista de un inhibidor HER2/HER3 como medio para
seleccionar pacientes con cancer.

item Documento Titulo Fecha de !
— _ - .} Publicacion
Methods for identifying tumors that are
D1 US2004106161 responsive to treatment with anti-ErbB2 03 junic 2004
] _ antibodies _ o o |

D1 "folios 548 a 550) divulga un método de identificacién de tumores sensibles al tratamiento
con anticuerpos anti-HER2 mediante la deteccidén de la presencia de un complejo de
proteinas HER2/HER3 en una muestra de células tumorales. Asimismo, se divulga un método
de tratamiento con agentes quimioterapéuticos como pertuzumab {(inhibidor de HER3) para
pacientes que presentan tumores con heterodimeros HER/2/HER1 y / 0 HER2/HER3.

6. Analisis de la Oposicion

Cposicion de LaFrancol S.A.

Elopositor argumenta que el objeto de reivindicacion no cumple con los requisitos de
patentabitidad ya que las composiciones que comprenden administrar un inhibidor de
dimerizacion HER y un agente quimioterapéutico para obtener método de tratamiento
de un tipo de cancer, son practicas y eventos totalmente conocidos en la industria
farmacéutica.

De igual manera el opositor argumenta que. “con respecto a las composiciones
farmacéuticas de las cuales se hace referencia, donde se involucran agentes tales
como Doxorubicina, Docetaxel, Trastuzumab, Gecitabina, Carboplatino, entre muchos
otros, es imprescindible manifestar que no puede la solicitante acceder a un beneficio
patentario sobre formulaciones farmacéuticas que comprenden moléculas gue se
encuentran descubiertas y plenamente identificadas en el sector quimico-
farmaceéutico” y posteriormente cita los siguientes documentos de patente para cada
una de las moléculas sefialadas asi:

TURL:hitp:/iwerldwide . espacenet.com/publication Detaifs/originalDocument?CC=US&NR=2004 1061
61A1&KC=A18FT=D&ND=8&date=20040603&DB=&locale=en_EP
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Doxorubicina: ZA6802378 / US3590028
Docetaxel: EP253738 / US4814470
Trastuzumab: W08906692 / US5677171
Gemcitabina: GB2136425 /154808614
Carboplatino: NL7307863 / US4140707

Por ultimo el opositor expresa que la solicitud de la referencia pretende proteger
objetos que no son considerados invenciones, tales como métodos de tratamiento y
de diagnostico aplicables al cuerpo humano, y adjunta como documentos prueba
fichas técnicas del Merck Index (2006) de Doxorubicina, Docetaxel, Trastuzumab.
Gecitabina, Carboplatino (folios 524 a 528)

Respuestas del Solicitante
A los argumentos del opositor, el solicitante no dio ninguna respuesta.
Respuesta del Examinador Técnico

Teniendo en cuenta que el objeto reivindicado no es patentable y que no se reclama
ningun tipo de composicién, este despecho considera que los documentos
presentados en la Oposicion no desvirtiian la Novedad y el Nivel Inventivo del objeto
de esta solicitud; por lo cual no se consideraran dentro del Examen de
Patentabilidad.

Asimismo, esta de acuerdo con el opositor en cuanto a que el objeto reclamado
relaciona materia no patentable como son: métodos de tratamiento y de diagnostico
aplicables al cuerpo humano.

£n cumplimiento del articulo 45 de la Decision 486 de la Comision de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de sesenta (60) dias
contados a partir de la fecha de notificacion de la presente comunicacién. En caso de
no dar respuesta al presente requerimiento, o si a pesar de la respuesta subsistieran
los impedimentos para |a concesion, se denegara la patente.

Se invita al solicitante se sirva indicar, si asi lo considera, su renuncia al término
faltante y presentarla por escrito

Notifiquese el presente oficio conforme a lo dispuesto en el numera! 5.2, literal &), del
capitulo quinte del titulo primero de la Circular Unica No. 10 de 2001.

Director de Nuevas Creaciones (E) o
27 JUL. 20

El anterior requerimiento fue notificado por fijacién en lista, de fecha

Elabarado por; Ana Deiia Pinzén Garcia
Revisado por: Consuelo Leguizamdn Leguizamén
Aprobado por: Jesds Fernel Garcia Garcia
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040106161A1
ay United States

a2 Patent Application Publication (. Pub. No.: US 2004/0106161 Al

Bossenmaier et al, (43) Pub. Date: Jun, 3, 2004
(54) METHODS FOR IDENTIFYING TUMORS Related U.S. Application Data
THAT ARE RESPONSIVE TO TREATMENT
WITH ANTI-ERBR2 ANTIBODIES (60) Provisional application No. 60/396,290, filed nn Jul.
15, 2002, Provisional application No. 6(/480,043,
(76) Inventors: Birgit Bossenmaier, Scefeld (DE): filed on Jun. 20, 2003.
Hans-Toachim Muller, Penvberg (DL);
Hans Koll, Oberroth (DE); Mark X. Publication Classification
Sliwkawski, San Carlos, CA (US)
St_cphen Michael KC]SQ}’. Monlara. CA (il) Int. Cl‘:I cortrerrnensnnenns. GOIN 33/574. CO7TK 16/30
{(Us) (52) US.Cl o, 435877.23; 53300388 8
Correspondence Address: (57 ABSTRACT
HELLER EHRMAN WHITE & MCAULIFFE
LLP Tumors are identified as responsive 10 reatment with anti-
275 MIDDLEFIELD ROAD HERZ antibudies by delecting the presence of a HERZ:
MENLO PARK, CA 94025-3506 (US) HER3 and/nr HERZ/MERT pratein complex or for HER2
phosphorylation in a sample o lumor cells. Patients sufler-
(21)y Appl. No: 10/619,754 ing from a tumor comprising HER/2/HER1 andfor HER2/

HLERZ heterodimers and/or 1IERZ phosphorylation  are
(22}  Filed: Jut, 14, 2003 reated with anti-HER2 antibodies, such as thuMAh 2C4.
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What is claimed is:
1. A methad of ideniifving a lumor as responsive to
treatment with an ant=HER2 amibody comprising:

a) detecting the presence of a HER2/HERA and‘or HER 2,
HER1 protein complex in a sampie of said tumor;

¢) idenlifying a lumor as responsive W realment with

anti-HER2 antibody when a complex is detected.

2. The method of ¢laim 1 whercin the anti-HER2 antibedy
blocks ligand activation of an ErbB heterodimer comprising
HER2.

3. The method of ¢lairn 1 wherein the anti-HERZ antibody
is monacional antibody 2C4,

4. The method of claim | wherein the anti-HERZ antibody
is thuMAb 2C4.

5. The method of claiin 1 wherein the prescoce of a
HER2ZHERY and/or HER2/HERY protein complex s
detected by:

a) immunoprecipitating any protein complexes that com-
prise HER2 with an anti-HER2 antibody,

b) contacting the immunoprecipitated complexes with an
antihody sclecied from the group consisting of ant-
HLER3 antibodies and anu-[HLER Y antbodies; and

¢} delermining if an ant-11LER3 and/or anii-HERT anu-
body binds ¢ the immunoprecipitated complexes,

wherein a HER2/HER3 and/or HER2/HER! complex is
detected if it is determined that anu-TTERR andfar
anti-HERD aptibodies bind 1o the immuneprecipitated
compiexes.

6. The mothod of claim 1 wherein the presence of a
HER2/HER? andor HERZ/HER1 protein complex s
defected by:

a) contacting the tumor samye with an anii-HER2 anti-
body that comprises a fluarophore;

b) contacting the wmor sample with an antibody selecied
from the group consisting of anti-HER3 and anri-HER).
antibodies, wherein said anlibody comprises a sevomd
fluorophore;

¢) determining il the first fluorophore and the second
fluorophore are in close proximity by measuring the
Auorescence rescnance energy lransfer, wherein the
presence of a HER2/HER3 and/or HER2/HERI protein
complex is delected iT the first and secomd Nuorophore
are determined to be in close proximuy.
7. The meihad of claim 1 wherein the presence of a
HER2Z/HER3 and/or HERZ2/HERI| protein complex is
delected hy;

2) contacting the tumor sample with a firet hinding
compound, wherein said first binding compound com-
prises a first target binding moiety that specifically
binds TTERZ and Mirther comprises a detectahle molery
linked to the Hrst target binding moiety by a cleavable
linker;

) contacling the tumor sample with a sccond binding
compound, wherein the second binding compouad
comprises a seeond target hinding mniely thal specifi-
cally binds HER3 or HER ! and an activatable cleaving
agent;
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¢} activating the cleaving agent such that if the first
hinding ¢compound and the second hinding, compound
are in close proximity the second binding compound
cleaves the cleavable linker in the first binding com-
puund to produce a ree detectable moiety; and

d) identifying e preseoce of the free detectable moicty,
wherein the presence of a HERZ/HER3 or HER2/HER L
proicin complex is detecied when free detectable moi-
ely is identified.

8. The method of claim 7 wherein the first target hinding
moiety comprises an anti-HER2 antibody or antibody trag-
ment.

9. The method of ¢laim 7 wherein the first targel binding
motery comprises a HER2 recepior ligand,

10. The method of claim 7 wherein the second targel
hinding maiety comprises an ani-HER3 anubady or anti-
body [ragment.

1. The method of claim 7 wherein the second targer
binding meiety comprises a [HR3 receptor ligand.

12, The method of claim 7 wherein the second targel
binding moiety comprises ag anti-1IER T antibody or anii-
body fragment.

13. The method of claim 7 wherein the secand tarpet
binding moiely comprises a HER! receptor ligand.

14. The method of claim 7 wherein the sample is oblained
from a patient suflering from the tumor.

15. The method of claim 14 wherein the sample is
obtained by a biopsy of the umor.

16. The method of claim 14 wherein the sample is
obtained by purifving circulating wmor cells from the
patient’s blood.

17. The method of claim 14 wherein the sample is
obtained during surgery to remove the tumor from ihe
paticnt.

18. The method of claim 1 wherein ihe sample of the
tumor Is obtained tfrom a mousc.

19. The method of claim 18 wherein the tumor is a
xenografled tumor,

20. The method of claim 19 wherein the xenografted
tumar is prodoced by transplanting u fragment of 4 buman
tumor into a maousc.

21. The methed of ¢laim 1 wherein the timer is a lung
Llumur.

22. The method of claim 1 wherein the tumor is a
mammary lumor,

23. A method for identifving tumor cclls as responsive (o
treatment with an antibody inhibiting the associgtion of
HERZ with another member of the ErbB receptor family
LompnsIng:;

(a) providing a hiological sample comprising HER2-
positive tumor cells; and

(b) detecting the phosphorylation of an ErbB receplor in
said biological sample, wherein said phosphorylation
indicates that said mmer cells are responsive o treat-
menk wilh said antibody.

24, The method of claim 23 wherein the phosphorviation

of an ErbB2 (HER2) receptor is detecled.

25. The melhed of claim 23 wherein the other member is
selected from the group consisting of HER3, HERIL and
HER4.

26. The method of claim 23 wherein the antibody binds
HER2.

40

Jun. 3, 2004

27. The method of claim 26 wherein the anti-HER2
antibody hlocks ligand activation of an Lich13 heterodimer
comprising HER2,

28, The method of claim 27 wherein the antibody is
thuMAb 2¢4,

29. The method of claim 25 wherein ihe antibodv binds
HER3.

30. The method of claim 25 wherein the antibody binds
HERL.

31. The methad of claim 25 wherein the antibody binds
HER4.

32. The method of claim 23 additionally comprising
detecting the presence ol at least one protein complex
selecied from the group consisting of HER2/HER3, HERZ/
HERI, and HER2-HER4 in the sample.

33.'The method of claim 32 wherein the prescnce of said
protein complex v complexes is deiccied by:

) immunoptecipitating any protein complex that com-
prises THER2 wiath an anti-THR2 antibudy,

b} contacting the immunoprecipitated complex with at
least one antibody sciccted from the group consisting ot
anti-HER3, anti-HER1, and anti-HER4 antibodics; and

¢) determining il said anti-HLER3 andor anti-HER] and,or
anti-HER4 antibody binds to the immunoprecipitated
complex, wherein a HERZ/AHLERS andror TERZ/HER ]
and/or HER2/HER4 complex is detected if it is deler-
mined that anti-HER3 andior ant-11ERT andior anti-
HER4 antibodies bind to the immunoprecipitated com-
plex.

34, The method of claim 32 wherein the presence of said

protein complex or complexes is detected by:

a) contacting the tumor sample with an anti-HER2 anti-
body hal comprises a luvrophore;

) contacling the umor sample with an antibody selecied
trom the group consisting of anti-HER3, anti-HERI1
and anli-HERA antibodies, wherein said anlibody com-
prises a second Huorophore:

¢} determining if the Tirst Muorophore and the seeond
flvcrophore are in close proximily by measuring the
Mluorescence resonance enerey transler,

wherein the presence of a HER2/HER3 andior HER2/
HERI and or HER2 HERY profein comptex is detected
- if the first and second Huorophore are deterniined to be
in close proximity.
35. The method ol claim 32 whercein the presence of said
protein complex or complexes is detected by

2) contacting ihe tumor sample with a first bindiog
compound, wherein said first binding compound com-
prises a first larget binding moiety thal specifically
binds HER2 and further comprises a detectable moicty
linked to the first target binding moisty by a cleavable
linker;

b) contacting the tumor sample with a second binding
compaund, wherein the xecond binding compuund
compriscs & second targel binding moiety that specifi-
cally binds HER3 or HHER T or HER4 and an achivatable
cleaving agent:

¢) aclivaiing the cleaving agent such that it the first
binding compound and the second binding compound
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ORIGINAL REPORT

Clinical Activity of Pertuzumab (rhuMAb 2C4), a HER

Dimerization Inhibitor, in Advanced Ovarian Cancer:
Potential Predictive Relationship With Tumor HER2

Activation Status

Michael 5. Gourdon, Daniela Matei, Carol Aghaanman, Ursula A, Marwlonis, Molly Brewer, Gini F. Fleminy,
ol D, Hainswarth, Agusiin A. Garcia, Mark L. Pegram, Russell ). Schilder, David E. Coln, Lynda Rowmen,
Mika K. Dervack, Kinvmie Ng, Berjoarint Lyons, David E, Allison, David A. Eberhard, Thinh €. Pham.
Randall C. Dere, and Beth ¥. Karlar

Purpose

QOvarian cancers (OCs) frequently have HER2 activation in the absence of HERZ overexpression,
Pertuzumab, 2 humanized antbody that prevents HERZ dimerization and inhibits muliple
HER-mediated pathways, was swudied in g phase |l multicenter trial in advanced, refractory OC.

Patients and Methods

Sixty-one patients [cohort 1) with relapsed OC received a locading dose of 840 mg pertuzumab
intravenously followed by 420 mg every 3 weeks; 62 patients {cohort 2) received 1,050 mg avery
3 weeks. Response rate was the prirnary end point. Fresh tumor biopsias were ootained in cobort
1 e assay for phosphorylated HER2 {pHERZ}.

Results

Median age was 57 years and median number of prior chemotherapy regimens was five. Fifty-fiva
patients in cohort 1 and 62 patients in cohort 2 were assessable for efficacy. There were five
partial responses {response rate [AR] = 4.3%; 95% CI, 1.7% t0 9.4%}, eight patients (6.8%) with
stable disease (8D} lasting at least & months, and 10 patients with CA-125 reduction of at least
50% f{includes two partial responses and four patients with SD = & manths; total clinical actrvity,
14.5%). Median progression-free survival (PFS) was 6.6 weeks, Eight of 28 tumor biopsies
{28.6%] werg pHER2+ by enzyme-linked immunosorbent assay (ELISA; without gene amplilica-
tion). Median PFS for pHERZ+ patients was 20.9 weeks {(n = 8) versus 5.8 weeks for pHERZ -
in = 20: P = 14} and 9.7 weeks ior unknown pHER2 status (n = 27} Pertuzumab was wall
tolerated with diarrhea in 69.1% (11.4% grade 3, no grade 4), Five patients had asymptomatic left
ventricilar ejgction fraction clecreases to less than 50% {one confinmed by central facility).

Conclusion
Pertuzumah 1s well rolerated with a RR of 4.3% in heavily-pretraated OC patients. Further studies
on pHERZ as a diagnostic are warranted.

J Clin Oncol 24:4324-4332. & 2006 by American Society of Clincal Oncology

tion.” Unlike HERL, -3 and -4, HER2 has no known
Hgand and assumes an apen conformation, with jts

SINTRODULTION IS

Ovarian cancer is the fourth most common cause of
cancer mortality among women in the United
States.! Novel therapies with better efficacy and less
toxicity, particularly for patients with platinum-
resistant disease, are needed.?

The human epidermal growth factor family of
receprors (TIFRIFGER, HER2, THERA, and 111:R4)
mediate cell growth and are dysregulated in many
types of cancer.” Receptor dimerization is essential
for HER pathway activation leading to receptor
phosphorylation and dewnstream signal transdue-

dimerization domain permanently exposed for in-
teraction with other ligand-activated HER recep-
tors.® HER2 is the preferred partner for dimer
formation,™ and preclinical studies have shown
that HER2-containing heterodimers are the mast
mitogenic and have the highest transformation po-
tenitial of all the HER complexes,”

The HER pathway is involved in ovarian can-
cer pathogenesis.*'? Many ovarian wumor sam-
ples express all members of the HER family.”
Coexpression of HERI and HER2 is seen more

Downloaded from jeo.ascopubs.org on July 17, 2012, For personal use only. No other uses without permission.
Copyright @ 2006 American Society of Clinical Oncology. All rights reserved.
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Phase I Study of Pertuzumab fn Qvarian Cancer

trequently in ovarian cancer than in normai ovarian epithelium,” and
averexpression of both receptors correlates with poor prognosis. ™'
rreferrad dimerization with HER2 (HERI/HER2, HER2/HERSY and
subsequent pathway activation via receptor phosphorylation have alse
been shown o drive ovarlan tumor cell proliferation, even m the
chsence of PIEIL overexpression, ™
trhMAb 204, Omnitare: Genenstedy I, South
San Fran.isco, CA- s the fisst e oow class of targeted anbwaneer
agents wrmed Y Rertuswmab s
o recombanant, hamanwed monodhmet ‘mlibud\' that trgets an
epitope within the HER2 dimerization domain,™ Onve bound, per
resumaby inhibits ligand acthvated HER dimerization with HERZ, in
ol HER2 Pertuzumab  as
deimoenstrated yrowth inhibition inovarian, lang, breast, and prostate

. : © o LLITIR
winor cells without HER2 overexpression. L

v

deperident expression lewels)’
in a phase | clinieal
stitely, rwe of 21 patients with advanced vancer had confirmed partial
reaponses {PRsY OF diese, vise patient demonstrated a contirmed PR
that lasted 11 months in 4 platinum-resistant ovarun cancer with
absence of HERZ ¢ o aplie tan

Fhe primary objectives of this phase I, open-label, multicenter
study were to determine the everall respunse rate and investigate the
safety and tolerability of nwo dose levels ol pertuzamaly in paticits with
advanced. relructory oF recurrent ovarian catscer. As i secondwry ob-
jective, PIERD activation was vestigated as a predictor of outcome,

FRTIE T 2 “.‘:"',l]}

Patient Population

Pauents with advansed, hastalogically documented epithelial ovarian
ad reuadtred despite pratinum-based chernotherapy wire eligble,
Allpationts gave written mtormed vonsent, and the protocol wind vansent fum
wemeapnroved v institional review bodrds, Messonane disesse was defined
devending o Resporse Evalastion Critena in Solid Tumors t RECIST 7 Mo

el that

paeustrable disease panents were aiso elgilide and defined as Jdinically or radictog-

vadly detectaolie discase {eg, aseires, mesentene ke plus g cotsecative

CiUvalions B RreTeatnent wran U A« 25 meastreaients siore thain 20 10k
Au pallents were at feast 18 vears uid with o Bastern Cooperative Un-

wirlogy Granp (FC DG perfarnnee statin ot o 1 and a Fife expectancy of at
st L werka « ther ehyposhiey Cotena inchude d prodression within 12 months
wilht st pletinum or recarrence afler re-treatment with platinum-based
Lol Tage e reglimnent  ne limit o the number ot prior therames!, and
aduatate curdiac, hematodogic, aepatic. and renal function, Pattents in cohon
1 had ter be willnag to undergo » tumor blopsy, Kev exclusion criteria induded
priar reatnient with any experimental msticancer agent within 4 weeks af day
Ctreatmiest with any HER-turgeted ugents history of any CIN5 or nain metas-
Laseni lefl veninio il cjection (racuen ; LVEF) fess than 30%%; and prior expo-
sure e mee than 3ol mg/m-” doxorubicin or lpesomal doxerubicin, more
than 120 g mitoxanteone, or mere than 90 mgfn” idarubicin,

Study Design and Treatment Schedule

The pritnary abjective of thiv study was to determine the best averall
respaine tud sadery and tolerability of single agent pertazumab. The secondan
ablective was o determing time o disease progression, duration of response
and surviva m the everali papulation and with ru.,‘mj: ty the presence ar

absgnee abdetectable o0 -

Phis apen-iabel, muitis=nter slwd enrolied two ~equclsml coharts ot
approxamately 60 natients cach, Cehort o received o oeding dose o $30 my
prertuzumai b wenentech fne, South 5o Franusio, CAj oo day Pelevdde famd
20 g pertueumab on dav Dol each 3 week ycle thervalter by intrave
Hrigs 1o tor up Lo b veie, ¢ eitarl 2 recelved LGY mig pertuzumad on
dav i oteacs 3 weck csele tup o tyeans The doneand seheaule selecied Tor
sibart 1 way based on pharmicodynamic dats trom preclinical studies'

and|a phase [ study thal showed thar 420 g {or 6 ing/ky for a 70-kg
patipnt) should result in steady-state serum wna—mxanuns shown 1o he
effidacious in animal medels (5 (o 25 pg/mi 20 A loading dose of 540 myg
was|used o achieve steady-state conventrations rapidly in vohorr . A
higller pertuzansab dose was used for cohart 2 bewanse prechinwat studies
supgested a dose dependent invrease in efficacy,” 1

Pertuzumuab infusion was interrupted it 1 patient developed Gyspova or
dinbeally signisicant hypotension. Therapy was discentineed Lo recorment
Nagdesial Cancer Institute Comoun Toseity Oriterin NET T versian 4
wraee 3 ur grade 4 vash, duarrhes, or meion orgi oy, geace D nonser,
tolofe tostiany: grade 3 or 4 allergic reaction. svmiplanatic congestis heat
laiitfre with o drop in LYEFR: any other subjectively intoerable tosian, oz
progresiive disease.

Efficacy Determinations

Trumor burden was evaluated at basciine by clinival and image baved
evalrtion, including a computed omography scan of the chest, abdomen,
and|pelvis. Tnvestigator-determined best overall response was defined using
RECIST for measurable tumaors and Gynecologic Cancer Intergroup CA-123
resgonse criterst for nonmgasurable tumors,™ CA- 123 meastmements were
obtlined [rom all patients on day 1 of each cyde. Ohjective
assepsed before oveles 3,5, 2,9, 13, and 17, and confirmued by repeat assessment
at tepst o woeks later.

Etficacy-assessable patients received at least utie Juse of pervzumatand
undprwent al least one response assessinent. Three ¢llicacy-assessable sub-
grogps were considered: (17 all patients; 12 patients wizsh detectuble tunion
HER? phasphoryiation: snd (3} patients with ne detectable umor HER2
phopphorvlation before therapy.

Best overall response, duration of response, progression-iree survival
{PFR), and survival were determined for ail subgroups in cobwre Tand ethoacy-
assesable patients i cohort L Disease progression was defined as progressive
disehse as cleath, whichever ovcurred first. Duration of PFS was detined o the
timig from day 1 of study o the time of dociunented disease progression or
deagh. Duration of survival was defined as the time from day ol stady e e
time uf death. Duration of response was defined as the time o the mitisl
conpplete response or PR w the time of disease progression or death.

€ PESPOLSE Wwas

Total HERZ and HERZ2 Phosphorylation Assessment

fwenty ovatian tumear samples Fom o commerdal soutee JILy Bio.
Chdstertown, MU and frexh frozen tumor samples from patients in aohwort §
{oli]ained within 42 davs belore day 1ol reatment ) were amanesead o HER2
expleson and phesphorylation. Tumor fysaies were guaintitaiiv ﬁi, anivzed
for fatal HER? and HER2 phesphorylanon statos by

Saerfr i e oy Tumos samiples were assified as posaive it \mml

wetp detected above the lower himit of quanttation 120G of the assay, and
negitive if beneath the LOW. Lysates alsu were analyzed by smmunopresipia-
tior] using an anti-HER2 antibody bollowed by Western blorting ko HER2 vr
phdsphorvrusine. Full details o the assay methads are presented in the Appen-
dix fonline only).

Flucrascence 10 sits vomdsator Lt analvsis for HER? gene copy
nutpber was performed on frozen and formalin-lixed tumor sections using
the|PathVysion HER2 DNA Probe Kit (Vysis, Dawners Grove, [1L). FISH
restlts were manually scored in a blinded fashion, and amplification was
delfned as a HER2/CEPTY ratio more than 2.0, Where possible, HER2
phipsphorylation was also assessed by immunohistochemistry (THC) using
a phespho-specific anti-HER2 antibody (P-Tvr 1248; clone PN2ZA} on
frufen tumor sections (Appendix).

Tolerability and Safaty Assessment
Adverse events were assessed onday 1ot each cvele and graded accerding
to §CEZCoverston 2. Cardiae function was nuonitared 8 aseline snd Seloee

wyeles 3,5 7.4 13, ansd 17 by twa-dimensionaf echovardivgram. Serurs nnuahers

of cirdiac damoge troponin Thwere assavesd at the e ning ot cach o,

Statistical Analysis

Diemographiv and baseline chatacteristics were summuanieed using,
megns {2 standard devistion) or medians (with ranges tor contmuous vari-
ablds, and proportions for categoric vanables. Three etfivacy subgroups were
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cansidered. as described above, Far cohort 1, the 95% Bhnh-Stil-Casella exact |
Cls were calculated for all three subgroups: 95% Blyvth-Still-Casella exact Cls
were caleulated for efficacy-assessable and all treated patients in cohort 2.
Median PFS and duration of sunvival were calculated using Kaplan-Meier
methodology, With 40 patients in each cohort. rate of best response could be
cstimated with an SE not greater than 0.08. The 1arget respense rate (RR) for
cohort 1 was at least 30%. With an assurned 13 of the 40 assessable patients in
vohort | pHER2+, rate of best response for this subgroup could be estimated
with an SE of not greater than 0. 14, 1 the true RR was 3696, there would be an
50% probability of observing three or more respanses in this subgroup. To
obtain 40 assessable patients with sufficient assessable tissue biopsies and/or
archival tissue, 60 paticnis were enrolled in each cohort.

Gordon et af

HERZ2 Expression and Activation in an Unselected
Series of Ovarian Carcinomas
HER2 expression and activation in ovariap carcinomas was
assessed in an anonymized series of 20 banked tumor samples,
separate from the clinical trial. By immunoprecipitation and West-
n blotting, HER2 protein expression was demeonsirated in all 20
tumors {Fig 1). This was confirmed quantiatively by HER2 ELISA.
Twa of the samples displayed HER2Z gene amplification by FISH,
whereas the others were FISH-negative (data not shown). By ELISA,
HERZ phosphorylation was detected in nine of 20 tumors (45%). The
two FISH-positive tumors had very high kevels of HERZ protein over-
expression, as well as high amounts of phosphorylated protein com-
pared with the uther FISH-negative tumors, THC for phospharvlated
HER2 (pHER2} using the HER2 P-Tyr 1248 monoclonal antibedy
(mAbj clone PN2A was positive in the two FISH-positive tumass, but
was insufficiently sensitive to detect the lower levels of pHER2 present
in the other seven ELISA-positive twmors (data not shown). These
data support the use of ELISA for assaying HER2 activation in the fresh

tumor biopsies.

Patients

One hundred twenty-nine patients were enrolled (65 in co-
hort t, 64 in cohart 2). One hundred twenty-three patients were
treated with pertuzumab (61 in cohort 1, 62 in cohort 2). Patient

Tahle 1. Pauen: Demograph cs |

Characierstic "Jo. ¥

Ne. of Patients 123
Aga, vaars

Madian 57

Range 35-E3
Racs/ethnicity

White 106 88.2

Elack 3 2.4

Asian or Pacric 1slander 3 24

Hispanic 7 5.7

Other 4 33
ECOG PS

o] 55 528

1 56 455

2-3 2 16
Histology

Epithalial 121 58.4

Othar* 2 1.6
Duration of cancer, months

idadian 38.6 1

Range 33043 7
Measureble tiseass 112 g1
Prior surgary 122 @8l
Prior radiotherapy 16 134
Prior chenosherapy 122 1000
Prigr chemotharapy repimens

Madan 5.0

Range 1-13
Respongs 10 first platinuem

Flavoym refractoryt &6 54.1

Plairum sens:uve 57 A6 3

Abbraviations £00G PS, Saster Coaperative Oncology Group perionmance atatus
~Other included small el of the ovary ang masothelioma.
T Recurrence dunng or within & momihs of last pltinum-containing reqimen,

characteristics (Table 1) were similar between cohorts. Al patients

.-ad received a platimun-based therapy and had progressed, and it was
approximated that 8756 patients had progressed less than 6 months
from their last platinum-containing regimen (as determined by start/
stop of prior regimens) before entry to the study. A median of two
cycles of pertuzumab was administered. Fifty-five patients in cohort 1

and 62 patients in cohort 2 were assessable for response by either
RECIST or CA-125.

Efficacy by Dose of Pertuzumab

The best overall response for all patients is listed in Table 2. Two

IP Anti-HER2
WB: «HER2

WB: apTyr

ELISA Total HER2, ng/mg pro
7 549062 14132 277 7 9 1N 5559 6 3 106

* o+ » 120 1414+ 3311 & =»
ELISA pHERZ2, U/mg pro

= 198189 = =

-ﬁ

8 =
* <00

o LR LT [ LRI

|
|
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of 35 patients (3.690) in cohort 1 and three of 62 patients {4.8%%) in
cohort 2 demuonstrated objective PRs, for un overall RR of 4.3% {954
Cl, 1.7% to 9.4%), which is below the targeted response rate of 30%,.
The median duration of response was 18.6 weeks (95% Cl, 13.1 to
29.1% Inaddition, eight patients {£.8%) had stable disease (SD) kasting

Fig 1. Total RERZ and phospharyluted
HEART IoHERZ) proiain detented in 20 uns-
elected ovariar tumors by inurunoprg-
cimtation [IPWYWE and by enzyime-lokeo
irngsorbent assay (ELISA) WE, West
ern biot: LOQ, limit of quanttaton.

INURNAL OF (ILINICAE {INGGLOGY
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Table 2. ¢ v+, ¢ am e v oy Tnnd Reca vee o U1 AU g sohner 7000 D60 e
.:\-.- iJr‘\.": i v,
-4 o= R
—— ” - -
P+ ? 5.6 3 4.8 = a3
4 Tz a 65 [
50 48 e 3 55 1 1.5 d e !
C Z X ? 16 s r
- . P
Oraer WD i 27.3 18 29.0 i3 82
P 7 19.1 33 £32 £ S
v Laak g o eviuate response 2 3.8 2 3.z 4 Ja
SN e mel
AT 467 327 ,
s J-wedd 3805 NYR Iyt 7
PFES, vegevs
Mechar 78 B1 66
S5ve 1 501ta11.4 596114 §010 0.9

LAOF weta vt ety s defred gz PR — 30 v § monthe = S0 with CA-125 drep & 3047, {lria aonv iy was acreved 1m nne catientz (16 4°0 nconert 7,

VYL 21 P Uate e G 8T avera

mtyiate MERZ 5 pamie evuoriag S0 stable ¢ seass P progressoes disease BRS pro
TA- 25 grops ™ B0 lone a cakart 1 thraa n ~oho 1 /v s tdre were a total of e.gnt 16 8% U875 reepontas var sl

SUnefiet aldvovdl YR T vet rgar e

At st o months
decredse ob an deast 300 with at deast an S0 at the hest response
evatuaizon (these parients were measurable by RECIST, and so CA
<25 was not bsed amd confirmed for response’; two were in the PR
grotip, fourwere i the S ofat least A maonths group, and fon had S13

tour in cach cohort, Ten patieats also had CA 123

vl b nenths o less, Chverall rate of dinical activity of the 17 of 177
prttennts (PR, SEY e emenths, CA- 125 decreaser was theretore 14.5%,
althougn s was aota prespecited end pomt.

Twer patients enrolled i cohort 2 had sD for | vear and were
sabsegaentny enrotled into a rollover study 1o allow conunued reat-
et with single agent pertuzumab, Since envolling in the extension
study ene patient has been treated for an additional eight cveles {otal
7t weeks, wind continues w be treated, and the other paticot pro-
pressed atter tour additional eveles itotal 84 weeks),

Figure 2A shows a Kaplan-Mewer curve of PES for efficacy-
assgssable patients mcohorts 1 and 20 Median PFS for the overall
populition was 6.0 weeks (9500 Cl, 6.0 to 1091 and was similar
hetweenn coborts 1and 2 7.6 weeks [93% CL 00 to EL4] versus 6.1
weeks (9500 1, 5900 1.4, respectively). Figure 34 shows a Kaplan-
Meer cunve of overall survival for efficacy-assessable patients in co-
ronts | and 20 Median suravat for the overall population was 327
weeks (9590 O, 38 9 to 66,71 Median survival was 6.7 weeks (95%
e 30,4 wraed) for patients i cohert 1, but has not vet been reached
invcuhoert 2000he five patients in cobort 2with a PR, only one hus died
At 26 weeks, with tollow-up from the remaining ftrom 536 0 93 weeks b
Ut the vight patients who hasd 51 Liting at least 6 months, none have
chedt with tedlow aptrom 51w 205 weeks ). Fnally, of the st padents
wiw haed PLY 0 have died watha median susvival ol 33,17 weeks (the 20
cenmnred having lollow-up of 44 10 98 weeks),

Efficacy by pHER2 Status

Kecause muny of the tumiors did not meet the minimal require-
nient to be assdved by FLISA 2 99 mg sample with = 3000 wmor
conient), only Aot the b3 tumuor biopsics vbtaned from patients in
cohurt | were adeqguate forevaluation by ELISAL All assessable samples
had detectable levels of HER2 protein (median, 6.7 ngfmg; range, 14

[E TRV

kS

te 117 ng/mgs. No tumor mopsies were found to e HER2 overes
P
battked tumor samples trom the wnselected sertes (906 and 363 agimg
prieing. FISH assavs of the fresh tamor biopsies and/or wrchival
terfior samples from patients in either wohort did ot demonstrare
HHR? gene amplification iz any of the assessable patient tumors.

Of the 34 fresh tumor specimens that were adequate for evatua-
tioh, 1 {29.4%) were found 1o have detectable levels ot phosphory-
lated HERZ {(pHER2 + ). Of the 34 ussessible biopsies, 28 patients were
alsp assessable for clinical efficacys elght 128.6% 1 of 2§ patients had
pretreatment tumor samples that were pHER2 «+, whereas 20 {71.4%;
of B8 were pHER2—.

The best averall response according to pHER? status for efficacy
assessuble patients in cohort 1is listed i Table 3. PR was observed in
onf (12.5%1 of aight patients with pHER2+ tumwrs, but in none of
the patients with pHIER2~ tumors. A higher proportion of patients
with pHER2+ tumors had 51 at the first response evalusnon com-
pated with paticnts with pHER2 - tumuors (7350 v 23%, respeenvedy .
Oyerall rate of dlintcal activity (PR, SI) = 6 months, or CA-125
degreasewith S was 25.0% tor pHERI — patienis, 107 tor pHER2 —
patients, aind 18,545 for patients with unknown pHFR2 status.

The Kaplan-Meier curve of PES for efficacy wsessable putients in
cohort | (Fig 2B) shows that median PFS for patients weth pHER2 -
tefnors was 209 weeks (950 CL UL to 24.6) compared with 5.3
waeks (95% Cl, 5.3 to 10,65 for patients with pHER2  tumors
(F = .14) and 9.1 weels 193% CE 6.1 to 207 tar patients with
pHER2-unknown tumors. The Kapian-Meier curve ol overall sarvival
for elhcacy-assessable pHER2 — patients was Tho weeks (95 C 1, 28,4
et yet reached), 37.0 weeks (95395 €1, 186 tw not vet reached’ Jor
pHER2Z— patients, and 48.4 weeks (9500 CIL 216 to §2.1  or pHER2-
urfknown tumers, The log-rank test showed a trend towrd improved
supvival tor pHER2+ versus pHERZ -~ tumors - P 363

bt

hsion levels camparable with those seen i the twe FISH posiinee

b,

Shfety
Table 4 lists all adverse events irrespective ul relatedness that

odeurred i at least 1o of treated patients. The nmost common
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Fig 2. Progression-iree survival (FFS! of efticacy-assessable pstents. (A} PFS for
Congris 1 and 2 and 131 PFS by phosonongiatsd HER2 (pHER2) staius {ochort 1 oalv

adverse event considered related to pertuzumal by investigators was

diarrhea (predominantly grade 1-2). Adverse events led 2o study drug

discontinuation: in six patients (two small howel obstructions, one

orade 3 diarrhea, one grade 3 edema, one grade 3 vomiting, one grade

3 clevated creatinine). There were no major differences in the inci-
ce and natutre of adverse events between the two cohorts.

There were 44 serious adverse events (SALs) reported and six
(4.99%%) were considered treatment-related (onc case each of diarrhea,
abdominal pain, LVEF decrease, atrial fibrillation, pericardial effu-
sion, and pueumonia). Death nat resulting from progressive disease
occurred in one patient who experienced respiratory arrest before
receiving pertuzumab, and another who died 9 months atter her last
dose of pertuzumab.

Due to reports of cardiotoxicity associated with HER2 inhibition,
cardiac function has been monitored carefully in all pertuzumab clin-
ical trials, One patient {J.6%) in cohart 1 and four (6.3%%) in cohort 2
had a decrease in LVEF to less than 507, All patients were asymptom-
at, and only one decrease was confirmed by a central facility. To place
this cardiac safety data in context, of 167 assessable patients with
cardiae monitoring across three phase H studies of single-agent pertu-
zumab i the United Stares (non—smiall-cell lung cancer {NSCLC).
prostate cancer, and the current study). nine (5.4%) have had a de-
crease in LVEF to less than 50%. All patients were asymptomatic, and
only two (1.2%4) were confirmed by a central facility,
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i BISCUSSIC
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- -——— .. - -
Qur initial analysis of banked ovarian tumer samples demonstrated
that HER2 activation was detectable in a subset of tumors, including
turors with nonamplified HER2 genes and lower levels of HER2
protein expression, as well as tumors with HER? gene amplification
and highly overexpressed HER2 protein, We hypothesized that target-
ing HER2 pathway activation with pertuzumab would inhibit the
growth of these tumaons.

This study demonstrates that single-agent pertwzumaby has clin-
ical activity in heavily-pretreated patients with advanced ovarian can-
cer. A low number of responses were seen, and the primary end point
of response rate was not met; however, a larger proportion of patients
achieved CA-125 responses and prolonged SD. In retrospect, a 30%
response rate is a high bar for activity from a biologic agent, Despite
differences in eligibility criteria, median survival after pertuzumal was
comparable to the median survival of platinum-resistant patients re-
ported by Gordon et al®® in a phase 111 1rial with liposomal doxarubhi-
¢in and topotecan (35.6 weeks and +1.3 weeks, respectivelv).

Recent data suggest that tumor response rate may not be the
optimal end point for assessing the clinical benefit of biclogic agents
like pertuzumab. Erlotinib, a small-molecule inhibitor of the epidermal
growth factor recepror (RGER) tyrosine kinase,*’ produced a 7.4% RR in

— Cohort 1 {420 mg, n = §5) i
Lohert 2 {1,060 mig, n = 52}
m i
=
2 !
= . :
2 - f
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2 T |
& g VOSNDEREN
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Fig 3. Qverall survival of efficacy-assessable pauents, (&) Overal survwai for
ccharis 1 and 2 and (B) overall survival by phosohonviated SER?Z (pHERZ) staws
{eakort 1 only).
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woond-line metistatic NSCLU patients wath wild-type EGFR Though
fvw Lumor regressions were observed, erlotinib demonstrated significant
unprovement in PFS and overall survival in NSCLC. ™

A kev aspect ot therapy with targeted agents 1s aceurate selechion
uf patients most likely o benefit from treatment, Qur data and other
studies suggest that ovarian cancer has ¢ low incidence of HERZ gene
wnplification and proteiy overexpression.® In a study ol ovarian
cancer patients treated with trastuzumab, the vverall incidence of both
HERZ 2 = and 3+ expression was only 12 4% of tumuors {95 of 837
s wreened by IHC) and only 4,195 were HER2 3+ Lon-
setsely tnthis study, aone of the patients” tamors had HER2 amplifi-
vation; howevet 29,349 tad evidence of activared HERZ {pHERZ2 ).
The provalence of pHER2 1 wbserved in the study of banked ovaran
samples was 1, This i owell within the range of o useful diagnostic
tond fon pattent selection. HER D anpalivanen was ol reguived torany
iead activity assousited with pertuzuniab in this study, retlecting
restilts abtained in the predivical seting, ™ Taese tesults lend turther
support for the use of narkers ol HERZ achivation and not overexpres-
st011 gy the appropriate diagnoste lor selection in ovarian cancer,

Comsislent with the mechanism of action ot pertuzamab, the effi-
ey rostilts for cehort 1 suggest that patients with HER? phosphurylation
shuwved better vuteome following pertuzunuab therapy, compared 1o pa-
telits with pHERZ — tumors, [ However, it reniains unknown whether the
presenve of pHER? specitcally predicts outcome to pertuzumab or is
simply & good prognostic marker in evarian cancer. Randomized wials are
needed to confirm the uedlity of pHER2 a3 a ciagmuosti marker. Addition-
Ay, the assessiment of HER2 phuospherylation status i furisalin-fxed
pathalugy speaniens presents technical challenges for routine Jdiagnostic
testing, Because fiesh-frozer: tssue s tequured for the pHER? assay, alter-
aattve predicove markers of HER2 activation are being rwvesugared as

St et

Zeomrt A28 o p
dgaenre of P o =R+ naefis
GoumbRe - ot ety woure
w ER2V PR paer 3 qeeac se S slable disease| B0, progrossawe dispese, PRS, pragressor frés sutvud

guw T3
s Mne palents D5 Q50 1 GnaD § acn RV T n durv s T
WaES 0N T2 3ol eyt The Lwwa i cence C1  ATRZ e da g
i etticaey

syeosdtie i el i

potential diagnostie tests moving forwied. Dt from microarmiay expres-
sion profiling ot the present tumor series indicate that higher coexpression
of HER2, EGFR, HER3 and certun HER hgands mav correlate with
pHER? status. 7

(ther HER targeting agents have been studied in ovarian cancer.
Edetinib produced a 6% RR in EGER+ advanced ovarian cancer
patfents.™ Trastuzumab produced a response rate of 7.3% in HER?
2+land 3+ patients.*® Treatment with gefitinib in 26 assessable recur-
rent ovarian cancer patients resulted in four patients with 8D for at
leagt 6 manths with ene of them (3.8%) having & PR 1n the current
stuly, pertuzumab had a comparable low response ruse alihough, of
nofe, patients were not preselecied. Given that pertusumab blocks all
HER2-mediated signaling, in conirast to tarpeted blockade of £GFR]
ar HER2 overexpression, pertuzimab mav vesult in hgher rates of
cirfical activuy in an appropriately selected population. foowill be
interesting to observe the dinical activity of the Gued EGIR and HER2
inipbitor lapatinib, corrently under investigaoon moanselected ovar

it cancer patients progressing withn 12 months ot & platinum regi-
man, with 6-month PES as the pnmary end point.

In addinon to further exploring HER2 activation as a marker tor
patient selection, (uture development of pertuzunmab will evaluate the
drdg in combination with othier chemotherapies and targeted agents.
Ml]zitiple trials have shown that the clinicad etfect of chemotherapy is
maximized when combined with targeted drugs (ie, trastuzumab in
brdast cancer; bevacizumab in breast cancer. colorectal cancer, and
“LC; cetuximab in colorectal cancer ™. Furthermore, prelimi-
v preclinical data suggest that combining pertuzumab with other
agdnts leads to additive activity.™ Given these data and its tolerable
safpry profile, combinauon studies with pertuzanmab we warranicd
angl are ongoing.
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Table 4. Incidence cf Adverse Everts Regardless of Causality Occurning in 2 10% of Treated Patients (grade 3/4 - any conort”)
Cohoit Cohaont 2 Al Patiets
in = 61 in =62 ™~ =123
Al Grades Giade 3 Grade 4 Alt Grades Grade 3 Grade 4 Al Grades Grane 3 Grave 4
No % No Y Mo % No £ MNe % No % No, % No. % Mo %
Any adverse events 61 W00 26 4286 <] 14.8 61 981 25 403 38 29 122 8992 51 485 |7 138
Duanrnea 1] [P 15 4] Q 45 26 7 13 D 0 &5 631 13 12 3] 0
Fatgue 21 4.4 2 33 0 0 3 54.5 2 32 0 Q 55 347 3 33 Q 0
Raskiderrnat tis, 18 29.5 0 o 4] 14 22 271 1 e 0 1] 4 333 1 d.a 5] 9]
A0 48T
Mausea 25 41.0 5 82 1 1.6 22 355 4 6.5 Q 47 8.2 9 7.3 i 0.8
Abdominal pan 28 a2.6 3 4.9 1 1.6 21 338 3 48 0O 4] a7 38.2 6 4.9 I 08
Vomiting 25 410 10 164 1 16 17 27.4 3 48 0 0 42 4.1 12 168 1 08 !
Corztipation 17 27.9 3 4.9 i 1.6 1l 12.7 1 1.6 ¢ 28 22.3 4 33 1 0.8
Anpraxia 15 245 1 1.6 1 1.6 12 2.4 2 3z 0o 9 27 220 3 24 1 08
Peripharal edema 13 21.3 Q 4] a 0 14 226 o] Q o} Q 27 22.0 o 1] 8] 0
Ejection fraction 11 12.0 Q o0 D 14 226 1 6 ¢ 9 25 20.3 1 0.8 4] 0
decreased
Dehydration 13 213 4 6.6 a b} 8 12.9 2 32 0 0 21 171 € 4.5 Q 0
Abdominal distention 13 213 00 Q 0 0 8 1298 1 18 ¢ 4] 21 171 1 0.8 0 4]
Dyspnea 10 16.4 2 2.3 2 ¥l Y 16.1 4 85 1 1.8 20 16.3 [¢] 4.9 1 08
_! Cough 9 148 Q 1] Q ¥ il 17.7 0 Q c 0 20 16,3 ] 0 il Q
.\'ergf‘t dacrease 10 164 2 33 4 D g 15 1 18 0 O s i34 2 24 0 0
YSRERSS [} 9.8 0 0 0 0 13 210 1 16 © 0 15 15.4 1 0.8 4] 0
, Bnema 2] 14.8 a 0 0 0 10 6.1 1 16 © 0 18 154 1 0.3 0 0
} Headache i0 16.4 0 4] Q o} 8 9.7 o 0 [S 16 1320 G ¢ o] 0
b Sl .miestinat 9 14.8 5 8.2 3 4.9 [ 9.7 2 3203 4.8 15 12.2 7 5.7 5 48
obstruction
Hynokalemia ) 98 2 33 0 0 9 14.5 1 16 1 1.6 15 12.2 2 2.4 1] a
Iirgsomnia in 16.4 0 0 ol o] 5 8.1 0 0 4 D 15 122 C 1] 0 i}
Pruritus 8 131 a 0 0 0 ? 1.3 4 4] G D 15 12.2 [ 1] 0 0
Unrary tract infecton 5] 98 0 o 0 0 g 12.9 0 0 ¢ 9 14 il.4 o] g a ¢
Dizzinass 7 "5 0 [¢] 0 0 G 9.7 0 4] o 0 13 0.6 ] 0 ] 4]
i Dysura 7 A o} o 0 0 6 87 0 0 0 0 13 i3] ¢ 0 o] 0
! “Couatsd from MEDRA terms ~rash,” ‘ erythema  “rasr enthemanous.” “rash macu.c-papular * “dermatitis acnesform, ™ "dermatis aergic.” "drug srupiion, ” "rash
papular,” *rash pruritie,™ and "rash scaly ” |
|
]
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Pertuzumab: A humanized menocional antibody. pertua-
amab (also referred 1o as Omnitarg), binds o HER-2 at a site
used by the receplor W form dimers with other receplors {the
“dimerization site™) belonging to this family. Signaling via all
HER-2 dimers is, therefore, inhibited.

. 1D1 (11ER dimerization inhibitor): KD inhibits w-

mor growth and survival by inhibiting HER dimerization.

HER-Z/men (human epithelial growth factor recep-
tor-2): Also cailed ErbB2, HER-2/neu belongs ta the EGFR
family and is overgxpressed in several solid tamors. Like EGFR, it
13 a tyrosine kinase recepror whose activation leads to prolifera-
tive signals within the cells. On activation, the HER family of re-
ceptors are known to form homaedimers and heterodimers, each
with a distinet signaling activity. Because HER-2 s the preferred
dimerization pariner when heteredimers are formed. it is impor-
tant for signaling through ligands specific for any members of the
£amily. 1t is typically overexpressed in scveral epithelial tumors.

pHER2: Phosphorvlated (activated) form of HER-2.

HERI/EGFR: Also known as EtbBL. HER belungs to the epi-
dermal growth fuctor receptor {EGFR) receptor family.

4332

HER-V/EGFR (ErbB1}, HER-2 (EvhB2), HER-3 (ErbB3}, and HER-4
{(ErbB4) are the four members that comprise this receptor famity.

HER3: Also known as ErbB3, HER belongs 1o the BGER receptar fam-
dy. HER-V/EGER (ErbB1 ) HER-2 (ErbB2Y, HER-3 (ErbB3}, and HER-4
(ErhB4) are the four members that camprise this receptor family.

HER4: Also known as ErbB4, HER belongs Lo the EGER receplor fam-
Uy. IIER-I/EGFR (ErbB1), T[ER-2 {ErbB2Z;, [IER-3 (ErbB3), and HER-4
(ErbB4} are the four members that comprise this receptor family.

ELESA (enzvme-linked immunosorbent assav): ELISA i
used to detect the presence of an antibody or an anligen in a sample.

Gene amplification: The presence of multipie copics of a genc or
F P P ;
genes that leads 10 overexpression of that gene or gene.

FISH {fluorescence in situ hybridization): ia siw hybrid-
ization is a sensitive method that is gencratty used 10 detect specific
gene sequences in nissue sectians or cell preparations by hvbridizing
the compiementary strand of a nucleatide prabe 1o the sequence of
interest, FISH uses a luarescence probe Lo increase the sensitivity of
in situ hybridization,
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ERRAT

Tite Septembier 10, 2006, article by Gordon ef at entitled, “Clinical Activity of Pertu-
eumah (rhudab 2031 o HER Dimenzation Inhibitor, in Advanced Ovaran Cancer;
Patental Predictive Relationship With Tamor HERZ Activation Stasus” [ Clin Oneol
M43 A24-4350, 2000 - contaned errors,

In Table 3. the dara were incorrectly given torSurvival and Progression Free Sumvpval,
The corrected table 15 reprinted below in its entirety. The anline version has been corrected
in departuie from the print.
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The February 1, 2008, review article by Rastdgi et al entitled, “Preoperative Chemo-
therapy: Updates of National Surgical Adjuvant Breast and Bowel Project Protocnls B-13
and B-277 T Clin Onceol 26:778-783, 2008) contaiped ervors, In Figure | and Figure 4, the
“Time After Surgery (vears),” whereas they should have
been labeled as Time After Random Assignment (years).” The online version has been
corrected in departure from the print. :

alyscissas wxe-axes) were labeled as
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