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SUPERINTENDENTE DE INDUSTRIA Y COMERCIO
E. S. D.

REF: ‘ Expediente 11-143-266

TiTULO SOLICITADO: “TERAPIA COMPLEMENTARIA CONTRA EL
CANCER”

PUBLICACI(')_N: Gaceta 645 de 31 de Mayo de 2012, N° de
publicacion 651.

PRIORIDAD: US 61/171,008 DE 20/04/2009; US 61/171,318 DE
21/04/2009; US 61/181,195 DE 26/05/2009

SOLICITANTE: GENENTECH, INC.; NSABP FOUNDATION, INC
APODERADO: JUAN PABLO CADENA SARMIENTO
TRAMITE: PRESENTACION DE OPOSICION

JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al
pie de mi firma, abogado en ejercicio, titular de la tarjeta profesional nimero 44655
del Consejo Superior de la Judicatura, obrando en calidad de apoderado de la
sociedad TECNOQUIMICAS S.A., en ejercicio de lo dispuesto por el articulo 42 de

la Decision 486 de 2000, muy respetuosamente me permito formular la siguiente
I PETICION

Sirvase negar el beneficio patentario a la solicitud contenida en el expediente 11-
143-266, por no cumplir con lo dispuesto en la Decision 486 de 2000, con base en

los fundamentos que se expondran a continuacién.
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Il.  LEGITIMO INTERES

Asiste a TECNOQUIMICAS S.A., legitimo interés para presentar esta oposicion,
pues la eventual concesién de la solicitud restringiria injustificadamente el empleo
de ciertas sustancias, derivados y procesos que a nuestro juicio carecen de nivel
inventivo, en detrimento de sus legitimos intereses comerciales. De igual manera
mis clientes estan interesados, por su misma condicién de industrias
farmacéuticas, en evitar la concesion de privilegios de patente que incumplan los
requisitos materiales de patentabilidad establecidos en las normas vigentes, y que

supongan un riesgo para la libre competencia.

.  FUNDAMENTOS DE LA OPOSICION

La solicitud en curso, que se refiere a métodos caracterizados por el suministro de
anticuerpos anti-VEGF (que se unen al factor de crecimiento vascular endotelial)
durante un periodo de tiempo determinado, asi mismo, las terapias de la presente
solicitud son usadas en el tratamiento de enfermedades que requieren agentes
antiangiogénicos en la terapia complementaria contra el cancer, carece de los
requisitos fundamentales para otorgarsele el privilegio de patente de invencion,
particularmente en materia de Novedad y Nivel Inventivo si se tiene en cuenta la

materia revelada entre otros, en documentos como:

e WO 2008/077077 “VEGF-Specific Antagonists For Adjuvant And
Neoadjuvant Therapy And The Treatment Of Early Stage Tumors” 26-06-
2008

Se observa que la presente solicitud de patente presenta un pliego de 34
reivindicaciones que reclama de forma explicita un método de terapia
complementaria (reivindicaciones 1 a 12 y dependientes), un método para
prevencion de la recurrencia del cancer (reivindicacion 22 y dependientes),
disminuir la posibilidad de recurrencia del cancer en un paciente (reivindicacion 23

y dependientes) y un equipo para el tratamiento de un paciente (reivindicacion 34).

De esta manera, el solicitante reclama un método de tratar a un paciente para
evitar |a aparicién de cancer después de una cirugia, y de acuerdo a la legislacion

Decision 486, los métodos de tratamiento no son materia patentable por lo cual se
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llama la atencion de este despacho ya la mayoria de reivindicaciones se

encuentran enfocadas a métodos, veamos:

1-. Un meétodo de terapia complementaria, que comprende la administracién
a un paciente con cancer, luego de la cirugia definitiva, de una cantidad
eficaz de un antagonista especifico de VEGF, de manera de extender la
sobrevida libre de enfermedad (DFS) o la sobrevida general (OS) en el
paciente, donde el antagonista especifico de VEGF se administra durante
mas de un ario.

4-. Un meétodo de terapia complementaria, que comprende la administracion
a un paciente con céncer, luego de la cirugia definitiva, de una cantidad
eficaz de un antagonista especifico de VEGF, donde se previene o demora
el avance del cancer durante el tratamiento activo con el antagonista
especifico de VEGF, y donde el tratamiento activo dura méas de un afio.

12-. El método de la reivindicacion 11, donde el avance del céancer se
previene o demora durante alrededor de 6 meses después de que ha
cesado el tratamiento activo con el antagonista especifico de VEGF.

23-. Un método para disminuir la probabilidad de recurrencia del cancer en
un paciente, que comprende la administracion al paciente, de una cantidad
eficaz de un antagonista especifico de VEGF durante més de un afio, donde
dicha administracién del anticuerpo anti-VEGF disminuye la probabilidad de
recurrencia del cancer.

30-. EI método de la reivindicacion 28, donde el anticuerpo anti-VEGF es
bevacizumab.

32-. El método de la reivindicacién 30, donde el anticuerpo anti-VEGF tiene
una region variable de cadena pesada que comprende la siguiente
secuencia de aminodcidos:

EVQLVESGGG LVQPGGSLRL SCAASGYTFT NTGMNWVRQA
PGKGLEWVGWINTYTGEPTY AADFKRRFTF SLDTSKSTAY
LQMNSLRAED TAVYYCAKYPHYYGSSHWYF DVWGQGTLVT VSS (SEC.
ID. NRO.: 1) y una regién variable de cadena liviana que comprende la
siguiente secuencia de aminoacidos:

DIQMTQSPSS LSASVGDRVT ITCSASQDIS NYLNWYQQKP
GKAPKVLIYF TSSLHSGVPS RFSGSGSGTD FTLTISSLQP
EDFATYYCQQ YSTVPWTFGQ GTKVEIKR (SEC. ID. NRO.: 2).

34-. Un equipo para el tratamiento de un paciente que se ha sometido a la
cirugia definitiva del cancer, que comprende un envase, donde el envase
comprende una composicion de anticuerpo anti-VEGF e instrucciones para

el uso de la composicion de anticuerpo anti-VEGF e instrucciones para el
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uso de la composicion de anticuerpo anti-VEGF en la terapia
complementaria, donde las instrucciones establecen que la DFS a 1 afio
luego del inicio de la terapia complementaria para pacientes que recibieron

la terapia complementaria fue de 94,3, con una relacién de riesgo de 0,60.

Debido que las reclamaciones se encuentran relacionadas con método de
tratamiento, y en esta medida la solicitud solo se enfoca en la administracion y
terapia de anticuerpos como el Bevacizumab, por lo que es necesario resaltar que
cualquier tipo de cambio que se haga en el ambito de las reivindicaciones hacia un
producto implicaria ampliacién de materia y careceria de sustento en la
descripcion, aparte de no presentar novedad en lo que al producto de los
anticuerpos se refiere, por lo que se demuestra sin mas que la solicitud no puede

obtener beneficio de patente.

Asi mismo cabe destacar que,_el kit reclamado no presenta caracteristicas

técnicas estructurales mas que la composicion conocida en si y un método de
tratamiento como instrucciones en un inserto, lo que no permite que exista materia
patentable segtin nuestra legislacion.

Objeciones a la patentabilidad basados en la publicacion internacional WO
2008/077077 “Vegf-Specific Antagonists For Adjuvant And Neoadjuvant
Therapy And The Treatment Of Early Stage Tumors” 26-06-2008

Se ha encontrado que el documento WO 2008/077077 afecta los requisitos de
patentabilidad de la presente solicitud dado que describe métodos para tratar el
cancer en un sujeto que involucran: la reduccién de un tumor, métodos para tratar
un sujeto con cancer operable, métodos de terapia con neo-adyuvantes (pagina 1,
resumen) y adicionalmente, el documento ensefia que el reconocimiento de VEGF
como un regulador principal de la angiogénesis en condiciones patolégicas ha
llevado a muchos intentos para su bloqueo en las condiciones que envuelve la

angiogénesis patoldgica.

El rol de VEGF en el desarrollo de condiciones o enfermedades que envuelven
angiogénesis, incluyen la etapa tardia y tumores metastasicos e invasivos. A pesar
que es menos conocido el papel de VEGF en las etapas tempranas o canceres en

su inicio, la recurrencia de éste en el desarrollo de segundos sitios de tumores
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latentes, malignos o micrometastasis, han sido divulgados como lo muestra el
documento WO2008/077077 (ver pagina 4, lineas 10 a 15) como se observa a

continuacion:

‘Angiogenesis is an important cellular event in which vascular endothelial
cells proliferate, prune, and reorganize to form new vessels from preexisting
vascular network. There is compelling evidence that the development of a
vascular supply is essential for normal and pathological proliferative
processes. Delivery of oxygen and nutrients, as well as the removal of
catabolic products, represent rate-limiting steps in the majority of growth

processes occurring in multicellular organisms”.

“While induction of new blood vessels is considered to be the predominant
mode of tumor angiogenesis, recent data have indicated that some tumors
may grow by co-opting existing host blood vessels. The co-opted vasculature
then regresses, leading to tumor regression that is eventually reversed by
hypoxia-induced angiogenesis at the tumor margin”.

‘One of the key positive regulators of both normal and abnormal
angiogenesis is vascular endothelial growth factor ( VEGF)-A. VEGF-A is part
of a gene family including VEGF-B, VEGF-C, VEGF-D, VEGF-E, VEGF-F,
and PIGF. VEGF-A primarily binds to two high affinity receptor tyrosine
kinases, VEGFR-I (Fit-I) and VEGFR-2 (FIk-1/KDR), the latter being the
major transmitter of vascular endothelial cell mitogenic signals of VEGF-A.
Additionally, neuropilin-1 has been identified as a receptor for heparin-
binding VEGF-A isoforms, and may play a role in vascular development.
In addition to being an angiogenic factor, VEGF, as a pleiotropic growth
factor, exhibits multiple biological effects in other physiological processes,
such as endothelial cell survival and proliferation, vessel permeability and
vasodilation, monocyte chemotaxis, and calcium influx. Moreover, other
studies have reported mitogenic effects of VEGF on a few non-endothelial
cell types, such as retinal pigment epithelial cells, pancreatic duct cells, and
Schwann cells”

“The recognition of VEGF as a primary regulator of angiogenesis in
pathological conditions has led to numerous aftempts to block VEGF
activities in  conditions that involve pathological  angiogenesis.
VEGF expression is upregulated in a majority of malignancies and the

overexpression of VEGF correlates with a more advanced stage or with a
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poorer prognosis in many solid tumors. Therefore, molecules that inhibit
VEGF signaling pathways have been used for the treatment of relatively
advanced solid tumors in which pathological angiogenesis is noted.
Despite the evidence implicating the role of VEGF in the development of
conditions or diseases that involve pathological angiogenesis, including late
stage and metastatic or invasive tumors, less is known about the role of
VEGF in early stage or benign cancers, the recurrence of tumors after
dormancy, or in the development of secondary site tumors from dormant
tumors, malignant tumors, or micrometastases. The invention addresses
these and other needs, as will be apparent upon review of the following
disclosure.”

Como se observa a continuacién, los métodos descritos en la anterioridad citada
comprenden la administracion de una cantidad efectiva de un antagonista anti-
VEGF (tal como Bevacizumab) en dicho sujeto en diferentes tipos de canceres
(paginas 5y 6):

“Accordingly, the invention features methods of treating a benign,
precancerous or non-metastatic cancer in a subject, which comprise

administering to the subject an effective amount of a VEGF-specific

antagonist. In certain embodiments, the administration of the VEGF-
specific antagonist prevents the benign, precancerous, or non-metastatic
cancer from becoming an invasive or metastatic cancer. For example, the
benign, pre-cancerous or non-metastatic cancer can be a stage O, stage |,
or stage Il cancer, and in certain embodiments, the administration of the
VEGF-specific antagonist prevents the benign, pre-cancerous or non-
metastatic cancer from progressing to the next stage(s), e.g., a stage I, a
stage Il, a stage Ill or stage IV cancer. In certain embodiments, the VEGF-
specific antagonist is administered for a time and in an amount sufficient
to treat the benign, pre-cancerous, or non-metastatic tumor in the subject
or to prevent the benign, pre-cancerous, or non-metastatic tumor from
becoming an invasive or metastatic cancer. In certain embodiments,
administering the VEGF-specific antagonist reduces tumor size, tumor
burden, or the tumor number of the benign, pre-cancerous, or non-
metastatic tumor. The VEGF-specific antagonist can also be administered
in an amount and for a time to decrease the vascular density in the
benign, pre-cancerous, or non-metastatic tumor’ El subrrayado es
nuestro.



A B O G A D 0O s
Y continta el documento mencionando los padecimientos vy
enfermedades que son susceptibles de ser tratadas con el anticuerpo

anti-VEGF como sigue:

“As described herein, the methods of the invention can be used to treat,
e.g.. a stage 0 (e.g.,, a carcinoma in situ), stage I, or stage Il cancer. The
methods of neoadjuvant and adjuvant therapy can be used to treat any
type of cancer, e.g., benign or malignant. In certain embodiments of the
inventibn, the cancer is an epithelial cell solid tumor, including, but not
limited to, gastrointestinal cancer, colon cancer, breast cancer, prostate
cancer, renal cancer, lung cancer (e.g., non-small cell lung cancer),
melanoma, ovarian cancer, pancreatic cancer, head and neck cancer,
liver cancer and soft tissue cancers (e.g., B cell lymphomas such as NHL
and multiple myeloma and leukemias such as chronic lymphocytic
leukemia). In another embodiment, the benign, pre-cancerous, or non-
metastatic tumor is a polyp, adenoma, fibroma, lipoma, gastrinoma,
insulinoma, chondroma, osteoma, hemangioma, lymphangioma,
meningioma, leiomyoma, rhabdomyoma, squamous cell papilloma,
acoustic neuromas, neurofibroma, bile duct cystanoma, leiomyomas,
mesotheliomas,  teratomas, myxomas, trachomas,  granulomas,
hamartoma, transitional cell papilloma, pleomorphic adenoma of the
salivary gland, desmoid tumor, dermoid cystpapilloma, cystadenoma,
focal nodular hyperplasia, or a nodular regenerative hyperplasia. In
another embodiment, the method is desirably used to treat an adenoma.
Non-limiting examples of adenomas include liver cell adenoma, renal
adenoma, metanephric adenoma, bronchial adenoma, alveolar adenoma,
adrenal adenoma, pituitary adenoma, parathyroid adenoma, pancreatic
adenoma, salivary gland adenoma, hepatocellular  adenoma,

gastrointestinal adenoma, tubular adenoma, and bile duct adenoma.”

Incluso en el documento, se reclama el método para el tratamiento de cancer que
consiste en administrar una cantidad efectiva de un antagonista especifico de
VEGF (paginas 5 y 6) por lo que se entiende que el eje central de dicha
anterioridad es precisamente la misma de la solicitud:

“Claims
What is claimed is:

1. A method of treating a benign, pre-cancerous, or non-metastatic cance
in a subject, comprising administering to said subject an effective amount
of a VEGF specific antagonist.
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2. The method of claim 1, wherein said administering of the VEGF-specific
antagonist prevents said benign, pre-cancerous, or non-metastatic cancer
fron becoming an invasive or metastatic cancer.

3. The method of claim 1, wherein said benign, pre-cancerous, or non-
metastatic cancer is a stage 0, stage I, or stage Il cancer.

10. A method of treating a subject with operable cancer, comprising
administering to said subject an effective amount of a VEGF-specific
antagonist prior to surgeiy and performing surgery whereby the cancer is
resected.

11. The method of claim 10, further comprising the step of administering
to said subject an effective amount of a VEGF-specific antagonist after
surgery to prevent recurrence of the cancer.

21. A method of preventing the regrowth of a tumor in a subject
comprising the steps of removing the tumor and thereafter administering
to the subje< a VEGF-specific antagonist.

35. The method of claim 32, wherein said polypeptide that specifically
binds to VEGF is an anti-VEGF antibody or antigen-binding fragment
thereof.

36. The method of claim 35, wherein said anti-VEGF antibody is a
monoclonal antibody.

37. The method of claim 36, wherein said monoclonal antibody is
chimeric, humanized, or fully human antibody.

38. The method of claim 37, wherein said monoclonal antibody is
bevacizumab.”

Objecion a la novedad

A pesar que los métodos de tratamiento no son patentables de acuerdo a la
legislacion vigente, deseamos dejar de presente que ni el método ni los posibles
productos, procesos o funcionalidad de los anticuerpos de alli derivados son
nuevos dado que ya habian sido anticipados por el documento W0O2008/077077.

Coémo se observa en lo reclamado por el solicitante en la reivindicacioén principal
(ver siguiente aparte de la solicitud en tramite que corresponde a la reivindicacion
1), el interés del principal es un método de terapia complementaria que se
administra luego de la cirugia.
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Un método de terapia complementaria, que comprende la administracién a
un paciente con céncer, luego de la cirugia definitiva, de una cantidad
eficaz de un antagonista especifico de VEGF, de manera de extender la
sobrevida libre de enfermedad (DFS) o la sobrevida general (OS) en el
paciente, donde el antagonista especifico de VEGF se administra durante
mas de un ario.

De la misma forma, la anterioridad el solicitante reclama el tratamiento de cancer
en diferentes estadios por medio de la administracién de un antagonista VEGF
(reivindicacién 1), en donde dicho tratamiento puede realizarse después de una
cirugia de retiro del tumor (reivindicacion 11), y en donde dicho tratamiento se

realiza con el anticuerpo monoclonal Bevacizumab (reivindicacion 38).

En vista de todo lo anterior, en el estado de la técnica ya se revelaban las
caracteristicas técnicas esenciales de lo reclamado por el solicitante, de manera
tal que las reivindicaciones se dirigen hacia métodos de terapia con adyuvantes
presentadas en el documento del estado de la técnica para tratar un paciente con
un antagonista anti-VEGF como Bevacizumab y en consecuencia la solicitud no
cumple con el criterio de Novedad y mucho menos puede atribuirsele Nivel

Inventivo.

Iv. FUNDAMENTOS DE DERECHO

Son fundamentos de derecho el Capitulo |, (Requisitos de Patentabilidad) y el
articulo 42 (Oposiciones) de la Decisién 486 de 2000.

V. PRUEBAS

Ruego que se tengan como tales, sin perjuicio de que el Despacho considere
oficiosamente, en particular de las allegadas por el suscrito a los expedientes

mencionados en este escrito, el siguiente:

v WO 2008/077077 “Vegf-Specific Antagonists For Adjuvant And Neoadjuvant
Therapy And The Treatment Of Early Stage Tumors” 26-06-2008. Portada,
paginas 1, 4, 5, 6 y reivindicaciones.
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VI. ANEXOS

Para efectos del tramite correspondiente, me permito anexar al presente escrito
los siguientes anexos:

Certificado de existencia y representacion legal de TECNOQUIMICAS S.A.
Poder para actuar.
Constancia de pago de las tasas de tramitacion de oposicién.

Copia para correr traslado al solicitante.

S

El mencionado en el acapite de pruebas.

VIl. NOTIFICACIONES

El suscrito recibira notificaciones en la secretaria de su Despacho o en mi oficina
localizada en la Carrera 17 No. 88-23, Oficina 205, Fax (1) 621.25.42 de esta
ciudad TECNOQUIMICAS S.A., las recibira en sus oficinas localizadas en la
Carrera 1 N° 46-84 de Cali.

Sefor Superintendente,

-

JOSE LUIS REYES VILLAMIZAR
C.C. 79'152.473 de Usaquén
T.P.A. 44655 del C.S.J.
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VEGF-SPECIFIC ANTAGONISTS FOR ADJUVANT AND NEOADJUVANT
THERAPY AND THE TREATMENT OF EARLY STAGE TUMORS

Background

Cancer is one of the most deadly threats to human health. In the U.S. alone,
cancer affects nearly 1.3 million new patients each year, and is the second leading
cause of death after cardiovascular disease, accounting for approximately 1 in 4
deaths. Solid tumors are responsible for most of those deaths. Although there have
been significant advances in the medical treatment of certain cancers, the overall 5-
year survival rate for all cancers has improved only by about 10% in the past 20 years.

Cancers, or malignant tumors, metastasize and grow rapidly in an uncontrolled
manner, making timely detection and treatment extremely difficult.

Current methods of cancer treatment are relatively non-selective and generally
target the tumor after the cancer has progressed to a more malignant state. Surgery
removes the diseased tissue; radiotherapy shrinks solid tumors; and chemotherapy
kills rapidly dividing cells. Chemotherapy, in particular, results in numerous side
effects, in some cases so severe as to limit the dosage that can be given and thus
preclude the use of potentially effective drugs. Moreover, cancers often develop
resistance to chemotherapeutic drugs. The treatment of early stage or benign tumors
would be desirable for preventing progression to a malignant or metasfatic state,
thereby reducing the morbidity and mortality associated with cancer.

For most patients newly diagnosed with operable cancer, the standard
treatment is definitive surgery followed by chemotherapy. Such treatment
aims at removing as much primary and metastatic disease as possible in order
to prevent recurrence and improve survival. Indeed, most of these patients
have no macroscopic evidence of residual tumor afier surgery. However,
many of them would later develop recurrence and may eventually die of their

diseases. This occurs because a small number of viable tumor cells became
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VEGFR-2 (Flk-1/KDR), the latter being the major transmitter of vascular endothelial
cell mitogenic signals of VEGF-A. Additionally, neuropilin-1 has been identified as a
receptor for heparin-binding VEGF-A isoforms, and may play a role in vascular
development.

In addition to being an angiogenic factor, VEGF, as a pleiotropic growth
factor, exhibits multiple biological effects in other physiological processes, such as
endothelial cell survival and proliferation, vessel permeability and vasodilation,
monocyte chemotaxis, and calcium influx. Moreover, other studies have reported
mitogenic effects of VEGF on a few non-endothelial cell types, such as retinal
pigment epithelial cells, pancreatic duct cells, and Schwann cells.

The recognition of VEGF as a primary regulator of angiogenesis in
pathological conditions has led to numerous attempts to block VEGF activities in
conditions that involve pathological angiogenesis.

VEGF expression is upregulated in a majority of matignancies and the
overexpression of VEGF correlates with a more advanced stage or with a poorer
prognosis in many solid tumors. Therefore, molecules that inhibit VEGF signaling
pathways have been used for the treatment of relatively advanced solid tumors in
which pathological angiogenesis is noted.

Despite the evidence implicating the role of VEGF in the development of
conditions or diseases that involve pathological angiogenesis, including late stage and
metastatic or invasive tumors, less is known about the role of VEGF in early stage or
benign cancers, the recurrence of tumors after dormancy, or in the development of
secondary site tumors from dormant tumors, malignant tumors, or micrometastases.
The invention addresses these and other needs, as will be apparent upon review of the

following disclosure.
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Summary of the Invention

The use of VEGF-specific antagonists in combination with chemotherapy has
been shown to be beneficial in patients with metastatic colorectal and non-small cel}
lung cancer, among others, but little is known about the impact of VEGF-specific
antagonist therapy on benign or early stage tumors; the recurrence of tumors after
dormancy, surgical, or other intervention; the development of secondary site tumors
from dormant tumors, malignant tumors, or micrometastases; or in the adjuvant or
neoadjuvant setting. We provide herein results that demonstrate that VEGF-specific
antagonists can be used for the treatment of early stage tumors including benign, pre-
cancerous, non-metastatic, and operable tumors. The results further demonstrate that
VEGF-specific antagonists can be used for neoadjuvant therapy of cancer (e.g., benig
or malignant cancers) or for preventing and/or reducing the likelihood of cancer
recurrence (e.g., benign or malignant cancers), including methods of adjuvant therapy.

The invention constitutes a significant medical breakthrough providing for the more
effective, less toxic, care of patients with cancer, including benign, early stage, and
operable cancers (both prior to and after surgery).

Accordingly, the invention features methods of treating a benign, pre-
cancerous or non-metastatic cancer in a subject, which comprise administering to the
subject an effective amount of a VEGF-specific antagonist. In certain embodiments,
the administration of the VEGF-specific antagonist prevents the benign, pre-
cancerous, or non-metastatic cancer from becoming an invasive or metastatic cancer.
For example, the benign, pre-cancerous or non-metastatic cancer can be a stage 0,
stage I, or stage I cancer, and in certain embodiments, the administration of the
VEGF-specific antagonist prevents the benign, pre-cancerous or non-metastatic cancer
from progressing to the next stage(s), e.g., a stage I, a stage II, a stage Il or stage IV
cancer. In certain embodiments, the VEGF-specific antagonist is administered for a
time and in an amount sufficient to treat the benign, pre-cancerous, or non-metastatic
tumor in the subject or to prevent the benign, pre-cancerous, or non-metastatic tumor

from becoming an invasive or metastatic cancer. In certain embodiments,
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administering the VEGF-specific antagonist reduces tumor size, tumor burden, or the
tumor number of the benign, pre-cancerous, or non-metastatic tumor. The VEGF-
specific antagonist can also be administered in an amount and for a time to decrease
the vascular density in the benign, pre-cancerous, or non-metastatic tumor.

As described herein, the methods of the invention can be used to treat, e.g., a
stage 0 (e.g., a carcinoma in situ), stage I, or stage Il cancer. The methods of
neoadjuvant and adjuvant therapy can be used to treat any type of cancer, e.g., benign
or malignant. In certain embodiments of the invention, the cancer is an epithelial cell
solid tumor, including, but not limited to, gastrointestinal cancer, colon cancer, breast
cancer, prostate cancer, renal cancer, Jung cancer (e.g., non-smatl cell lung cancer),
melanoma, ovarian cancer, pancreatic cancer, head and neck cancer, liver cancer and
soft tissue cancers (e.g., B cell lymphomas such as NHL and multiple myeloma and
leukemias such as chronic lymphocytic leukemia). In another embodiment, the
benign, pre-cancerous, or non-metastatic tumor is a polyp, adenoma, fibroma, lipoma,
gastrinoma, insulinoma, chondroma, osteoma, hemangioma, lymphangioma,
meningioma, leiomyoma, rhabdomyoma, squamous cell papilloma, acoustic
neuromas, neurofibroma, bile duct cystanoma, leiomyomas, mesotheliomas,
teratomas, myxomas, trachomas, granulomas, hamartoma, transitional cell papilloma,
pleiomorphic adenoma of the salivary gland, desmoid tumor, dermoid cystpapilloma,
cystadenoma, focal nodular hyperplasia, or a nodular regenerative hyperplasia. In
another embodiment, the method is desirably used to treat an adenoma. Non-limiting
examples of adenomas include liver cell adenoma, renal adenoma, metanephric
adenoma, bronchial adenoma, alveolar adenoma, adrenal adenoma, pituitary adenoma,
parathyroid adenoma, pancreatic adenoma, salivary gland adenoma, hepatocellular
adenoma, gastrointestinal adenoma, tubular adenoma, and bile duct adenoma.

The invention also features methods that comprise administering to a subject
an effective amount of a VEGF-specific antagonist to prevent occurrence or
recurrence of a benign, pre-cancerous, or non-metastatic cancer in the subject. In

certain embodiments of the invention, the subject is at risk for cancer, polyps, or a
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Claims
- What is claimed is:
1. A method of treating a benign, pre-cancerous, or non-metastatic cance:
in a subject, comprising administering to said subject an effective amount of a VEGF-

specific antagonist.

2. The method of claim 1, wherein said administering of the VEGF-
specific antagonist prevents said benign, pre-cancerous, or non-metastatic cancer fron

becoming an invasive or metastatic cancer.

3. The method of claim 1, wherein said benign, pre-cancerous, or non-

metastatic cancer is a stage 0, stage I, or stage II cancer.

4, The method of claim 3, wherein said administering of the VEGF-
specific antagonist prevents said benign, pre-cancerous or non-metastatic cancer from

progressing to a stage III or stage IV cancer.

S. The method of claim 1, wherein said administering of the VEGF-

specitic antagonist reduces tumor size.

6. A method of treating a subject with a family history of cancer, polyps,
or an inherited cancer syndrome, comprising administering to said subject an effectiv
amount of a VEGF-specific antagonist to prevent occurrence or recurrence of a

benign, pre-cancerous, or non-metastatic cancer in said subject.
7. The method of claim 6, wherein said method prevents occurrence or

recurrence of said benign, pre-cancerous or non-metastatic cancer in a subject who h:

never had clinically detectable cancer or a subject who has only had a benign cancer.
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8. A method of reducing tumor size in a subject having an unresectable
tumor, comprising administering to said subject an effective amount of a VEGF-
specific antagonist, wherein said administering of the VEGF-specific antagonist

reduces the tumor size thereby allowing complete resection of the tumor.

9. The method of claim 8, further comprising the step of administering to
said subject an effective amount of a VEGF-specific antagonist after complete

resection of the tumor.

10. A method of treating a subject with operable cancer, comprising
administering to said subject an effective amount of a VEGF-specific antagonist prior

to surgery and performing surgery whereby the cancer is resected.

11.  The method of claim 10, further comprising the step of administering
to said subject an effective amount of a VEGF-specific antagonist after surgery to

prevent recurrence of the cancer.

12.  The method of claim 9 or 11, wherein said administering of the VEGF-

specific antagonist prevents proliferation of micrometastases.

13. A method of neoadjuvant therapy in a subject with operable bancer,

comprising administering to said subject a VEGF-specific antagonist.
14. A method of preventing recurrence of cancer in a subject, comprising

administering to said subject a VEGF-specific antagonist, wherein said administering

prevents cancer recurrence in said subject.
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15. A method of reducing the likelihood of cancer recurrence in a subject,
comprising administering to said subject a VEGF-specific antagonist, wherein said

administering reduces the likelihood of cancer recurrence in said subject.

16.  The method of claim 14 or 15, wherein said administering of the
VEGF-specific antagonist prevents or reduces the likelihood of occurrence of a

clinically detectable tumor, or metastasis thereof.

17.  The method of any one of claims 14 or 15, wherein the subject has hac

definitive surgery prior to said step of administering a VEGF-specific antagonist.

18. The method of any one of claims 1, 6, 8, 10, 13, 14, 15, or 17, whereir
the VEGF-specific antagonist is a monotherapy.

19. The method of any one of claims 1, 6, 8, 10, 13, 14, 15, 17, or 18,

wherein the subject has been previously treated with an anti-cancer therapy.

.20.  The method of claim 19, wherein said anti-cancer therapy comprises

anti-angiogenic therapy.

21. A method of preventing the regrowth of a tumor in a subject
comprising the steps of removing the tumor and thereafter administering to the subjex

a VEGF-specific antagonist.
22. A method of preventing the recurrence of cancer in a subject having a

tumor comprising the steps of removing the tumor and thereafter administering to the

subject a VEGF-specific antagonist.
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23.  The method of claim 21 or 22, further comprising a period of time
between removal of the tumor and administering the VEGF-specific antagonist

wherein the period of time is greater than 2 weeks.

24.  The method of claim 23, wherein the period of time is greater than two

weeks and less than 1 year.

25.  The method of claim 21 or 22, further comprising a period of time
between removal of the tumor and administering the VEGF-specific antagonist

wherein the period of time is 28 days.

26.  The method of claim 21 or 22, further comprising a period of time
between removal of the tumor and administering the VEGF-specific antagonist
wherein the period of time is sufficient for the surgical incision to be fully healed or to

reduce the risk of wound dehiscence.

27.  The method of claim 21 or 22, wherein the VEGF-specific antagonist

is a monotherapy.

28. The method of any one of claims 1, 6, 8, 10, 13, 14, 15, 18, or 22,

further comprising monitoring the subject for recurrence of said cancer.

29, The method of any one of claims 1, 6, 8, 10, 13, 14, 15, 18, 21, or 22,
wherein the cancer or tumor is gastrointestinal, colorectal, breast, ovarian, lung or

renal.

30. The method of any one of claims 1, 6, 8, 10, 13, 14, 15, 18, 21, or 22,

further comprising administering an additional anti-cancer therapy.
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31.  The method of claim 30, wherein said additional anti-cancer therapy i
chemotherapy.

32. The method of any one of claims 1, 6, 8, 10, 13, 14, 15, 18,21, 0r22
wherein said VEGF-specific antagonist is selected from the group consisting of a
polypeptide that specifically binds to VEGF, a ribozyme, a peptibody, an antisense

nucleobase oligomer, a small RNA molecule and an aptamer.
33.  The method of claim 32, wherein said polypeptide that specifically
binds to VEGF is a soluble VEGF receptor protein, or VEGF-binding fragment

thereof, or a chimeric VEGF receptor protein.

34.  The method of claim 33, wherein said chimeric VEGF receptor proteir

is Flt-1/Fc, KDR/Fc or FIVKDR/Fc.

35.  The method of claim 32, wherein said polypeptide that specifically
binds to VEGF is an anti-VEGF antibody or antigen-binding fragment thereof.

36. The method of claim 35, wherein said anti-VEGF antibody is a

monoclonal antibody.

37.  The method of claim 36, wherein said monoclonal antibody is

chimeric, humanized, or fully human antibody.

38.  The method of claim 37, wherein said monoclonal antibody is
bevacizumab.
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