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PUBLICACION: Gaceta 614 del 19/03/2010, N° 2157 de publicacion 24.
SOLICITANTLE: EXELIXIS INC.

APODERADO: CARLOS ORLANDO MAYA RODRIGUEZ.

TRAMITE: Recurso de Reposicion y en subsidio el de apelaciéon en

contra de la Resolucion 78612 de diciembre 19 de 2014 por
la cual se concede una patente de invencion tramitada

bajo el namero de expediente PCT/09-126923A.

TITO NOE PARRA MURILLO, mayor de edad, identificado como aparece al pic de mi
lirma, reconocido apoderado de la socicdad LAFRANCOL S.A.S. en el asunto de la
referencia, de manera respetuosa, y dentro de los términos de ley, presento Recurso de

Reposicion v en subsidio de apelacion contra la Resolucion 78612 de diciembre 19 de

2014 por la cual se concedio a la solicitud PCT/09-126923A cl privilegio de patente de

invencion.

. PETICION

Sirvase, Seffor Superintendente, reponer integramente la Resolucion 78612 de diciembre 19




de 2014, por la cual se declard infundada la oposicion presentada y se otorgo el privilegio
de patente solicitado en el expediente de la referencia, y en su remplazo emitir otra que, con
fundamento en los argumentos expuestos en el escrito de observacion y en el presente
escrito, declare fundada dicha oposicion y nicgue el privilegio de patente mencionado,

procediendo luego al definitivo archivo del expediente en cuestion.

[I. ARGUMENTOS SOBRE LOS FUNDAMENTOS DE LA CONCESION Y
MOTIVOS DE INCONFORMIDAD

La Resolucion 78612 de diciembre 19 de 2014, que concede cl privilegio de patente de
mvencion solicitado para el capitulo reivindicatorio del expediente 09-126923A del titulado
referenciado, viola flagrantemente la Decision 486 si sc ticne en cuenta que existian
motivos sulicientes para afectar los requisites de novedad y nivel inventivo de la solicitud
en mencion. Ls evidente que el solicitante y la Resolucion cometen un error cuando
alirman que la oposicion presentada por mi representada no 11]L1c&;lra ningun tipo de
argumento soportado téenicamente, ni desvirtia la patentabilidad del objeto de estudio,
declarandola infundada por cuanto, al momento de presentacion del escrito de oposicion se
dejé en claro que para ¢l presente caso nos encontramos {rente a una combinacion de
compuestos, lo cual indudablemente alecta el requisito de nivel inventivo, éste mismo

indispensable para acceder a cualquier beneficio patentario.

Asi las cosas, me permito reiterar que la concesion de patente objeto del presente escrito se
ve alectada por los documentos del estado del arte que fueron presentados inicialmente en
cl escrito de observacion, por lo cual, basado cn lo siguiente, solicito respetuosamente a ese
Despacho dar andlisis completo y a cabalidad sobre los siguicntes documentos. los cuales
sin lugar a dudas objetan la concesion en mencion, toda vez que develan de manera expresa

y sucinta lo que se pretende proteger en la presente solicitud.

Dicho asi, mc permito manifestar que agentes tales como Docetaxel, Rapamicina,
Carboplatino, Cetuximab y Trastuzumab, han sido ampliamente divulgados cn el sector
quimico-farmacéutico, y concretamente sc han develado materias muy similares, las cuales

rucgo a ese Despacho analizar, en los siguientes documentos:

- EP 253738
- US 4814470
- DE 2347682




- US 3929992
- NL 7307863
- US 4140707
- WO 9640210
- WO 9216553
- US 5677171

Asi como resulta imprescindible manifestar que los anteriores documentos deben ser
analizados a profundidad y cabalidad para asi determinar finalmente si afectan o no la
novedad y nivel inventivo de la presente solicitud, toda vez que en nuestra opinion se
revelan materias muy similares, también cs necesario reiterar que la solicitud de la
referencia pretende  proteger mediante el derecho patentario objctos que no  son
considerados invenciones. Es claro que una invencion es toda creacion humana que permita
transformar la materia o energia que existe en la naturaleza, para su aprovechamicnto por
los scres humanos y satisfacer sus necesidades coneretas. De igual modo, como ya se
menciond, segin los pardametros de la Dceeision 486 y normas concordantes, serdn
patentables las invenciones que cumplan con los requisitos de novedad, nivel inventivo y
aplicacion industrial. No obstante. puede observarse que la solicitud en comento pretende
reivindicar combinaciones, las cuales no se consideran invenciones. In esle sentido, la
mezela (Combinaciones) de productos (Moléeulas) conocidos y su variacion. bien sea en
uso, forma, dimension o de materia, NO se consideran invenciones por cuanto no son
susceptibles de aplicacion industrial, nivel inventivo y novedad, luego NO pueden acceder
a benelicios patentarios. Por lo tanto, se suma una circunstancia mds que imposibilita

definitivamente la concesion de la solicitud en mencion.

Y sobre el particular, es imprescindible sefialar que un efecto sinérgico nuevo no se
considera inventivo como tal, dado que puede ser obvio para una persona versada en la
materia, cosa que sucede en el presente caso. En palabras del Doctor Carlos Correa, “F/
efecto sinérgico entre dos o mas drogas se puede considerar un “descubrimiento” Vno wnad
“invencion”, dado que la sinergia ocurre en el cuerpo y se descubre a través de ensayos
clinicos.  Asimismo, cabe destacar que, en algunos casos, las reivindicaciones de
combinaciones pueden  equivaler, en  1érminos practicos, a reivindicaciones  sobre
tratamientos médicos (cuya patentabilidad esta excluida en la mayoria de los paises),
cuando solo brindan un método para adminisirar una combinacion de drogas conocidas.
Asimismo, la combinacion de drogas para evitar la resistencia particular a una de ellas es

una practica normal en el desarrollo farmacéutico y. por lo general, es evidente para el

N



| hombre del oficio de nivel medio™ (Pautas para el examen de patentes farmacéuticas,
CEIDIE, Pag. 8). En estos términos, estd claro que nos encontramos {rente a un tema
totalmente sensible que merece toda la evaluacion por cuanto las combinaciones deben

considerarse excluidas de beneficios de patente.

Y en caso que ese Despacho decidicre insistir en ¢l cabal cumplimicnto de los requisitos
exigidos para acceder al benelicio de patente, me permito allegar copia del International
Scarch Report y ¢l respectivo Written Opinion Of The International Searching Authority,
documentos en los cuales se resalta que la presente invencion no cumple con los requisitos
de novedad y nivel inventivo por cuanto existen documentos citados del estado del arte que
alectan de manera definitiva tales exigencias. Lo anterior deja entrever, sin lugar a
cquivocos, que la presente solicitud no debio ser concedida, por lo cual es procedente la

revocatoria de la Resolucion objeto de este escrito.
En este sentido, reitero con el debido respeto la necesidad de analizar a profundidad los
requisitos de novedad y nive! inventivo para asi determinar si la presente solicitud cs
merccedora de concesion de privilegio de patente.

ANEXOS

International Search Report y el Written Opinion Of The International Searching Authority
de la equivalente internacional WO 2008/127594

En subsidio apclo.

Seiior Superintendente,
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TITO NOE PARRA MURILLO
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(19) World Intellectual Property Organization

International Burcau

(43) International Publication Date
23 October 2008 (23.10.2008)

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

O OO

(10) International Publication Number

WO 2008/127594 A3

(51)

(72)
(75)

(74)

[nlernationa! Patent Classitication:

AGIK 317337 (2000.01) AGIK /A T7 (2006.01)
AGIK 31436 (2006.01) AGIRK 317555 (2000.01)
AGIK 317497 (2000.01) AGTR 4506 (2000.01)
AGLK 317498 (2006.01) AGIP 35400 (200600
AGIK 3174985 (2000.01)

Internationul Application Number:
PTUSZ008/004:.70)

International Flling Date: B Aprl 2008 (08.04.2008)

Flling Language: English

Publication Language: Linglish

Priority Data:

60M23, 164 LE April 2007 (11042007 US

Applieant (for all designated States except US): EX-
ELIXIS, INC. [US/US]: 210 Bast Grand Avenue, 10,
Box 511, South San Francisco, California 949083-0311
(US),

[uventors; and

Inventors/Applicants (for (05 only):  LAMB, Peler
[USAUS]; 814 Mandana Blvd, Oakland, California 94610
(US). MATTHEWS, David [GB/US]; 2 Baleeta Avenue,
San Francisco, California 94127 (US).

Agents: WADE, Janice V. et al.; 210 Uast Grand Avenue,
PO, Box STH, South San Francisco, California 940830511
(US).

(81) Designated Stutes (unless othenvise indicated, for every

kind of national protection available): AU, AG, AL, AM,
AQ, AT, AU, AZ, BA, BB, BG, Bl BR, BW, BY, BZ, CA,
CI, CN,CO, CR, CU, CZ, DIi, DK, DM, DO, DZ, LiC, B3,
LG, ES, LGB, GD, GE, GLI, GM, GT, HN, 1R, 11U, 1D,
I, IN, IS, JP, KIi, KG, KM, KN, K, KR, KZ, LA, L.C,
LK, LR, L5, LT, LU, LY, MA, MD, ME, MG, MK, MN,
MW, MX, MY, MZ, NA, NG, NI, NO, N7, OM, PG, PI,
PL, T, RO, RS, RU, SC, 8D, Sk, SG, SK. SL, SM, SV,
SY,TLTMUTN, TR, T, TZ, UA, UG, US, UZ, VC, VN,
LA M, W,

(B4} Deslgnated Statles (unless othenwvise indicated, Sfor every
kind of regional protection available): ARIPO (BW, GH,
GM, KL, LS, MW, M7, NA, 8D, 8L, 87, 'T7Z, UG, 7M,
ZW), Burasian (AM, AZ, BY, KG, K7, MD, R, 'TJ, TM),
European (AT, BLE, BG, CH, CY, C7, DI, DK, BL, 1S, 11,
FR,GB,GR, HR, MU, TE, IS, I'T, LT, LU, LV, MC, M, NI,
NO, PL, PT, RO, SE, SL SK,TR), OAPTBE 1), ClECG,
CLCM, GA, GN, GQ, GW, M1, MR, NIE, SN, T, TG

Published:

with international search repont
before the expivation of the time timit for amending the

claims and to be republished in the event of receipt of

amendiments

(88) Date ol publication of the international search report;

30 April 2009

(54) Title: COMBINATION THERAPIES COMPRISING QUINOXALINE INHIBITORS OU PIIK-ALPHA FOR USLIN TL1S
TREATMENT OIF CANCER

R."t?
53
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(57) Abstract: The present invention provides methods of treating cancer by administering a compound of Formula 1, optionally
as a pharmaceutically aceeplable salt, solvate and/or hydrate thereof, in combination with other caneer treatments.

(Jnl



PATENT COOPERATION TREATY

From lhe
INTERNATIONAL SEARCHING AUTHORITY

e _{ PCT

INTERNATIONAL SEARCHING AUTHORITY

t s T B WRITTEN OPINION OF THE
| (PCT Rule 43bis.1)

|_ Ei.'_a.te-aqmm"g_' e e e
{dayfmonthyear) seeform PCTASAZ10 (second sheet)

Applicanl's ol; agent's file relerence

see form PCTASAR20

| FOR FURTHER ACTION i
See paragraph 2 below |

iﬁ\ernati&il_-ai_pplicalioﬁ_ﬁc._ o l _|I:IEEH'T-‘I:1|_IDI'1_.’:-I.E %tlir@udafe {c-:‘a;v,fnomﬁ:@r) __F-'nﬁy date (day,mcnrﬁ-year)

PCTAIS2008004570 08.04.2008 11.04.2007

‘International Patent Classification (IPC) or both national classification and IPC
INV. AB1K31/837 A61K31/436 AG1K31/497 A61K31/498 AB1K31/4985 AB1K31/517 ABTK31555 A6TK4506
A61P3500

Applicant
EXELIXIS, INC.

1. This opinion contains indications relaling lo the following items:

& Box No. | Basis of the opinion

I Box Me. !l Priority

O BoxNo. Il Non-establishmenl of opinion with regard to novelly, inventive step and industrial applicability

O Box No.{V  Lack of unity of invention

X Box No. V Reasonad statament under Rule 43bis.1(a){i) with regard lo novelty, inventive step or industrial
applicability; citations and explanalions supporting such stalement

B Box No. VI Cerlain documents cited

O Box No. Vil Cerlain defects in the inlernational application

[ Box No. VIl Cerlain observations on the inlernalional application

2. FURTHER ACTION

If a demand for international preliminary examinalion is made, this opinion will usually be considered to be a
writlen opinion of the International Preliminary Examining Authority {"IPEA") except thal this does nol apply where
the applicant chooses an Authority other than this one to be Ihe IPEA and lhe chosen IPEA has notifed the
International Bureau under Rule 66.1bis(b) thal wrillen oginions of this International Searching Aulhority

will not be so considered,

If this opinion is, as provided above, considered lo be a writlan opinion of the IPEA, the applicant is inviled to
submil to the IPEA a wrillen reply together, where appropriale, with amendmenls, before thae expiration of 3 months
from the date of mailing of Form PCTASAR220 or before the expiration of 22 months from the priority dale,
whichever expires laler.

For lurther options, see Form P 1154220

a, For lurther details, see notes lo Form PCTASARZ20,

Dat¢ of completionof | Authorized Officer )

this opinion a

_‘_l "

European Patent Office s . : .

_-OD) D-80298 Munich BT A Renard, Delphine i O ;
Tel. +49 89 2399 - 0 Tx: 523656 epmu d kE o

Fax: +49 89 2399 - 4485 Telephone No. +49 89 2399-4744

Name and mz;l”r‘lg addl:o-ss ofthe ISAT

Form PCTASA237 (Cover Sheel) (April 2005)

b



WRITTEN OPINION OF THE International application Nd.
INTERNATIONAL SEARCHING AUTHORITY PCTAUS2008/004570

* Box No.| Basis of the opinion

1. With regard to the language, this opinion has been established on the basis of:
B the international application in the language in which it was filed

O a translation of the international application into , which is the language of a translation furnished for the
purposes of international search (Rules 12.3(a) and 23.1 (b)).

2. O This opinion has been established taking into account the rectification of an obvious mistake authorized
by or notified to this Authority under Rule 91 (Rule 43bis.1(a))

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and
necessary to the claimed invention, this opinion has been established on the basis of:

a. type of material:
O asequence listing
[0 table(s) related to the sequence listing

b. format of material:
O  on paper
O in electronic form

c. time of filingfurnishing:
O contained in the international application as filed.
O filed together with the international application in electronic form.
O furnished subsequently to this Authority for the purposes of search.

4. O  In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto
has been filed or furnished, the required statements that the information in the subsequent or additional

copies is identical to that in the application as filed or does not go beyond the application as filed, as
appropriate, were furnished.

5. Additional comments:

Form PCTASA/237 (April 2007)



WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHOQRITY PCTAUS2008004570

Box No. Il Priority

1. [ The valldity of the priority claim has not been considered because the International Searching Authorily
does not have in ils possession a copy of the earlier application whose priority has been claimed or, where
required, a translalion of that earlier application. This opinion has nevertheless been established on the
assumption that the relevant date (Rules 43bis.1 and 64.1) is the claimed priority date.

2. O This opinion has been established as if no priority had been claimed due to the fact that the priority claim
has been found invalid (Rules 43bis.1 and 64.1). Thus for the purposes of this opinicn, the internalional
filing date indicated above is considered to be the relevant date.

3. Additional observations, if necessary:

see separate sheet

Box No.V  Reasoned staternent under Rule A3bis.1(a)(i) with regard to novelly, inventive slep or
industrial applicability; citations and explanations supporling such slatement

1. Stalement
Novelty (N) Yes: Claims 1-28
MNo: Claims
Inventive step (IS) Yes: Claims
No:  Claims 1-28
Industrial applicability (IA) Yes: Claims 1-28
No:  Claims

2. Cilations and explanations

see separale sheet

Box No. VI Certain documents cited

1. Certain published documents (Rules 43bis.1 and 70.10)
and /or
2. Non-written disclosures (Rules 43bis.1 and 70.9)

see form 210

Form PCTASA/237 (April 2007)




WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2008/004570

1) The present application relates to combination therapies comprising quinoxaline
derivatives for use in the treatment of cancer.

Re Item V. -

2)  Claims 1-28 relate subject-matter considered by this Authority to be covered by the
provisions of Rule 39.1(iv)/67.1(iv) PCT. The patentability can be dependent upon the
formulation of the claims. The EPO, for example, does not recognise as patentable
claims to the use of a compound in medical treatment, but may allow claims to a
product, in particular substances or compositions for use in a first or further medical
treatment.

8) Reference is made to the following documents: unless otherwise indicated reference

is hereafter made to the passages cited in the search report

D1: WO 2007/023186 A (APPLIED RESEARCH SYSTEMS [NL]; GAILLARD
PASCALE [FR]; QUATTROPANI ANNA) 1 March 2007 (2007-03-01)

D2: WO 2007/044729 A (EXELIXIS INC [US]; BAJJALIEH WILLIAM [US]; BANNEN
LYNNE CANNE [US]; BR) 19 April 2007 (2007-04-19)

D3: WO 2008/021388 A (EXELIXIS INC [US]; AFTAB DANA T [US]; LAIRD
POUGLAS A [US]; LAMB PETER) 21 February 2008 (2008-02-21)

D4: WO 2008/101979 A (SERONO LAB [CH]; GAILLARD PASCALE [FR]; POMEL
VINCENT [FR]; JEANCLAUDE) 28 August 2008 (2008-08-28)

4)  Priority
The priority document US60,923,164 filed on 11 April 2007 partially supports the
present application.
Documents D2 and D3 are relevant in assessing novelty for claims 1,2, 17 and 18.
However, these claims are supported by the priority document (cf. claims 1, 2, 45 and
page 39 wherein formula la is disclosed).
Therefore, documents D2-D3 will no be further used.

5) Novelty
The generic disclosure of D1 overlaps the general formula 1 the present application.
The document contains specific examples of compounds falling within the scope of
the present claim 1 for use in the treatment of cancer. However no combination of
these compounds with a second agent or radiation or surgery is mentioned.
Therefore, the subject-matter of the present application is considered novel.

Form PCT/ISA/237 (Separate Sheet) (Sheel 1) (EPO-April 2005)



WRITTEN OPINION OF THE Internalional application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2008/004570

6) Inventive slep

In the light of D1 as closest prior art, the problem underlying the present application

may be seen as a treatment of cancer. _
The main difference between the prior art and the present application resides in the
second agent.
The combination of a known anti-cancer agent with a further agent known to be
useful in the treatment of cancer is not considered to support an inventive step as
combination is a known measure of treatment of cancer.
Data are provided for compound A in combination with taxol, rapamycin, carboplatin,
compound B and erlotinib (cf. figures 1-5). However, at present, it is not clear which
compound is really compound A. Therefore, no inventive step can be acknowledged.
In case compound A is only one specific compound, it is inherently unlikely that all
combinations of claim 1, or at least substantially all of them, possess the alleged
technical effect.

Accordingly, the subject-matter of the present application does not involve an
inventive step.

Re Item VI. Cited documents
Document D2 discloses the same compounds as the one of the present application
to be combined with surgery, radiation and chemotherapeutics for use in the
treatment of cancer.
Document D3 discloses the combination of PI3k and MEK for use in the treatment
of cancer.
Document D4 discloses compounds of the present application for use in the
treatment of cancer. No combination is disclosed.

Form PCTAISA/237 (Separate Sheel) (Sheel 2) (EPO-April 2005)




INTERNATIONAL SEARCH REPORT

International application No

PCT/US2008/004570
C{ConUnuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Catagory® | [italion of document, with Indication, whare appropriate, of Ihe ralavan! passagos Ralevanl 1o clalm No.
E WO 2008/101979 A (SERONO LAB [CHJI; 1-28

GAILLARD PASCALE [FR]; POMEL VINCENT [FR];
JEANCLAUDE) 28 August 2008 (2008-08-28)
abstract

claims 1-24

Form PCTASAZ10 (continuplion ol 3ac0ma shest) (Aprl 2005}



INTERNATIONAL SEARCH REPORT

Infermatlon on patant tamlly members

Intemational application No

PCT/US2008/004570
Paten! document Publication Patent famlly Publicalion
cited in search raport date mamber(s) date
W0 2007023186 A 01-03-2007 AU 2006283846 Al 01-03-2007
CA 2618479 Al 01-03-2007
KR 20080049767 A 04-06-2008
WO 2007044729 A 19-04-2007 AU 2006302179 Al 19-04-2007
CA 2623768 Al 19-04-2007
EP 1931645 A2 18-06-2008
KR 20080068651 A 23-07-2008
WO 2008021389 A 21-02-2008  NONE
W0 2008101979 A 28-08-2008  NONE

Form PCTHSAZ 1D (palom family annex| (Apnt 2005}
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INTERNATIONAL SEARCH REPORT

Informatian on patent tamily members

International application No

PCT/US2008/004570
Patant document Publication Patent family Publication
cited In soarch report dala mamber(s) date
WO 2007023186 A 01-03-2007 AU 2006283846 Al 01-03-2007
CA 2618479 Al 01-03-2007
KR 20080049767 A 04-06-2008
WO 2007044729 A 19-04-2007 AU 2006302179 Al 19-04-2007
CA 2623768 Al 19-04--2007
EP 1931645 A2 18-06-2008
KR 20080068651 A 23-07-2008
W0 2008021389 A 21-02-2008  NONE
W0 2008101979 A 28-08-2008  NONE

Form PCTASAZI0 (palers [amiy annax) (Apnl 2005)



