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Abogados
bog Cra. 7 16-58

Bogoté - Colombia S.A.

Tel. Conm. 3802200
AS: 100.680 Tel/Fax: {(57.1) 2827976
(57.1} 3802700

Sefiores DE INDUSTRSA ¥ COMERCIO

E. S. D.

REF: Expediente No. 06 034.840 - Solictud de Patente Entrada en Fase
Nacional Corresp. a la Solicitud Internacional PCT/GB2004/003923

a favor de ASTRAZENECA AB

Titulada: DERIVADOS DE QUINAZOLINA COMO INHIBIDORES DE TIROSINA
CINASA

JUAN PABLO CADENA SARMIENTO, vecino de Bogotd, portador de Ia tarjeta
profesional No. 57492, obrando como apoderado de la sociedad ASTRAZENECA
AB, segln lo acredita el documento de poder presentado en esa Divisiéon, me
permito allegar:

1. Reporte de Examen Preliminar Intemacional (formas PCT/AB326,
PCTNB/373 y PCT/ISA/237).

De |la sefiora jefe atentamente,

//»/// A

UAN PABLO CADENA SARMIENTO
C.C. No. 80.410.337 de Usaquén
Cra 7 No. 16-56 Piso 8
Bogota, 28 de mayo de 2008
CHP/MEVHsr.
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PATENT COOPERATION TREATY PCT!GBzomoaszzg

Fron the INTERNATIONAL BUREAU ’LQI/M %
PCT

NOTIFICATION CONCERNING

cope | nave | wm

TRANSMITTAL OF COPY OF INTERNATIONAL ASTRAZENECA
PRELIMINARY REPORT ON PATENTABILITY Globa) Intsllectual Properfy
. (CHAPTER 1 OF THE PATENT COOPERATION S-1 31 85 Sodertalje
TREATY) SUEDE ANKOM
(PCT Rule 44bix. 1(c)) 31MAR 2006 ars
* [ Duaic of mailing (daymondvyear) DATA
23 March 2006 (23.03.2006) mﬂ' TERED
Applicant’s or sgeni's file reference -
101211-1 WO . A'Vt IMPORTANT NOTICE
- International application No, Iniemational filing date (dayA=onsh/year) Priority date {daymorsii/year)
PCT/GB2004/003923 13 September 2004 (13.09.2004) 16 September 2003 (16.09.2003)

Applicant

The Iniernational Bureun transmits herewith a copy of the inlemaiional preliminary report on patentability (Chapter T of the Putenl Cooperation
Trealy)

ASTRAZENECA AB et al

The Intemational Buresu of WIPO Authorizad officer

M, chomin des Colombeites -
1211 Geneva 20, Switzerland Dorothée Milhausen

Facsimile No.+41 22 740 14 35 T'acsimile No,+41 22 338 87 40
Form PCT/IB/326 (Junuary 2004)
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CODE | DATE | N

PATENT COOPERATION TREATY

PCT
Ao 31 MAR 2006 s

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY

{Chapter I of the Patent Cooperation Treaty) DATA
. ENTERED
- (PCT Rulc 44bis) FINAL
Applicant’s or agent’s lile reference FOR FURTHER ACTION Sce ilem 4 below
101211-1 WO
Intemational applicstion No. Intemautional filing datc (day/monsivyeur) Priority date (dapimonth/year)
PCTAGB2004/003823 13 September 2004 (13.09.2004) 16 September 2003 (16.09.2003)

International Putont Classification (3th edition unless older edition indicatud)
See relevant Information In Form PCT/ISA/237

Applicant
ASTRAZENECA AB

1. ‘This inlemational prelimimary repott on patentability (Chapier 1) Is issued by the Intcrnational Buresn on behalf of the
Intermational Searching Authority under Rule 44 bis. 1(a).

19

This REPORT consists of a total of 9 sheets, including this cover sheel.

In the attached sheets, any refercnce to the wrliten opinion of the Intermnational Searching Authority should be read as a referencs
1o the inicmational preliminary repost on patantability (Chapter [) instead.

3. This report conlains indications relating to the following items:

Box No. 1 Basix of the report

x Bax Ne. Il Priority

g Box No.IlI . Non-estublishment of opinion with regard to novelty, inventive stap and Industrial
applicability

[] soado.1v Lack of unity of invention

D<) Bozno.v Reasoned statement under Article 35(2) with rogard to novelty, inventive sicp or Industsial
applicability; citations and explanations supporting such statement

q D Box No. VI Certuin documents cited
D Box No. VI Ceriuin delects In the inlcrmutions] applicution
I:] Box No. YIII Certain obucrvations on the international application

4. The Intornational Boreau will communicate this report to designated Offices in accardance with Rules 445is.3(c) and 93bis.1 but
:ul. cxcept where the applicant mukes an express reguest under Article 23(2), before the expiration of 30 months (rom ths priarity
uts {Rule 44bis 7).

Date of issuance of this repart
16 March 20086 (16.03.2006)
The Intcsnationat Bureaw of WIPO Awhorized officer
34, chemin des Colombetics -
1211 Gencva 20, Switzerund Dorothée Milhausen
Faczimile No. +41 22 740} 14 3§ Telephone No. +41 22 338 87 40

Form PCT/AIR/373 (Jannary 2004)
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PATENT COOPERATION TREATY 1

Eron e RECD 14 JAN 2005

INT ERNATIONAL SEARCHING AUTHORITY .

To: Q,L( /§) P [iFo PCT

DE | DATE | NTD . WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY

(PCT Rule 43bis.1)

86 form PCT;

{dayinontivymer) see form PCTSAZ1O (second shew)

| Appiicants or agents 1le FOR FURTHER ACTION

see form PCTASAZ220 g:a'-m Sae paragraph 2 below
ntemaiional apphcaton No. Intsmational fling date {deinanthyear) Priority date {dayinonthiear)
PCTAGB2004.003923 13.09.2004 16.09.2003

inlemailional Patent Classiicason {IPC) or both national claselicaion and IPC
CO7D401/12, CO7D40514, CO7D401/14, AB1K31517, A61P3500

. Applicant T

ASTRAZENECA AB

1. Thig opinion contains indications relating to the following tems:

& BoxNo.I  Basiscfthe opinion

B BoxNo.ll  Priority

K BoxNo.lll  Non-establishmant of oplnilon with regard to novelly, inventive step and Industrial applicabliity
[0 Box Ne. IV Lack of unhy of lvention

K BoxNo.V  Reasoned statement under Rule 43bis.1(a)(]) with nglrdb novelty, iInventive step or ndustrial
applicabliity; citationa and explanations supporting such statament

0 BoxNo. VI Certaln documants clted
2 BoxNo. VIl Ceitaln defecis in the interational application
J Box No. Vil Certaln obsarvations on the International appiication

2. FURTHER ACTION

if a demand for international preliminary examination is made, this opinion will usually be considered b be &
written opinion of the Intemational Preliminary Examining Aut ("IPEA"). However, this tbunotmpb where
the applicant chooses an Authority other than this one to be the | EA and the chosen IPEA has nottied the
‘I:ltlomul:ul Bureay un:ar Rule 68,1bis{b) that written opinions of this intemational Searching Authorlty

Il not be so conaldsre

¥ this oplnion is, as provided above, considered 1o ba a wiitten opinlon of the IPEA, the is Invited to
submit 1o the IPEA a writlen reply together, where appropriate, with amendments, before the expiration of three
months from the date of malling of Form PCTASAR20 orbchnﬂueuplrlﬂondzz months from the priority dats,
whichever axpires [atar.

For further options, ses Form PCTABA/220,

3.  Forfurther detalls, see notes to Form PCTASAR20.

Name and maling address of the ISA; Authortrad Oficer f_“
wopean Palem Office h
Q 580008 Maarich Kyriakakou, G l‘@\
Tel. 449 80 2399 - 0 Tx: 323668 epmu d ,’
Faoc 449 80 2304 - 44088 Talephona No. +40 89 2300-7835 j

Form (PCTASAL23T) (Cover Shewt) (Jammry 2004)
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WRITTEN OPINION OF THE intarnational application Na.
INTERNATIONAL SEARCHING AUTHORITY PCTAGB2004/003923

Box No.| Basis of the opinion

1. With regard o the language, this opinion has been established on the basis of the intemnational application In
the languege in which it was fied, uniess otherwise indicated under this item.

O This opinion has been established on the basls of a translation from the original language into the foliowing
language , which is the language of a translation fumished for the purposes of international search
(under Rules 12.3 and 23.1(b)).

2. With regard 10 any nuclsotide andor amino scid sequence disclosed in the intemational application and
necesaary to the claimed invention, this opinion has been established on the basis of:

a. type of material:

O asequence listing

O table(s) related to the sequence listing
b. format of material:

O In writen format
O n computer readable form
c. time of filingfurnishing:
0 contained in the Intemational application as flled
0 fied together with the international application i computer readable form.

O fumished subsequently to thia Authorlly for the purposes of aearch,

3. 01 in addiion, in the case that more than one version of copy of a sequence listing andibr table relating thereto
has been tiled or fumnished, the required statements that the information in the sul ent or addhtional
copies is identical to that in the application as flled or does not go beyond the appli as flled, as
appropriate, were fumished.

4. Addhional comments:

Form PCTABN 237 (January 2004)
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WRITTEN OPINION OF THE intarnational application No.
INTERNATIONAL SEARCHING AUTHORITY PCTA5B2004/003923

Box No. I Prlority

1. @ The following document has not been fumished:
B copy of the earller application whoss priority has been claimed (Rule 43his.1 and 66.7(a)).
I translation of the earller application whose priority has been claimed (Rule 43bis.1 and 86.7(b)).

Consequently it has not been possible to consider the validity of the priority claim. This opinion has
nevertheless been established on the assumption that the relevant date is the claimed priority date.

2. 0 This opinion has been estabiished as if no priority had been claimed due to the fact that the priority claim
has been found invalld (Rules 43bis.1 and 84.1). Thus for the purposes of this opinion, the international
fling date indicated above is considerad 10 be the relsvant date.

3. O Rthas not been passible to consider the validity of the priority claim bacause a copy of the priority document
was nol available to the I1SA at the time that the search was conducted (Rule 17.1). This opinion has
nevertheless been eatablishad on the assumption that the relevant date is the clalmed priority date.

4. Additional gbaervations, If nacessary:

Form PCTISAN237 (January 2004)
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WRITTEN OPINION OF THE International appiication No.
INTERNATIONAL SEARCHING AUTHORITY PCTK3B2004/003923

Box No. [lI Non-establishment of opinion with regard to novelty, inventive step and Industrial
applicabliity

The quastions whether the clalmed invention appears to be novel, to involve an inventiva step (to be non
obvious), or to be industrially applicable have not been #xamined in reapect of:

D) the entire intemational application,
[ claima Nos. 30-33 in respect of industrial applicability

the said intamational application, or the said claims Nos. 30-33 relate to the following subject matter
which does nol require an international preliminary examination (8pecify):

the description, ciaims or drawings (indicale particular elemants below) or sald claims Noa.  are 80
unciear that no maaningful opinion could be formed (specify):

the ciaima, or said claims Nog. are so inadequately supporied by the description that no meaningful opinion
could be formed.

no intemational search report has been established for the whole application or for said claims Noa.

the nucleotide andor amino acid ence listing does not co with the standard provided for in Annax
C of the Adminiatrative Insh'ucstl:m.::l'{I that: il

the written form O has not been fumished

D does not comply with the standard
the computer readable form  [J  has not been fumished

O does not comply with the standard

DO the tables related to the nucleotide andbr amino acld sequence listing, & in computer readable form only, do
not comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions.

aog g o

0 See separate sheat for further deotails

Form PCTISA/237 (Januasy 2004)
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WRITTEN OPINION OF THE Intsmational application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAGB2004/003923

Box No.V Reasoned statement under Rule 43b/g.1(a)(l) with regard to novelty, inventive step or
industrial applicsbllity; citations and expisnstions supporting such statament

1. Statement
Navelty (N) Yes: Claims 1-35
No: Claims
Inventive step (IS) Yes: Claims
No: Claims 1-35
Industrial applicablilty (lA) Yes: Claims 1-29,,34,35

No: Claims

2. Citations and expianations
800 soparale shest

Form PGTASA/237 (January 2004)
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WRITTEN OPINION OF THE Intemational application No.

INTERNATIONAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/GB2004/003923
Re ltem ill

Non-establishment of opinion with regard to novelty, inventive step and Industrial
applicabliity

Ciaims 30-33 relate to subject-matter considered by this Authority to be covered by the
provisions of Rule 67.1(iv) PCT. Consaquently, no oplnion will be formulated with
respect to the industrial applicability of the subject-matter of these claims (Article

34(4)(a)(l) PCT).

Be ltem V :
R asoned statement with regard to novelty, inventive step or industirial

applicabliity; citations and éxplanations supporting such statement

1. Reference Is made to the following documents

D1:WO0-A-03040109

D2:WO0O-A-02092578

D3: WO-A-0194341

D4:WO-A-0132851

D5: WO-A-0031048

D6:WO-A-0055141

D7: Bioorg.Med. Chem. Lett. 13(2003),637

D8:J. Med. Chem. 2002, 45(6),1300

D9:J. Med. Chem. 2001, 44(17),2719

D10:J. Med. Chem. 2000, 43(7),1380

2. Novelty(Art.33(2)PCT)

The present application and the prior art documents relate to substituted 4-
phenylaminoquinazolines. The main structural difference resides In the nature or the
position of the 5, 6 and 7 substituents at the quinazoline ring.

The subject matter of the present claims 1-35 can therefore be considered to be novel.
3. inventive step

3.1 The object of the present invention is to provide compounds useful In the prevention
or treatment of solld tumour disease.

3.2 In the light of the pharmacological tests comprised in the Description{pages 80-84)
it Is considered as credible that a limited number of the claimed compounds have the
alleged activity.

3.3 The prior art documents D2, D4 D5 and D8 which disclose struclurally similar 4-
phenylaminoquinazoline derivatives with the same pharmacological activity. are
considered to represent the closast state of the art. With respect to the said prior art

Form PCT/Separate Sheet237 (Sheat 1) (EPO-Janumry 2004)
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WRITTEN OPINION OF THE _ Intemztional application No.

INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/GB2004/003923

documents the maln structurat difference lies in the nature of the 7-substituent of the
quinazoline moiety.Furthermorethe pror art Document D1, D3 , D6, D7 D9 and D10
disclose phenylaminoquinazoline dervatives with a variety of substituents and the same
pharmacological activity. Taking the above into account it is evident for the person
skilled In the art that the 4-phenyiaminoquinazoline group is fundamental for the
antiproliferative activity and further modification of the substituents results to more or
less potent agents while the pharmacological actlvity is maintained. The claimed
compounds are therefore considered to be prima facle obvious and before an Inventive
step could be acknowiedged, i will be necessary for the Appllcant to demonsirate that
the present compounds display an unexpecgted property or a particularly advantageous
effect compared to the compounds of the closest state of the art. It has to be stressed
that an Inventive step could only be based on quantitative data. It shouid also be taken
into consideration that only the structural closest prior art compounds are useful for a
meaningful comparison. _

3.4 It could be expected that the compounds claimed would actually solve the problem
underiying the Invention. In this connection it has to be stressed that an inventive step
could only be acknowledged on the basis of relevant quantitative data. It has to be
taken into account that a limited number of the claimed compounds is used for the
phamacological tests comprised In the Description. These test results do not therefore
support the pharmacological activity of all the compounds. It has also to be taken into
congideration that a technical effect which justifles the selection of the claimed
compounds must be one which can be falrly assumed to be produced by substantially
all the selected compounds. In the present case if some of the claimed compounds are
indeed potent antitumour agents, it cannot be regarded as sufficient evidence, that all
the clalmed compounds possess an excelent activity. in view of the above
considerations an inventive step could be acknowledged only for those of the claimed
compounds which display a better activity and their obvious equivalents. The Applicant
Is therfore requested to submitt a repesentative range of relevant comparative tests,
otherwise the corresponding claims must be amended 80 as to exclude non Inventive
subject matter.

Re ltem VI
Certain documents cited

Form PCT/Sepaiate Sheet/237 (Shest 2) (EPO-lanimry 2004)
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WRITTEN PINION OF THE International application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/GB2004/003923
Certain published documents
Appiication No Publication dete Flling date Priority dete fvaid claim)
Paient No {day/month/year) (dawmontivysar) (dmy/mantivymar)
WOQO-A-0382290 09. 10.2003 25. 03.2003 30.03.2002
13.07.2002
WO-A-03082831 09. 10.2003 26.03.2003 28. 03.2002
24. 12.2002
28.01.2003

Farm PCT/Separsts Shaet/237 (Shewet 3) (EPO-January 2004)
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REPUBLICA DE COLOMBIA %
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Folio %
2020

Bogot4 D.C.,

Doctor(a)

CADENA SARMIENTO JUAN PABLO
Apoderado{a) y/o Repreaentante de
ABSTRAZENECA AB

REFERENCIA RadicaciSn No. 6 34540
Bolicitud internacional GB2004/003923
Fecha iniclo fase naciocnal 16/04/2008

Tr&mite 11
Evento 378
Actuacién 416
Oficio No. 1076
Folios 1

Teniendo en cuenta que la solicitud de privileglio de patente que se tramita bajo el
expediente indicado en la referencia, re(ine loa requisitos de forma establecidos en
la Declsién 486 de la Comisién de la Comunidad Andina, el Tratado de Cooperacidm
Materia de Patentes (PCT), el Reglamento y la Circular Unica de la Buperintendencia
de Induatria y Comercio, se envia el extracto de la solicitud a la Oficina de
Comumnicaciones para efecto de su publicacién en la Gaceta de Propiedad Industrial.

Climplase

Dado en Bogot# nc,' J‘m 2006

ALIX CARMENZA CESPEDES DE VERGEL



Industria y Comercio
SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 08-034940

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

PCT FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 569

DE FECHA 31 DE OCTUBRE DEL 2006, EL TERMINO HABIL SENALADO POR

LA LEY EXPIRA EL 01 DE FEBRERO DEL 2007

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacién
en la gaceta de Propiedad Industrial, deberd solicitar y cancelar el examen de
patentabilidad so psna de que la solicitud caiga en abandono, de acuerdo con lo
establecido en el Articulo 44 de la Decision 488/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.

sl NO__ X

Bogota D.C., Mayo de 2007

y’b
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SUPERINTENDENCIA DE INDUSTRIA Y C MERCI 3 d/\
RADICACION: 6-34940 EDICTO No. 8817
LA SECRETARIA GENERAL AD-HOC
HACE SABER:

Que asta Superintendencia profiiéd Resoluclén No. 14764 de 25-MAY-2007. Que el contenido de la parte resolutiva es como sigue: El
Superintendenie de industria y Comerclo. ’

RESUVELVE

ARTICULO PRIMERO: Declarar sbandonada la solcliud de privilglo de palenia de
invencidn qua antrd en fase naclonal en virid del Tratado de Cooperacidn en Materia de
Patentes (PCT), de acuardo con les razones expudstss en la parts considerativa de [a
presarme resoucidn, N

ARTICULO SEGUNDO: Notificer parsonaiments el condenido de s presanta reackicion al
docior Juan Pablo Cadena Sarmiento, o a ¢quisn huge sus veces, en su calidad de
apoderado ds AstraZenaca Ab., entregéndols copla de la misma, adviriéndole qua contra

ella procade el recurso de reposicidn Interpussto enle el Superintandents de Indusiria y
Comercio, al momeanto de la notificacion o dentro de loa 5 dias hdbiles sigulenies a alla.

NOTIFIQUESE Y CUMPLASE
Dada en Bogotd, D.C..aks 25 M0 287

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO,

Para notificar a los Interesados, ee flla ol HCTO en lugar vislble al piiblico en la SUPERINTE 1A INDUSTRIA Y
COMERCIO, por @l término de (10} dlez les contedos a partir de las 8:00 a.m. de hoy.

Secrataria General Ad-Hoc 12-JUN-20 Esta adicio se desfija hoy 26-JUN-2007 & las 4:30 p.

Secretaria General Ad-Hoc

EDICTO No. 8917

http://docs.sic.gov.co/Documentos/ApEdictos/edictos.php?fecha=12-6-20078&kini=40 08/06/2007



