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Ref.: Expediente N°. 07-081.364

Solicitud de Patente de Invencidn titulada: “COMBINACIONES FARMACEUTICAS
QUE COMPRENDEN UN UNHIBIDOR DE LA RENINA, UNA ENDOPEPTIDASA
NEUTRAL Y OPCIONALMENTE UN PIURETICO Y UN BLOQUEADOR DEL
RECEPTOR DE LA ANGIOTENSINA II".

Solicitante: NOVARTIS A.G.

RESPUESTA AL OFICIO N°. 13107 NOTIFICADO

POR FIJACION EN LISTA No. 378, DE FECHA 12 DE OCTUBRE DE 2007,
(EXAMEN DE FORMA)

CARLOS R. OLARTE, mayor de edad y vecino de Bogots, identificado tal como aparece al pie
de mi firma, en mi cardcter de apoderado de la sociedad en referencia, me permito dar respuesta
alautoemanadodeeseD&spcho,dentmdeltérminolegalprevistoenelarﬁculo%dela
Decisidn 486, en los siguientes términos:

1. En respuesta a la pnmcra observacién del Examinador, me permito aclarar al despacho

T wse Nacional Capat y@CapfuﬂoIIcomomma]meMese
presentd. Para tal efecto, adjunto copia del Reporte Preliminar Internacional de Patentabilidad, ¢l
cual, valga la pena aclarar, no contiene anexos.

2. En respuesta a la segunda observacién del Examinador, me permito presentar un nuevo
titulo; *COMBINACIONES FARMACEUTICAS QUE COMPRENDEN UN UNHIBIDOR
DE LA RENINA, UNA ENDOPEPTIDASA NEUTRAL Y OPCIONALMENTE UN

World Trade Center - Torre A, Calle 100 No. BA — 37, Piso 10, Bogot2 D.C., Colombia
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PCT

(Chapter 1 of the Patent Cooperation Treaty)

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY fp

Applicant’s or agent’s file reference FOR FURTHER ACTION Sce item 4 below

PC/4-34138A

Internatjonal application Ne. International fling date (day/month/year) Pricrity date (day/month/year)
PCTAIS2006/004401 09 February 2006 {09.02.2000) 11 February 2005 (11.02.2005)

See rslavant information In Form PCT/ISA237

Intcrnational Patent Classification (8th edition unless older edition indicated)

Applicam

NOVARTIS AG

(£

1. This international preliminary report on paten
Internationa) Seasching Authority under Rule 44 bis4{a).
This REPOR'T' consists of a tolal of 8 sheets, including this cover sheet,

In the anached sheets, any reference to the written opimion of the Intemnational Searching Antharity shonld be read as a reference
to the international prelimizery report on patentability (Chapter 1) instead.

‘hmbyﬂmlnmﬁnmlﬂmonbehalfufﬁm

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

X BoxNo.I Basis of the repont

D Box No. I Prority

X BoxNo.m Non-cstablishment of opinion with regerd to novelty, nventive step and industrial
epplicability

[} BoxNo.Iv Lark of unity of inveation

%] Boxie. v Reasoned statement wmder Asticle 35(2) with regard to novelty, inventive step or industrial
applicability; citations and explanations supporting such statement

[[] Boxno.v1 Cartatn documents cited

[[] BoxNo.vm Certain defects in the intermationsl application

Box No. VIII Certain observations on the intermational spplication

4.  Tie Intemnational Burean will communicate this report to designated Offices in aceordanco with Rules 44b4s.3{c) and 93bis.1 bat
nol, except where the applicant makes an express request under Article 23(2), before the expiration of 30 months from the priority

date (Rule 44bis 2).
Drte of issuanee of this report
16 October 2007 {16.10.2007)
The International Barean of WIPO Authorized officer
34, chemin des Colombettes .
1211 Geneva 20, Switzerlansd Beate Giffo-Schmitt
Facsiriile No. +41 22 338 8270 e-maifl: pt03.pet@wipo.int

Form PCT/AB/A73 (Jmmuaty 2004)




From the
INTERNATIONAL SEARCHING AUTHORITY

To:

PCT

o W
A

WRITTEN OPINION OF THE
sea form PCTISA220 INTERNATIONAL SEARCHING AUTHORITY
(PCT Rule 43bls.1)

Deter of mafling

{dsyinanthirear) see form PCTASAZ10 {second ehost)
Applicants or agenfa fils refarance FOR FURTHER ACTION
see form PCTASA220 Soo paragraph 2 below
Intfemational application No. Intarruiane] fling date (dsyfnortiyear) Priaity dato (dayinontivyeas)
PCTAJS2006004401 09.02.2008 ¥1.02.2006

International Patem Classification {IP) or both nafional classifeation and [PC

INV, AB1K31/165 A61K31/192 AB1K31216 AG1K31549 AG1K3141 A61P3AS AG1P3/10 AB1POO0D AS1PRO4
AG1P9A0 AB1PRA2 AG1P13A2 AS1P27408

Anplicant
NOVARTIS AG

1. This opinion contains indications relating to the following ftems:

X BoxMo.1  Basisof the opinion

O BoxNo.ll  Priority

M BoxNo. I Non-establishment of opinion with regard to novelty, Inventive step and Industrial appleabfTity

[J BoxNo.V Lack of unfly of invention

BoxNo.V  Reasoned siztement under Rule 436, 1(z)(i) with regard to novelly, Inventive slep er industrial
applicabifity; citations and supporiing slatoment

[0 BoxNo.V1 Certain documents cited

L1 BoxNo. VIl Cerisin defects in the intermational epplication

& Box No. VIIl Ceriain obseivations on the International application
2. FURTHER ACTION

if a demand for internationat prefimi examiration Is mads, this opinion will bo consldered to bo a
written opinion of the International Pr:ggnhaly Examining Authority {'IPEA&gmept this does not apply where
iie applicant chooses an Authority other than this one to be the IPEA and the chosen [PEA has notﬂ‘az%
intemational Bureau under Rule 68.1bis{b) that writlen opinions of this Intemnational Searching Authority

will not be so considered.

[t this opinien is, as provided above, considered to ba a written opinlon of the IPEA, the applicant is invited to
submit to tho IPEA a wrilton reply togsther, whora riate, with amendmants, before the expiration of 3 months
from the date of malling of Form PCTASAL20 or before the explration of 22 months from the priority date,
whichever expires later.

For further options, ses Form PCTASALZ20,
3.  Forfurther dotails, ses notes to Form PCTASAZ20,

Neme and maling address of the ISA: Date of completion of Authorized Offcar
g European Patsnt Offico see form :
; ) D-80288 Munich PGTISAZ10 Skidldebrand, Carl )
— Tel. +49 89 2399 . 0 Tx: 523856 epmud £ &
Fax: +49 €9 2398 - 4486 Telephono No. +49 89 2380-8467 i gt

Fruren TRIYTIRAIPAT 0 %rarcor Chool §Arail 2AN5L
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_ WHITTEN OPINION OF THE internatonal application No.
i | MTIONAL SEARCHING AUTHORITY PCTMS2006904431 @

1. With regard to the language, this opinion has been established on the basis of: -
the international appication in the language in which it was filec

O a transiation of the intemational appication into , which s the language of @ translation fumished for the ~ *
puposes of intematioms search (Rules 12.3(a) and 23.1 (b). g

2. mmmwnmmm mwmmmﬂmwﬂm
necessary to the ciaimed invention, this opinion has been established on the basis of:

4. type of material: _
0 & sequence Hsting
0 table(s) related to the sequence bisting

b. formeat of matorial:
O onpaper
0  In electronic form

c. time of flingfumishing: |

v {7 . contained In the intemational application as filed.

[0 fied together with the intemationa! application in electronic form,
1 fumished subsequently to this Authority for the purposes of search.

3. O inaddition, in the case that more than one version or copy of a sequence listing andbr table reiating thereto
mmm«mmmmmmmmuﬂmhm -or additional
msmmmmmmasnwmmmmwm n a&s filed, as
appropriats, were furnished. . ,

4, Additional comments:

Form PCTISA 237 (Apel 2005)
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WRITTEN OPINION OF THE Intemational application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAUS2006004401

Box No. lil Non-establishment of opinlon with regard to novelty, inventive step and industrial
applicability

The questions whether the claimed invention appears to be novel, to nvolve an inventive step (to be non
obvious), or to be industrially applicable have not besn examined In respect of

0O the entire Intemational application

claims Nos. 1-36 {all in part)
because:

the said intemational application, or the said claims Nos. 18-36 (LA, only} rsiate to the following subject
matter which does not require an international search (specify):

see separato sheet

O  the description, claims or drawings (indfcate particiiar elemenis below) or said claims Nos.  ars so unclear
that no meaningful cpinion could bo formed (spsciy):

O the claims, or sald claims Nos. are so inadequately supported by the description that no meaningful opinion
could be formed (specify):

X no international search report has been established for the whole application of for sald claims Nos. 1-36
(all in part)

0 a meaningful opinion could not be formed without the sequence listing; the epplicant did not, within the
prescribed time imit:

O tfurnish a sequsnce fisting on paper complying with the standard provided for In Annex C of the
Administrative Instructions, and such listing was not avaiabls to the intemational Searching
Authority in a form and manner acceptable to it.

O fumish a sequence listing In elecironic form complying with the stantard provided for in Annex C
of the Administrative Instructions, and such iisting was not avaflgble to the International Searching

Authority in & form and manner acceptable to it.

O pay the required late furnishing fee for the furnishing of a sequencas [sting in responss to an
nvitation under Rules 13tsr.1(a) or (b).

O a meaningful opinton could not be formed without the tebles related o the sequencs [istings; the%lhant
did not, within the prescribed time limit, furnish such tables In electronic form complying with the technical
requirements provided for in Annex C-big of the Administrative Instructions, and such tables were not
available to the Intemational Ssarching Authorily in & form and mannsr accaptable toit

O the tables related to the nucleotide andor amino acid sequence listing, f in electrontc form only, do not
comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions.

{0 Ssee Supplemental Box for further dstalls

Form PCTASA/237 (April 2008}
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WRITTEN OPINION OF THE international application No. %
INTERNATIONAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/US2006/004401

Re item ill

Non-establishment of oplnion with regard to novelty, Inventive step and Industrial
applicabllity

Claims 19-27 relate to subject-matter considered by this Authority to be covered by the
provisions of Rule 67.1(iv) PCT. Conseguently, no opinion will be formulated with respect
to the industrial applicability of the subject-matter of these claims (Article 34(4)(a)(l) PCT).
Be ltemV |
Reasoned statement with regard to novelty, inventive step or Industrial applicablilty;
citations and explanations supporting such statement

Reference is made to the following documents:

D1: EP-A-0498 3581 (SCHERING GORP [US]) 12 August 1882 (1292-08-12)

D2: WO 02/40007 A (NOVARTIS AQ [CH]; NOVARTIS ERFIND VERWALT GMBH [AT]; HEWITT
WILLIAM [U) 23 May 2002 {2002-05-23)

D3: WO 031098272 A (NOVARTIS AG {CH]; NOVARTIS PHARMA GMBH [AT); HOLMES DAVID

b GRENVILLE [C} 4 December 2003 (2003-12-04)

D4: WO 03/059345 A (NOVARTIS AG [CH]; NOVARTIS PHARMA GMBH [AT]; WEBB RANDY LEE [US];
KSAN) 24 July 2003 (2003-07-24)

D5: WO 03/097098 A (NOVARTIS AG [CH]; NOVARTIS PHARMA GMBH [AT]; FELDMAN DAVID LOUIS
[USI;) 27 Novembsr 2003 (2003-11-27)

Novelty - Article 33(2) PCT

It is noted that components (a) and (b) are optional features in the independent claims.

D1 discloses pharmaceutical compositions for treating hypertension and congestive heart
failure comprising a NEP inhibitor and either a renin inhibitor or an angiotensin II

antagonist.

Q D2 discloses compositions comprising a renin inhibiior {Aliskiren), a dual angiotensin
converting enzyme/neuiral endopeptidase (ACE/NEP) and a diuretic (hydrochlorothiazide).

D3 discloses compositions comprising - apart from a DPP-IV inhibitor - a renin inhibitor,
preferably aliskiren, and a NEP Inhibitor. A further component Is valsartan (claim 10). The

Form PCTASA/237 {Separate Sheet) {Sheet 1) (EPO-April 2005)




WRITTEN OPINION OF THE Intsmational application No.
INTERNATIONAL SEARCHING ﬁ
AUTHORITY (SEPARATE SHEET) PCT/US2006/004401

\» L \
compaositions are used for treating a varlety of diseases, including diabetes melﬁtus.
hypertension, congestive heart failure and renal failure. ‘
It should be noted that the fact that a medicament works under the guise of an alternative |
mechanism of action is not conslidered to be novelty-establishing technical feature when

the therapeutic eppiication is the same {cf. comments on Clarity under Item VIIi below).

Documents D1-D3 disclose the features of the independent claims 1, 9, 19 and 28 and
destroy novelty for these claims.

Inventive Step - Article 33(3) PCT

A full assessment of the inventive step can only be performed when the applicant has
provided independent claims that relate to novel subject-matter. The following preliminary
remarks can however be mads.

D4 describes pharmaceutical compositions comprising a NEP inhibitor N-(3-carboxy-
1-oxopropyl)- (4S)-p-phenylphenylmethyi)-4-amino-2R- methylbutanoic acid ethyl ester and
angiotensin Il antagonist valsartan. These compositions are intended for traating the same
diseases as in claims 20 and 29 of the cutrent application. The addition of a diurstic,
especially hydrochlorothiazide, is disclosed (page 16, bottom and claim 4).

D5 relates to pharmaceutical compositions comprising a renin inhibitor, preferably aliskiren
hemi-fumarate, a calclum channe! blocker, and a diuretic, preferably hydrochlorothiazide.
The treatment of the same diseases as in claims 20 and 29 of the current application is
intended (cf. claims 6-8 of D5).

In view of the lack of substantiated evidence of any synergism or any other unexpected
effect between the renin inhibitor and the NEP inhibitor, the subject-matter of claims 1-36
lacks an inventive step over D4 combined with D5

Industrial Applicabliity - Article 33(4) PCT

For the assessment of the present claims 19-36 on the question whether they are
industrially applicable, no unified criteria exist in the PCT Contracting States. The
patentability can aiso be dependent upon the formulation of the claims. The EPO, for

Fonn PCTASA/237 {Soparats Sheet) (Shest 2) (EPO-Apri) 2008}
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WRITTEN OPINION OF THE inemetional applostion No.
INTERNATIONAL SEARCHING v
AUTHORITY (SEPARATE SHEET) PCT/USZ006/004401

example, does not recognize as industrially applicable the subject-matter of claims to the
use of a compound in medical treatment, but may allow, however, claims to a known oom~
pound for first use in medical treatment and the use of such a compound for the '
manufacture of a medicament for a new medical treatment.

Be fievn Vil _

Ceriain observations on the intemational application

it is noted that the therapeutic application of claims 19 and 28 is defined in terms of a
mechanism of action; "condition mediated by anglotensin il and/or neutval

activity". As it is not clear what diseases fall under this functional definition, these claims

lack clarity under Article 6 PCT. Due to this lack of ciaﬁty the claims are interpreted in view
of the diseases fisted in claims 20 and 29. _

The examples show vasrious formulations for valsartan and afiskiren hemi-fumarate. There

is no substantiated evidence that problem is soived, i.e. that the claimed therapeutic effact
really exists.

Form PCTASNZ3T (Separate Sheet) {Sheel 3) (EPO-April 2005)
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| REPUBLICA DE COLOMBIA
SUPHRINTENDENCIA DE INDUSTRIA Y COMERCIO

2020
Bogotd -D.C.,
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Doctor (a)
OLARTE GARCIA CARLOS REINALDO
Apoderzdo(a) y/o Representante de

NOVARTIS AG
REFERENCIA Radicacifén No. 07 Bl3ie4d
Bolicitud internacional PCT/US2006/004401
“ Fecha inicio fase nacional 11/09/2007
. Trémite 11
Evento 379
Actuacidn 416
- Qficlio NWo. 6475
Folios 1

Teniendo en cuenta gue la solicitud de privilegio de patente gue se tramita bajo el
expediente indicado en la referencia, retine los requisitos de forma establecidos en
la Deciaidn 486 de la Comisién de la Comunidad Andina, el Tratado de Cooperacitm en
Materia de Patentes (PCT), el Reglamento y la Circular Onica de la Superintendencia
de Industria y Comercio, se envia el extracto de la solicitud a la Oficina de
Comnicaciones para efecto de su publicacifn en la Gaceta de Propiedad Industrial.

24 By W

) Clmplase
% ‘Dadc en Bogotd DC,

ALIX CARMENZA CEj DE VERGEL
Jufe de la dividién de Ruevas Creaciones
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