
OLARTERAISBECK 
OLARTE RAISUECK FRI E MOuRE & CASTRO LTDA. 

Seæores 

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 

DIVISION DE NUEVAS CREACIONES 

Ref.: Expediente N. 07-081364 

Solicitud de Patente de InveuclOn tltuladrn 

JI Cfr?UL nusrklMycopiERaO 

fl 11111111 IU!llULLllh1iUII 
No. 07-ua1364- -00002-0000 
J. 1-Z71...:4 - 

ii. 1 P- LNL is ft L.e .4 r-SENACOWALII 
444 RLSPULSIArL1UE t Jias ’0 

FARMACEUTICAS 

QUE COMPRENDEN UN IJNI{IBJOOR DE LA RENINA, IJNA END OPEPTIDASA 

NEUTRAL Y OPCIONALMENTE UN DIURETIC 0 V UN BLOQUEADOR DEL 

RECEPTOR DE LA ANGIOTENSINA IF’. 

Suilcitante: NOVARTIS A.G. 

RESPUESTA AL OFICIO No. 13107 NOt InCADO 

FOR FIJACION EN LISTA No. 378. DE FECHA 12 DE OCFUBRE DE 2007, 

(EXAMEN DE FORMA) 

CARLOS it OLARTE, mayor de edad yvecino de Bogota, identificado S como aparece al pie 

de mi firma, en mi catheter de apodeiado de Is sociedad en referenda, me perinito dar respuesta 

al auto emanado die ese Despacho, dentro del tØrinino legal previsto en ci artfculo 39 de la 

lJeeisión 486, en Ins siguientes tØrminos: 

1. En respuesta a Is primera observaciOn del Examinador, me peimito aciatar al despacho 

que Is presente LIiiEaseNacidSilt*üuid y Aq Capitulo u como inicialmcnte se 

presentó. Pan S efecto, a4junto copia del Reporte Preliminar Internacional de Patentabilidad, ci 

cual, valga la perm aciaiar, no contiene anexos. 

2. En respuesta a la segunda observación del J3xaminadar, me permito presentar un nuevo 

titulo: "COMBINACIONES FARMACEUTICAS QUE COMPRENDEN UN UNWBIDOR 

DE LA RENINA, UNA END OPEPTIDASA NEUTRAL Y OPCIONALMENTE UN 
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I. This lntexnallonai pre hot  report on pamniabllity(CInptef*s issued by S International Bums’ on belmif of S 
intenmilonal Sea,dnng Authority under knie 44  

2. This REPORT consists eta total of S sbeels, lndudthg this color sheet 

In the anne bed sJ,eets, any reference to the written opinion of the Intemadonal Searching Authorily should be read as a x*itn 
to the internattonal ptelimlnaiy report on pteutnbilhty (cimpter I) instead. 

3. This mpon contains indications relating to the following flouts: 

BoxNo.I Bads of the report 

[] Box No. II Priority 

Box No. ill Non-establlsbmont of opinion with regard W novelty, Inventive step and Industrial 
up�

Box No. IV Luck of unity of Invention 

Box No. V Reasoned statement wider Article 35(2) with regard to novelty, Inventive slop or industrial 
applicability,, citations and explanations supporting such statement 

[] Box No.VI Certain doctessents cited 

[J Box No. VII Certain dects In the Intonational application 

Box No. VIII Certain observations on the International application 

4. The International Bureau will communicate this report to designated Offices In ozcojtnvo with Riles 44bfr.3(c) and 931,1, 1 but 
no4 cxcen where the applicant makes an exprass request mrder Article 23(2)6 before the expIation 0130 months from the priority 
darn (Ride 44Mg .2). 

The International Bureau of WIPO I. 

341chth des CoIomfles I 
1211 Geneva 20, SwItzerland I 

.4122 339 8270 1e-rnaTh pt03.t@w1poJnt 



From the 190 e 
INTERNATIONAL SEARCHING AUTHORITY 

POT 

to POTASM2O WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(POT Rule 43b!s.1) 

Date of nmllin9 
(dt7,mkear) s fotin PCTstSA21 0 (nd stied) 

Apcanfs or ogours fle Memnce FOR FURTHER ACTION 
see form POTASA220 see paragraph 2 Was 

ftdenmflonffl appBtbn Na ftdon flUng data xh,rdhi,  Thfoifty data (da)anaifl4’ear) 
PCTAJS20084004401 09.02.2008 11.022005 

international Petard Classf cation (IPO) or both ,.aLL.J da,Thon and tFC 
NV. Mi K31/165 Mi 1(31/192 MI 1(31,21 B M1K31549 A61 K31141 A61PO8 M1P3/I0 Ml PaCO A819904 
A61P9/t0 A61 P9/12 Mi P13/12 Ml P27M 
Appilcard 
NOVARTIS AG 

1. This opinion contains bdcatons retailing to the following Items: 

Box No. I Baslsof the opinion 
0 Box No. II Priority 
Z Box No. Ill Non-establishment of opinion with regard to nanfty, inventive step and Industrial applicability 
El Box No. IV Lackof unity otInvention 

Box No, V Reasoned statement wider Rule 43b&1 (a)(l) with regard to riovefly, inventive step or industrial 
app!lcabllity citations and explanations supporting such statement 

Box No. VI Certain documents cited 
El Box No. VII Certain defects In the hdeniatlonal application 
Z Box No, VIII Certain observations on the International appUtbn 

2. FURTHER ACTION 

If a demand for Uftemallonai prellmlnaiy examination Is made, this opinion will usually ho Sdered to be a 
written opinion of the International Preliminary Examining Authority (IPEA") except that this does not applfly hem 
the applicant chooses an Authority other than this one to be the IPEA and the chosen PEA has notifed the 
International Bureau under Rule 86.1bL4) that wrftten oplitris of this IntOTnaIIOnW Searching Authority 
will not be so coriaWers. 

If this opinion Is, as provided above. considered to be awifiten ophn of the IPEA, the applicant Is Invited to 
submit to tho IPEA a written reply together, wham appropriate, with amendments, before the expiration of 3 months 
from the data of mailing of Form PCTIISM20 or before the expiration of 22 months 1mm the primly date, 
whichever expires later. 

For further options, see Form PCTASA20. 

3. For further details, see notes to Form PCTASA20. 

Name mid n,amng address of the 18A Data of cor*allon of AutIrfred Omen 

European Parent Offica 
D-80M Munich J)  =lo 801debraild, Carl 
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Faxt 44989 2=9 -4488 Telephone No. 49 8$ 23.8487 
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tNol $tbne.,Ss. 

1. With regard to the Iflngmge, this opinbn has been established on the basis of-

19 the flternS atplcatbn in S Sgusge In with it was filed 

O a translation of the A*irnatbs &qiØcaun lit � which Is the language at a trsMlbn furnlahed for the 
ixuposesofimsernalloseach (Ruies 12.3(5) wid 2t1 (b)). 

2. With tegard to any nuctectide andCq nlno DOW niesa thscloeed In the hiteniat.aS apØcalbn and 
nnsSaiy to the cMned Invention, thIs opinion has been established on the bale at 

ttypeofmaterial: 

o aQiencelisting 

El table(s) related to the sequence listing 

b.tanofmaterial: 

O on paper 

El hielectranbform 

C. lbneoffmng(umlsltg: 

C] contained In the International application as flied. 

o Ned together with the kiternatloM ptmtbn In electTonb form. 

El furnished subsequently to this Authority for Its pxposo of seardi. 

3. 0 In addition, In the case that more than one version or ixipy of a sequence 1101Mg aitibr table releting thereto 
has been Ned or bnSed, the reqi*ed stateinfl that the b*nnatlon E the stibeemmod or abS 
COON b klentkItothat In the .,,,&..lLiq as Mod or does not go beyondtho qVlCdiDnn td, as 
OnNOPIIS were (uru$IS. 

4. Mfltkinal conwnentt 

Foim PGTISN237 (Affl ) 



WRITTEN OPINION OF THE international application No. 
- . INTERNATIONAL SEARCHING AUTHORITY PCT,US2006,004401 

Box No. ill Non-establlstnnent of opinion with regard to novelty, inventive step and Industrial 
applicability 

The questions whether the claimed Invention appears to be novel, to involve an Inventive step (to be non 
obvious), or to be Industrially applicable have not been examined In respect of 

0 the entire h’itemational application 

Z clalrns Nos. 1-36 tag npart)  

because: 

19 the said International application, or the said claims Nos. 19-36 OA. only) relate to the Following subject 
matter which does not require an International search lap: 

L ,itlnjiEffI 

D the description, claims or drawings (Indicate particular e!emenls below) or said Sims Nos. are so wiclear 
that no meaningful opinion could be formed (scI: 

o the claims, or said claims Nos. are so Inadequately supported by the description that no meaningful opinion 
could be formed (spaci: 

no International search report has been established for the whole application or for said claims Nos. ift 
tail In oarfi 

U a meaningful opinion could not be formed without the sequence listing; the applicant did not, within the 
prescribed time limit 

0 furnish a sequence listing on paper complying with the standard provided for In Annex C of the 
Adminbb alive Instructions, and such listing was not available to the international Searching 
Authority In a form and manner acceptable to it. 

o furnish a sequence listing In electronic form complying with the standard provided for In Annex C 
of the Administrative Instructions, and such listing was not available to the International Searching 
Authority In a form and manner acceptable to It. 

o pay the required late furnishing fee for the furnishing or a sequence listing in response to an Fay
under Rules 13 Wr.1 (a) or (b). 

El a meaningful opinion could not be formed without the tables related to the sequence listings; the applicant 
did not. wTthln the prescribed time limit, furnish such tables in electronic form complying with the technical 
requirements provided for In Annex C-his of the Administrative instructions, and such tables were not 
available to the international Searching Authority In a form and manner acceptable to it. 

o the tables related to the nucleotide andbr amino acid sequence listing, if In electronic form only, do not 
comply with the technical requirements provided for in Annex C-that the Administrative instructions. 

0 See Supplemental Box for luither details 

Form PCT4SA’237 (AM 2005) 



- WREN OPINION OF THE Intemafion& application No. QA 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) PCT/US2006/004401 

Re Item III 
Non-establishment of opinion with regard to novelty, Inventive step and Industrial 
applicability 
Claims 19-27 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) POT. Consequently, no opinion will be formulated with respect 
to the industrial applicability of the subject-mailer of these claims (Article 34(4)(a)(1) PCT). 

Re Item V 
Reasoned statement with regard to novelty, Inventive step or Industrial applicability; 
citations and explanations supporting such statement 

Reference Is made to the following documents: 

Dl: EP-A-0 498 361 (SCHERING CORP (US)) 12 August 1992(1992-08-12) 
02: WO 02/40007 A (NOVAR11S AG [CM; NOVARTIS ERFIND VERWALT GMBH [Al]; HEWITr 

WILLIAM (U) 23 May 2002 (2002-05-23) 
D3: WO 03/099279 A (NOVARTIS AG (OH); NOVARTIS PHARMA GMBH [Al]; HOLMES DAVID 

GRENVILLE [C) 4 December 2003 (2003-12-04) 
04: WO 031059345 A (NOVARTIS AG ICHL NOVARTIS PHARMA GMBH (Al]; WEBB HANDY LEE [US]; 

KSAN) 24 July 2003(2003-07-24) 
1)5: WO 03/097098 A (NOVARTIS AG (Cl-I]; NOVARTIS PHARMA 0MW-I [All; FELDMAN DAVID LOUIS 

[iS);) 27 November 2003 (2003-11-27) 

Novelty - Article 33(2) PCT 
It is noted that components (a) and (b) are optional features in the Independent claims. 

Dl discloses pharmaceutical compositions for treating hypertension and congestive heart 
failure comprising a NEP inhibitor and either a renin Inhibitor or an anglotonsin it 
antagonist. 

U1)2 discloses compositions comprising a renin Inhibitor (Aliskiren), a dual anglotensin 
converting enzyme/neutral endopeptldase (ACE/NEP) and a diuretic (hydrochiorothiazide). 

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

Fonu PCt/lSWfll (SepaTo10 Sheet) (Shset 1) (EPO-AprII 2005) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 

International application 

compositions are used for treating a variety of diseases. Including diabetes melutus, 
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 considered to be novelty-establlshing technical feature when 
the therapeutic application is the same (of. comments on Clarity under Item VIII below). 

Documents Dl -03 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 made. 

D4 describes pharmaceutical compositions comprising a NEP inhibitor N-(3-carboxy-
1 -oxopropyl)- (48)-13-phenylphenylmethyl)-4-anijno-2R- methylbutanoic acid ethyl ester and 
angiotensin II antagonist valsartan. These compositions are intended for treating the same 
diseases as In claims 20 and 29 of the current application. The addition of a diuretic, 
especially hydrochiorothiazide, is disclosed (page 16, bottom and claim 4). 

D5 relates to pharmaceutical compositions comprising a renin inhibitor, preferably aliskiren 
hemi-fumarate, a calcium channel blocker, and a diuretic, preferably hydrochlorothlazlde. 
The treatment of the same diseases as in claims 20 and 29 of the current application Is 
intended (of. claims 6-8 of 1)5). 

In view of the lack of substantiated evidence of any synergism or any other unexpected 
effect between the renln inhibitor and the NEPinhibitor, the subject-matter of claims 1-36 
lacks an Inventive step over 1)4 combined with 1)5 

Industrial Applicability -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 also be dependent upon the formulation of the claims. The EPO, for 

Fomi PCTflSA7 (Separate Shorn) (Sheet 2) (EPOApril ) 



example, does not recognize as Industrially applicable the subject-ms of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a known com-
pound forfirst use in medical treatment and the use of such a compound for the 
manufacture of a medicament for a new medical treatment. 

flm VUI 
Certain observations on the International 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 II and/or neutral endopeptidase 
actjvlty*. 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 clarity, the claims are Interpreted in view 
of the diseases listed in claims 20 and 29. 

The examples show various formulations for valsartan and aliskiren hem-fumavate. There 
is no substantiated evidence that problem Is solved, i.e. that the claimed therapeutic effect 
really exists. 

Fri PCTImNa? (Spaa (9i.3) (Er04fl Z) 
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REFERENdA Radicaci6n No. 07 81364 
Solicitud internacional ECT/092006/004401 
Pecha inicio fame nacional. 11/09/2007 
TrSite 11 
Evento 379 
Actuaci6n 416 
Oficio No. 6475 
Folios 1 

Teniendo an cuenta quo Is solicitud do privilegio do patente quo so traaita bajo el 
expedients indicado en Ia referencia, retne Los requisitos do forma establecidos en 

La Decisión 486 do La Ccmision do is Comunidad Andina, el. Tratado do Cocperaci6n en 

Hateria do patentos (PC?), el Regiamento y La Circular tnica de La Buperiutendencia 

do Industria y Ccmercio, so envia el extracto do La solicitud a La Of icina do 

Coimmicaciones pan efecto do flu publicaci6n en is Gaceta do Propiedad Xndustriai. 

46VCSplase 
Dado en Bogota DC, 

ALIX CAmizA 
Jefe do La di, 

24 .b& 20 

SSD$VEPaL 

do Muons Creaciones 


