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FORMULARIO UNtO DE OPOSICION 

4DPosIc1oNA.  

N PatenIedØhwenclOn. D Marca Colectiva, 
D Pateifle do Modelo do UtMad. D Marca do CerWicaciOn. 
o Olseflo Industha 0 Lenin CamerciaL 
0 E&juama a Trazado para Clantos Iiflegiatioa 
o MaICaS do Pmductos o SeMclm 

fi 

Wamero del expSlente: 0781.364: - - 
Sohcnarte NOVARTIS 

AGSOUCITUD  
- 

PUBLICADA Apodera& CARLOS REYNALDOOLARIE GARCIA 

TlttkdØ Ia nueva cmacir)h a denominadon dot signo: "COMBNACIONESFARMACEUIICA 
QIJE COMPRENDEN UN INHffiIDOR DE LA RENINA. lft4A:F2MIXJPUYIIflASA NEUThAL Y OPCIONAU.IENIE UN DIUREI1CO V UN 

- 

-BLOQUEAIX)R DEL WfWJ LA 
MJOIOTENSWA U.". - o OPOSICION PRESENTADA POt  

Nombre GYNOPHARM S.A 
IDEN11 FICA CION 

SOUtITANTE Diroccrnn CALL 80 No. 78B -201 - 

NacionaffrlailoDomkilio: El El Lugar de ConsiltuciOrt COLOMBIAC.E. otro 
BA1UWWUILLA Cl 

Teletono (571)3719901Fax (571)3730818 
NUMeTO 802J0062794 

Nambre IDENTIFICAtiON 
ELIANA ISAIJRA MOHENO 

CC. [ii wit 9 REPRESENTANTE DirecdOrE 
BOHORQUEZ 

OAPODERADO CAI4BERA 13 No. 119-95 104 C.E D 0uro El 
Teletono: (571) 2131211ax: (571) 612197 Cual________ 
E-maiL nciosopftmum-co.tom Wmero 11975.66fp_838Z o FUNOAMThTOS DE LA 

Causal’ .:/J.t44,j6,l$,2Oy3Odebflegjj6n4$6dgbCAN 
No cunlple con Los requisifos de patcotabilidad. 

signa oposuor 
tnw.  

La oresente soheitud no tumult con Ins nawsitds tie Datefitabifidati dadp tine lo 
iJado ya se Øæcontraba en ci estado tie In tØtnica 0 Cs posibte derivarlo de In nthma 

inl y conto se demostrara en ci caphulo "Fundamento tie Hechos". 
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O ANEXOS 

m Carnprobante ib page de In 
fl Poderes, si We el cast 
m Pruebas de Ins fumlamentos do la oposick*. 
C DocumMos que acreditan el legibm kilacs, si limo el cast 
m Documento que acredita Ia eJstencia y rejzesatacion tegal tie tas part es cuando sean 

personas Juiflcas. 

Li 



,/ODER ESPECIAL 

Yo, LUIS PAIACIOS ARAGON, mayor de edad y vedno de Ia dudad de Barranquilla 
(Colombia), Identificado canto aparece al pie cia ml firma, quien an el presentp’ 
documento actüa an caildad S Representante Legal de la sociedad GYNOPHARM S.A. 
sodedad lega!mayte conslituida y domidliada en Ia dudad cia Barranqulila (Colombia), 
per el prese,gfe.. documento ammo a Ia doctora EUANA ISAIJRA MORENO 
BOHORQUEZ abogada an ejercicto, identificada como aparece at pie de su firma, con 
tarjeta profes! anal No. 83823 del C.S. de Is J., podar especial, ampilo y sufidente, pan 
fonnular aposidonas u obsp,vadones a la soildtud de patente No 07081.364, titulada 
°cOMBINAOONES FARMActUTICS flUE COMPRENDEN UN INHIBIDOR DE LA 
RENINA, UNA ENDOPEPI1DASA NEUTRAL V OPCIONAIMENTE UN Diuntrico V UN 
BLOQUEADOR DEL RECEPTORJ)E ’LA ANGIOTENSINA If, cuyoltuiar as NOVARTIS AG, 
pubilcada en la gaceta No. 596del 30 de septiembre de 20o8. 

Nuestro apoderado queda facultado, de manera expresa, DaTa realizar todo tipo cia 
actos nacasarios pan Hover a calm el trâmlte de La oposiclón, inciuyendo, sin 
limltadón, prpparar y pieentar wiidtude hater dedaradon pagar tasas, 
contribuclones e impuestos recabar los titulos a certificados. Asimismo quedan 
autojizados pan impugnar admbilstrativa y ludldaimente todo to qua Were resuelto 
an el expediente a qua so hace expresa referenda an el presente poder, carl tadas [as 
faniltades genprales y espeefficas qua fun requeMo Pam ella. 

Do la misma manna, adeniÆs cia [as facuitades qua le conliere la naturaleza del 
presente mandato, se encuentan facultados pan raciblr, deslstlr, transigir, sustituir, y 
reasumir el presante podpr, hicoar acdones, interponer recutsas y deniäs faoaltades 
confetidasporialay. if 
Dailey Finnado ej’Bar4jnquUla (Colombia) a los 29 dlas del mes dedidembre cia 2008. 

GYNOPHARMffl. II 
ci 

- : - 

NIT:802.00t27 

(jtCaAS?QCL4 / 
EUANA ISAURA MO REND BOHORELUEX 
cc. 5r975.664 do Bogota 
T.P.A. 83823del C.S. do Ia is 
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cia I CERTIFTCZbDO RACIONAL 
(I’ 

CAJ  )A CANARA DR CONERCIO DE BARRANQUILLA 

PoeM : 20081223 Hora Certifjcado 10;53:07 

Operacion - 02NJfl223017 PADINA No a 

ERTIFICADO DE EXISTENCIA Y REPBESEnAC EON liEGE3 0 DR INS CRIPCION DE 
DOCUNENTOS. 
El, StISCRITO SECRETARIO DE LA CANIJRA DE COMERCIO DR BARRNQBILLA, CON 
FUNDAtIENTO EN LAS INS CR1 PCI ONES DEL REQ IflO MERCANTfl.: 

CERTIFICA 

Quo par Escritura flblica No. 3,551 del 17 de Dic/bre do 1997, 
otorgada en Is Notaria 3a. do Baxpanquilla, inacrito (as) en esta 
C?mara do Coinercio, el 18 de Dic/by do 1997 baja el. No. 12,965 del 
libro respectivo, the constituida 1sociedad-------------------------
anonina denominada GYNOPHARM S.A/ ---------------------------------

C E R T I F X 
i 
C A 

Que dieM sociedad ha atddtentda’ pc$iCLäs -siguientes escrituras 
y/o docuntentos privados - 
Numero aaaa/xnm/dd 11 Notai I No. mae 0 Reg aaaa/nnn/dd 

532 1999/03/25 l4qtaria3a.deBakra4in4!8Q,3fl 1999/04/13 
----

-- --

Que do acuerdo coil la(s) escritura( B): arriba citada (s ), Is sociedad 
as rige por las sigtientbs disposicioies:: 
DENOMINACION 0 RAZON SOCIAl,, -- -c-
GYNOPHMM 8.A. 
DOICCILIO PRINCIPAL: Barranquilla. 
NIT No: 802.006.279-4. 
bIATRICULA MERCANTIL: 245,470. 

C E R T I F I C A 

Direccion pan notificaoiones judiciales: 
CR 49 C No 80 125 OF 512. 
De la ciudad de Barranquilla. 
Correo electr?nico: 

- C E R T I F I C A - 

DRCION� El tyrminoduraci?u de Is sociedad so fij? haste el 
1-6 de DicJbre de 2047. 1 

CERTIFICA 

OBJETO SOCThL: a) La tabricacion de capsulas y otro productos smi-
lares a partir de materiales tales coma gelatinas U otros de dietin-

ta naturaleza, que puedan set utilizados como e=ases a recipientes - - 
do productos y sustancias quimicas, farnaceuticas y cosmeticas, pan - 

�** CONTINUA " 



-- .MMt? DR COMERCIO DE anuwcQunxa 

Fecha 20081223 Hora Certificado 10:53:07 

Operation : 02NJK1223017 PAUXNA NO. 2 
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o y constmro human y veterinario. b) La Investigacion, desanoflo 
fabricaclon do toda ºlase de prodüctos y sustazicias quimicas, far-

ceuticas y cosmeticas para uso y consumo humano, animal y vegetal. 
La cpn,ra y yenta de meterias prime � inewuos y productos inter -

alas. necesarióa para los procesos de fabricacion de sustancias 
imicas � farmaceuticas y cosmeticas, asi cono Is coxnercializacion 
terns y externa de los productos terminados. a) La compra, yenta, 
portacion, exportacion y distribucion de toda class de elementos 
strumentalea y eqv.ipos, medicos, quirurgicos, odontologicos y hos-
talarios para Is salud hiunana y animal. e) Aetuar coma represen-
te a agents de personas naturales 3’ -jtridicas nacionales y ex--
anjeras an Is realizacion de operaciones a tràneacciones relacio-
des con Is j,.trja fanaaceutjca y en especial con cualesguiera 

las actividades descritas en los litera].es a), b}, c) y d) antes 
anscritoØ. 1) Prestar los servicios de asesoria y consulteria en 
s areas adrainistrativa,.a-nercadeo, analisia-dflnico, asistencia 
cnic7a, investigacion, costos yno4uctiS exportacióhes,  imports-
=as, ventas, relacion3das con igl*alaA a sinillares actividades a 
s qua constltuyen el objeto de GYNOPIffiRM S.A., asi canto) los de pu-
icidad y promocion le productos qnicOs..cosiueticos y/farmaceuti-
a pan uso humano, an1nti ô Thdustnal g) Mrjr, oparar, admi-
strar y eaplotar, a quaijz-iertitiuo4empresas---o-establecimientos 
dicados a la investi4acton desro1lq, fabrfcaca.on o comerciali-
clan de productos 4aimicas, faxtnaceutjcos, hospitalariQs 0 come-
00s. En desarroflo de; su objeto.ptinóipal. Is  socfrdad podra to-
r Sutures social colyzo accionista, ’ocio o fundador- de enipresas qua 
agan igual o similarobietjcethrar, veMer.japartar y exporter 
rutmrias, instznios y repuestos requeridos para el desarrollo de 
s -actividades; tomar dinero en preatamo, financiar y garantizar las 
etaciouee cornercialea gus celebre con terceros relativas a su oh-
Sa: calebrar y ejecutar todo tipo tie actos y contratos necesarios 
ra desarrollar -sue cperacioes; Sitar, aceptar, otorgar y protester 
do- tipo tie titulos valores a instrumentos negociables; comprar, 
nUOr y constituir grannienea sabre bienes muebles e inmuebles; de-
gm r representantes 0 apoderados en el pals y en el exterior y, en-
neral � reali tar cual4uier acto a negocio qua sea necesario a Con-
ulente para el desarrollo de su abjeto social y pan Is niejor pro-
cciou de sue intereses coroorativos a lo de mm socios ------------

C CERTIFICA R R T I F I C A 

flPXM. Nrc Acciones Valor Acci?n 

000,000,000- *************4,000,000  

**-****2,672,646,000 ********’*’**2,672,646  
do - 
i****E*2672,646,000 *************2,672,546 *****************1,000 

I-) 
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CM4IIRA OB COMERCIO DE BRRANQUXI&A 

Feeba : 20081223 flora Certificado 10:53:07 

Operacion : 02NJ11223017 PAGINA No. 3 

C E R T I F I C A 

ADMINISTRACION: Seran funciones de la junta directiva, entre otras: 
Autorizar cualguier acto 0 contrato cuya cuantia sea superior al 
equivalents an pesos Colomblanos a cincuenta rail dolares do los Es-
tados Unidos as America (US$50.000.00), liquidados a la tasa do cam-
Ho representativa del mercado vigente el dia en qua so surta la 
aprobacion y para enajenar o gravar blenes irunuebles y dernas activos 
fijos de la sociedad, cualquiera quo sea la cuantia do la transac-
clan. Las demas que Is Sean propias y no esten atribuidas a otro or-
gano social y las qua Is correspondan en virtud do la by. la socie-
dad tendra on Geronte General, quien ejercera la administracion y 
representacion legal de la sociedad y tendra las siguientes atribu-
ciones, entre otras: Ejercor la repreentacioniegal do la sociedad 
en todós los actos ythontratOs

 
as reliieran pare. el desarrollo 

del objeto social, do conformididquØ
 
on lo previstà en las byes y en 

los presentes estatutos. Aprobar y celebrar en noinbre de la sociedad 
todo acto 0 contrako cfiya cuantia sea igual o inferior al equivalen-
ts en pesos Colombiano&u-cincuenta mil do-1are dQ los Estados UM-
dos do America (US$50. OOa--oo)i 1iqu.dados a latasi de cambia repre-
sentativa del mercado -tnteJakdia an i-se--airI -la. aprobacion o 
celebration del acto. Pan enaj Sat, a - ôualquier titulo, buenos in-
muebles do l.a sociedad a conatituir: gravumenes sobre los misinos, do-
beta obtener la aprobacion do la junta, 4irectiva, cual4uiera quo sea 
la cuantia do la tr1sÆecionrâ  lea ieina$ :EUI aOIWS qua le C0fl68 
pondan coma represntante--1al pot_disposiöion de la by, de estos 
estatutos a de la junta directive. El. Gerente General tendra Un Oil-
plants, designado par la junta directiva, quien lo reemplazara con 
identicas facul.tades en sue faltas temporales, absolutes; a meramente 
acciedentales, sin qua sea necesario pan ello acreditar la ausencia-
delprincipal. ------------------------------------------------------

CERT IF I CA 

Quo seg?n Acta No. 15 del 18 de Febrero de 2008 correspondiente a 
la Asamblea do Accionistas an Bogota, de la sociedad: 
-GYNOPImmd S.A. ------------------------------------------------------
cuya pane pertinente so inscribi? en esta C?mara do Comercio, el 

� 25 do Febrero de 2008 baja el No. 137,919 del lthro respectivo, Lueron 
-bechs los siguientes nozbramientos: 

MW 
Principales 

1. Liobet Poal Manuel 
2. Zanatta Reherman Leonardo Padres 
3. Munoz Marroquin Diego 

" CONTINUA " * 

CC ******j.4 , 670, 196 
CC . *******2, 760, 271 
CC*******7,688.292 
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4. Montealegre Gonzalez Andrea Leonardo CC.******79,950,262 

1. Agudelo Pelaez Etils Hernando CC.******14,238997 
2. Aroca A]inanza Arleth Ayelina CC.******36,718,415 
3. t’tnaranda Urbina Adrlana Paola CC.******53,120,683 
4;tOvar�Vasquez Ruth Cc.******52,175,756 

C E R T I F I C A 

Que segi .Acts No. 18 del 30 de Octubre de 2003 correspondiente a 
In Junta Directiva en Barranquilla, do Is sociedad: GYNOPHAB1I S .A. 
cuya parts pertinente Be inscribi? an esta C?mara de Comercio1 el 
06 de Nov/bre de 2003 bajo el No. 107,783 del librorespectivo, 
füeron hethos los siguientea noanbramientos: 

Cargó/Nombre ---�-,’J --’-Identificacfln 
Gerente General. - 

Palacios Aragon Luis Alberto  

CR!>ZCA  

Que, seg?n seg?n Acta No. 49 del---03---deMar–o de 20’08-- eusespondiente a la 
flmta �Directiva en Brianqut11a;-4e Is iociŒda& GtNOPHMtI S .A. 
uya parts pertinente so’ inacribii en eata CThJara tie Cqxnercio, el 
11 de Marzo de 20$ b4jo el No. 130,342 del lthro respective, 
ueron I1OObOB los siguiepteg nombraniiethtos 

CargofNombre 
up1ente del Gerente. 

MoflajolJ. Centurion Zixidrea Fernando 

C ERT I P I C A 

2Ue- eeg?n Acts No. 16 del 08 de Mayo de 2008 correspondiente a Is 
%samblea do Adcioniatas en Barranquilla, tie la sociedad: G1NOPB1RN 
3.A. cuya Parts pertinente :se inacribi? en eats C?inara de Comeralo, 
i 22 de Mayo de 2008 baja el No. 140,053 del libro respectivn, 
Ue ran hechos los siguientes nontbrwnientog: 

Identificacjfli 
visor Fiscal -. - 

I Marroquin Sepulveda Edgar CC.******17,147,542 

C E R T I F I C A 

ue segun Documento Privado de fecha 10 do Octubre del 2.000, ins-
rito on està CamÆra de Comercio el 23 de Noviembre del 2.000 baja 

a No. 1.872 del libro repectivo, consta que el senor RUBEN MDTSKI 
3)ItOVNXK C. C. No. 7.463.982, actuand.o couto Presidente 7 represen-
ante legal de la sociedad GYNOPBARM S .A., otorga Poder Especial. 

- ��* CONTINUA *** 

n 
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**********I ***********************************************t* 
Ampilo y Saficienta a KAREN JENNIFER FIGUEROA GM4CXA C.C. No. 32.-
732.070, para que en noiribre y representacion de la sociedad susan-
ba todas las declaraciones cambiarias a que esta obligada GYNOPWiRM 
S.A., an el giro normal de mis nesocios y operacionea sociales ------

C E R T I F I C A 

Qua segun Documento Privado do fecha 10 de Octubre del 2.000, ins-
onto- en esta Camara de Comercio el ii de junlo do]. 2.002, baja el 
2.164 del libro respectivo, consta quo el senor JORGE CASTEIJANOS 
MPaRTII4BZ, identificado con C.C.No.39.460.089,actuando coma represon-
tante legal de la sociedad GYNOPBARM ES, otorga Poder Especial Am-
plio y Suficiente a KAREN FXGUEROA GARCIA, identificada con Is to-
dula- de ciudadania No.32.732.070 de Barranquilla, mediante docu-
ruento privado do octubrelo/2000, haisurito n1aCamara de Corner-
cio de Barranquilla--äjo e1N..1.6721 del -Ubro respectivo, para 
quo an representaciot do GYNbI’flM S iA, suscriha las declaracio-
flea cantiarias a Zos que esta obligada GYNOFARM S .A. en el giro 
ordinario do sue ne9odios yoperactoissociaies. 

I P I CA 

II -:---- -- -- - 
Quo an esta C?mara do Comerolo ndaparØcS inscnipciones posteriorea 
de docuinentos retcrentes a refobnai, disoluci?$ liquidaci?n a 
nombrainientos do representantes legfles de  Is expreedda sociedad. 

-- -- 
L b �

 
-------

CttT I Fbi_C A 

One su ?ltima Renovaci?n fue el: 23 do Abril de 2008. 

La infonnaci?n Sabre embargos do establec5miento as suministra en 
Certificados de Matflcula, is de contratos suj etos a rogistro, en 
Certificados Especiales - 
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DIVISION DE NUEVAS CREACIONES 

Superintendenda de Industria y Comertlo 

B. S. D. 

Referenda : Expediente W 07 081364 

Mnnto :Opcsición a la sollclwd de patente de Invencton t4tuh.eIt. 

"COMBINACIONES FARMACEUIICAS QUE 

COMPRENDEN UN INUfflIDOR DE LA RENINA, UNA 

ENDOPEPTIDASA NEUTRAL Y OPC!ONALMENTE UN 

DIURETIC 0 Y UN BLOQUEKJ)OR DEL RECEPTOR DE 

LA ANGIOTENSINA II" 

Solickante sNOVARTISAG 

Onositora GYNOPHARMS.A. 

daenIaGace,,&LaPropledadIndn 

N°596  del 3OdeSepnenibxede2 T 

t0, ELL4NA JSA(3Z4 MO1ThNO BOHORQIJFZ Logada en ócicIo  identificada 

--camo aparece at pie tie su firma, con tnieta profesional W_83823 del Consejo 

Tupot de Ia Ju&7Eura, en ml condkion de apoder* do La socledad 
(mqopa4RM £t conformada bajo las de la Republka de Colombia y 

domicillada en La cludad de Barranquifla, Colombia, atentantMe manlfiestoque 

estando dentro del tErm mo de Icy y per orden expresa de an epitsenmdpresento 

oposiclOn a La concesión  del tegisuo de la Patente de Invenclon titulada 

tOMBINACIONES FARMACEUTICAS QUE COMPRENON UN INUIBIDOR 

- - 

Cattwai3*IW95O LOtTe fl}3ttfl;62O5OZ1-Fa(57fl612 1979 
-fnSnqaao,Cwww.ojxnnuracotin 

E: jasth Colombia 
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A, UNA ENDOPEPTIDASA NEUTRAL Y OPCIONALMEI4TE UN 

DIURETICO Y UN BLOQURADOR DEL RECEPTOR DE LA ANGIOTENSINA 

fl’ cnyo tint w NOVARTI$A4 y pido a listed declarar kndada esta oposiclon y 

en consecuencia negar el rcgistro de It pate me solicitada. 

I. INTERES PARA ACTUAR / 

Conforme a to dispuesto en el articulo 42 de Is Decision 486 de 2000 de Is 

CAN, estando dentro del tØrmino estipulado per Is ley, xnanffiesto ci tegitimo interds 

de nuestra representada pan oponerse at Tegisto de Is patente de- Is tthrencla, 

atendlendo a que In solicitud pretendida no cumple con S requisitos dispuestos en Is 

ley come Sc antra n* adelante y de 6cr Is 

comerctalizsnon de algimos productos 4e mrrepesentacla, que cont1Ønen.# 

Particular computos reIaciongd& cpjz bk*ueadores del recepter de angiotensina II 

Por to tanto, soliciw iflpeftiothmente a ese Despacho se sftwi - en cuenta Is 

preute opSndtitro del trØmhe adminis que so suite en esta 

Superintndek1da. 

LRMSDECHOS 

2.1. La solicitud objet, de Is presente flue presentada el 9 de agosto de 200’7 

reivmdicando prionclad hajo is solicitud US20050652325P del 2005.02-11, y tie 

pubilcada en Colombia, en Ta C)aceta de Is Proptedad Industrial N° 596 dcl 30 de 

Septiembre de 2008, cup pubilcaclon tnternaclonal conesponde a In 

W02006086456 del 200608-17 - 
- .-.. 

- 

Ca,ren13N11985,Ot IQ4Td (SThlUflt3fi-6105021-FU(57I)61219 79 
- tiiki&Sopdmumeo.com. noptlnmimcocom 

_8q,t*Cclontia 
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2.La sIicitud colombiana 07 081364 objeto de la presente oposidOn, se reficre a turn 

combinadan que comprende: (I) tin inhibidor de renina, a una Sal 

farmaceuticamente aceptable del mismo; (ii) tin inhibidor de endopeptidasa neutra 

(NE?), a una sal farmaceuticamente aceptable del mismo; y opcionalmente pot to 

menos un agente terapØutico seleccionado del grupo pie cons ism de (a) on 

&untico, o una sal farmzceudcamerite aceptable del mismo; y (b) on bloqueador 

del receptor Ic angiotensina II (ARE), o urn sat fxrmao6uticamente aceptable del 

mismo pan la prcwnciOn, demon de establecimiento, y/o tratamiento de una 

enfermedad o condicion mediada par la actividad de la angiotensina II y/o de la 

endopeptidasa neutra, cuyo metodo comprende administrar a on animal Lie sangre 

caliente que to necesite, una cantidad terapeuticamcnte efectiva de win 

combinacion de la presente invención; en donde se selecdona on inhibidor de 

renina a patS del grupo pie consiste en RO 641132, RO 66-1168, y un 

compuesto de La Formula, en donde RI es haliSgeno, haloalquulo de 1 a 6 *tomos 

Lie carbono, dccxl dc 1 a 6 dtomos cli, carbono-aiquiloxi de 1 a 6 Mamas de 

carbono, o alcoxi Lie I a 6 atomos de carbono-alquilo de 1 a 6 Ætoinos de carbono 

R2 es halógeno, aiquilo de 1 a 4 atomos de carbono, a dccxi Lie I a 4 atomos de 

carbono KS y R4 son independientemente alquulo de 3 a 6 Mamas dc carbono 

Q 
nmificado; y iRS es cicloalquio, alquilo cTIe I a 6 atomos dc carbono, hidroxi-

alquilo de 1 a 6 atomos de carbono, alcoxi die I a 6 atomos Lie carbono-alguilo de 1 

a 6 Ætomos die carbono. 

2,3.bn primen instancia, Sc debe advertir pie las reivindicaciones se refteren at usa y a 

tin metodo de tratamiento y no solo a la composidOn farmacol6gica a a un mØtodo 

Lie &bricaciOn mediante in cURL Sc obtenga un producto tangible y sein la 

legislación, decision 486 de In Comunidad Andina de Naciones, Articulo 14.- "Los 

Paises Mieinbms oto,guxdn pawntes paw Las invenciones, Sean cit producto o Se 

procedimiento (.4", los usas no cstÆn contempmados coma patentables; y, Articulo 

Carren, I3NII9.95,Of. IOTc1.(570Z 13 1213,-&205021 -Fax(57fl612 1919 
-&rnancgocios’npt1murncoxom - wwwMprimurnco,coin 

Bogoth Qtmbia 
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Derecho do Ia Competencla, Propledad 
Dtimum Industrial y Comerclo Exterior CT No wan patentables (..) 4) Ia ,netalos tempatkas o qui,tgicos pam ci tnzwndento 

humano o tmim4 iS como La ntios de diagndstico aplkados a Las sei hwnanos o a 

aninwles". Solo serÆn patentabtes los productos o procedimientos. Per In tanto a luz 

de Ia norma, dicha materla referente al usoy a un mØtodo de natamlento no serla 

patentable. 

2.4Shora Men, con base en ci articulo 14 de Is Decision 486 de Is CAN consagra lo 

siguientet I= paba ,ninnbws ozotwzin pateuta pam Las invenciones, scan de pvoducw o 

pmouhmLnw, en wdos Los cam,Os tie Is tecnologia, sknipm 4UC sean m’evas, tengan navel 

int,entivo y scan susctpdbles tie apliazcion industrial". Mi las cos, las Invenciones 

objeto de parente deben set nuevas y tenet ravel Invenfivo. Bien, pues antes de Is 

ftcha de prioridad de estn soltclwd se encuentran Ins sigulentes docuinentos que 

afecta Is patentabilidad de Is presente soilcituth 

� Dl EP0498361 publicada el ildrgsto de1991 - 

� D2 W002407 pubfttadaiL2l& mayo de 2002 

23otab1en,ddocumenm Dl, particularmente en In dCSCT1PC6XeVe1a metodos de 

tpS..mlenm de hipeitension o pam cardlaco congestivo que mduye una 

C dosificadon que incluye um comblnaclOn de un antagonista 4e angiotnisin lb 

- tin mhihtdor renma con un inhthidor neuwo endopepndaAa1mente se reflere 

a composiclones frmaceudcas que comprenden dichas corfltl4adones y medios 

pam admimstrar dichas composiciones farmaceuticas n cornbmaclon. 

- Partlailarmente, en Los ejemplos y reMnchcaciones dicha aflt1ofldad Dl iievela 
It I I��. -. 

composicones fsrmaoeuticas pan tratar Is Mpei6n y ci Inno coo que 

- comprenden un inhihidor NEP y un inhihidor de remna o tiM antagonism de 

angiotensina H Per to tanto ademas que Is presente saik.1tud corn prende un 

- -

Canrta UW 119-95,OL 1G4Te1411Iflttt3Y(!O5O21 - Fa(571)6 1219 79 
F4iL ipdrW*tt$oii nw.ojtmnmcoxam 
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metodo terapØutico no patentable a luz de la norma colombiana, tainbien revela 

una combinacion que no a novedosa wino to Indica esta solicitud anterior Dl de 

1992 que revela con anterloridad tal comb mactAn usualmentt usada pan el 

trammknto de tins enfermedad o condicion mediada por la actMdad de Is 

angiotensins IL Ml las cosas, como to evidencla dicho documento Dl, la presente 

solicitud no es novedosa puts to tevelado ya Se encontraba en el esiBdo de Is 

tdMim 

2.6.Ahora Wen, el documento 1)2 reith una combination que comprende et hthlhidor 

reiüna de formula (1) o una sal thrmactuttcamente aceptable de eso. En particular 

dicha anterioridad 1)2 define en los ejeinpios 1 a 11  en lEts relvindiciones se 

refine a composiciones que comprenden on irthibidor de renina ml como allskiren 

y 

un dual convetsor de aglotensina enzlma neutral endopetidasa tal canto 

ACE/NE? y on ifturØtico ml como hidrodor tP&15taastto dicho 

documento 02 fa presente soilcituci catece evidentemente de NOVEDA)) 

2.7.En conclusion, ate documeiito elMeto de oposiciOn a la tin del documento Dl y 

I 1)2 carece evukntmente4e NOVEDAD 

2.8 En consecuenc*a y de acuerdo a to descrito amenormente se denva que la solicitud 

cc16tibiana 07 081364 no puede pretender un tUOnOpOHO par patente toda vez 

(,_) 
:que In -cue pretende no cumple con dos de los ores requlsit s necesarios pam su 

protecciOn. 

2.9.Que por consiguiente, respecto a is solick d pretendida Sc dene que 

2.9.1. Ct.RECE DENOVEnM11 Segun la decision 486 de In Comunidad M&Iade 

Naciones, Articulo 16 9Jg imwd6n g  amsdar4 flj4 no end 

haya sido accesiblc al pubUco por tow daciipciOn cat -u owl, udlkadon, 

Oarrera13NtL95, Of. 10Tet(iJr2I31113-4205021-Faz(571)6I219 79 

- -- -:BogotAColomit 
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de la fetha de presenwcidn de to solicind 

depateneo,ensucasode la noridadtecmmddC.AIaftcha de, prioridad, lick 

febrero de 2005 ya en conocido, pues como se demostro, era parte del arte 

anterior con base en el documento Dl y 1)2, un compuesto finmacØutico que 

combine: (1) un inhibidor de renina, o una sal faxmaceuticamente aceptable del 

mismo; (ii) un inhibidor de endopeptidasa neutn (NEP), o una sat 

farmaceuticamente aceptable del mismo; y opcionaimente por In menos un 

agente terapeutico seleccionado del grupo que consiste de (a) un diuretico o 

Li urn Sal 1irmaceuticamente aceptable del misnw; y (1,) un bloqueador del 

receptor de angiotensina II (ARB), sobre el anl busca protección en ci capituio 

reivindicatorio. 

2.9.2. CARENCIA DE APLLCACION INDUSTRIAL La Decision 486 de is CAN 

consagra en su articulo 14 to siguiente Lo, flr n*tnMs owrdn patentes 

paw hu invniciona, scan de pn,ducw op*icedimiento, en mdos Los cazjos & to 

tecnologia, szempte qW,sema maids, tengan mvet rnventwo sean susceptible; cit 

aplkacion th4zmflCta presente solicitud carece de aplicciÆ Industrial ya que 

como se &mostrO anteriormente, aigunas clausulas n11 man el metodo 

y estos no son aplicables Indusnialmente p&ie primero no Sc 

Lii,bttene un producto a proceso; y segundo no es reprot&ible o repetibie a 

- escala industrial. Pot to tanto, ci objeto de la presente invention referido a Los 

usos y metodos terapØirncos, no cumplen con el requisno de la aplicaciOn 

industrial. 

2.10. Dado to anterior, es posible deducir pie Is sollettud y Ia fewindicado no es 

objeto de patentabilidad pues es contrario a In que dicta Is Decision 486 de La 

munidad Andina de Naciones, Axt10 14.- " P Mkrmbros oardn 

parenzcs paw Las invenciones, sean cit produicto ode proaDdimienta,entOdos k campos de La 

Cantra 13N II995 OLIO4TeL(57*t131Z13-6205021-EaL(571)ó  IZ 1979 
&daiWo*irn-- nw.opümsmwwm 
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szazpte que sean twa’as, zngan ni’d fntttdtoy semi svaceptff4es at aplicaddn 

indussviaL" La solicinul pxetendida no ample con dos los tres requisites de 

H 

2.11. Por todo lo anterior, atentamente aolldto a usted que se sfrva declarar fundada 

In pitsente oposiclOn y negar el tegistro Pattnte de InwnciOn denominada 

tOMBINACIONES FARMACEUTICAS QtJF COMPRENDEM UN 

INHUMDOR DE LA RENINA, UNA ENDOItYI juASA NEUTRAL Y 

OPCIONALMENTE UN DIUREFICO Y UN BLOQUBADOR DEL 

RECEPTOR DR LA ANGIOTENSINA II’ cuyo titular es NOVARTIS A 

solieltud Colcmblana que apareclO pubircada en la Gaceta tie In Propledad 

Industrial N° 596 del 30 de Sepdenibre de 2008. 

- - - - - 
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Fundamento esta observation en las normas legates siguientes: 

4.1. Numetal I del articulo 586 del Codigo de Comercio. 

4.2. Articulo 42 de la DecisiOn 486 de In CoruisiOn Jet Acuerdo de Cartagena. 

43. En las demas normas concordantes. 

5. ANEXOS 

Pan los efectos correspondientes anew at presente escrito los siguientes documentos: 

1. Poderparnactuareucl 

2. Documento que act tante legal de GYNO.RM S.A. 

3. Itecibo de c o pago de nsa 

4 Cop iaocumentos 
-. 

a 

4t  D1: EP0498361 publicada el 12 de agosto de 1992. 

02: W00240007 publicada ci 23 de mayo de 2002. 

E. 
a. 

--..-

S2OsO2I-ra(57fl61219 79 

C1 - t?fl ombia 
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6. NOTIFICACIONES 
Industrial y Comerclo Exterior 

Pan efectos de notfficadones que por disposiclOn del articulo 50 del Decreto 

01 & 1984 debe bacer su Despacho, informo que ml representada y Ia suscrita 

recthiremos notificaciones en la Secretaria de su Despacho o en mis oficinas situadas 

en la Carrera 13 Nc 119-95, Of. 104 de esta ciudad de Bogota. 

Seæor Superintendente, 

CC. 51’975.664 de Bogota 

TI’S 83823 del. C.S. de la J. 

LM 
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BACKGROUND OF ThE INVENTION 

The presoM Invention rates to the Ireaunent of hypertension and congaove heat failwo with a 
combination of an migiolonsin U aritzgonlst or a main htthltor with a neutral eadopeptidaso inhibitor. 

Ins second aspect this Invention relates to a pharmacoullcal composition comprising an A U antagonist 
or a rent,, buibitor In cunalla, with an NE? btrtbltor and to kXIs comprising an A U antagordat and an 
NE? &ihII4tOT or a rein Inhibitor and an NE? Inhibitor. 

The rordn migirusin system Is a complex hormonal system comptlsml of a large inthead& weight 
prwtw, ang2otensfnogon. two processing enzymes. renhi and os!dlv1& COnYOTUnQ SIZynW (ACE). aid 

in a vaxacve mediator, A II. See J. Cardlovasc. P1iamL, 159Supp B) (19) P. SI-Sb. The einzyme raft 
catalyzes the cleavage of anglotensinogai frito the docapepide engiotenshi I, which has mlrdmal Slogicti 
activity on its own and Is converted Into the active ectapeptide A II by AGE. A U has nndtlp!e biological 
actions an the cardiovascular system, fteludbig vnstricflon activation at the sympathetic nern,ous 
sysn, sthindatiai of atdostmono 1nhti, aithfliwesls. sdnflriali3i of vasculw growth and stimulator, 

18 of caxVac growth. AU hundOMS es a WaSSMV hmimne mid Is involved the paftwphyto!ogy of waral rams 
of hypertension. 

LI 

Udnibitois of the renin aigIotmn system we wail bwwu such drugs lower bleed p,osuo and exert 
benetidal In hypalaislon mid in congesvo heart failure as described, for mwniplo. In It Eng. J. actions 
Mad.. 318, 23 (19873 p. 1428-1435. A lalBe member of peptido and non-peptide hthibitors of renin 

m anglotwnsin system one krw,i. the most widely stedlod being the ACE hitS *IIIth class I- � the 
drugs caphaivil, enalapA Ilsinopril arid b,Ajtat Although a major mode of action of ACE frdnibftom Involves 
pmveidlcn of formation of the vascomadflubar peptlde A t it has been reported In Hypertension, 16, 4 
C1} P. 383-370 Umi ACE cleaves a variety of peplido sithetrates. lactating the vasative pepes 
bredyiwa, and substance P. Prevention of the degradation of bSyldrdn by ACE bihflftoro has been 

n demonstrated, and the acllvfty of the ACE bthlt4tors In some conimbns has been reported In Cfrc. Rae. 88, 
I (1990) p. 242-248 to be mediated by elevation of btdyldnhi levels rather than h,lthWon of ATIiiö?i 
Caequotrtiy. ft cwnot be presumed that the effect of an ACE hddbllor Is due solely to prevention of 
angfot&stn formation and mibreid Intwtion of the reS angiotensin syn. 

Nasal endopeptidase (EC 3.424.11: enkoplmiha fllopod NEP) Is a zinoitalrthig met* 
O kw4uaoc which cleaves a variety of peptide substrates on the arrthio terminal side of aromat arthio 

acfdt See BlSn J, 241, (1987) p. 231-247. Substrates far this enzyme WIdUd% S we not limIted to, 
atM natrituetic factons (ANI9. brain naligotic pepfide, met and Ion enkophath, brady$tnin. neirokmaffi A. 
and substance P. 

MW we a family of vazoQlalor, diuretic and antihypertensive peplidas which have been the subject of 
as many rectit reports In the literature. for exern pie Mit Rev. Pliant Tax.. 

* 

(18) P. 23-54. One form, 
ANF 99-128. I, a clrazlaThg pepWo hormone which Is released toni Uw he2 during uaailfl of cardiac 
custensim The ftmction of MU is t) uioulala saft mid C Imineostasis es well as to ragidato bbW 

(I 
presS#0. AN? Is rapidly Inactivated In the drcujafion by at least two p. � .ae a reptnr-niedlated 
clearance reported In Am. J. PhysloL, 256 (19893 p. R489-R475 and an enzymatic Inactivation via NE? 

a reported in Blochorn. 4,243(1987) p, t87 ft has been previously demonstrated That htdthxs of NW 

tmtentlaS the by slRbjrolic naUntc and plasma AMP ,nses to pharmacological mjecMi of 
MW in experbT,ental animals. The potentiation of ANF by two sp&flc NE? btdbflois Is reported by Sybeitz 
at at In .L PtwmacoL Exp. Thor.. 250.2 (1) p. 6244631 and In Hypsitmislon. 15.2 (I) p. 152.161, 
while the puttulLalbai of AIW by N1i general tree disclosed In U.S. Patent 4.70SM In U.S. 4.740,499, 

C OUns disclosed the use of tMorphen and kelaxphan to potentials atrial poplidea Moreover, NE? frthlbltcre 
lower blood pressure and exert ANT-he effects such as thaSs and &,reassd cyclIc gimnosbie r.&-
inonophosphate (cOMP) cocration In some buns of experimental hypeilert The andbyporteasiveactial 
of NE? hthlbltors Is medIated flough NW because mis to ANE vIE naiUallzo the reduction In bloW 

Me U.S. 4.749.688 also estabUshed the anthypeilaisive action of NE? frthltitojs aid that oo-adrnhnfstr, 
of an ACE Inhibitor and a NET’ InhibiTor rosus in a greater reduction of blood prure than observed with 
either 89074 alone. The mlhypmten&ve effect is best manifested under conditions In which the tenth 
oiM. system Is &ippreod, as reported by Sybertz of al In the references cited art For anplo. 
NE? hthilitors reduce blood prno effectively in the Desoxycorllaisterone sodurn a (DOCA NA) 
hypertensIve rat, a vo mie4opendeut retsippressed model of hypertension, but are loss olTCve iiit 
conditions In wW, the main angiotenshi systa-n Is activated, such ss In the S ontaneointy hypertensive rat 
(S1U and In the two Ithlney Goldblatt hypertension modeL Studies in the SER and In the t.o-kldney, 
Goldblalt hypertension model using a prodrug at the NE? frthlbftor N{213)-mercaptorneth*3*mothbl-
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pt,yojxołnyflnist]thrdim hi wnbbiaVoo wIth the ACE frthiWtor spfraprfl demonstruS the g  
efficacy of the cornbbtbi umpared he t drug aba tWcver. We frCemcUon was bUthd th SHR 
which had bm nephroctcmlzed. a manipulatIon which markedly mWaseas rat bevels. 

M wcplaia!ion of this fr4oraclve effect of ACE htthtors and NEP &ththom on blood prno is thal 
5 apcsSn of the mitt arglotairsin system eflo, for fufl uajcaaku of the AMrIlke anbypextiSe 

effect of the NE? bhtw. A V and ANF exert opposite enacts on the card!ovascu!M system mid ft has 
been proposed by Johnston at al in Am. J. MS.. 87 (Supp 6) (IBM P. 8844849-288 that these two 
honBfl systems ad to cointerbalance ale miouwC 

An enhanced cited troni a catnalon of an A II receptor ardagordst or a ronln h-diroh with an NE? 
to in}tor Is. however, unexpected for several joois Fhst  as discussed eboie. ACE hddblbto exert 

phanTwcobgical elffl otIs then hhIblia, of fonnen of A (I. ACE degrades mUTm substrates. 
including bradykiniii, raotensln, and subsiance P. In scureo unites, e4 with brodyidrib and arbstmte 
P. WOT ACE and NE? witi degrade the popda Bbm substance P and bradykiiln are, yssodliators. Si 
1V.aa&u of the motabollmn oft of 

us 

or more 4ThS.IX protection from degradation by frilthltlng the 

is two enzymes could ammod for an wthscod eltoct Masover, although rpluedoiny a mmaer which 
*tWngJy reducer p’m rerdn level% e3ntaS the adwncod friteraction of tht ACE hhthtIoT and NE? 

L) 
hiNb. the NE? bhlbflor alone did not Ice bIWI p,osim In Ut tie. ma the hoemcdom of ACE 
htdbiln and NE? Irdthtlors are comia and 0w area of an AU .t.apba milagordst or a rmth thittlor in 
combination with an NE? Mhthllzx cormot be predicted soy from data obtained from the cornl*iathn of an 

20 ACE hibiblior and NE? init,ltor. 

SUMMARY OF THE INVENTION 

DETAILED DESCRIPTION 

Li The NE? Wthlbltors suitable for use fri this hwentlon inchide, bit ms not Eniftad to coznpo,mt disclosed 

o in U.S. 4.8*818. heroin bicotpomtod by reference. baidtng In Particular NLN-[I}aitoxyI-3-

phaiyppyfl-($).pSnyla!any946)-lSOZe1t2 and N[N[((1S)arbwy-2-phonyl)elyIHS)-PheflYiaIaflYu*ai-
ardne; compounds dlscWd in U.S 4t.6O9 and 4229.641. each heroin Incoiporated by reference. 

hmabg canpoimth of the foniw!a 

a 

$3 

wherein K’ Is phony) adistihited by aficyl. K2 is alkyl4(O4C%)q R3 Is OR’ *hatJi R7 Is hydrogen 

fewer alkyl. 0 is hydrogon or RCO wheroin H’° Is fly!. n Is 0-2 and cj Is 14 mid In perticidar N{2(S)-
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80 203 (N42-(mercapbiiethyI)-1cxo’ 
pheaylpmpyfl-ft-aatie). thsciosad In Scam, African Psit AmUcdm a4a70 UK 69578 (cls-44111-12-

act4 wid Us active 
enamloojs) flduptn and Us . TI.. 

� ta. rofro-thforpIim phosphomnildoit and 80 MM (7-92-
6 (ncaptaTwthy-1-wo-3-plmnyropyarth1oflwptmdc adm. NW szmabo fW use a-s any pro-thug 

forms of the above-listS NW htbftom. ag.. compoimds In which o,w or morn carboxyc add gmups me 

The A II antagonists si4tab}e for use In this Invention lucia but a-a not Urnited to saralasbz ear I (I-
-nthylg1ychie-alansth 19; He 8 angfotcnstn U (1-deL-asparflc add .8-LtOIOUCL’*angiOIGXIS m; Dup 

*0 753 dyI-1-ff2-(1H-temzo&5-yflh1 .1tbtphenyQ4.yljmotbyfll 
K-hnldazole+rnethanol. 

men-
opolsftun $ara aid stAte malubolites thereat OW 

0155(2t4yM-R4-caitoxyphony9rnethyU-4-ch!oro-

lH4rddazote#acelic acid, dlsothum 884 EXP 63 -I-ff44atbxyyantmJphenyl], 
mothyli-4-chbro-1H-lmldazole-5-acslic add a-methyl ester, rnoian saft); and Pt) 123319 (114-

yo-3iTzethyIpeny9rnothy*dphenyazety1-4A8.7-toSl1ydrO-1 K-hrddazot4frc1pyrkO-
la cmtoxylic oddL flup 753,EXP 6155 and OW 6303 are disclosed In Ewopean Patent Appflcars 253A10 

aS 324AM. Pt) 123319 Is disclosed In European Patent Appllcafton 245637. 

Lr’ 
The ,enjn InJthftors suitable for usc hi the present Invention Include, but am not limitS to, eriaeb, 

HO 425Z A 66311 
tzS,1 fl5 .fliyl-5(I’-hydroxy-Z-a -rcytIohxyropyoxazotdln-2one mnW4 cP MM; ES 

a’ 1005 
prop*4at4}a-(t1S2-(Hm1yhnsth*1copropyIFwnMoF1H-bTddazoto-4-

pmpmddo dthydrocwoddo) ES 801 bh1-Z4Mideoq-N-he-41jN-[34I-alaiy-N<-4-
nnrphoflnyl-aetyl)-L-a1anyfl-3*thzoiy9-L-aSanyflantoi-L-Thmon1onamide); SQ 341117 COP 29231 
(bwwyloxy-Arflrg-P-Phe-Fs-Sla-Us-IMs-Lys(BOqOMe) cc? 3810 Q-[4-[@4ylamlno)arbonyq-

z 

llcycbt moThy.2*hydoy+methyflwjql}a-jj24(1 ,ltthyiothyi)-a4tonyflnwthyfl-1.oxo-3-
phonyp,opyl]mnlno3-1W1irddazolo-4-propanamlde). disclosed In U.S. 4,715511,584. SR 43846 3-Pyr-(Ctb)-
P14CHPMIO-NH-C(CH3-(CU2OI*$  U-71038 ro-Pw-NMo)frLou#(CHOHQb)V*fle-Arnp) 
A 62188 Nkthyt-1-opyfl-Ljmy1alanyfl*[18$J4-ado-14cycIoMxyfrneth2,S 
dih$roxythdyL4nWa) A 64652 

gN*an1b-3-mafi*1-dyo-4-ntrL-plmnylaa,yU-N-

so (tSR3Sl-(cycbyi,chy2sdbydro4hyMoxyI-L-hisVthnido)aS those dlscIo%d by Wat-
kftis at al In (La 4,6M13 hmhitig Use cłsclosed In Um following puflbl% Cited tlmreht 

Compounds of the brnula 

Ifao 

Boc-Phe-HIrNyJ_4_ Xt_...A. N.JLf% 
wa H 

40 

wtta-S R" Is solecS from cycthwxyfrrathyl, benzyl or bdyi; X SS or 01, Ru Is selected torn Isobutyl, 
cyclohexyflthyl or bizyl; and Is phenoihyt A jnutw,ud compowid ulflth fin class I$ one Mneh 
W Is cyclolmxyhii$, ftt  Is sobutyl, R’ Is pinthyl end W Is S. Thm ajn,poimds wo doscrthed by 

C Lilly at at. Pbarrncologlst. 27(3). (toss) p. 200.. and an be ataaJ by known tacIu*wos from known 

OtlieT rat InhiMors am dlo, for exsmplo Szc&o ot at, U.S. Pat. No. 4,4241 discloses as 
� the forma 

)(bvP,omiowsasb.zb.W () 

to 
Pm, PhD mid His may be In substhded bin; 

or an acyl or other N-protecting group e.g. ty). pivaloyl. t-butyloxycaibonyl (Hoc), bmizoyl 
or lower alkyl @husrGy CCs); or an I or Daznho-acyl residue. which may Itself be N.proted sfrnflarly 

D- orL-HsorrD- orL-beslcorwomaticmnh-acat$rsldaorbabse.t 
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MI- QID-Lys 
0) or D-kg wptNcd or an the es or amido 
(g)L- orDSamd 
UI) amino tehol derived from (o)-(g) n such or protocS In OS or sow hm -; - 

5 Z+Wb_aIccjfldo.fyodfrom 
Q)L-TyT 
(li) L-Phe 
() D-Tyr or DPhe 

as such rmplide being In tie e m or modified by basic mpltent* of one or one 
pep4ide bonds by S -at-ms-. Is. 

78 0% 

hytflcy. -CHprrCFj,. a hydrocatni, .CH,-C}b- LSL t wd fiats bSg in bee bm or in 
SO ,.a.bd or salt lam at one or nut ra,iM*ig popfile. mboxyf, amino, hy*oxy or now mxlive 

wuc 

In pwdat an their physIofoglc accepisbie aci Sa’ sails at bSc cemsi. 
Vabor ott. U.S. 4,479,941, discloses main Wtilt axyq3otnds such as 

a tHiftflc-I*4th-Leu-3iopyIamkle 
wa,e-asi-i 2dy 
BOG tie4t SIMsj(+ )’-1 ,2dpiatylethytariU; 
BOC-Mie4le4a4sr(-)-1 .ZdAinylomylaSe 

X 
aoea 

800-Pt*4t-SIMOUI +)u-iooyleThy1am 

BoC41e416-81a4.eu-1 0.1 l-iy&o5tsdbonzo(a.d}cydoheflaioavide: 
BOC-Phe-ib-&a4arD,L-tuoo-1 .2-IakyI-21y&onethyUi*Je 

a 

40 Ac*PFIIS-A}WP#tsThDcnzylaiTd* 

8OCfhe-It-Sbtoo-fN(3-avldoczopyWethanoIr1ae 
BOG- Phe-Ffls-AHPPA-Lou-(2-amManeUiy çyMno); 

N#N&OR*4frJ1P#.YEJ&WTISflYT4S* 
’(+) Sets bVm 0 o.1 of the ambie. 
A preferred compouid *111*, Us dass is 6OC-P*4fr4J*fl-1.2y1-pWedCIflG)L 

50 Veber at al., U.S. 4.478.826, discloses main Inthitor camjnmth stth 
tadymtn.ywIsaone4tswt.w4sMa.-oC Its. 

lat.adycanyI4t-PIoPhe4is.&a-lOu-TyT4dI2. 
waLya4, 

aI.rl-Mie-SthMb. 
56 lso-Vals*Is4ro-RwIt-Sta4as-VaWhe4Ib. 

4t*4SMb. 



o&AivyI4frPlnPl*4is4Ia4Wfte-I*h, 
5 

Cydo-

huyWM4" 
Ma 

’5 
A;  cmrcotmd .mii hi cim Is IVA4frTheft*4tSbtS.-Mw40b. 

’ Vo et S US 4084994 disimee runin IJflflZ cowpowids such ae 

n 
L$*frL*Wa 
LtcyH3a48)M)1L4atytL-ØwIyISw1Th  

aid the SITIS sid C,-. akyl it Jams of thi above peØdes. 
Doper at S. US 4.S disdoemi, i*sdn WINAM compounds such 

IBUHis.Pro.Phe�LrStrLstrM1u, 

SO 

IBU-Hts.Pro-Phe�Om-StrLeu-Ri. 

IBU-His-Pro-PhrDM-StrLetrPhrGl 

4 I 
IBUHIs-Pro-PhrHLYwStrLe*rPbuj 

C 
IBU.His.Pro-Phe--Om-Sta-Let1-GIj 

W IBU-His-Pro-PhrLjrStrIarP,rGIr] 

SO BOCar-LCJ 

7 



9 
(b) igiLa bnuidied etuS 

ma 

of Ito 6 mbm ebm hive 

M*ylo(1 b3cabaotnc 
5 wtieab 

SytSIto3Wi*iiw 
rwsRIt 

hyóoge,g a 
’a (b)aIc4I b6 mba ,Si* 

mo  Is k  
Is I 0(2; 

wAmeh p- 180.1 Ott 
and to teedia.S camfig oo 01 .Si at tie OPICW odin aSo odd rn’*� niq LI.t_L4 

,o be 0. La D14 aid the Øwn*0010y  80090" s118 thaed 
CS at aJ., lit 4.186090. J-4---- rerM Wtt npowiS auth 

S 

çI  P 
CH(C11 CHCHt 

as Imv6ig rat UW odMty. 
in to geocS bwgt each of Si. syntol. W’. Y widZ" itth us LJ.n&4 a test 

,4 an alto.odd residue sSctad fran Łdaiuic odd. upat acid, ie, hie or 

vS bwlig with the free caboxyl WOW of 5* -1-J-- a at the �jJ aTalotdd & P8pkb borW 
-OOM+;thocwbaxokmcgonoftholm,.mh..1J .mioSd may _� I, fre, bin a I 5 lm eta. oS at 

a. aii. *OIIOI ciStg I to 4 cabon ms, and tie InSet eq. bq. sKi oq -o sod, eqS I) zero 
a1,u*m.ueq+bq+ab8igeq.mtbI. 2 cr3. 

a IWS etS. lit 3$75. .-t� ra*flI&*n Cl to bTTIM 

£ NmMBN B’ It - o-9.I2da*yI. adsca-ftI2154laoy1, 444’-dwMm’iy)ptIenwystyI a.’ 
[4ff-ct&opIlaocy)Ømsayl9ołomyI gaç, aid nf 182 at a tAk plamsoestS -- -IrLI odd 
_L_ SW& 

the tollo.thg dw&aaa MW *oughout the M,eScaliat leD n Iss-baytyt; SOC = Teflb.a-
ycatniyl AIWPA - p8,48)-4.i*10341y&Thcy-5cla*StiS acid; ACIfl - (38,48)4fl04r-

a. cydohsc34y*typauiSdc WK WA = lsovsafl DAB = 2Saflno4iIxtdydC ��. Itys = 

homdyete. 2&a,*eSaiiMetiep*dc ; POA = phemSyetyI; Hoyt - L.bosnocy*biec 
The abo, a dssorC&n of cSses 01 rat bts W tme Site F’d hive NSWwftm 

to id p----- aid pdEOnt a 1aA.OwJ.Rob..a doW be made to ad’ - aid 
pJ.&.n themselves for tel b at auth clam sad _ S cmvçmmde *1St adi 

a. ’�. mid a to my typoiçSca1 alus a the Me *1ifl, may have ocarrod In bmwm mo  In 

adi rat hta to sopetscdpt IalWs a,bjaq and r waso kw’�’o" to tiSigUdi mnaft 

the valoos .’� at efloimth ad the vSdie stems r----r heed. 
The afliyptn*e atlects 01 NEP ktIots, A U aitS aid m(Si l&tin. aid 01 
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of NE!’ frditftWs wfth A II tadwgail$,a main hiJis are dotntsd dlng to the thfloi.tig 

For the COCA ad hypertension model, male Sprague Dawley role welghtmj lI-ISO 9 so 
with asher cit the right kidney is removed. Three pellets containing Dec ens (desoxycorflcosterona 

5 aceta COCk 26 mWpaW one Implanted subc*daneezsly. Aitnab rNor from swgery are, nI1aL.SIJ 
an normal rat chow and &e allowed freew-.toath1d& 1% Naclond 02% Cl 6i!uoftapCfor 
sported of 40 days. This procedure resus In, a sustained slsvathn in blood prauro amd Is a 4111 
rr1lThtnr of published procedures (04 Brack at al. 1982) that have been used to produce 000* sag 
hypertension In the rat. 

ic On the day of the study. animals era again enfltlzod with oilier wJ the caudal artery IB ainzlated 
for blood plossuro measurement. Patency of the caudw flfl camwla Is nio!ntdned with a continuous 
Iidzmlon of dotose in water at a rate of G2 nttw. Artnab are placed Into ,�.’.-l..I.,j cages whore They 
recos conscIanoss. Blood prmu Is measured from caudal artery catheter using a Stothan pruo 
haiSucer attached to a BccluTmn ohfc reoxdar. In addition, a cardiovascular u.1l’aL

 
device 

to (Bico Befra-dos. Ina.) and a CUQIWcomputer ore used to caictdalo average blood s&an 
After an equilibration period of at least 1.5 to. animals are dosed miba4mtsouaiy (I mVtg) With vehicle 

(niethylSlulose, hereinafter MC), NE!’ h,tæbftoT. A I] antagonist. rwutn IrdiJWur, a combbiatbn of NEP 
inhibitor mid A II antrigmaist, or a combemfion of N5’ fritdbftor mid renin Wftft and blood pressure, Is 
rtored for the rie* 4 ftm The doses of drug are ciKisan based an amoimla prevlamy dstonnhnj to 

so be effactivo V hdthftS of are respective enzyrna 
Two lddnsy. i-dip (4(10) GcdSft hypertension Is p.i’.al to male Sçxegua Daw2ey rate  as 

doscribed by DeFbaest at al (1984). Rats weighing 180-21 g we anastheJwJ with t or BmvlW (60 

fl#9. ) and the left Iddasy Is u.j,aod liuough a flank LRSkqk A sliver clip with an Internal disaster of 
0.15 nmi Is p!aood nuid the loft ruM artery. The oortalatarai kkmney remains witoudiad. Tim &tTWJ IS 
used 34 weeks t surgery when mmtained hyperterSon greater than 150 nun Kg Is established. 

On the day of the expUnent tasted ruin are anesthetized with ether and The oWomlnal an Is 
carmulated via the caudal artery with polyethylene tubing. The rats are placed In plastic resttwrs mid 

allowed to regain  slot al IsM80lrdrL The rate tons dosed byoralgavagawith asingledrug 
with a coinbinalion of drugs as mispensioris In 0.4% methylcauulow vele. Blood pressure Is recorded 

so conthnroimly from the caudal artery on an oatWogwphlc recorder. 
The nthypervs effect In SHR Is detarrr–ied as follows. Mhr,aIs are preWcdfor blood prce 

measmerrierd as described dova After stna crthrs we dosed mfrnflzioo*mty with test dnigs, 
coinit,atlaw thereof or placebo and blood prim Is rnonllorod for the next 4 bows. 

ANF has been shown to exert beneticial homodyinmlc and renal actions in congestive heart failure 
(OW) with the A7.t1i of the tmst sun,sra states, In which Its actions may be bkmteit ANF and to roth 
miglotsnsin system also eat SS physiological w.kjn.lb of one miot In OW. flefoo, It Is m-

IzirqSfl that the wnthialbi of on ANF-potentlating NEP frdthltor mid an Inhibitor of the rmth mtgMaSn 
system will be useftd In the frealmerd Of CM?. Measurements of the degree of dirSe and imniurSa. as 
well as Immodynaula am used to determine the uiDua4 of the .uaat combination In the hoabrat of 

cOW. 
The cornblnalais of this inventIon corn prize an NE? Inhibitor and an A II wtaaM. and on NE? 

Inhlor and a tenth Inhibitor. The components of each combination can be adn’ilrdstared In The n 
phmrniVcaJ composillon or by iaLuaCwi Of tpciutu phaniaiftcal coinpo&’tais. A variety of 
pharmaceutical dosage for,  are suitable, preferably for oral or pwu4.aol Smbilstratwi, although urn-

chardcal delivery systems mdi as tsnsdennal dosage forms ate also QDfllelitpIatOd. 
The daily dosages of the conubbistlons of this Invention for fretjtd of h)pc4LS  or congestive 

heert bibo ale as follotis NE? MMbl fits typII dosage Is abcijl 0.3 mgg to about Ifi rngitg of 
mayrmallmt welgid per day odntilsteted In single or divided closers: for A 0 _____ the tyfftal ge 
Is about 0.1 mgflcg to about 50 ingAcg of mamnalian weight per day STthIistmS In single or divided 
doses and for mom frthibftoiz tie tyaI dolly dosage Is about 0.1 mgg to about 100 mg/kg mammalian 
t.ofght nd..I.LtoJ In single or divided doses, The e,wd dose of any uaqa..ad or combinalion to be 
Srnfrdstered S datomydned by the attending cmilcian and is dependent on the potency 01 the cornponmd 
adntilstered, the age. weight, ordlilon and response of the patient 

Generally, In frosting humans having hypertension or congestive heat faa the combinations of this 
as bwmtfloo can be administered In dosage ranges as followe  for the combhfli of NEP biiior and A II 

pdoad4 about Iota almid SM mg NE!’ frihibitor per dose given ito 4 times a day, and about sto about 
im rug All anlagordat given I to 3 thtss a day aid for the anthiatlon of NE!’ &thlbitw and rerdn 
htil2or. about 10 to about SW n.j te hMft given 1 to 4 thn a day. and about S to about WW mg 
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1. A ptm,macetdcal ajmjxdan for Izcc&u hypoiton*n or coagostvs hswt fafliro aimpdng ml 
sifoclivo mriowft of a catibb,gon of a nst–aJ endopeptIdo btttw as t a rtt frdftflw Cr W 
anglotonsb II ardagordst Ina plwmacoucafly accoplaMe carder. 

a Acc.nposl&mofdalinlwtrettt 
Ow nabs] ordopoplldasa IUbIb4Ior Is selectEd from the group consisthg of N-jN-fI (S)carboqfl-

N-[NftØ 8)-c&bOXY-2*SIIYOOUIYIHS)-PhOIYI3!anYU-P-
alarth* N-[2( ,ercmmthyl-3-(2-rnoth$phonyTJproc4onyIjmethMo: SO 2 UK 

sia 

US-

phat rofroDtplłl phospinS 80 29M and the prinigs U.  
010 aak1u II antagorifSt Is sdoeb3d from Ow gnw ta.J&i0 of smalasim sar I; lIe 8 

anglotonsin II; Dup 763; EXP 6155; EW SM and PD 12331% m.d 
….) fits ronin &IhIMor Is selected from us gap consith,g of wmflooirn RO 42-589Z A 65311; CP 

c 794; ES 1005 ES 1; 8034017; COP fl287; COP O; SR 4384t U-7Ic A SMSM and A 

& A kit cornpdzbg in swarete uaizLno m a single paobge pliammosulleal compQSiliofls for twe In 
wnbSfton in ht hypedmision or ccngoive head failure In rnarmiials which cornpWas In one 

* �doho a pham,aceuilJ innpcsIon conlwisIng a noutral adopspVda bIdI mid In a second 
cotw a pbarmatettal composMon comprising a radn Wtitor oral aiglolonsin U lag .1..I 

4. The use of a nadml endopepUdase (NI4EF) hthWUm. In wnbfralial with owle, a roth, WftMw or ml 
siglotonsin II m.Iagordst. for Ow pepwdon of a pbannnwifl wnposftlon imefid in 11w Ueabnmd of 
hypertension or congosUvo heat failura 

8. The use accordh,g to claim 4. when 
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15 



EP04*SS1 *2 

to mit tJfl... b-’-’-ltwnThe Th*.� ’uItROeaAu; CP 
WM ES Ia ES 8I; SQ 8017 COP 7: COP 3M SR 4WE U-7It A 6219M ala 
a 

6 0. A1SS*aIYdCI5ICrZ 
-a.t.--,j.atO2mIq. ---Ø*pwda 

a. -4--i- I atgatt b -Liii Id a dMW bW at 0.1 n4iq ID 59 no% 
- �wd*ptdayat ___ 

the mit " iSaSu&’ 1atat,rłfO.1 mg&fl IX rI$d 
to petty. 

1. A r-- tree rncatha 314..Z4 ca*wot somnft to a’y at cm 1,2 w B. 
we cuØses *hig a r La--. hi dtssr fl.- n 
a_a_ia.aart swepmbcmw-

A A ,�-’- at treathig bn,_S_ a CmVodm heat We cwISg .t - at 
dacwnbkoftoolonmW 4rr"- U.aS46?

 91 

 aid Sn a 15t Lilt 

N - I - 10 a mumd ktaeSat eKh I_an 

A a A..a1&8iItSt 
ae nan -n"-- LiA- 1$ frau tie w* -. - of PHN41fltS$ 

1A.4R.4.fl1L.,-_j a’k. 
*tha * -,#.-GuqMq5k’. SQ S 1* OEM S 
� ,*o4w9a #*VhmaWdn 80 a wd JX04 Isod 

d" -r1 1 S -S-I-I *a a. gun ,sa 

91 1 Th D* 75t EXPSift EW3.4 PO 123M. aid 
the miui’"- ioso*Wfmmftgmw i a g at aS nO 4MM AI7 OP 

SM ES 1005; ES SI; SQ 3407. C’ .C’ St 43M5 U-1Ift A MW aid A 

a - 

IS 



(12) IflflNAflONAL APPLICATION Puflhll) UPWES THE MIVfT a)olnfr.flON TREaTY (PM 

(Dttd_- - SPI.pcflyO.mfraftoe  

(43) htn.tlnal Putliso nate (10) late madoal PflISloa Nuabe 
23 May 2002 (23.0&2002) PCT WO 02(40007 Al 

(51) Issadital hInt CIud*aS&: A61K 31/165, Wa,iSoaI AO, Lkbi.imsse 35. CH4056 HiS (CH). 
AMP 9RC WEBB, Rae, Lee [US/US]; 11 ass,ma Othe, 

Fl.mirra Ni l8fl M. 
21)L.n - N.Mr PCF/UI’Ol/11241 

i gf�r. pT.7ThW.TtEtzi.r. 

(22) ISaIJo.al FUI nse Ipz&l.cIS Propeny. hIt & 1%tiaxk DqiIas44 
15 Nayea. 1 (15,1LI) CH4002 B1 (04). 

HagiSi I) DWpWW ssl_so_4hAz ALL AL,AM.AzAU, 
AZ BA, BB, BC, BR, BY. WA CA, CIL 04, W,CR, CU. 

(26) PnbInth. I - Bagliib (7. PB, DL DK DZ. BC, 
a 

W. PE (10. OD. GB, (III, 
a BU. L IN, a JP.  KO. XP, afl,1flIZ 

IrhJ.Ik IZ W. M. MA, MD. MX. MN, 
a 

MX ?U OK NL 

I02815I.9 17NovobO (I7.I1)) GB PL FL RO..SB, SO. SI. SK. ltn&ILThU&W. 
t2.VN,YIJaThh,zW 

(71) AppN Ob,df%ited&aes --p AT, tAp: NO-
vam AG (cIIKHj; IJddt 35. cH4O56 BiS 

(71) Aq1ksat (for AT *fr)t N(WAWFIS-LRFINDVNGEN 
vmwA111JNcsGruscffhFr MAD. IATfATh 
&um.n Stre 59 A-1r5 Mn, (AT). 

fl � pad 
(7$) IWwftWAppk"ft0bb5amW.’IMWrffWMM 

[usmsl; 2971 Cu.e.iipffis Road, ftS PA 19465 
(US)L VASYLIA, I, Lets EcHIcHt No,.zth 

DedolOW 5t (ti4i r (AM, M. 
St KU. XZ MD P.U.m1%dD....,i..apeS(CBu. 
cg Ct DE, DL fl FIE PR. GB, (MI, lB. Tr, Ui, MC, 
NI, fl SI!. TR). 

� with itaS nath ,qa1 

Mqwo-k#a-cmS ł,dtabbW, ,r so the GS 
Nan Cct andANr.,iksqqc.ftht begth 

nkq(eX*fl$WlWSNt ihe PC’ Gain 

L-
__g)il :izcji.(.. IuIr1,I1.L!I II .r;1:PlIIII:TlLr . 49. I�s’/3 ’1 

 

CH, 
H.C. ,c; 

H3C CH.

X.. NH, 

T 
HIC.OJ*JjJC1CH 

(57) AL.aat nt iaIion ,tS Ix, acoa,bSilon 1w,au, Ut ,In IoliNtr o( tosraiil. (I)ws psmtkaliy __i_l2 
nh ISvot 



lie -23 
WO t214O7 PCrlEPOl!13241 

The SweSon yeSes to a ocitlon, such as a coatlied prepeion or phamwceuS 

empowbm reepea’. COOiçiISg the ret WJ&W of bnnt fi) 

H3C CM3 

OH HC CH3 o%Ii  
0 

CH5 
(I) 

or a psmiaoeutaly eptSile salt lhecec(. 

The %vsti eupedely rddes ID a conthidon, wdi as a ownbbW 1.-c.ta or 

phwwmoeuftd oonwcSUa r edMly, coiSg the feS kJar ci fonmt (0 or a 

pIwniecay -_-1.I�LI_  k thereof mW at least one therteusic st _d_rMd twin 

the gç conale*ig of 

0) an AT1-eoepn n4cct or a plwmatly aepIe s thet, 

(I) a tCo-A reóie liSa or a phemacettdy acceplaNe eM theisM, 

Is % an sldbsnS convesthug enzyme (ACE) b*iLltor or a pbannw*utr acoepiSe 
so"  

(lv) an OWn diatuiel bloeer a a plwniacs.łlcaIy aejMbie ad thereof, 

(v)

 

onabodmwvjnMMWA*woraowmaoPAk*aooepWANOtamd, 

an )j.S_.p 
a., -a or a phsmsaoa’ �’ -,A.LI. eel thereat, 

(.1) an S ançotaiet convedMg enayffiSsital -- &rSIw (ACE, WtSr or a 

Owmaeod  - -’----1AsMthereof 

(.4 at endothili aorM or a pflwwmctdy --Ø-- eel t...J, and 

(14 a tbtdo or a planiece.y a,ceØle left boguS. 



2A2, 
WO O2/40007 PCTJEPO 1113241 

-2-

The term Oat least one therapeutic agent’ shall mean that In addition to the compound of 

formula (I) one or more, for ectple two. furthemtoro three, active higredlents as specified 

according to the present Invention can be combined. 

Renin UIh12 the action of the natural enzyme renin. The latter passes from the kfdnais Into 

the blood where It effects the cleavage of anglotensinogon, releasing the decapepllde 

anglotensJn I which Is then cleaved (tithe lungs, the kidneys and other organs to form the 

actapeptide anglotenslnogen (I. The octnpeptlde lnaeaaes blood pressure both directly by 

arterial vasoconstrlcticn and Indirectly by Ebsratlng from the adrenal glands the sodium-Ion�

retainIng hormone aldosterona, accompanied by an Increase In extracellular fluid volume. 

That Increase can be attributed to the action of angiatenshi It. Inhibitors of the enzymatic 

activity of renln bring about a reduction in the formation of anglotenshi I. As a result a 

smaller amount of angbtens!n U Is produced. The reduced concentration of that active 

peptide hormone Is the dbect cause of e.g. the hypotensive effect of renin Inhibitors. 

The ret Irthibitor of formula (I), chemically defined as 2(8L4(S),5(S),7(S)-N-(3-amino-2,2-

dmethwI-3-oxopmpyo-2,7-d(1-methyathyo-4-hydroxy-5-ambio4.14-methcxy-3-(3-methoxy-

propoxy)phenyl-0ctanamlde. Is specifically disclosed In ER 878503 A. Especially preferred 

Is the hand-fumarate eat! thmeof. 

AT,-receptor antagonists (also called angbtensfn U receptor antagonists) are understood to 

be those active Ingredients that bind to the AT,-receptor subtype of anglotensln Ii receptor 

but do not result In station of the receptor. As a consequence of the Inhibition of the AT, 

receptor, these antagonists can. for example, be employed as antihypettansives or for 

- - bean IsBn 

The class of AT, receptor antagonists comprises compounds having dlitoflng structural 

features, essentially preferred are the non-peptkäo ones. For aiwinpie, mention may be 

made of the compounds that are selected from the group amslsllng of valsanan (Cf. El’ 

M39M losartan (ci. ER25331 0), candesartan (of. 459138), eprosartan (of. El’ 403159). 

hbesaxtan (of. EP454511), ahnesartan (of. EP 503785), tasosaitan (ci. EP538O8e). 

tehnlsartan (of. EP l 4), tho compound with the designation E-1471 of the followfng 

formula 
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lIMO-Co-A reductase inhibitors (also caflad frhydroxy-frmethylglldasyl-co-enzyme-A 

red,i. hthlbftom) are undemtocd to be those active agents that may be used to lower the 

lipid levels h’icludhtg tholesterol In blood. 

Preferred HMG-Cc-A reductase bihmftom are those agenta width have been marketed, most 

preferred le Ouvastatin and pHavastatin ard also atwvastatln or, In each case, a 

pharmaceutically acceptable salt thereof. 

The Intamiptlon of the enzymatic degradation of anglotensln I to anglotensin H with so-called 

ACE-Inlflom (also cafled ardotaimbu convening enzyme inhibilom) to a M=BsSfd variant 

for the regulation of blood pressum and thus also makes available a therapeutic method for 

the treatment of congestive heart failure. 

The class of ACE btthlwm campuses compotmth having dliterhig sbucwral features. For 

example, mention may be made of the compounds whith are selected from the group 

consisting alaprfl, benazepril, benazsprfiat, captop4 ceronapril, diazapril, delapdl, 

enalapril, amprilat, fosinopril, h-nldapril, lltopril, movaftopril, padndoprll, qulnaprt ramipril, 

a14rnyrll, temocapril. and trandolapfll, or. In each case, a phaimaceuticafly acceptable sail 

Referred ACE frshlbftom are those agenda that have been marketed, most pmfcued are 

- and enalapril. 

The c’ass of CCBs essenflally comprises dihydropyridines ()HFe) and non-Dill’s such as 

thwazem-type and verapamil-type OCEa 
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A COB useful In said combination Is preferably a DHP representative selected from the 

group contthg of wifllphie, fefodipine, ryosidTne, Isradtp!ne, ladd1pIne nlcardlphte, 

nitedlphto, ngu!dlpMe, flW4MOT nhnodlp!ne, nlsoWlpbio, nftrendlpine. and nivaldipine, and 

Is preferably a non-DHP representative selected from the grasp consisting of thuiadzine, 

pron4amIne, dffizem, tenS gallopamil, m1beftedil, anfirearg, Vapamli and verapamil, 

and In each case, a pharmaceutically acceptable sail thereof. AD these Otis am 

therapeutically used, e.g. as anli-hwertanslve, will-angina pectoris or antl-antiyttunlc drugs. 

Preferred GCBs comprise amlcdlpine, diltiazem, lsredne, ntcaitflp his, nitedipine, 

nhnodlptne, nlsofdlpino, nftrendipMe, and verapamfi, or, e.g. dependent on the specific OCS, 

a phannaoeutically acceptable salt themof. Especially preferred as DHP Is arniodipino or a 

pharmacaulically, acceptable salt, especially the besylato, thereof. An especially preferred 

representative of non-DHP8 Is verapamil or a phannoeculltally acceptable salt, especially 

the hydmchloitde, thereof. 

Aldosterone swthase trththltor Is an enzyme that converts corucostemne to aldcsterone by 

hydroxylating cortoctarana to form IS-OH-co iticostarone and 18-C H-rlicostorone to 

aldosterone. The class of aldostejono synthase Inhibitors Is known to be applied for the 

treatment of hyperte Son and primary eidosteronlsin comprises both steroidal and non-

steroidal oldosterone synthase hnbftors the later being most preforret 

ProfUTOnCO Is given to commercially available aldostemno synthasa inhlbilora or those 

aldostorono synthaso Inhibitors that have been approved by the health authorIties. 

The class of aldosterono s’,mthaso hihlbftom comprises compounds having cffferMg 

structural features. For example, mention may be made of the compounds which are 

selected from the group consisting of the nowsteroldal arornatese Inhibitors anaozolo 

fadrozola (Including the (+)-enantlomer thereof), as wall as the steroidal ammatase Inhibitor 

exemestano, or, In each ceso whom applicable, a phannacezfltcaliy acceptable salt thereat 

The most preferred ncn-stamldal aldosterono synthaso Inhibitor Is the (+)-onantana of the 

hydrochloride of fadmzole (US patents 4811381 and 4889881) 01 formula 
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5594021), espoclally sltamentan sodiwn, YM 588 (Cf. El’ 8719 A), S 0139 (of. WO 

97/27314),J 104132 (cf. ER 714881Aar WO 91/37685), furthermore, tezosantan (of. WO 

98(19459), or In each case, a phannaceutically acceptable salt thereof. 

A diuretic Is, for example, a thiazida dudvaflve selected from the group consisting of 

thtorothlazlda, hydrothlorothlazIde methyldothiazide, and oh! orothaildon. The most 

pretested IS hydrochbrothlazlde. 

Preferred am comb hiatlons, such as a combined preparations or pharmaceutical 

otnpcsfiorm, respectively, compitsing the ret hthlbltor of formula (I) or a pharmaceuilcefly 

accepted salt thereof and as second active agent an active agent selected from the group 

consisting of valsartan, fluvastatin, atoivastatin, pftavastatin, benzep4 enalapril, amlodipine, 

aspeclally the besylate thereat the (+) enanhlomer of tadrozS eplerenone, ornapatruate6 Z 

13752A, sftaxsentan, especially sftaentan sodium, danasentan and hydmchlomthlanie. 

Fuilhemiom preferred are ccmblnatbns, such as a combined preparations or 

pharmaceutical compositions, respectively, coinpds!ng the renln Inhibitor of formula Q) or a 

pharmaceufraily accepted salt thereof and one active agent selected from the group 

corisisthig of valsartan, fluvastatin, atoivastatin, pilavastatin, benep ill, onalapril, arniodiphia, 

especially the besylate thereof, the (+) enantlomer of fadroS eplerenone, omapakila 2 

137WA, eltaantan, especlafly sltwcssntan sodiwn, and darusentan, fwthermnore 

comprising as third active agent hydrothlorothla4de. I 

The structure of the active agents Identified by generic or tmadanames may be taken from the 

actual edition of the standard ccmpendhnn ¶he Merck IndeX’ or from databases, e.g. 

patents International (e.g. IMS Wand Pathflcatlons). The corresponding .adw.1 thereof Is 

hereby Incorporated by reference. Any person aldUS hi the art Is fully enabled to Identify the 

active agents and, based on these references, likewise enabled to manufacture and test the 

pharmaceuIk1 htatlons and properties In standard test moda both In vftm and In viva. 

The corresponding active Ingredients or a pharmaceutically acceptable salts thereof may 

also be used In form of a sols such as a hydmte or including other solvents, used for 

S 
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The compounds to be combined can be present as pharmaceutically acceptable salts. If 

these compounds have, for example, at least one basic center, they can form acid addition 

salts. Corresponding add addition salts can also be formed having, If desired, an 

addUlonally present basic center. The compounds having an add group (for example 

COOH) can also form salts with bases. 

All the more surprising Is the expemnental finding that the combined admhilslmtton of the 

renin bthlbftor of formula (1) or a salt thereof with a therapeutic agent selected from the group 

consisting of (U to (lx) results not only In a beneficial, especially a synergistic, therapeutic 

Li effect but also In additional benefits resulting from the combined treatment and further 

swpdsbg beneficial effects compared to a monotharapy app&hig only one of the 

pharmaceutically active compounds used In the combinations disclosed herein. 

In particular, all the more surprising Is the experimental finding that the combination of the 

present Invention results not only In a beneficial, especially a synergistic, therapeutic effect 

but also In additional benefits resulting from combined treatment such as a surprising 

prolongation of efficacy, a broader variety of therapeutic treatment and swpitsbtg beneficial 

effects on diseases and condIflorw as specified hereinafter. 

It can be shown by established test models and especially those test medals descrthed 

heroin that the combination of the renin Inhibitor of formula (1) with with a therapeutic agent 

saladS from the group consisting of (I) to (li) results In a more offeclive prevention or 

pie?embly treatment of diseases specified In the following. In particular, LI can be shown by 

estabflslie*1 test models and especlaUy those test models described herein that the 

combination of the present Invention results In a more effective prevention or preferably 

treatment of diseases specified hereinafter. 
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staggered In time, La according to a more complicated treatment schedule. More preferably, 

both active Ingredients are athninlstemd as a fixed combination, La. as a single tablet, In all 

cases dasribad herein. Taking a single tablet Is even easier to handle than taking two tablets 

at the same time. Furthermore, the packaging can be accomplished with less effort 

The term 8)mergbflC as used herein moans that the effect achieved with the methods and 

compositions of the present Invention Is greater than the sum of the effects that result from 

methods and compositions comprising the active Ingredients of this Invention separately. 

The person skilled In the pertinent wt Is fully enabled to select a relevant and standart 

SinS test model to prove the hereinbefore and herehiaftar Indicated therapeutic Indications 

and beneficial effects. 

The pharmaceutical atltles as effected by administration of representatives of the class of 

ATrrecCptor antagonists or ACE hthlbltom1 respectively, or of the combination of active 

agents used according to the present Invention can be demonstrated e.g. by using 

corresponding pharmacological models known In the pertinent art The person skilled in the 

pertinent art Is fully enabled to select a relevant animal test model to prove the herefrthefore 

and hereinafter Indicated therapeutic Indications and beneficial affects. 

The beneficial effects on blood pressure can, for ompla, be demonstrated In the test 

model as disclosed hi R.L Webb at a)., In J. Hypertension. 16843-85Z lOSt 

Methodt 

The combination according to the present Invention comprising the compound of formula (I) 

or a pharmaceutically acceptable salt thereof can be administered by various routes of 

athrdnlstiallon but are tHLQII1 In this einple using a continuous Infusion via subcutaneously-

Implanted osmotIc nthdpwnpa Each agent can be tested over a wide-range of dosages to 

determine the optimal drug level for each agent hi combination to elicit the maximal 

response. For these studIes, it Is preferred to use Vestment groups consisting of at least U 

animals per group Each study Is beet patio mmd hi which the effects of the combination 

treahnent group are determined at the same time as the Individual components are 

evaluated. Although drug effects may be observed With acute adminIstration (such as I 

day), it is piufwtble to observe responses hi a duaik setting as shown below In which 

experiments were done over a two to three week observation period. The bug-term study Is 
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of cutficlait duration to allow for the M development of compensatory responses to occur 

and therefore, the observed effect will most WwIy depict the actual responses of the test 

system representing sustained or persistent effects. The effects on blood pressure depicted 

below represent a synergistic antlhypeitenslve oiled When the two agents are used In 

The combination therapy can be compared to that of the monoihorapy groups by 

determining the maximum change In blood pressure or the area under the curve (AUC) for 

change In blood pressure over tints In each of the treatment groups. AD values are 

represented as the group mean :t SElL Statistical significance Is obtained when p <0.05. 

The AUG values for each of the freabn ant groups can be compared statistically using a one-

way *140VA followed by the appropriate post-hoc analysis, for example by pertonning a 

Tulcey’s test 

Blood pressure can be reduced to a alnUar dogma using lower dosages of each of the 

components when given hi combination than when the Individual monothemptes are 

administered An additional unexpected finding Is that the blood pressure can be lowered to 

a greater extant with the combination than when the Individual compound of formulat (I) or a 

pharmaceutically acceptable salt thereof Is given alone at a higher dosage. 

These beneficial effects can, for example, be demonstrated In the test model as disclosed by 

a Jwemlc at a]. In J. Cardovase. PhamiacoL 273474M. 1996. 

For example, the valuable potential of the combination of the present invention for the 

prevention and treatment of myocardial hærcticn Qncluding the post-myocardial b Ja, 

Indication to delay the progression to congestive heart failure) can be found using the 

following test modeL 



410 

WO 02/30007 PCr1EP0IIJ324l 

-11-

� cAO + vehicle 

� C`O + compound of formula (I) or a pharmaceutically accetable alt, especially the homi-

tunas thereof, 

� GAO + aldosterone synthass Inhibitor 

� GAO + compound of formula (I) or a pharmaceidlcally avcetnblo salt, especially the hem!-

fumarata, thereof, + aldosterona synthaso lnhtbftor. 

Following doses and routes of adirdnlstratbn can be applleth 

For the (+)-enantloner of the hydrochloride of fadrozolo 

Ala osmotic mhimmps 0.4 mg/hgfd. 

OwIng the study ldllowthg variables are measured: 

� LV chamber volume 

� ftderstlllal and perivascular collagen density In spared LV myocarduim 

� ca-i 

and COL4II protein content In spared LV myocardlwn by Western blot 

� cardlomyocytos cross-sectional area and length In sections of LV myocardium 

� plasma concentrations of renln and aldosterons 

� urine concentration of sodium, potassium and aldosterono 

� blood pressure In conscious anhnals 

� LV and carotid blood presuro in anesthetized anhna!s. 

Methodology 

Infarct size: Six pm-thick tranevema histological sections of the left ventricle are stained 

with nitrobtue tetrazolluin and acquired by a BIW XC-77CE CCD *ieo camera (Son. The 

mdtIng Image Is processed on a KS 300 image analysts system (CS Zeiss VIM) using a 

software ecfflcally developed (Poizb of aL, 1905). A single operator blinded to fteabu’I 

Irdetvely defines the boundaries of the lnteiverdflSar septum, and the bitercted area on 

each section Is senilautomaticafly Identified as the area of imstalned vanffiSar tissue. The 

software automatically calculates breach component of the vantitaflar section defined as 

the chamber, septum, hitaroted area. Infarcted LV wall and viable LV wall, a set of geometric 

parameters (Porzlo stat, 1995). 

H1sWog Heads are fixed In situ, by retrograde pailuslon with buttered 4% fonnaklehyde 

after arrest in dlastote by Lv. Injection of 0.5 M KCI. After fbwtlon, the left ventricle OM and 



WO 02/48091 PCTIEPO 1113241 

12 -

the free wall of the right ventricle are separately weighed; LV longer diameter Is measured 

with a caliper. LV histological sections are stained with hematoxylin & ecain for qualitative 

examination and to quantify cardlomyocytes cross-sectional area with a semi-automated 

Image analysts routine. Interstitial collagen deposition In LV Is evaluated on Sirius red 

stained sections wIth a semi-automated Image analysis routine (Masson of 4 19981 

collagen content In LV spared myocardlunr LV tissue in the spared myocarthnn is 

homogenized, subjected to PAGE-SOS electrophoresis and electroblotted onto nitroceliuloso 

membrane. The blots are exposed to primary antibodies, Le. rabbit anti-rat Hagen We I or 

typo III antlssnim (Chernicon). The primary antibodies are recognized by secondary 

antibodies conjugated to alkaline phosphatase (for colagen type I) or peroxidase (collagen 

We III). 

Loll ventricular chamber valorem LV chamber volume Is detemthad hi hen arrested In 

diastole (KCI) and fixed In formalin under a hydrostatic pressure equivalent to the measured 

LV eS.dlastoflc pressure. A metric rod Is Inserted into the LV to measure LV Inn or length. 

The tansvexae diametem of the LV chamber are measured In No 1-ram thick transverse 

sections new to the base and the apex of the ventricle (Joreinic at at, 1096). The chamber 

volume Is computed from an equation httegratirig transverse diameters and Inter length. 

%stendo and Left ventricular beinodynamics A microtip pressure transducer ØkAflIar 

8PC-320) connected to a recorder (Windograf, Gould Electronics) Is inserted Into the right 

carotid artery to record systolic and diastolic blood pressures. The pressure hnnsthzcar Is 

advanced frito the LV to measure LV systolic (LVSP) and end  -diastolic (WED?) pressures, 

the find derivative of LV pressure over thus (4dfldt) and heart rate. 

Non-Invasive blood preure: Systolic blood pressure and heart rats are measured by the 

tall-cuff method (Utica LE 5002) In conscious rats. 

Urine electrolytes, hormones Rats are Individually hosed In metabolic cages and 24-h 

urine collected on 1 not Hol 6N. Water Intake Is measured. Urine catecMamlnes are 
extracted on Bondahit c18 columns (Va$an)’ separated by HC (Apex-H CIS, 3 iur 

50x4.5 nun an$yflcal celumn, Jones Chmnistouraphih and quantified with an 

elactzothemlcal detector (Coulochem II, EM) (Goldstein oral,, 1081). Plasma and urine 

aldostorone, and plasma anglotensin 0 are detaimined with specific radIohnn,uncassas 
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(A!doctk-2, Dlasofln and Anglotensln II, NIChOlS Diagnostics). Urine sodium and potassium 
are measured by flame photometry. 

Samnie size 
10 anImals analyzable In each treatment groups are sufficient to detect biologically 
significant differences Only rats with an Infarct size of at least 10% of the LV section area 
am included In the final analysis. 

Endothelial dyslunction Is being acknowledged as a critical factor In vascular diseases. The 
endothelium plays a bimodal role as the source of various honnones or by-products with 
opposing offects: nsod3alton and vasoconstriction, Inhibition or promotion of growth, 
flbrhwlySs or thrombogeneals, production of anti-oxidanis or oxldlah’ig agents. Genoticauy 
predisposed hypertensive arftals with endothellal dysfunction constitute a valid model for 
assessing the efficacy of a cardiovascular therapy. 

Endothdflal dtsfwtticn Is thamctailzed by, for example, Increased oxidative lruas causing 

decreased rgtflc oxlde Increased factors Involved In coagulation or fib rinOlysis such as 

plasminogen activating Inhibitor-I (PAM), tissue factor (19, tIssue plesminogen acvator 

(tPA), Increased adhesion molecules such as [CAM and VOAM, Increased growth factors 

such as bFGF, TGFb, PaGE, VEGF. ail factors causing cell growth hdlammaticn and 

fibrosis. 

The treatment e.g. of endothelial dysfunction can be demonstrated In the following 

pharmacological test 

In1r1?nrr.rn4!.m] 

Male 20-24 week-old StIR, purcimsed from ROC IS (Fulllngsdcrf, Swilzorlan4, am 

maintained In a toinperatwe- and light-controlled room wt free access to ml chow (Slag 

9331, Gossau. Swftzerlar4 and tap water. The wqerhneM Is peiformed In accordance with 
the NIH guidelines and approved by the Canton Veterinary office Pew 161, Kantonaies 

verhffiramz Liestal, Swnzorla!4. All rats arc treated with the NO synthesis htlbltot L-

NAME (Sigma Chankmb) administered In drinking water (50 mg/I) for 12 weeks. The 

average daily dose of L-NAME calSatod from the water conswned was 2.5 nig/kgtd (range 

2.1-2.7). 



/0 
WO 02140007 PCiEI’O 1/13241 

-14-

The rats can be divided Into 5 groups: group 1, control (n n40); Group 2, the compound of 
formula (I) In form of the hemi-Iwnarate (rant; n =40); Group 3, enalapril (anal; no 30); 
Group 4, a combination (anal rent) of onalapril and the compound of formula 0) In form of 
the harnl-fwnara(n = 3D) and Group 5, the compound of formula 0) In form of the hand-
funerals (ren2 - higher dose; n 30). The drugs are administered in dMdng fluid. The 
dose of enalapril Is selected from the work of Sweat at al. (I OM indicating &gnllicantly 
Increased survival in rats with healed myocardlal Irifarcilon. The pressor effect of Mg II at 1 
mg!kg obtained In controls noanotensive rats can be reducted alter treatment with the 
compound of formula (1) In form of the heml-himarate (Gowals at al. 1999). 

Body weight Is measured every weelt Systolic blood pressure and head rate am recorded 
by tag calf p!ethysxnogmphy 3 and 2 weeks before stafllng the study and at 2 weeks after 
drug administration. Urine Is collected over a24 hour period from rats kept In Individual 
(metabolic) cages the week before starting SeaSont and at weeks 4 and 12 for Volume 
measurement and protein, aeaflnhze, satan and - determination using standard 
laboratory methods At the same time poira blood samples are withdrawn from the rate-
orbital plexus (maximum I ml) for creatinino, W and K’ assays. 

Ten rats from each group we sacrificed at 4 weeks for collection of kidney and head for 
morphological anaI,t The remaining rats are sacrificed at 12 wet Cardiac and kidney 
weight Is recorded. Terminal blood ttutpflng Is performed In 5 % EDTA at 4 (moiphometry 
study) and 12 (end of the study) weeks for aldostorono, detemi!naton by radbtmmunoassay 
using a DPC coat-a-count aldostemne-RIA kit (BOhlznann, Swllzsrlaj4. 

All data are expressed as mean *SEM. SintMffral analysis Is performed using a one-way 
ANOV& followed by a Duncan’s multiple range test and a Nawman-Ke*ala test, 71cr 
comparison between the diflorwd groups. Results with a probability value of less than 0.05 
are deemed statistically significant 

Reaft 

Even at non-blood pressure reducing doses, both the compound of formula (I) In form of the 
heml-fwnarate and enalapril treatment lead to sIgnificant Improvements in survival valet 
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The suipdslng observation is that In this model, blockade of the RAS with tow doses of the 

renin inhibitor of formula (fl and, for example, and enalapril Improved survival despite 

persistent kidney dysfunction and high blood pressure . There Is no decrease In pratelnurla 

and no reduction of kidney lesions. Kidney and heart sections show gomeMcslerosl% 

flbrinold newtS and fibroth These results clearly demonstrate that auMval of SHR with 

endothellal dysftmdllon Is Independent of the blood-pressure lowering effect of the treatment 

aid may be related to a direct cited on the endothelhnn. 

An Improvement of regression of artheroseleroals without effecting the serum lWd levels 

can, for exmp!e, be demonstrated by using the animal modal as disclosed by H. Keno at oL 

In Biochemical and Biophysics! Research Commwilcatlons2sa, 414-419(1990). 

That the compounds or combinations according to the present invention can be used for the 

regression of a cholesterol diet-induced atherosclerosis, can be demonstrated using the test 

model described, tgbyC.JiangeaLi Br. J.PhaJmacoL(1e011o4,10-1o37. 

That the compounds or combinations according to the present invention can be used for the 

treatment of renal failure, especially chronic renal tenure, can be demonstrated using the test 

model described, e.g., by D. Cohen at S. in Journal of Cardiovascular Pharmacology, 

87-05 (1098). 

Further benefits when applying the composition of the present Invention are that lower doses 

of the Individual drugs to be combined according to the present Invention can be used to 

reduce the dosage, for example, that the dosages new not only often be snefler but are 

Woo applied low frequently, or can be used in order to diminish the Incidence of side effects. 

This Is In accordance with the desires and requirements of the pallet to be treated. 

Pta?erebly, the Johilly thempeuticelly offedlvo amounts of the active agents according to the 

combination of the present invention can be administered ehnuftaneoialy or sequentially In 

any order, separately or In a fixed combination. 
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The phemmeeucal cmrnposltlon a000rdbtg to the present hive Mba as described 

herefribefore and hereInafter may be used for sffiwltaneoim use or sequential use In any 

order, for separate use or as a fixed combination. 

Accordingly, the invention furthermore relates to a method for the prevention of, delay of 

progression of, PeabneM of a disease or condiVon selected from the gioup conSsthig of 

(a) hypertension, congestive heart failure, renal failure, especially chronic renal failure, 

re*noS after porcaitaneous flnhml angioplasty. and reanoS alter corolmiy artery 

- 

C04 aeroscJercsis, hisuth’u resistance and syndrome Z diabetes moflhtus typo 2, obesity, 

nephropathy, renal failure, e.g. chronic renal faliure hypothyroidism, suMval post myccardlal 

Wardlon (Ml), coronary heart diseases, hypertension In the elderly, familial dysupldemlc 

hypertension, biaeass of fonnatkm of collagen, fibrosis, and remodeilng following 

hypertension (arfliproflferative effect of the combinatIon), all these diseases or conditions 

associated with or without hypertension; 

(c) endothdllal cisfwwthn with or wfthout hypertension, 

(’0 hyperfipidemnla, hyperllpoprotalnorn!a, atherosclerosIs and hypercholestaroremla, (a) 

Ct) Isolated systolic hypertension aSH). 

(b) diabolic retinopathy, and 

(It) Peripheral vascular disease; 

comprising administezing to a warm-blooded anbnal, hiduding man, in need thereof ajohifly 

effective amount of a combination of the renln lrththlW of formula (I) or a pharmaceutically 

acceptable salt thereof with at least one the rapeutic agent selected from the group 

corclstbgof 

(Q an ATrreceptor antagonist or a phamiaceullcally acceptable salt thereof, 

(0) a 11MG-Co-A reductnse inhibitor or a phwmaceuticaUy acceptable salt thereof, 

(ff) an angictensin converting enzyme (ACE) inhibitor or a pharmaceutically acceptable 

eat! thereof, 

(Iv) an Calcium cflannal blocker or a phamaceutically acceptable salt thereof, 

(v) an aldosterone synthase Inhibitor or a phamtawufc4’ acceptable salt thereof, :7 

(vQ an otdcsterone antagen! or a phamiaceuticafly wxaptabla salt thereof, 

(4 an dual anglotensin converting enzyme/neutral endopelidase (ACE/NE?) lrdftltor or a 

pharmaceutically acceptable salt thereof, 
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(vIm an endotheun antagonist or a pharmaceutically acceptable sail thereof, and 

(9 a dbretic or a pharrnaceuflSy acceptable salt thereof. 

Furthermore, the present Inveniton relates to the use of a combinatIon of the renin hthlbh 

of formula fi) or a pharmaceutically acceptable salt thereof with at least one therapeutic 

agent selected from the group consisting of 

(I) an ATrr000ptOr antagonist or a phannaceutically arxplab!o salt thereof, 

(Ii) a HMO-Co-A rcthictase Inhibitor or a pharmaccuticaily acceptable salt thereof, 

(III) an anglotenshi converting enzyme (ACE) Inhibitor or a pharmaceutically acceptable 

MR thereof, 

N an Calcium channel blocker or a pharmaceuticafly acceptable salt thereof, 

� (v) an aldostemne synthase hUdbftnr or a phannaceuticaily acceptable salt thereof, 

(vi) an aldosterone antagonIst or a pharmaceutically acceptable salt thereof, 

(vil) Qfl dual anglotansfn converting anzymelnautal endopetidase (ACE/NEt’) inhibitor or a 

pharmaceutically acceptable salt thereof, and 

(vifi) an endotheun antagonist or a phaminceutically acceptable salt thereof, and 

(lx) a diuretic or a phannaceutloally acceptable salt thercof 

for the manufacture of a medicament for the prevention of, delay of progression of, or 

treatment of a rfl.a-nte or condifion selected from the group consisting of 

(a) hypertensbn, congestive heart failure, renal failure, aspectafly chronic renal failure, 

restenoeb after perwtaneous translwninal angioptasty, and restenosis after coronary artery 

- 

eu 

(I,) atheroscierosls, insulin resistance and syndrome X, diabetes moBilize type 2, obeft 

nephropathy. renal failure, ag. tonic renal failure, hypothyroidism, sinvival pat myocardlal 

Infarction (Ml), coronary heart diseases, hypertension hi the elderly, familial dyslipldamic 

hypertension, Increase of fonnatlon of collagen, fibrosis, and remodeling following 

hypertension (ant,rdllferatIve effect of the combination), all these diseases or conditions 

associated with or without hypertension: 

(0) endotheflal c’shmctIon wth or without hypertension, comprising administering the 

pharmaceutical composition of the present bwenticiz 

() hyperfipida hyperllpopmtofrwmla, athemsderoS and hçerchteto!widc 

(e) glaucoma: furthonnore 

0) Isolated systolic hypertension (ISH). 

(g) diabetic retinopathy, and 
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(i) peripheral vascular disease. 

The Invention furthermore relates to a phatmaccuifcal composition for the prevention of, 
delay of progression of, treatment of a disease or condition selected from the group 
consisting of 

(a) hypertension, congestive heart failure, renal failure, especially chronic renal failure, 

restenosis after percutaneous transhnnhml angloplasty, and restenosis after coronary artwy 

- surge 

(b) atherosclerosis, Insulin resistance and syndrome X, diabetes meilutus type 4 obesIty, 

L nephropathy, renal failure, e.g. chronic renal failure, hypothyroidism, survival post Myocardial 
infarction (Ml), coronary heart d?ssaa hypertension in tho elderly, familial dyslipidemlo 
hpertenslon, increase of formation of collagen, fibrosis, and remodeling following 

hypertension (antlprotlferutive effect of the combination), all these diseases or condftlons 
associated with or without hypertens!am 

(c) endothoilal dysfunction with or without hypertension, comprising administering the 
pharmaceutical ampositlon of the present thventhn 

( Thdemia, h)verflpcpmluftlninla, atherosclerosis and hypertholesterolemb 
(a) glaucoma furthermore 

(I) laSted systolic hypertension (ISH), I 

(g) ftbaft rafinopathy, and 

01) peripheral vascular dlsease 

comprising a combination of the rerdn frthibllor of fom’wla (I) or a pharmaceu&ally 

acceptable salt thereof with at bat one therapeutic agent selected from the group consisting 
� of 

(I) an ATreceptor antagonist or a pbamiacauticatly acceptable salt thereof, 
a II MO-CO-A rcductase htht*or or a phsxmaceuthmliy acceptable seemed, 
an anglotensin converting enzyme (ACE) frihlbkor or a phannacoutically acceptable 

salt thereof, 

an Calcium channel blocker or a pharmaceutically acceptable salt thereof, 
(v) an aldostemne synthase btbftor or a pharmaceutically acceptable salt thereof, 
(vi) an aldosterone antagonist or a phamiaceidlcally acceptable salt thereat 
(vii) an Sal anglotensin convening enzymelneutml endopetidase (AGEINEP) bflSr or a 
phannaceulloaffy acceptable salt thereat, 

Mi) an endothelin antagonist or a pharmaceutically acceptable salt thereof, and 
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(x) a thurettc or a pftarmaceuVlly aeceplable 1t thereat 

and a pharmacauticafly acceptable carrier. 

Further benefits when applying the cam posiVon of the present Invention are that lower doses 

of the htdMdual drugs to be combined according to the present Invention can be used to 

reduce the doge for example, that the dosages need not only often be smaller but are 

also applied less frequently, or can be used In order to diminish the Incidence of side ella 

This Is In accordance with the desires and requirements of the patients to be treatett 

Preferably, the Johiliy therapeutically effective wnowits of the active agents according to the 

combInation at the present Invention can be administered simultaneously or sequentially In 

any order, separately or In a fixed combination. 

The phamiaceuflcal composition according to the present liwentlat as descaThed 

herehnbefore and hemnafter may be used for simuftaneous use or sequential use In any 

order, for separate use or as a fixed combination. 

A further aspect of the present Invention is a kit for the prevention of, delay of progression 

at Vuatment of a diseasa or condition according to the present invention cornprising 

(a) an amount of the renin Inhibitor of formula (I) or a pharmaceutically acoetable salt 

thereof In a first unit dosage form; 

(I,) an amount at at toast one therapeutic agent selected from the group consisting of 

components (I) to ((4 or, In each case, where approrlate, a phamiaceuticaffy acceptable salt 

thereof In a second etc. St dosage form and 

(a) a container for containing said tlrst second etc wilt forms. 

In a vwlaflon thereof, the present bwentlon lilcewiss relates to a id-of-partc, for enmple. In 

the sense that the components to be combined according to the present Invention can be 

dosed Independently or by use of different fixed combinations with distinguished amounts of 

the components. Es. sftmzltaneously or at diliererd time points. The parts at the kit of parts 

can then e.g. be athnhilstered sbnultanecusly or chronologically staggered, that is at 

different time points and wWi equal or different time Intervals for any part of the kit of parts. 

Preferably, the time Intervals am chosen such that the effect on the treated disease or 
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condition In the combined use of the perle is larger than the effect that would be obtained by 

use of only any one of the components. 

The Invention furthermore relates to a commercial package corn prising the combination 

accoiding to the present Invention together with bTstnzctbns for Srnultaneoüs, separate or 

- use. 

These pharmaceutical preparations are for flra], such as oral, and also rectai or 

parenteral, administration to homeotherms, with the preparations comprising the 

pharmacological ac1ve compound either alone or together with customary phannaceutical 

auxiliary substances For example, the pharmaceutical preparations consist of from about 

0.1% to 80 preferably of from about 1% to about 80 of the active compound. 

Pharmaceutical preparations for enteral or parontoral, and also for ocular, administration are, 

for example, In unit dose forms, such as coated tablets, tablets, capsules or supposftorlea 

and also ampoules. These are prepared In a manner that Is known per as, for uxmnj4e 

using conventional mixing. gramilatlon, coating, solubulMng or lyophilizlng processes. Nm, 

pharmaceutical preparations for oral use can be obtained by combining the active compound 

with solid excIeMe, If dos!red granulating a mixture which has been obtained, and, It 

required or necessary, procesng the mixture or granulate Into tablets or coated tablet cores 

after having added suitable auxiliary substances. 

The dosage of the active compound can depend an a variety of factors, such as mode of 

administration, homeothomilo specIes, age and/or Individual condition. 

Preferred dosages for the active Ingredients of the pharmaceutical comb fnatlon according to 

the present Invention are therapeutically effective dosages, especially those which are 

commerlcally available. 

Normally, In the ewe at oral administration, an approximate daily dose of from about 1 mg to 

about 380 mg Is to be estimated e.g. for a patient of approximately 75 kg In weight 

The dosage of the active compound can depend on a variety of factors such as mode of 

admlnlstmtlon, horneothennic species, age and/or IndlvWual condftiori. 
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TheThe phannaceuticai preparation wIU be suppfled In the form of suitable dosage unit faint, for 
example, a capsule or tablet, and comprising an amount, being together with the further 
component(s) Jointly effective, e.g. 

The doses of rorthi Inhibitor of formula (I) to be administered to warm-blooded arts for 
example human bellngs, of, for eumpl% approxImately 70kg body weight especially the 
doses effective In the hthlhWon of the enzyme renin, ag. In kiwerhig blood pressure and(or hi 
briproving the symptoms of glaucoma, are from approdmateIy Sing to approximately 3g, 

preferably from approximately 10mg to app roidmately I g, for example approxhnateiy from 

20mg to 200mg, per person per day, divided preferably Into 1 to 4 single doses which may. 

for example, be of the same size. Usually, children receive about half of the adult dose. The 

dose necessary for each Indtvidual can be monitored, for example by measuring the serum 
concontmtlon of the active ingredient, and adjusted to an optimum leveL Shtgio doses 

comprise, for example, 10, 4001100 mg per adult patient. 

Valsartan, as a representative of the class of AT,-receptor antagonla will be supplied In 

the form of suftable dosage unit form, for example, a capsule or tablet, and coinpibing a 

therapeutically effective amount, ag from about 20 to about 320 mg, of valsartan which may 
be applied to patients. The application of the active ingredient may oocur up to three times a 
day, starting e.g. with a daily dose of 20 mg or 40 mg of vaisarlan. Increasing via 80 mg daIly 
and fwthw to 160 mg daily up to 320 mg daily. Preferably, valsartan Is applied twice a day 

with a dose of 80 mg or 180 mg, respectively, each. Corresponding doses may be taken, for 

example, In the morning, at mid-day or In the evening. Preferred Is bid. administration. 

In case of HMG-Co-A reductase hihibitors, preferred dosage tmft forms of 1-1MG-Co-A 

roductaso InhIbitors are, for example, tablets or capsules comprising e.g. from about 5 my to 

about 120 mg, preferably, when using tiuvastatla, for example, 20 my, 40 mg or 80 mg 
(equivalent to the free aokQ of fluwstatln, for example, administered once a day. 

In case of ACE Inhibitors, preferred dosage wilt forms of ACE frdæblbm are, for example, 

tablets or capsules compflslng e.g. from about 5 rug to about 20 rug, preferably 5 mg, 10 

mm 20 mg or 40 my, of benazepril from about 8.5 rug to 10D mg, preferably  625 mg. 12.5 

mg, 25 mg, EOmg, i5mgorlOomg, of captoprflfrom about P-6 mgto about aomg, 

preferably 2.6 rug, 6 rug, 10 mg or 20 my, of enalapth from about 10 mg to about 2o my, 
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preferably 10mg or 20 mg, of foslnoprlt from about 2.5mg to about 4mg, preferably 2mg 

or4 mg. of perhWoprfl; from abmd5 mg to aboLit2Dmg, preferably5 mg. 10 mg or ODmg, 

of qiænapæt or from about 1.25 mg to about smg, preferably 1.25 mg, 2.5 mg, or5rag, of 

mmriL Preferred Is Ud. administration. 

Especially preferred are low dose combinations. 

The following examples Uhistrate the above-described Mventton however, It Is not intended 

to restrict the scope of this invention ft any manner. 

FarmI!iptiwl E,wmole 1,: 

Film-Coated Tab! elm 

a - - 

A-

Valsartan 
c 

active &gredleMj 80.00 � 

Mlcmcxystaillne cellulos& 54.00 NP, Ph. Fia 

AviceiPH 102 

Cmspovldono 20.00 NP, Ph. Ex 

CofloMal anhydrous silIca! 0.75 Ph. Eud 

colloidal silicon dioxide / Asrosll 200 NE 

Magnesium steamfe 2.5 NP, Ph. Eta 

; rtUng ) -: 

Colloidal anhydrous silIca! 0.75 Ph. Etad 

colloidal silicon dioxide! MrosIl 200 NP 

Magnesium steflo 2.00 NP, Pb. Ew 

Purified water - 

DIOLACK pale red 00F34899 1.00 

Ib*Jth S :; .zi4; � 
Removed during processing. 

The film-coated tablet Is nianufacflzed ag. as fc4towm 
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A mixture of valsartan, mlcrociystalllne ceflulcac, crospovidone, part of the colloidal 

anhydrous sIlIca/colloIdal silicon dlSde/Mroslla 200, slUcon dIoxide and rnagneshnn 

stearato Is premixed In a diffusion mixer and than slave through a scrennbig nit The 

resulting mixture Is again pro-mixed In a diffusion mixer, compacted In a roller compacter 

and then sieve through a screening mill. To the resulting mixture, the rest of the colloidal 

anhydrous sulca/cdlloldal silicon dloxlde/Aerosila 200 we added and the final blend Is made 

In a diffusion mixer. The whole mixture Is compressed In a rotasy tablelting machine and the 

table are coated wfth a film by using Ololack pale red In a perforated pan. 

Fomu4aflop Eau.nule 2: 

Film-coded table 

P*rnth1d&d.. 

I - 

....-...,.:.. 
Valsanan 

= 

active IngredenI] 160.00 

tocrystailine ceflidose! 108.00 NE, Ph. Eta 

AviceiPH 102 

CrospaWdone 40.00 NF, Ph. Eta 

Colloidal anhydrous silica / 1.50 Ph. EUT! 

colloidal silicon dioxide Memel! 200 NE 

Magnesium steamte 5.00 NE, Ph. Eur 

-- r-_ 

Colloidal anhydrous silica / 1.501 O Ph. Eur/ 

colloidal Sllcwi dkulda / Aero NE 

Magnesium etnarnis 4.00 NP, Pb. Eur 

� =’- - _ -- ’r ; :- 

7t 
- L  

Opadry light Brown 00E33172 10.00 

The film-coated tablet Is manufactured 0488 descrIbed in Fomuilalion E2cinple 1. 

! 
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QórnpOflei$.:  OoUnft(n) Stwtt. 

Valsadan 40.00 

I- active MgTGdICIit] 

Sfta, colloidal anhydrous 1.00 Ph. Eur, USP/NF 

(CofloMal silicon dioxide) 

(=Glldanhl 

Magnesium stearate 2.00 USP/NF 

IcLubricanhi 

Crospovthno 

PIsWagrarill 

20.00 Pb. Ba 

Mlcmciyslnlllno cellulose 124.00 USP/NF 

r= 

Binding agent] 

Silica, colloidal anhydrous. 

thSde) 

1.00 Ph. Eur, USP/NF 

(CoU*W silicon 

(=Glldanfl 

MaguSumetearate 2.00 USPINF 

Opadqbrow OC196711 9.40 

Purified Water’ - 

M7 771w 73 

1The composition of the Opathyfi brown OCEl 8711 coTeittg agent Is tabulated below. 

1Removed during processing 

opadif Compcsiflox 

Iron o,ddo, black (C.. No. 71499, E 172) OM 

Iron oxide, brown (Ci. No. 77499, E 172 10.50 

Iron oxide, red (Ci No. 71491, E 172)__JO.50 
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Iron oxide, yellow (CJ. No. 77492, E 172) 0.50 

Macicflnn (Ph. Em) 4.00 

Titanium dioxide (C.!. No. 17891, E 171) 14.00 

HypromeHose (Ph. Eur) 80.00 

The film-coated tablet Is marwtactumd e.g. as described In Formulation Example 1. 

F&ndation Example 4: 

Capstilm 

Valswtan (a active Ingredient] 80.00 

Mlcrrjcrystafllne conuum 25.10 

Cmspovldone 13.00 

PSdono 12.50 

Magneshnn stoamle 130 

Sodium lauiyl sulphate 0.60 

; 

.J 
r.  

Iron oxide, red 

(CJ. No. 77491, EC M. E 172) 

0.123 

Iron oxide, yaliQw 

(0.1. No. 7749Z EC No. E 172) 

0.123 

Iron oxide, black 

(Ci. No. 77499, EC No. E 172) 

0245 

Titanium dioxide 1.540 

Gelatin 74.989 

Cb!ttL :J K: :T 

The tablet Is mamdactured e.g as foflows 

Valsartan and ntoaystallln cellulose are spray-granulated In a tiuldised bed granulator with 

a granulating solution consIsting of povidone and sodlwn Iaw)l 04hate dissolved in purified 

water. The granulate obtained Is dried In a tluldlesd bad dryer. 

tsr 
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The dr1ed granulate Is milled together wifi, cmspcvldone and magnesium stearate. The 

nm Is then blended In a conical stew tpe mixer for approxImately 10 mInutes. 

TO empty hard gelatin capsules are Mod with the blended bulk granules water controlled 

temperature and hwnithty conthtlorts. The filed capsules are dedustee, visually Inspected, 

welghtehecked and quarentled witH by Quality asmumm department 

Fonm4aon Example 5: 

Gapsules 

Valswten [= active IngredIent] 160.00 

Microcrystalilne cellulose 50.20 

Crospovldono 26.00 

Povidone aco 

Magnesium stearate 2.60 

Sodium lauryl sulphate - 1.20 

: k.d 

Iron oxide. red 

((XL No. 77491, EC No. E 172) 

0.123 

Ironoxldo, yellow 

(0.1. No. 7749P, EC No. E 172) 

0.123 

hon oxide, black 

(01. No. 77499, EC No. E 172) 

0245 

Titanium dIoxide 1.540 

Gelatin 74.969 

The formulation Is rnamdacwred e.g. as described In Fcnnulatbn Example 4. 
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Hard Gelatins Capsule: 

co? 04 
Vatsaitan f= active higrcdlentj 80.00 

Scxlhim lawylsulphats 0.60 

Magnesium stearato 1.30 

Potdone 12.50 

Croepovldone 13.00 

Mlcroctyata.11lno cellulose 21.10 

Enmles 7 to 11: 

awvn’) rny 

Emmple 7 8 0 10 11 

- Ammult 
porurdt 
(m 

Amotalt 
perUrift 
(inn) 

Amourd 
par Unit 
(mg) 

Affmft 
per Unit 
(nip) 

AnWM 
per Unit 
(mg) 

Granulation  

Valsaitan Drug Substance 80.000 
160.000 

40.000 
 320.000 320.000 

Microcrystalline Cellulose (NF, 
Ph.Eur.YAV2CeI PH 102 

54.000 108.0(X) 
 

27.000 
  

216.000 
 

216.0W 
 

Otspcvidone (NP, Ph.Eur.) 15.000 30.000 7.500 80.000 60.000 

Cololdal Mhydroua Silica (Ph. 
EUT.)/COIIOWBI Silicon Dioxide 

(NFYA=W 200_____  

1.600 1000 0.760 t) 8.000 

Magnedm Stearato (NF. 
Ph.Ew.)  

3.000 6.000 1.500 10.000 12.000 

BlendIng  

ColloIdal Anhydraus Silica (Ph. 
Eur.)/CollokfaI Silicon Dioxide 

(NFYAemsO 200  

- - 

 

- 3.000 

 

- 

 

Magnesium Stoats NE, Ph.Eur. 1.500 3.000 0.750 8.000 6.000 

Core Welghtlrng 155.000 310.000 77.500 640.000 620.000 

Coating - - 1800 15.000 16.00O 
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FbivaSathi Sodwn 42.982 U 

cMn Cwbondo 16 

Sothafl Sboborste 4.000 

oGyatate COAM 114.440 

PmgSttd SSth 83200 

pwffled ws’ as. 

MeeSm BMWMD 2.100 

Talc is 

TwgvtO"LdeFMWd9M 301 240 

caoubwas 

Fd gdath Cepat SwI 76.500 

’a - 

Wit It TWO 

Red b* Truce 

target CSld. Weight 468.34 

n. C% ovwuge tar 

) mg cite. add eqsvalent to 21.05 no it salt 
a pettily removed (kutig WONSAV 

Is 
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PF11& It 

Pv4 Y � &ncoated tableb 
e 

bobvud S 

Table On 

Ftiv*i Sciwn 8424" 

Cefluldee toctystetie 1 % - 
f-a’� fkw - 

11127 

HpuflStee I HtxypivpiI 

COMM - 

K100IW CF% HPMC100 cps) 

97.50 

HyikmpmpyI ceflose (IQucs 

HM 

18.25 

Pfln hótgen ceibonete / 8.42 

MsieeAin stewtte 2.44 

Cove tablet WeØit  325.00 

Ca 

0086V jaa& - Op.oy Yelaw 

POPAM 

9.75 

its waist 

WItS, puilled W as. 
1I uç fle ec*n aS of &zvuS*i k 67*va*tlo 80mg flivnai free add 

*bbeaSlebd for .PcIebxea.00 

* removed &aMq proceeSg 

--
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1. A phannecedcai compodtin GmVdft the reltu IJ&A,r of fonntda fi) 

CH 
CR. 

N; 

LU 

I 

/ / 

or a phamiaceudcefly acceptable salt the*’ect and at least on. Ihe4lpCuUc agwd selected 

turn the u* at 

an AT,-rec$tx aitagorM Ora piwniaceullealy acceptable St theieol. 

(I) a 1*10-Co-A rue bflitr or a ptwnnacedcsly a SJS. thereof, 

( an agdotormin convedkig enzyme (ACE) WtIr or a phannacesdce’ acceptable 

St th. 

(IV) WI C.uLksu dwviS bbd.r or a ptwmaceuftly - _1.i_N_ sal thereof. 

(V) an aldommmum srdmo k*ILIOr or a ptmmwmadb* acceptable salt #wed, 

(vi) an aidoesune aMagorAt or a pSnm’y acceptable 
a thereat, 

(vii) an aiM anclanS cciweffitg enzpiie/neuval emiopettlase (ACEREP) War or a 

nidbJy � a thereS 

(vi) an erdotheli aitagoitt or a ptiannaceulIy acceptable all  thereof, and 

ffi4 a tnt or a phamiaoeutaly - .1-. ask thereot 

and a carder. 

2. AconoSlaiacconhIg bclsn 1 vdiereM the Te*I LiIL&a S p.at In form ci the 

t A cosiipoSffon a0004*lg b deigns lor2 whereki kidepaldent done another, 

- add ATqecsplors".,-MS aIai or a phenneoacdy � ,A.l& St 
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- said HMQ-Cc-A reductaso kthlbltor Is fluvastatin and pitavastathi, or or a phamtacsutally 

acceptable salt thereof 

- said anglotansin converting enzyme (ACE) b’IhFDftOT Is benazepril or enalapril, or a 

pharmaceutically acceptable saft thereat 

- said Cajchnyi channel blocker Is amlIIpIne or a pharmaceutically acceptable salt thereof 

- said an aldosterone synthase hthlbltor Is fadrozole (Including the (+)-enantlomer thereof or 

a pharmaceutically acceptable will thereof. 

- said aldoste Tone antagonist Is eplerenone 

- said dual anglotenain converting enzymWneutral endopetidass (ACE/NE?) Inhibitor Is 

( omapatrilate or a pharmaceutically acceptable salt thereat 

- said endothelin antagonist Is bcsentan or a plmnnaceuticaliy acceptable salt thereat and 

- said thirofic Is hydrochiorothlazida. 

4. A composition according to any one of claims I to 3 for the prevention Of, delay of 

progression of, treatment of a disease or condition selected from the group consisting of 

(a) hypertension, congestive heart failure, renal failure, espedaily chronic renal failure, 

restenosis after percutaneous lmnslwnhial angkiplasty, and restenosis alter coronary artery 

- 

,) atherosclerosis, insulin resistance end syndrome X diabetes mellitus type P. obesity, 

nephropathy, renal fallum, e.g. chronic renal (allure, hypothyroidism, survival past myocardlal 

Infarction NO, coronary heart diseases, hypertension In the elderly, familial dmlipWent  

hypertension, Increase, of formation of collagen, fib ma and remodeling following 

( hypertension (anirdllfemlive effect of the combination), all these diseases or condltbns 

associated with or without hypertension and 

(a) endotheflal dysfunction with or without hypertension, 

( hyperlipden* hype nllpcprctelnenda. atherosclerosis and hyperchol stereleinta and 

(a) glaucoma. 

5. A composition according to any one of claims 1 to 3 for the prevention of. delay of 

progregsian of, treatment of a disease or condition selected from the group consisting of 

(l Isolated systolic hypertension fisH), 

(g) diabetic retinopathy, and 

(Ii) peripheral vascular disease. 
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6. A composition according to any one of clahns Ito Star simultaneous, separate or 

se_ use. 

7. A kit for the prevention, delay of progression, or treatment according to clahn 4 

comprising 

(a) an am aunt of the renin bthlbftoi of formula (I) Ora pharmaceutically accetable salt 

thereof In a first wilt dosage form; 

(b) an amount of at least one therapeutic agent selected from the group consisting of 

components 00 to (Ix), or, in each case,_: whore approrfa a phaimaceuticafly acceptable sail 

thereof In a second a lintt dosage form and 

(c) a container for containing said first, second eh imit fomis. 

8. Use of a combination of the renin Inhibitor of formula (1) or a pharmaceutically 

acceptable salt thereof with at least one therapeutic agent selected from the group 

consisting of 

(I) an ATrrOCeptOr antagonist or a pharmaceutically, acceptable salt thereot 

(II) a HMG-Coa redudase Inhlbftor or a pharmaceutIcally acceptable k thereof, 

(0 an anglotensln converting enzyme (ACE) hihibilor or a pharmaceutically acceptable 

salt thereof, 

(Iv) an Calciinn channel blocker or a pharmaceutIcally arptaNe sail thereof. 

(v) an aldosterone synthase hdthftor or a pharmaceutically acceptable salt thereof. 

(v an aldosterone antagonist or a pharmaceutically acceptable salt thereof, 

(v an dual anglotensin convwthtg enzymeThcutral endopetidass (ACEJNEP) hihlbftor or a  

(_) pharmaceutically acceptable salt thereof, 

(VIII) an endothelin antagonist or a pharmaceutic* acceptable salt thereof, and 

(1:4 a diuretic Ora pharmaceutically acceptable salt thereof; 

for the manufacture of a medicament for the prevention of, delay of progression at, or 
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hypertension, increase of formation of collagen, fibrosis, and remodeling followbig 

hypertension (antroHferaflvo effect of the combination). all those diseases or conditions 

associated with or without hypertension; 

(c) endotheflal dysfunction with or without hypertension, comprising administering the 

pharmaceutical composition of the present invention; and 

(c)hyporl3kfen1la, hyoprotobtemla, atherosclerosis and hyperdwSterolent and 

9. Use of a combination of the runln Inhibitor of formula or a phannnceuUcally 

( 
/ acceptable salt thereof with at least one therapeutic agent selected from the group 

consIsting of 

(I) an AT,  -receptor antagonist or a phannaceuticafly acceptable salt thereof. 

(II) a lIMO-Co-A reductase Inhibitor or a pharmaceutIcally acceptable salt thereof, 

(fII) an anglotensln converting enzyme (ACE) Inhibitor or a phannaceutically acceptable 

salt IIIOThO 

(P4 an Calcium channel blocker or a phamiaceutically acceptable salt thereof. 

( an aldosta tone synthase inhibitor or a pharmaceutically acceptable salt thereof, 

(vi) an aldostomno antagonist or a phwmaceutically acceptablo salt thereof, 

(vii) an dual anglotensin conve ding onzymefrieutral endopelidase (ACE/NEt’) inhibitor or a 

phannaceidloally acceptable salt thereof, 

(vU) an endothelin antagonist or a pharmaceutically aptable salt thereof. and 

Or) a diuretic or a pharmaceutically acceptable salt thereof 

for the manufacture of a medicament for the pravanton of, delay of progression of, or 

L) treatment of a disease or condition selected from the group consisting of 

(fl Isolated systolic hypertension aSH), 

(g) diabetic retinopathy, and 

(’) perIpheral vassar disease. 

10. A method for the prevention of, delay of progression of, treatment of a disease or 

condition selected from the group consisting of 

- (a) hypertenslort congestive head failure, renal failure, especially chronic renal faihire, 

-’ restenosis after peradafleous translumlnal angloplasty. and restatoals after coronay artery 

� bypass surger, 
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() otheroederceis, bsaln resistance and ayn*ome )ç  debates melihia b" 2, obesity, 

neplwcpaltw, renal Ito, e.g. duunlc reM feline, laothyrokJmn, ewvlvs - mvcerSl 

kdarctn (Ml), cotonary heart deeasee, hypertension In the eldedy, tamft dy*lSaTt 

hypertension, rorease of formation of collagen, thrSa and reinodethig blowing 

hypettoMon (flnoWerattve effect of the combination), a! those daeases or conane 

associated with or wthott hpeitondcn; 

(c) aidothelal dysfunction with or without hypedenalon, 

(’0 hwetldeS hypeilpoprotebemla, athecoedeioels and hyperdndeerctent, (e) 

ItS 

*Wonwhirthermore 

0 Slated eystcic MWerlensim gsH), 

(g) cEabet retinopethy. and 

(Ii) pectbersvasadardsease; 

corn pSing athittwbg to a warmblooded anknai, bducThg man In need thereof a JoWly 

efledive arnoszd of a conthiadon of the ra*n Inititor of formula (I) or a phennaceulicaly 

acceptable salt thereof wilt at least one therapeutic - asind from the gu 

oonSsWigof 

0) an AT,-receptor antagonist or a phaimaveuUcaly acceptable salt thereof, 

(I) a HMG-Co-A recI ase k*tor or a pheunaceadlcaly acceptable seat thereof, 

(IM) an anidotensin converthg enzyme (ACE) hiNbftor or a pharmaceuticaly acceptable 

MR thereat, 

(v) an Caldun thermal blodcer or a phannace4tafiy acceptable ash thereof. 

(v) an aldomne synthase Inhibitor or a pflannaceulcaly acceptable eel thereof. 

(1(4 an aldosterone antagonist or a phannacedIce, acceptable salt thereof, 

() an óS aiØotetSi converikig enzymemeutml endope*Mse (ACEJPEP) kiltlkir or a 

- - 

soft thereof, 

(vi) an emlothefli ardagonist or a pitamnaceuttally acceptable salt thereof, and 

(Ix) a SsSo or a phennaceulicaly acceptable sat thereof. 
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