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PODE?/ESPECIAL 

Yo, LUIS PALACIOS ARAGON, mayor de edad y vecino de la ciudad de 
Barranquilla (Colombia), ihtificado como aparece al pie de ml firma, quien en el 
presente documento ac,óa en calidad de Representante Legal de la sociedad 
GYNOPHARM S.A.S.. sociedad legalmente constituida y dornciliada en la 
ciudad de Barranquilla (Colombia), por el presente documo otorgo a la 
doctora ELIANA ISAURA MORENO BOHORQUEZ, abogada en ejercicio, 
identificada como aparece al pie de su firma, con tarjeta profesional No. 83823 
del C.S. de la J., poder especial, amplio y suficiente, Para formular 
oposiciones u observaciones a la solicitud de patente No. 09 041.795, titulada 
"COMPOSICIONES FARMACEUTICAS QUE COPRENDEN 
NILOTINIB 0 SU SAL", cuyo titular es NOVARTIS AG, publicada en la 
gaceta No, 616 del 20 de mayo de 2010. 

Nuestro apoderado queda facultado, de manera expresa, Para realizar todo tipo 
de actos necesarios Para Ilevar a cabo el trmite de la oposiciÔn, incluyendo, sin 
limitación, preparar y presentar solicitudes, hacer declaraciones, pagar tasas, 
contribuciones e impuestos, recabar los tItulos o certificados. Asimismo quedan 
autorizados Para impugnar administrativa todo lo que there resuelto en el 
expediente a que se hace expresa referencia en el presente poder, con todas las 
facultades generales y especificas ue fuera requerido Para ella. 

De la misma manera, ademÆs de las facultades que le confiere la naturaleza del 
presente mandato, se enduentran facultados Para recibir, desistir, transigir, 
sustituir, y reasumir el presente poder, incoar acciones, interponer recursos y 
demÆs facultades conferidas por la ley. 

Dado y Firmado eW Barranquilla (Colombia) a los - dias del mes de de 
2010. 

-V.A? 
CØdula de EXti No. 319788. 
NIT: 802.006.27Y/’ 
Representante 

Acepto: 

7 
ELIANA ISAURA MORENO BOHORQUEZ 
C.C. 51’975.664 de Bogota 
T.P.A. 83823 del C.S. de la J. 
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CERTIFICADO NACIONAL 

CAM.ARA DE COMF,RCTC) DE RARRANQUILLA 

FEC[-IA: 2010/08/10 FlORA: 10:45:56 

OPERACION: 038050810087 PAGINA: 1 
* * A * * - *** * -k * k * -k * -k * * * *,*",k 

CEIRTIFICADO CE EXISTENCIA Y REPRESENTACION LEGAL 0 CE INSCRIPCION CE 
CO C UNE NT 0 S 

EL SUSCRITO SFICRFITAR10 DE l.A CANARA DR COMEPCIO DPI BARRANQUILLA, CON 
FUNDAN]ENTO EN LAS INSCRI PCIONES Dlii REG1STRC) Mt/RCANTIL: 

CERTTFTCA 

Quo por 1:scr Lura ROb) i ca No. 3,551 del 17 do Dic/bre de 1997, 
otor:gada en la Notar..La 3a. de Barranquilla, inscrito(as) en esta 
COrnara do Corncrcio, ci 18 de Die/hr ide 1.997 bajo P.1 No. 72, 965 del 
1] bro respecLivo, Fue cons LiLuida ia ociedad-------------------------- 

aiionirna denorninada GYNOPHARM S.A. 

°FIRT  I Fi( 

Queseglin Acta J,C ’1 ’Li d correspondiente a la 
Asumblea de A stas en anquiiia, i n crito (as) en esta 
CCrnara do Corner , 2 o de 2010 } el No. 160,098 del 
libro respect:..i VO, L . 
so Lrnsfo rill o en I I j o l.a denominacióri de 
GYNOPI-IARM S.A. S. -.--

’ICA 
Qe dicha s o c i e 1 Isiguientes escrituras 
y/o documentos priviJ. 

Numero aaaa/irn/dd Nc .:ia No. moe o Reg aaaa/mm/dd 

532 1999/03/25 NotarLa.3a. de Baraariquiiia 80,373 1999/04/13 
22 2010/04/29 Asanhica sic Accionist.as.en Ba 160,098 2010/06/24 

C El R T I F I 

Quc: do acuerdo con 1 a (s) escri tura (s) arid.ba citada (s) , la socindad 

cc r:Lqe

 

c, r, las Siquuentes disposiciones: 

DENONINACL ON C RAZON SOCIAL: 

GYNOPHARM S .A. S. ------------------------------------------------------

SIC] A 

IDONIICIJIC PRINCIPAL: Barranquilla. 

FIT No: 802.006.279-4. 

TRICULA NERCANTIL: 245,470. 

C El R T I F i C A 

.ueccior parc noLificaciones judicicies: 

R 49 C No 80 - 125 OF 512. 

CONdINUA 



OERTIFICADO NACIONJ\T, 

CANARA DE COMERC ID DE T.3A8iRANQUT I f.A 

FECI-IA: 2010/08/10 DORA: 10:45:56 

OPERACION: 03R050810087 PACINA: 2 

Do la ciudad de Barranquilla. 

Correo electrónico: mvenegas@qynopharm.corn.cc 

Pagina Web: 

CERTI PICA 

DURACION: El tØrmino do duración do la sociedad so fiji hasta el 

16 de Dic/bre do 2087. 

CERTI PICA 

OBJETO SOCIAL: El objeto de la sociedad es el ejercico do todas 

las actividades comerciales para: l)La importacion, experLacion, 

fabricacion, cornerciai.izacion, distribucion y vent a do product.os 

farmaceuticos, hiqienicos, vetsrinaclos e impiomentos medicos. 

2)Oualquier otra astsvidad liolta do osmors to ccl aci.onada con so-- 

objeto social prtnipal 
y 

to-do lo que so rolacion.a :on la 

importacion de los hsaoas 
y 

aqulpos nec:esorioc par el desorrol.lo 

de su objeto social. 7-) Tunas la r ucuntacion en Coiornhta do 

empresas o sociedad.es us ah.luc Idas fuera do u. act to ri.o ccl ornbia.no, 

cuyo objeto sea similar o oornpioTrtasio. En desarroilo do su 

objeto social principal, la socrudad podra aiolantay: 
y 

cceh.car los 

siguientes actos y contratos: A) Crportar o- irnpo:rtar, aqencia:t, 
distribuir, comercislisar, mpra: - render a cornision o 
consignacion o de cuaiRu..[er otra forma o modal idad, toda close de 

equipos, aparatos, bienes al por mayor o al detal, 
y 

servicics 

relacionados con CLI actividad. B) Gravar en cualquier forma los 

bienes de so prop.iedad muebles o inmuehi..es, (Jar or prendu los 
primeros o hpotecar los segundos pal-a qai-anti 

na ohi goad ones do 

la sociedad. C) Cons Litu.Lr apoderados 
que le representen, asoci.a.rso 

con otras compaiias de la misma o parecida naturaleza 
y 

en general 
realizar toda clase do operaciones comerciales o c.:Lvil.es 

y 

ejecut,.ac 4 
o celebrar toda close de contratos o actos del misni.o ordec, ya sean 

industriales, comerciales o financieros encarninados a a.lcarar los 
fines quo se proponen. D)Adquirir, enajenar, sdrn) fl .is Lrar, recibir o 
(Jar en arrendatario o a coal. qu icr L ...tui.o, toda clase do bienes 
muebl es e irimuohios. F) Intervenir ante, terceros o ante los 
accionistas mismos como acreedora o como deudora en toda dune do 
operaciones de crodito, darido o recihiendo las qarantias del caso, 

*k -k CONTINUA -k-k-k 
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CER’JIFICADO NACIONAL 

CAMARA DE COMER-CIO DE BARRANQUIILA 

FJ8CHA: 2010/08/10 HORA: 10:45:56 

..- OPERACION: 03R050810087 PAGINA: 3 
* * * -A A -k  * * -k * * * *  

,::uando baya lugar a elias; F) Efectuar cualquier ciase de 
operac:iones de cedito activo a pasivo, tabs como coristituir 
doposltos, efectuar prestarnos. Otorgar a recibir docurnentos 
negacJ.ah.] as, girar, acepLar, endosar, asequrar y neqociar en 
general tiLulos va.i ores rec--hirbos en pago; C) Cebebrar y ejecutar 
en goon ral todas los actos y contratos preparatorios, 
c amp lorner.itarcos- o accesorios de todos los anterioros, los que se 
cci cc .Lanen con la exi.stericLa y funcionamiento do la nociedad, y los 
gre sean conducent.es ci .buen logro de los fines sociaies .  - - -  -  ---

C H R TI H I C A - 
CAPI’iAL Nra Annionor Valor Accidn 
Autarr zado 
$***-k-Ak*-A**4,000,nr,Ooo *******k**4,Q00,0Q3  
Susc.:r ito 
$*k****-kA**2,67i,6.l-:.i-i

 

Paai do 
*.4,5/4,  

C F H 1 1 F I C A 

ADMINISTRACTON: 10 SOciociOd tenica ins siuiontos organos dc 

di .reccion y adn n: otoonosri: Aznrrblna irsA de Accioriistas. Junta 
Directiva. Gerenc i a, la cual sera asumida por no Gerente quien 
tendra represen Lao i.on legal de la sociedad. Son funciories de la 
Asamblea General de Accionistas las siquientes entre otras: Nombrar 
al Gerente y fijar los honorarios a qua tenga derecho; Autorizar al 
Geronte pare adquir i r, enajenar, recibir o dar en arrendamiento a a 
cual.qu i er -- --  --o Litubo, toda clase cia hienea inmuebles de la sociedad 

o 1)ier1es muehies d. [erentes a los prociuctos cornorcializados 

ordi.nariarnent.o par la son-iedad. Son funciones de la Junta Di r.ecti.va 

an siguienLen entce otras: Autorizar cuaiquier acto o contrato qua 

preLenda suanribir c., A. Gerente, que.supere en cuantia el equivalente 

:5 300 SMLtIV (TRFSClENTOS $PILAR10S MININOS MENSUALES LEGALES V1LGENTES) 

rca obtener la aiitorizacion previa de la Junta Directi --a. La 

iH cdcd Lendra u   Gerente quien sera elegido par Asambina. Fl 

ente do la sociedad. tiene a su cargo la administracion inmerirata 

Al  la socindad, as   corno la representacion legal de la rnisrna en 
k -k -k nnuTTrITIe **�k 
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CANARA DE COMNRCTE) DR BARRJ-\NQUTLLA 

FECHA: 2010/08/10 Pic) RA: 10:45:56 

QPEP,ACION: 03R050810087 NAC1NA: 4 
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tai virtud le estan as1gnads ls siqulentes funoones y 

atrihuciones entre otras: L.Levar la represeritaciori de la entidad, 

tanto judicial como extrajudicialmente. Constituir, paa casos 

especia1e, apoderados judiciales o ext.rajud.cales. Celebrar los 

actos, operaciones y coritratos conducentas al hueri logro del objeLo 

do la sociedad. Cualquier acto a cont.rato quo supere en cuantia ci 

equivalente a 300 SMLMV(TRESCIENTOS SALARIOS MINIMOS MENSUAJJFd; 

LEGALES VIGENTES) debera obtener la autorizacron prey/a de is Junta 

DLrectiva. ----------------------------------------------------------

CERT I RI CA 

Que segOn Acta No. 15 del 18 do Febrera ic 2008 carrespondlente a 

la Asambies de Acciorirstar --n do is sac laded: 

GYNOPHARM S.A.S . 

cuya parte peitincrito so inscr dcii en esta ’liners be Cornoroic, ci 

25 de Febrero de 2003 bor a a I No - 137, 913 do 1 1 i baa respect ivo, foe ran 

bechos los siguient.es irbe 

OLASE: JUNta UIFECij. ta 
Principa lee 

1. Llobet Poal. k -k -k -k -k -A-14, 670, 1.96 

2. Zanatta Reherrreo Lecciurdu Anciaes CC ****-k-k *2, /60, 271 

3, Munoz Marroquin Diego CC.***A-k*k7,688,292 

4. Montealegre Gonzalez Andres Leonardo CC. ****79, 950,262 

Supientes 

1. Agudelo Pciaez Luis Hernando CC.k*-k***14,238,99 

2, Aroca Aimanza Arioth Ayeiina CC.*-k**36,7l8,415 

3. Penaranda Lrrbina Adriana Paola CC.***53,i20,683 

4. tovar Vasquez Ruth CC.kA-k*k-k52,175,/56 

CERIIFICA 
Que segiin Acta No. 16 del 30 de. Octubre de 2003 correspondienLo a 
la Junta Directiva en Barranquilla, de is saciedad: GINOPUARM 
S.A.S.  coyc parte pertinente se iricribió en esta. Cbmara do 
Comercio, ci 06 be Nov/bre de 2003 bajo ci No. 107,783 del 1/bra 
respeotivo, fueron hechas los siguientos- norubrarnientos: 

Cargo/Nombre Iderti fi.ccidn 
Gerente General. 

-A- CONTINUA *** 

* 
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Palacios Aragon Luis Alberto CE.*********319,788 
C F F T I F I C A 

Que sogun Acta No. d9 del 03 de Marzo de 2008 cor:respondiente a la 
Junts Directive en Barranquilla, de la sociedad: GYNOPHARM S.A. S. 
cus pairte pertriorite so inscrihid en esta Cimara de Comorcio, ci 
I.I. do Msrzo de 2008 bajo el No. 1138,342 dc.,]- libro respectivo, 
fue.ron hechos los s.igui.e.ntes nombramientos: 

Carqo/Ncmhre Identifica.ción 
S upiento del Geronte. 

Nol..iajoli Centuidon Andres Fernando OE.*********351,283 

C F R ’P I F 1 C 2. 

Quo soqFn Rota Us28 dcl 5 J- Tunic dc correspondiente a la 
Asambica do AFisrisi. no en Barranquilla, dc Is sociedad: GYNOPHARN 

cuyn P-1-. us ct - "its .n’i iris cr Jh.iI en esta Camara de 
Lame solo, ci 18 .Tulip’Pn 2220 hr i ’p ci No. 160,520 del libro 
a’espe.ct :i \7 0, fuc. son seeb us .i .c s. ’a’ I iau– emit es m–srrib:rarnientou 

Carqo/Nombre Identific.ación 
Revisor F,.Locpai 

DELOITTE &TTU.IJiiT LTDA Ni.*****860,005,813 

C F F T I F I C 

Quo por Documento Privado del 25 de Tunic de 2010, otorgado en 
Boqoba, par DEJ.OITTE & TOOCEIF LTD?. inscrito en esta CErnara de 
Cocercio, o---14 do Julio de 2010 bajo ci Nro 160,524 del libro 
respectm.ivo, fueron hechos los siguientes nombramientos: 

Carqo/Nornh’e Identificación  
Des  qoado: Nov i, sor Fiscal Principal 

Aquilion Rojas Sandra Milena CC.******47,436,442 

L)esi griado: Revisor Fiscal SuplenLe 

Prada Sanchez Nuhia Marcela CC.***1,032,358, 923 

C F R T I F I C A 

’buo.secJur’i Docurnento Privado defecha 10 de Octubre del 2.000, 

Uo en ela Camara sic Comercio ci 21 ale Noviembre del 2.00F, 

No. 1 . 872 dc   libro repect vo, consta que el senor RUBEN 1’IIUOIYI 

TTOVNI[K C.C. No. 743 982, actuando como Presidente p repres.en 

caratr legal do la sociedad GYNOPEIARM S .A., otorga Poder Especial, 

CONTINUA k** 



CERT I FICADO NACIONAL 

CAMARA DC CONFRCTO DE 13ARRANQUTTTA 

FECHA: 2010/08/10 HORA: 10:45:56 

OPERACION: 03R050810087 PAGINA: 6 
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Ampiio y Suficienta a. KAREN JENNIFER FLGUEROA GARCIA 0.0. No. 32.-

732.070, pare que en riombre y representaciorl de la sociedad suscr.]..-

be todas las declaraciones cambiarias a que esta ohilgada. GYNOJIfIARM 

S.A. ,  en el giro normal de sus negocios y operaciones soca1es. 

CERT I RICA - 

Que segun Documerito Privado de fiecha 1.0 de Octubre dcl 2.000, ins--

crito en est.a Camera do Comercio el 12 be junio del 2.002, bajo el 

2.164 del libro respectivo,consta que ci senor JORGE CASTELLANOS 

MARTINEZ,identificado con C.C.No.19.460.089,acLuando como represeri-

tante legal de la sociedad GYMOPHARM S .A, otorqa Poder Especial Arc-

plio y Suficiente a KAREN FIGUE120A GARCIA, identificacI con l.a cc-

dula de ciudadaniaFrr iliC mediante docu-

mento privado de cotubre 10/2000, cnscrito en Ic Camera be Comcr-

cio be Barranquilla bejo ci Nc-. 1671 dc   1.20cc respecL i vo, para 

que en representac.......da 07’ OF’A5J-I S.77, 5u:cc i 0 s las declaracio-

nec camblaici as a ins usa est.s lgada rIllIIIORM S .A. en ci giro 

ordinaric de sus rcfccics :2 c-peracioiies ac-dales. . - -----------------------

C F R T I F I C A 

Que par Escritura POblica Na. 2,004 del 21 do. Mayo de 2009, 

otorgada en la Notaria Is. d I2c1d1cc. cv-. a perLe perLinente cc 

inscrihib en esta Camera be Cc-mercio, ci 02 de Julio be 2009 baja 

ci No. 3,948 del Libro respectivo, --------------------------.--------------------

consta que ci seæor LUIS ALEERTO PALACIOS ARAGON con CE No.319788, 

en su calidad de Representante Legal be GYNOPHARM S.A., manifesto 

que confiere poder general, amplio y suf cl.ente a ]a Doctora -------

CAROLINA MARIA ROMERO CERON, identificada con cedula be ciudadanin 

numero 52.352.190, pare que en nombre de la sociedad GYNOPHARM 

S .A., puomueva y defienda los InLe- cases be la sociedad judicial y 

extrajudiciaimente, en toda especie de gestiones y acti.iacion(-s ante 

las autooridades administrativas o jurisdiccionales en especial, 

para: a) Recihir notificaciones be cuales(Iuiera t:ipo de

emanados be las autorida.des administrativas a jucliciaies. 0) 

Presentar recursos par la via adminisLrativa a judicial, renunciac 

a terminos, desi.stir, conciliar, transiqir y rnodif.i(-ar. c) Elevar 
peticiones y solicitar informacion a las autoridados ----------------

*** CONTINUA -k-k-k 
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aCrid riisLrat Ivan y jurisdiccionaies. d) Presenter demandas ante las 
autor .idades adrnin.tstratjvas y j udic.iales . -------------------

C F R T I F I C A 
Quo en esLa Camera de Comercio no aparecen :Lnscripciones posteriores 
de docurnenton referentes a reforma, disoiuci,ón, liquidaciOn a 
nombramientos do representantes 1cgles de la expresada sociedad. 

CERTIFICA 
Quo su dLLima RenovacjCn foe ci: 31 do Marzo de 2010. 
JO Ln[o- n -cacLo.r-i sabre enbanqos do establecirn.Lento so suministra en 
Ccrt [icados de Matricula, la de contra.tos sujetos a reqistro, en 
Certif i caCao Lspecial.-PF. 

C F F I F I C F-
Quo os actos do ro-gistro souL Iertifica.Ju -guedan en firme cinco 
cN as AN 1 cc desl-u-I S ic 1 9 -ro----osC-ondiootc: I OSOtC1fl, siempro 
que, den Lr a de di -In odnul HI u -s re-sn -rb eto de Los recursos do 
reqosrc: on ante or to anrijad, 7- rro -ia.ciCn para ante la 
Supe.rinLEnden.ci a  
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(L CO NArO OF 50 -3L .5’ 5E IHIIrOs 

The ")resit nvertion relates to a pharmaceutical combination comprising a 
pyrimidylamobenzarnide compouno and a RAF inhibitor, and the uses of such a 
combination ego proUferstive diseases, e.g, tumors, myelomas, leukemias, psoriasis, 
testenosis, sole emieis and fibrosis. 

in Spite of nLno ous treatment oPtions for proliferative disease patients, there remains a 
oes� br a erme safe anticroPterative agents and a need for theft preferential use in 

nbination t:spy. 

mmary c;f the nventiorj 

:i has oow beer found that a co hinsion comprising at least one pyrimidylaminobenzamide 
corn 2oud ar. F kinase inhibitor, as defired below, has a beneficial effect on 
orolifectiv h�ecses. e.o. tumors. rOyalomas, leukemias, psoriasis, restanosis, 

.srocc :u E cr3rOSS, 

Detahed Description of the Invention 

mesarO ienon relates to the use of pyrir dylarninobenzamide compounds of formula 

r 

S 

ft. J cNNH
 

R2 

rc ots I drcen, lower ayl, cws alkoxy-lower alkyl, acyloxylower alkyl, carboxy-
ccer cikyl, Acr’ clkoxycarony..lower akyI. or pheny-lower alky 
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recreserth rogen, iower aivi, optionay substituted’ by one or more identical o 

different radinr , cycloaikyl, henzycloaikv heterocycli, an aryl group, or a mono or 

biovciio he  -cup concrisft.g zero, one, two or three ring nitrogen atoms and zero or 

-e ygor. ao-o and zero or one sulfor atom, which groups in each case are unsubstituted 

or no or pciysbstituted; 

and ftrepr ants hydroxy, lower alkoxy, acyloxy, carboxy, lower alkoxycarbonyl, Oarbamoyi. 

-monc or N,N-dsbsthuted carbamoyt,amirio, mono- or disuostituted amino, cycloalkyl, 

and croup, or a mono- or bicyclic heteroaryl group comprising zero, one, two 

or trr:ee rn nnn atoms and zero or one oxygen atom and zero or one sulfur atom, 

Icn 

M! groups in each case are unsubsthuted or mono- or poysuhstituted; 

orwe. P S ogettierrcpre-serr clkyiene with four, five or six carbon atoms 

oc- crdtsuhsrituted by iower alkyl, cyciocikyl, heterocyclyl, phenyl,hydroxy, 

moer rinr :doo, m000 or dsubtltued amino, oxo, pyridyl, Pyrazinyl or pyrirnidinyt; 

canoe cyo- nour or five carbon atoms; oxaalkyleoe with one oxygen and three or four 

ioo aoorns; azaaikyine with one nft:ogen and three or four carbon atoms wherein 

nitrogen is unsubsthutecl or substituted by lower alkyl, phenyl-lower alkyl, lower 

ncox oa onvl-kzNe�r aikyl, crboxy-ower aikyl, carhamoyl-lower alkyl, Nmono- or N,N-

iad ccrbsmoyt--iower alky, ovcloalky( lower aikoxycarbonyl, carboxy, phenyl, 

:::n. -O pnany, oyrmmy, oyrrndcy, or pyrcomyl; 

S represa rjen. lower alkyl or halogen; 

and a N-oxkie or a Pharmaceuticay acceptable salt of such a compound for the preparation 

of a pharmaceotiosi composition for the treatment of kinase dependent diseases. 

The oeoerai temo used hereinbefore and hereinafter preferably have within the context of 

this disclosure the toowing meanings, unless otherwise indicated: 

The iorfix iower denotes a radicat having up to and including a maximum of 7, especially 

up to and in.cudinp a maximum of 4 carbon atoms, the radicals in pueston beirig either 

i:n�er or brenoned with single or multiple branching. 

Where the nlual form is used for cornpcGnds.. salts, and the like, this is taken to mean also a 

single corr; pound , sat, or the like. 
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pont ht the (R).-, (S) or RSconfigwation, 

compounds rna Thuo be present as mxbres 

of ::;rs -as p. e.sornera, prO-v aontiornerpure diastareorners. 

T.Tha vrh,o:.ate to passion va.,o ors of the oompoJnds of formula I. 

000: orbiy ehori with hoal sod jusidig up to and clLjd‘hg 7 preferably 

to and in io 4, end u linear or brar-ched preferably. lower 5k iS 

a:......bOfy, sec-outyl, &oug progyl, such as n-propyi or isopropyl, 

I or metht a ably lower alL is roethyi, propy or tert-butyL 

1 ower acy is roofooahiy formyl or lo.o sikvlcerbcrvl, n particular acetyl. 

,n ory grp s ...aromaVc red no ’roh is bound to the molecule via a bord lte° at en 

carbon atom of the radicat. ;n a orferred embodmerii, aryl is an aromatic 

aspecipLy phenyi, naphthyLtetrahydronaphthyi, 

.10 y L raw jS uns :odtote.d or suhsrituted by one or more, preferably op 

or two auhL :;..00m, :specially selected from amino, mono- or 

-nopen, io o  sksMmad lower alkyl, tower alkenyl, lower 

: . 
.:..4 .estaffad  hvdroxv, nitro, oyano, carboxy, oeterlred 

I, oaths.: :. 4nwo- or N, N-disubsitut5d carberocyt., amidino, 

£ IftT, imer - .me: etkylthb, phenylthio, pheny-iower aihyhbio.,. lower 

:;ar eky .rofhu 4 :oO sdftoyl phanyl-lower akylsufny towel 

0 not tower aty isuifom. . iyisuhonyl onyl-tower rytautfonyt lower 

marc to, hslcctan-iower akytsntfooyi, such as 

ulfonyl, dlhydrcxhcre (-(OH)2), heterocyotyh a mono- r 

coth

 

-  and ower &kyene. ticixy bound at adaceot Catorns of the ring 

sx?or. o0:.1 00.1 nic,y. Aryl is more referrrby chenyt, naphthyi ortetrahyo:.::uphthy 

,RK 2T:0 :91. -:o: rththernshstltthad or independently substlttd by one or two 

from the group ooi otog natogen, especially fluorine., chlorine, or 

y: hydroxy o: niyi, e.g. by methyl by halogen-lower alkyl, 

or by phenyo ,o:er abtona dixy round to two adjacent C -atoms, e.g. 

11.1 oomxv, looser alkyl, e.g. methy or procyl; haicgen-iower eiiyl, e.g. triftuorom ethyl; 
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as N.-’ hvmr ydroxyower akro, such sa 2-hyd xyethysrnhio or 2 

hythoxrocy, >vr akcx owerky, such a methoxy sthv!, pht.tvnyMower aIkyamino, 

such so b zysmio, N, N-d--ow�-e kyamno, N-pheny!-lower aky-N-ower a!kflamno, 

NN-d-cwer pnyamno, bwer akanoyarnno, such as acetyamino, or a subsfltuent 

seiected rcm –e grcup comprising benzoyamino and phenyl-lower alkoxycarbonylarnino, 

wherein ths pnj radic in each Casa is ir substituted or especiaily substituted by nitro or 

cc ss ty hsiogen, amino, wer aIkyrniio, NLN-di-Iowec aky lam ho, hydroxy, 

rrm, mrcxy ovs aknxvc rbcnyL cwer a?kancyl, carbamoy cr arfflnocarbonyamLio. 

is Also ower elk ene-ao’c’.c, e. cyrroUdir, 2.-cxopycro dinc or 

perd-c; cver ceaikyle-srncc, eg. riorphono, or oer azs kyler-arnno, e.g. 

’scbstituted piperszinn, such as N-methylpiperazino or N-

.parazi*. 

-r)ge�n is cc x;isiy fluorine, o urine, hr mlns. or iodine, especially fluorine, chlorine, or 

EThcc ydroxy is ospaciaUy C-( ,alkyicxy, such as n-dacy!oxy, ower alkoxy (preferred), 

sthoxv, ethccj, iacpropyioxy, or tsri-butybxy, phenyl-ower alkoxy, such as 

b�eryloxy, halogen-lower alkoxy, such as trifluorornethoxy, 2,2,2-thfiuoroethoxy 

or , crcethoxy., or lower aikoxy wtch is LubstitutBO by mono- or bicyoc hetero-

ooi ocprang one. or two tmger, odoma, preferably lower alkoxy which is substituted by 

midezolyi, soor as t H1m lacoOl .y, ptrroyi, benzirnidazoly!, such as 1-benzirnidaaolyi, 

esped 2, 3-or 4nyridyl. pyrirr lyl,especiafly 2-pvrirnidinyi, pyreziny 

osily 3- soqt roi yi, ouiroiioyl, ndoiyl or thEazolyL 

Eseflet: hydnoxy is e.apeciahy lower aikar, ovioxy, beozoyloxy, lower a1koxyrbonywy. 

such us  SthOnyicXy, or phenv-lower akoxycarbonyloxy. such ?,.s 

u 

 

Esterifled arbcx’’ is CspeOiCliy rower aIkoxyoorboryl, such as tert�butoxycarbonyl, Iso-

propoy axycarb w ca a,   or 

pnenoxcowtorn. 

is pr r;aiiy slkyicsrbcryi, sspeciaiiy lower alkanoy!, e.g, acetyl. 
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N Oted. cbmyl is especially substituted by one or two substituents 

nrthnderthy

 

se;k from ower akl, phenyl-lower alkyl and hydmxyower ellyi, or lower 

al&yiene, m<en1ower alkyisne or aza-ower -alkyene optionally substituted at the terminal 

trocen 

A mono-cc bicvcc neercery group congrising zero, one, two or three ring nitrogen atoms 

Cod 2O or 005 O5yg&fl atom end zero or one sulfur aiom, which groups in each case are 

uosubethu’red cc coo- or noiyeubethited, refers to a heterocydllc moiety that is unsaturated 

in t ring bndiog the heteroaryl radical tin the rest of the molecule in formula and is 

a ring, where in the binnilog ring, but optionally also in any annealed ring, at least 

is replaced by s heteroatom selected from the group consisting of nitrogen, 

n’ece the birthing ring preferahy has 5 to 12, more preferabi’ 5 or6 ring. 

atoms; end wnknrnay be unsubstituted or substituted by one or more, especially one or two, 

stuneate seeoted from the group defined above as substituents for ary), most preferably 

by ci’er thsyi, soon as methyl, lower elkoxy, such as methoxy or ethoxy, or hydroxy. 

the toonc- or bbycmic heteroeryl group is s&ected from 2Hpyrrclyl, pyrrolyl, 

i�rnhthuciy;, biroidazoyl., rcyeazoiyi, ndzc!yl, purhiyk pyridy), pyrazinyl, pynimidinyl, 

oynidazinyi. 4th-c: oiizinyl. isoqoinoiyi, quinolyl, phthszinyl, naphthyridioyi, quinoxalyl, 

pteridioy, iudciizinyi, 3H-indcy, indolyl, isoindotyl, oxazolyl, 

soxazoiy, thinc. sothiazoyl, thezolyl, tetrezoty, furezanyl, benzo[d]pyrezo)yi, thienyl and 

forces. More prethobly the mono- or bicycflc heteroaryl group is selected from the group 

. coneisting cf yrrnthi, inidstciyl, such as I i-i-irnidszo!1 -yl, benzimidezolyl, such as I 

benzirr�rtazthth, ind’e.oiyl, especially 5-indazolyl, pynidyt, especially 2-, 3- on4-pyridy. 

pynimlUryi, eec 2-pyrimidinyl, pyrazinyi, isoquinolinyl, especially 3-isoquinolinyl; 

qOinOIiO es:;cn’y 4- cc -GUl0OiO7, indolyl, especially 3-indolyl, thiazolyl, 

� cnienyi, and furany. 10 one preferred embodiment of the invention the 

pyridyl radios substituted by hydroxy in otho position to the nitrogen atom and hence 

ethstr at least partially in the form of the correspondng tautomer which is pynidin’(1H)2one. 

in another preferred embodiment, the pynimidinyl radical is substituted by hydroxy both in 

2 and 4 end hen exists in several tautomedo forms, e.g. as pyrimidine-(IH, 

HeterocyoM Ie espeo.ieily a five, six or seven -rnembared heterocyclic system with one or two 
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eotcma :;-id m the gmup coo- troeri, oxygen, and sulfur, wifich may be 

Ci I0 Ci Otiy auraed. and isunsubstituted or sstituted especiay by 

nch an mathy, pheryHower alyn suchea benzyL oo, or hetercaryl, suc as 2-

is eapec ly 2- or -oyrroFidinyI, 2-oxo-5-pyrrolldinyl, piperidinyL N-

hezy-4-�p :, Ncwer aKy4-pipeddinyl, Nower alkypiperazinyL morphonyL e.g. 2-

2,,. tetrahy&ofuranyi,

-

2��tetrahydrofuranyt, or 2-me4,hyl--I 3-dioxoIan-2-yL 

ra.nSpoj, cc pharmsceMsfly acoecable saits of corncunds of forrnua 

Each salt es fmmea ’cr exairpie, as add addition salts, preferably wife org cob or 

DOl cavlounds of tori: ila with a basic nitrogen atom, espadally the 

*ccertah sats. SYM. 1 inorganic acids are, for example, halogen acids, 

J: cioric acid, suifudo acid, or hosphoric acid. Suitable o’ganic acids ace, for 

roxork, phosphonic, suif3nic o suifemic acids, for exarnpe acetic acid, 

ccL cco-coio ecd, cecnoo- ac, dodecancio-acid, glycolic acid, lactic acid, 

cM cco aic acic, nrec acid, suoeric acd, azelac acid. mac eca, 

odd, amino acids, such as giutarnic acid or asparfic acid, malebc acid, 

H math rnSl&O io-’cohexoiecarboxvlic acid adarnantarecarbcxyik 

ca : cacid, doosahoylic acid, phthaUc acid, phenylacetlo acid, 

cod dd, ro cane- or ethard-suitonic acid, 2-hydroxyeticaresdfonic 

C :--_:cHOflC acid cenzenasuitomc acid, 2-naphtha!enestdfonic acid, 1,5- 

nmaiene-donionic acid, 2-, 3- or 4c- efnvlbenzenasulfonic acid, methvsulfurbc acid. 

d- r codc add, dodeo-yisulfu– acid N ciohexyisrdfamic acid, N-M,ethyk N-ethyl- or N-
. 

rcro c’ other orpanic protceic acids, such as ascorbic acid. 

in ;he c o of negatively charged ociods, such carboy Or SLffO, seit mac also be 

tm cc-occ, : metai or ao-0ci salts such as alkali metal or alkane riTh C ::v omc sodium potassicro, magnesium or calcium salts, or ar: c -IncLan cuoaha organic ammes, such CE tertiary monoamines, tor ample a: cxyethyi)emlne, or heterocydic bases, for example N-eThyi-icr W’hcnc ac C coup and an acid groan ace present in te same molecule, a compound of ’n ( ftC \5 AS 
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or i :iation or p’1ce:on purposes h is also possible to use pharmaceutically unacceptable 

nts, tcc rc<zmpie or2fes or perchloreteo. For therapeutic use, only pharmaceutceUy 

acceptabie salts or free compounds are empioyed (where applicable in the form of 

pharmaceutical preparations) and these are therefore preferred. 

in view of the close relationship between the novel compounds in free form and those in the 

ivwn of their salts, incuding those saits that can be used as intermediates, for example in 

the pot cation of identification of the novel compounds, any reference to the free 

compounds ne:-einbetore and here:nafter is to be understood as referring also to the 

oorrespanding salts, as appropriate and expedient. 

Compounds within the scope of formula i and the process for their manufacture are 

th’t

 

64s’005281 puhhsiied on January 15, 2004 which is hereby mcorporated into 

th a ptessnt a. itthn by reference. A preferred compound is 4-Methyi-3-14(3-pyridinyI)-2-

pvtimthir:y!en methyl-1 H-imidazoi-1 -yl)-3--(trifluorom ethyl) phenyl] benzamide. 

Comhinatin of the present invention include compounds that inhibit RAF kinase, a 

e,rine/thraonins :rnase that functions in the MAP kinase signaling pathway, and to the use 

of such ccrnda:t for the treatment of Oiseases characterized by an aberrant MAP kinase 

somthn oathwa:. e.g., pr irative diseases like certain cancers. 
 �

RAF lrih’;bito’-sar sg compounds which inhibit wild-type C-Ref at an IC50 of from 0,,05 

to 40 mmoUL and/or mutant8-Ral (’1599E) at an lC5of from 

00 mmcUL to tnO:T ti-ian 4,0 mmoi/L in the following assays: 

J:y =qainst the RAFk/nase: Abve B-Ref. C-Raf, and V599E B-Ref proteins of 

, homan se.ience are purified from insect cells using the baculoviral expression system. Rat 

inhibition is tested in 06-well micropletes coated with .<B-a and blocked with Superhiock. 

The of KB-a at Serine 36 is detected using a phospho- IKB. -a specific 

antibody Ce Signaling #9248). en anti--mouse lgG alkaline phosphatase coluaied 

secontiarrj antibody (Pierce #31T20), anti an alkane phosphatse substrates ATTOPI-3OS 

(Frontage, tht’C’t;. 

Suitable RAF inhibitors include e.g..: 
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Croonds s dosed in WO 00109495 which pubi5hed February 24, 2000, eg 

K\ /Z \7 (H) 

-frm0to2; 

A, B, Jd E each of the others N or CH, with the proviso that not more 

ha tio rcis ere N; 

G s owo CH12-C, CH -S-- O -.NH-1 oxa (-0-), thia (S-) or imino (-NH), or is 

C:WE7 akrn-: i :Led by acvoxv or ov hydroxy; 

is .cws sCy asoeciay eth; 

X s r’nc: OX5H 

Y is wsra y o especially, aryl, hetercary orursuostituted or substituted cyoloalkyl; and 

Z is amino,: :: - or disstituted amino, halogen, akyt, substituted alkyl, hydrcxv, etheri 

0 or astaorel nvcroxy. oiro, cyano, carboxy, estermed carboxy, a!kanoyl, caroamoy!, 

or ;t’i .-sobhtutsd oarbamoy, amidino, guanidino, mercapto, sulfo, phenylthio; 

aikylphenylth plenysulfirryl, phenyl-lower alkylsulfinyl, alkyl-

osufiistlfooyi, phevi-iower aikanesulionyl or akylphenyisulfonyl, and where, 

C rn rathsn ooa radlcrn Z is oresent (’to ?. 2)., the substituents Z are identical or different; 

end wher&n tne bonds indicated by a wavy line are either single bonds or double bonds; 
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or an N-c>JOe of the mentmned corn rn o -d, wherein one or morn a toms  carry an Oxygen 

atom; 01 0 500  

Espethally ;L "4  -(4py rid in4-yimethykS0quinolin-1 -yl)-amine. 

- -F th;ynrs tncii,,de compounds selected from f4flbiisoquinolinyI-i -yi-4- 

(tart-b - -ir iine, 4 tei-Boypheny f-quinazofln-6-vi-isOquinoUn-1 -yb-amine and 

o:oir ncude corn rrond as disclosed in WO 041110452 which 

ublist oir Done eber 23, 2004, eg compounds of form0a Ill: 

--- U 

(UI) 

Rn OS C hererea iinad sl and 

01 00 ir: ::rnoceute:: eptebie sat thereof. 

resoth irir:m the term owe - when referring to substituents such as alkyl, 

a arnire, oirbiio and the hke danots a radical having up to and Including a 

:-nxroum if 7, e enemy from on to and ncuding a maximum of 4, carbon atoms, the 

ii 000seoo oeng .morancneo or brenc0eo one or more ’urnes. 

Vthh rosnn: .: mpoud id, the ak portion of lower alkyl, lower alkoxy, mono- or di-lower 

bOo and other substituents with an alkyi portion is especiailyo.- 

noc-bunyl, tatbuty!, n-propyl, isopropyl, methp or ethyi. Such 

dky nuhn, ii.: :sttLted or substituted by halogen, hydraxy, nitro, cyano, lower 

t<nirv. C. -C cr,doakyi. amino, or mono� or di -lower e!kyl amino, uniess otherwise indicated. 
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With respect o conPound iii, hao4ower .alki, halolower abyoxy, ho-!ower aiKylthio and 

the llko reiar to hatituents havhg an aU<yi portion wherein the aLkvl portion is mono- to 

by h.aiogen. Htho--bwer alkyl. halo-lower elkyloxy, halo-cwer elkythio 

and the like a nde wThin substituted lower 21kyi, substituted lower alkoxy, substituted 

iOWCI riky n.id like. 

With respact to compound lii, haloqen is esoecially fluorine, chlorine, bromine or iodine, 

more espeoithy fluorine, chiorineor bromine, in particular fluorine. 

pWith manact to comocund , a pheny radical Ic generally an unsubstituted pheryl or phenyl 

that is SJbSfltUted with from 15, preferably I or 2, substituents. Appropriate substituents 

incda, bth are not limited to, amino, mono- 01 di-lower alkyl substituted amino, wherein the 

IL wer sky ruhatitue.nts may Oe unsuhaUtuted or further substituted by those substituents 

: .ouos, naicen, lower alky, substituted lower alkyl, hydroxy, lower 

.stitued lower 8koxy, nitro, cyano, mercapto, lower alKylthio, hao-iower akylthio, 

i-wterucycri.., heteroac’jl, heterocycyiaikyi, heteroaryl&kyl, lower alkanoyl, carbemoyl, and N-

mono-cr Nthth-iower aikyl substituted carbarnoyl, wherein the lower alkyl substituents may 

be ucubatitthar sr subathuted.. 

in Con.c-.. i, as a rtheny: radical is especially unsubstituted phenyl or ohenyl which is 

shatituts: :y one or moe substitents, preferably up to three, especially one substboent 

Especially impotwit subatituents for R- ohenyl rsdica include amino, mono- or di-lower 

ik .nmino, wham the elkyl groups a,, e. unsubstituted or substituted, halogen, lover alkvi, 

tuted lower thkyi, hydmxy, lower elkoxy, substituted lower alkoxy, nitro, cyano, 

rnerrmpto, io’eer ikylthi and subiEuied lower alkylthio. 

Ph, a phenyl radiel is especially oheyl that is unsbstituted or substituted by one or two 

ld5:Ooli or thifereat substituents s&6rtcn from hogen, especially fluorine cr chlorine lower 

rnehyi, ethy, peopy I crt--butyl; halo-lower alkyl, especially trifluoromethyl; 

mpeciab.j mothoxy or athox/ halo-lower aikyloxy, such 

or ,22tetraforo5th loxy; more especially by one suhstltuer,t selected 

born onsnbthhLoted or srbstiwted lower thkyi. especially methyl, halo-lower alkyl, such as 

trifiuororr,ethyl. oncubstituteci or, substituted ower aikoxy, especially methoxy and halo -lower 

aikoxy, eapeciehih’ trifiucronethcxy. 
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e s a phenyl radica is generay a pheny I ring that is 

suhsitted by one or more subsfltuenta, preferably u rthree, 

eapec ore or mvo srbtituents. The substituents are especially amino, mono- or di-lower 

ay-sUutsd amLoo, wherein the akyi groups are unsubstituted or further substituted, 

esec: b; oen or oer akoy; halogen, unsubstituted or substituted lower alkyL 

rsLed or auhsiiuted lower ah<oxy, hydroxy, nitro, cyano, lower alkanoyl, carbamoyl, 

-’CWer dkyl SL.bsUuted carhamoyl, mercapto, lower elkylthio and halo -

as a phen moca s oraferahi’ oheny that is substituted by one or two identical or 

iart et stlt:e selected frco heoOer. especially fluorine or chlorine; mono- cr di 

or Po -a es amoo, esoecay droethyiamino or diethylarnino; lower alkyl, 

caly netlwt athyi; osio-cwer ahy, especiaHy rifluoromethyl, trifluoromethyl, 22,2-

or , 2,2-tetrafluorosthyl; lower alkoxy, especially methoxy or ethbxv; halo-

eaceciey difluorornthoxv, trifinoromethoxy, 2,2,2-trifluoroethoxy, or 1,1.22-

w.x, ower elkylti-lo, ucb as methylmercapto, halo-lower alkyithia. such as 

, trfiuorcmeThylthio. 22,2-tr uoroethyithio, or I I 2.2-tetrafluoroethykho. 

as is more esoeclsly phenyl substituted by one or two identical or 

sesta aoied from us. bstltnted or halo-substituted lower alkyl, 

a’o-s tute oo’ unsius tutea or ralo-ubsttuted lower 

ha‰on, especially fLo. e or chlorine, 

pera ru sompoond hI. a terorjl radical is especially a to 7 mhsd eoroatic 

r from I :c deter mtcrns salected from N, 0 and S. The hetercaryl radical is 

or .ac.bstil.uted ny arm CT more, especakly from ore to three., for example one, 

or dsrt suhsii’ents.mpo1ent substitoects on heteroary redicals are those 
LF ur. ocnsistir of halogen, for example, fluorine or chlorine; mono- or di-

or f.xerl amino wherein the alkyl groups are unsubstituted or s fluted by 

omo, cyaro, lower oUcoxy. O -C7 cycloalkyl, a nei:erocycnc ros:l or a 

lowar alkvl, such as melby! or ethyl; halo-lower alkyl, such as 

lofer alkoxa such as methoxv or ethoxy; halo-),-  alkoxy, for example, 

-oo: moty; lower a!k’nthb, su:h as methylmercacto, haIo-owec alkylthi such as 



PCT/F2006/: 

- 

H::;a, h:1.ir1 teoar! war-a ykre�, a eterocydllc radical or 

and he= Wowepakyhne are substftuents of the forrnua 

--where hat s a earoa or heteroovcUc rathcat. 

:C compounds as diosed WO 04/080464 

04, 5 C QUnS of formuo V 

�A E- ty of the others N or CH, wth the proviso that at least 

one, bon i . Am of A, 
a D Eid T sm N; 

-CH-S-, -0H2�4011-. -SO2, oxa (-0-), tha (-6-) or -NR--,or is 

:.ted by acyoxy. oxv h aogeo or hydroxy. 

efersrth -h�; 

ubstithd iower aryi, heteroo or unsubstituted or 

a.td 

sbstthtsd ahio, akpan oky, substituted akyi, hydroxy, 

oysno. �oiboy, esterified carboxy, knoy, 

theC catharnoy, amidino, guanidho, meicapto, slfo, 

---: -- thO p er sufiny, pheny-ower akyiirty, 

phei oer alkenesuffony or akyphenylsufonyi, ano 
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NRS(0)2N(R)2, NS(O�R. -SO)R, -S2R2, OCOR2, CO)R2, -0O2R2, �-N-

COR2, -CON(Fii2)2, S(O2N (R2)2, cyano, trJmethy osubstituted or substituted 

srji ubstitu.ed or suhsttted hetercaryL such as si ted or unsuhthuted 

imidszoiy, d substituted or unsubstituted pyridiny, unsubstituted or substituted 

coakyi, msstituted or substituted heterocyclokyl, such as substituted or 

cr;sLbstuied pipeidiny I, substituted or unsubstituted piperazolyl, substituted or 

stituted te ahydr yreoyi. and substituted or jnsubstftuted 

C 4zkyl-ayl, -Ckyl-hetero5ryi, -C4aikvl--heterocycy amino, mono-

- ;itihed. amino; 

R is H c w5r ak 

R2 is ns hstituted or substhuted alkyl, unsubstituted or substituted cycloaikyl, 

r.henyl. -C 9aikyi-aryL -C 4alkyl-neteroaryI or -C14alkyl-heterocyc!oaikyl; 

oxe, thic, suitone, sulfoxide, suonernide, amide, or ureylene, 

H i H, n- O7 alhyl, ubstitided or unaubstituted aryl, substituted or unsubstituted 

be roary 1, substituted or ursuhatituted cycloalkyl or substituted or unsubstituted 

Heterocrjcknlkyl; and 

Z is srn:nc, mono- or di-substituted amino, halogen, alkyl, substituted alkyl, hydroxy, 

errhiecl or eseri1ed hydroxy, HIm., cyana, carboxy, esterified cathoxy, akanoy), 

nnn:oyl, !I-moo- or HAudi-substituted cabamoyl, amidino, guanidino, mercapto 

enylthio, phenyhiower ikthlo, slkyiphenylthio, phenylsuifiny, phenyl-lower 

iny, aikyphenylsutnb, henylsuffony!, phenyl--lower akanesulL’c:ry Ior 

:Hienylsufonyl, and where, H more than one radical Z is present (m > 2), the 

Z are identical diere�rt  

or tha mentioned corrora, wherein one or more N atoms oerrr an 

or a pharm ?.r t. II acoepteh sort tharef, 

in oh case where citadons of patent applications are given above, the subact 

matter raHHnç ia the compounds is hereby inorporatad into the present appcation by 

’eremm�. Cam"’Isen are Ukewte ti-s Oharmaceuticsilly acceptable salts thereof, the 

IT upcnrbm; renemetes diastereolsarners, enantiorners, tautomers, as well as the 

�:urrsspcnding crystal iodifcatH�rm of aove dlscosed compounds where present, eq 

solvtes hydrares coo noymcrrThs, whHh are disloed therein. The compounds used as 
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acti -’a :e ants he .aon’bnat .na of The invention can be prepared and administered as 

descriac n thesd documents, respectively. Also within the scone of this invention is the 

nn than two separate active ingredients as sat forth above, Le, s 

iiretion within ’the scope of this invention coud include  three active 

reefits o.r rue 

ir-ectwoe. wifti the particuier fndinqs of the present invention, there is provided 

- A tdar oautica corubir.don corn phsng 

a . compound of formula (l); and 

I1e RAF kasa’ i’rihnor. 

’thrtraatftq  or peventhc pmferative disease in a subject in need 
tu 

::iOY3lfl

 

co-adr& istratlo� to said subject cc.., concomitantly or in 

secuence, of a therapeucsmy ’eftectwe am-ourn of a pyrumdyiaminooenzamide 

campound of formula (P and a RAF kmnase inhibitor, e.g,, as disclosed above. 

prthiferative diseases irudude eg. tumors, psoriasis, retenosis, 

iris nd fibrosis.. 

th A ph rn"ceuticai comthnatbr as defined under 1) above, e.g. for use in a 

dermec under ,2 shove, 

�4,
 :’:’ .e cd combination as defined under 1) above for use in the 

........... .............a medicamerrt for use in a method as defined under 2 above. 

iJL e( The eombiratior m the ventori in a method as hereinabove specified may 

be cc::...................rue, .c. test methods as well as in clinic, for exarapie in acccu’oance with 

rckage ccmphsinp a combination herein above or herein after 

A,  

Suitable amdies are, ftc example, open lacel. dose escalation studies in patients with 

pro mauve maseses. a’uch ewches prove pamncee the synergism of the active 
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�-ç of the cot bir j of ttt The bereficia effects on psoriasis or xuldpie 

sc or vc ecty ougr the results of these euoes which are known as 

S ch to a eo;co seo the art. Suon stuthes are m perboular, swtacleto com pare the 

effects of a mc thspy using the active ingredients and a combination of theinvØntion. 

Prefer ly. the thse of cern (a) is escalated until the Maximum Tolerated Dosage is reached, 

eid ac2ent.th) is ::ceted with a fixed dose. Alternatively, the agent (a) is administered in a 

the ern o) is escetated, Each patient receives doses of the agent (a) 

or thterodtto. :: efficacy of the trsamert can be determined in such studies, 

after ’ct. or 2rt weoo b evthuation of symptom scores every 6 weeks 

Tor d r �t:stioc of a pharmaceuticai ooatior of the invention results not only in a 

’.-al effect e.g syrercjistic therapecto effect, e.g, with regard to alleviating, delaying 

4.. 
of m I ihTh: rwtcrrs ct.t also in further surprising beneficial effects, 

e. ffeeec Hth ct co I proved quaiioi of life or a decreased morbidity, compared with a 

r000thera : oiv one c rtho harmaceutica1lv active ingredients used in the 

cmbfoation of ftc 

is ert thwe�r doses of the active ingredients of the combination of the 

r ec be red, for example, ’that the cosages need not only often be smaller but are elso rplfod iSCs thee nentty, whkth rna diminish the incidence or severity of side-effects. This Ia in e crrdaoce with toe ds and recuftements of the patients to be treated. The ferrer cc-a rstneico’ or coefofoed administration’ or the ike as utilized herein are . rreaof to en msaas edoestradcn of tho setected therapeutic agents to a singie patient, e rfnere: ciube baa errf regimens in which the agents are not necessarily 1 arne ethe of zoministretion or a the same time, one ohhre.. of thfo invention torp rvide a pherm aceutical Composition comprising a qesothy, whth ,iothfiy thecepeutfoav effective at targeting or preventing proiferative :mfon of the invention. ii this composition, agent a) ano agent (b) may be :th.istereb ’ctethet, one after the ether cm separatety in one Oombined unit dosage form or tho seca’eto rvoit dosage forms, The unit dosage form may also be a fixed combinaton. 

err.’ - oo’rrecsitiors tot ceosraic adminstration of agent (a) ag erd tth or 

teein 

e’fixe.’e comb eden i.e a single galenical compOsition comorisiop at ieast teo o ::enctr partners (a) according to the Invention may be pp spa’ed M,,:) 
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manner NOWpe a end are cseo uabie for enteral, such as oral or rectal, and 

aon to mamn;as (warm-blooded animals), including humans, 

neiy aeotke amount of at Øst one pharmacologically actve 

cOrn e.:ie. CO. sa indkatad above, or in combination, with one or more 

ohe. rn:i* :!: .peble criers or dents, especially suitable for enteral or parenteral 

om ccmposins cotein, for example, from about 0.1 %to about 

*Th ahoUf % ro about %, of the active ingredient(s). Pharmaceutical 

ccmhiradon herey for enteral or parenteral administration are, for 

example, tH :e nab rtosege forms, such as sugar-coated tablets, tablets, capsules or 

phs..CIL smpcnas, d not klllaWd oihenMse, these are prepared in a manner 

’nr enrpie by means of cor’venUoriai mixing, granulating, sugar-coating, 

mcesserr. it wft be appreciated that the unit content of a 

or OU15iflCd in CO iOdiVdOd dose of each dosage form need not in itself 

the necessary eihŁctive amount can be reached by 

11 alurV Ch OOCC(C UO5. 

10 ’e?et.,Jvc-amount of each of the combination partner of the 

oatio men he administered simultaneously or sequentially and in any 

Order. C: 1: OuCote may be aamkkemd separately or as a fixed combination. For 

no nifad of eventThg ortreatirrg proiifemtive diseases according, to the 

P adrniulstrabcc of tue first agent a) in free or phemraceutically 

rronenn end (1) adrrr K low ion rrf en agent (b) in free or phami arnubcCllv . 
ne.., err beneomly or ssqjentQPy in any ard in !cird1 ron. 

ones, preerably in syrrer sdceiy efferitive amounts, e.g. hr 

eer ccrraspc ring to the amOuntS described herein, The ir’rdMdu& 

nv " n may n od s c -’n -epa ately ar 

-  concurrently in divided srrç, c co"-cpahon 

nrc rerm artrrrrrnrnnc eso encomasses ’die usc c’; a pnnrnrrrrg of a 

nn.nnnn ’mar corrverr ri vru’o n the can’t cinacon partner as such, rns’tant 

a ic be understood as eurhrecnq all such regimens irrbeneous or 

nod the term ’rnnr . iee-ring’ is to be interpreted accordingly.. 
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of each of thecc rotion part oars bc:thyed in the combinetin of 

rv depending on the pa cular compouror r.arrnaceutice 

the mode f ad nistrtion, the cc:diticn being treated, the severity 

of the condition efrig treated Thus, the dosage regimen of the combination of the invention 

is s&eced in accorcence with a variety of factors including the route of administration and 

the ren end hepatic function of the patient, A clinician or physician of ordinary skill can 

readhy determine and prescribe the effective amount of the single active ingredients required 

X iaoe counter or arrest the progress ot m the condvtion. OpraI precson n achieving 

of the ecthie inareiients withh the range that yields efficacy without toxicity 

reguires ieg:me haeed on the kineoa of ’the active ingredients availability to target .site. 

DaHy dosages ir agent (th or (b) or w, at course, vary depending on a variety of factors, 

fcc ecr,moia the cornpduod chosen. the pathculac condition to be treated and the desired 

dent. n cenemi, however, satisthctcr’ results arc achieved on administration of agent (a) at 

davy dosaqo cafes of the order of c. C0.03 to 6mg/kg per day, particularly 0.1 to 5m9./kg per 

ac. ti. to 25 mg/kg cer day, as a single dose or in divided doses. Agent (a) and agent 

(h) cay be cm roTe: by any conventionci route, in particular enterally. e.g. orally, e.g. in 

the fc -m ci capsules, drink sch.rtions or parenferaHy, ag, in the form of inc-hl 

Suitable un:t dosage forms for oral administration comprise from 

cc, th tt cc; eotve mgredenr, suay to ;33.-c, e.g. agent (a) or tb), together wth 

one or more phccrocmcaliy acceptebe cdiuents or carriers therefore. 

Agent (b) may do cci cc-thred to a human in a daily dosage ran, e of thS to 1000 mg, 

dLaba crlf dosageiccms for ora cdm inistretion comprise from cc, 0.1 to 500 mg active 

W ’!redient, trT:etner with one or rrcre r ar cocutical’ eccepr:abth. diuonts or carriers 

cmrmore. 

The ed cr .a’dcc of a pharmaceutIcal combination of the inverchoc maults not only in a 

arc, e.g. a synergistic therapeutic effect, e.g. with regard ta inhibiting the 

rM ci beam emnrgica stem cels or slowing cowo the progression of 

dwc-niea, arch as Dith, or AML or the aroa:tP of tumors, but also n iuthhe surprising 

benadcie effects. e.g. less sideeffecthc, an imorovecl quality of life cc a d’s: mased morbidity, 

cia to, a rncno4herapy i t one of the nharmaceuti. ’ cc naredients 

the n ’a 
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at ower dos ot the rhve redets of the corn bnation of the 

that the dosages need not ony often be smaller but are 

entv, or used �order to dminsh the ncidence of sde.effects. 

This vith the deres and requirements of the patients to be treated. 

B", Dissa,cas to be, thted 

The arrn dsease irckthes dut is not restricted to tumors, psoriasis, restenosis, 

a:. 

the t arm n oaa:a:::02 m 2 i i Q n, cv refers, in perticuiar to eukemias. especiey those 

Fft--3, ad incudes, but is ]ot iirnted to, chronic rnyeogenous 

em - :oye ieuk the (ALL), especially the Philadelphia chromosome 

eukertha (Ph+AL) as we as STl7lresistant leukemia, 

I netorm a, 0o urnor dsa esneciay means ovarian cancer, breast cancer, cancer of 

the ocion eec on4eeref the astrontesthia tract, cervix cancer, lung cancer, e,q, small-cell 

cancer reid smatheell unc can  head and neck cancer, bladder cancer, cancer 

of thefo"morte or trerosi’s sarcoma. 

’1 tO C; ome."ding to the venhco, that inhibit the protein dnse activities 

rreIH:: aa 0: o:lne 
r 

nice k.eases mentioned above and below, can, therefore he 

reed inp:oten thi ose dependent diseases. Protein kinase dacendent 

thsoases ea: cc :ci pro erativec eases, preferabiy benign or e ecialy malignant 

ic : roincree. of .iha kkey, ver, adrenal ands, bladder. breast, 

mcurr prostate, eancreas, ungs, vegne a: tvrold,.sarcorr,a, 

;:c:ajmnm of the neck and head, cc- rthi as eckoodas), They are 

I1 :oc:essce ot tur Ju’;e and o preiect cc th:ac cc of umccr .me’a 

I Oiii 5SO miorth matas thses, ha addition mey an used in epidermal 

perrcrr:ccthe e. c. cc chaais, in crostete hyperplasia and a ttie tI c’. -ath c’nc-c 

c c:ccs. r cithy f e :heliel canter, for example mammary ard:timo. tie also 

to use the nombinadons of tue present invention in the treatment of diseases of the 

ccthm insofar as severe or esoecisily, individual tyrosine protein kineses are 

Plchcl_:c:One, the corothoations of the present invention can be used thon in the 

e rmotrnecc - cccacre; of the cent:’-s’ or cericheral nervous system wire signs traremission 
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er a epeoay breast cancer caOar 

iC soecs ar:o cell kmg cancer), cancer of the prostate or 

omhitooa of e rresentnventon irhbt the groh of tumours and 

o eventn the netastato spread of tumors and the growth of 

eos to a roethod of treat trea.Ung myeomo., especially myebma which is resistant 

to 000VeTT remotherap The rn m\’eoma as used herein relates to a tumor 

cT the tye nc-. found in the bone marrow. The term "multiple 

means, a Isemnated malignant neoplasm of plasma cells which 

is acteraath 
:: 

bone rmrwthmor foci and secretion of an M component (a  

’gthuftn fraonenti, associated with widespread osteoytc lesions 

:thr pathq f Ct urea,parccaernia and no c�chromio normocytc 

is inouabie b the use of onventicrm and high dose  

erthn mates to. a method of treating myeoma, especially 

:tstarttoconventicra ciernotheapy. 

7’. 
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-ca.cobinabcn mprsing 

a acoberian-de comnond of formu’a (I)  and 

3) c2 e6; ;nas btor. 
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2, o pier9ng a proliferativa disease in a subject in need thereof, 

atc to na cubject, eg. concomitantly or in sec, Vence, of a 

amoun-  of at east one RAE knase inhibitor and a 

:aide compound ci for aua (f). 

A T-’-autkai corn iration -cording to claim 1 for use in a method aecordin to 

ceuica com3ce3cn acoodirg to claim I for use in the preparation of a 

ta fteairnsnt of a prcetvc disease. 

6 ccmhinatki according to claim I wherein agent a) is selected from 

H-imidaol-1 -yl)-3-

6, A Frathod of ethim 2 or a use of ciam 4 wnerein the proliferative disease is myeloma. 

1-rtc’aT 2,3 or6 ot a use oaaim4 or   wherein pyrimdviaminobenzamide 
W ’: is 4-Met ri-34[4-($-oyrid!nvl).2-pyrirnWc 

-3 rirftorcmst)pey] heriaamde, 

at cial, 2, 3, 6 or 7 comorisina administering a combimtion of a RAF 

ncylamnobeczem dc compound of formula (I) wueram tne RAF inhibitor 

t::c f4’. t-3utvi-pheth3)

 

JO� cc.-4-ylmethyl-isoquino-t.yi)-smine; 

-th-4-(te-buryl-phauyl’-amie (4-te-Buty-p mi-(4-quinazolln-6-yl-

cquoc-t -’-ace �4, fjEuFs xmno iyi-1 -yl-2tert-butyl-pynman-by3-anhii-ie and 

ccm3 at crs trereof. 

a ccrr3thmtion accordtno to clathn or a use of ciairc 4, 6 or 7 wherein the RAE inhibitor is 

ct-hutv phert �-4’ayn-.4-yimethgi-isoauinoiin-1 -yl)-amine; 
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ne; 47]B and 

1. A i cka,ga com1sng a ombirat!on according to any one of claims 1, 4 or 
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Industria y Comercio 
SUP E R I NTE N D E N C A 

Oficlo N: 

Con fundamento en lo previsto por el artIculo 43 de la DecisiOn 486 de la ComisiOn 
de la Comunidad Andina, se le comunica que la oposiciOn presentada por la doctora 
Eliana Isaura Moreno Bohórquez, en su calidad de apoderada de Gynopharm S.A.S., 
reüne los requisitos formales exigidos por la ley al momento de su presentaciOn. 

En cumplimiento de lo dispuesto en la citada norma, se le concede el tØrmino de 
sesenta (60) dias hÆbiles siguientes a la fecha de notificaciOn del presente oficio, 
para que haga valer sus argumentaciones y presente pruebas. 

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del 
capitulo quinto del tItulo primero de la Circular Unica N° 10 de 2001. 

JOSE LUIS SALAZAR LOPEZ 
Director de Nuevas Creaciones (E). 

El anterior oficio fue notificado por fijaciOn en lista de fecha, 

202058 
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