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IEI Poderes.s1 fuero of caso 

a D9c6nento qua acredita Is existencia y representaclOn legal do las panes, cuando scan 
personas juridicas. 

IEI La copia autentica del Documento quo acredita el cembio do nombre solicitado esta siendo 
prosentada an el Expedients 00.097.416, radlcada ante Su Despacho el dia do hay 18 do 
agosto do 2010, par to tanto ya so encuentra an sus archivos. For to anteiior soricito sea 
tenido an cuenta este documento al momento do emitir una dcc! lôn sobre Is presents 
Solicitud do patents. 
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RAF -MEK4RK PATHWitY INRIBITORS TO 
TREAT CANCER 

FIELD OF THE INVENTION 

JUL 3, 2033 

EOD081 Still anotlzr object of the inveation is a description 
of MEN  Inhibitors, preferably 0-10* alone or in combi-
nation with Ba-MI kinas. inhibitors. preferably Imathib. 
for the treatment of CML 

[()01] The fienation dCSCrft’Cd htiOil is in the field of gJ Another object of the Intention is a description of 
cancer the rapy, and pro lovably rot the Uoflnenl of chroidc moüiais as campostriums for formulating and administer. 
my$ogo nails laulasaux. log inhibitors of the RAP-ME K-ERIC pathway, pro fanbty In 

combbiadon with Bcr-Abl idnaso Inhibitom and mere pref-BACKGROUND OF ThE INVENTION 
erably with the Bcr-Abt kinaso inhibitor. Minion,. 

(2] A goal of modem cancer therapy is to Identify 
molecules in signal transduction pathways that affca an 
growth, and particularly those that camn a normal ecU to 
become monotones. One such pathway is the RAE-MEK-
ERIC pathway, and the p-regqlation of onm or more of its 
members is tho2lgbt to be responsible for a number of 
cancels. For example, patients with chronic myclogonoim 
leukemia, hcein after referred to as CML, who mat in either 
the cbmnic or blat phase typical achieve retons in 
rcsponc to Smed drug GletvecTh. also re&ntdwas 
hnalinfb or Sfl571 (N Erg I Met 244, 103t [3)Olt N. 
Eng. I. fed 244,1038 12X1)) C 4Llscharaclerlz'd by the 
Philadelphia chromosomal translocation (Ph.) resulting ins 
8cr-MI fusion pit Imatinib treats CML by blocking 
Ba-MI kimse acviw. 

[0003] While the tsioos aebievod wit unatinib dot-
ing the chronic phase of CML are durable, patients with 
remission achieved during the blast phase usually relapse 
within 2-6 months (N. Eng. J. Met 244, 1038 [20)1. 
Resistance to Intatinib results in resodvution of Bet-MI 
Idnase activity. Recently, it ha, been sbnn that these 
rclapsa arc usually duo to Iniathæb-rcsimana that 
either by over-expression of the translocated Bet/MI ge, 
or mutation of the imalinib target gone, namely the AN 
kinase (Science 293, 876 [2001]). Resonance,often cone-
thta with mutations In the Aid kinase domain. fr,rbniin3 
13151 and E255K. 

[0004] The AN kin tEe was chosen es a molecular IUECI in 
the treatment against cancersince 9S% of patieniseith CML 
ban activation of the MI pathway that occurs through 
chromosomal naoslocations that result in 6ndon of the 8cr 
and AM 6.ress, As mentioned above, a key pathway that Is 
up-rgula1cd in CMLolls that ait resistant to anatinib is the 
RAF-MEK- ERIC pathway. There fate, uoalmonl with inhihi-
tots of the RAF-MEK-ERK pathway should lead to =as. 
sinus in patie1s with lmstlnfl, resistant CML 

SUMMARY or ThE INVENTION 
[S] The invention described beret presents methods 
and compositions for treating curnecrat that involve up. 
regulation of one or mote molecules in the pathway RAP-
MWERL 

[0006] An object of the invention is a description of 
h,bThitors of the RAF-MEK-ERK pathway that are tmnefl. 
daIly, applied to the treannent of attain forms of cannot  
preferably CML and more preferably, to those to. of 
CML that arc rcsMtant to 8cr-AN kinase jobibitom, and 
most preferably to those forms of CML that are .c+’ant to 
the 8cr-AN kin&’c inhibitor, linatinib. 

f1O] These and other objects of the present invention 
will become apparent to adlIed practitioner of tim an upon 
a Mt consideration of the invention. 

BRIEF DESCRIPTION OF THE FIGURES 

toOth FIG. I showa the RAF-MEIC-ERK pathway that 
L. - up-regulated in cousin esneer cells, indutfing 
chronic myclogonous leukemia. Also shown am, the most. 
pounds BAY 43.9(116, aM 0-1040, and the proteins in the 
pathway and they affect. RAP and MEL respectively. 

[I12] FIG. 2 shows the structure of BAY 43a06. 

[fi131 FIG. 3 shoes the cffcc of the RAE kinaso inhibi-
tor, BAY 4340)6, and InHTITh� on imadnlb-rcsistant CML 

[0014] FIG. 4 shoes the effects of the RAE Idnase Inhibi-
tor. BAY 4346, on hn.flnhresistaut CML Calls, The 
results

 
an, from 3 experiments. 

ooisj FIG.S zhovs the effects of the RAP kinaso inhibi-
toy, BAY 43-9, on ERK phmphoiylatiou. 

DESCRIPTION OF THE INVENTION 

[0016) All puhilcadous, Including patents and patent 
appllcatioa mentioned in this specification are herein 
Incorporated by rekretu to the some extent as if each 
Individual publication was specifically and Individually 
indicated lobe incorporated by reference in its entirety. 

[0011] Based on the pathway shown in FIG.!. it will be 
appreciated that in cam where Rd,MEK, or ERIC ate 
up-regulated. .1- Was inhibittim activities of those 
molcailes will have beneficial effects for treating such 
cancers An example of one such cancey, also shown in FIG. 
L is tonic myologenous leukemia. Thus, treating patients 
with non-tote doses of, preferably. 20040) mg and higher 
of S Rs.f kina inhibitor BAY 43-90)6 @doct Rekt 
Cancer 8,219 (2(ml)) will result to remissions, or mid-
madly obSmally stabilization of the growth of the ancer. Fwthwnoro, 
treating patients with non-toxic doses of, preferably. 200-
40) mg and higher of the MEK fnhtitor P0184352 (now 
designated CI-1040, Oncaene 19. 6594 (2000) will also 
lead to remissions or cancu growth stabilization in these 
S 
[0018] Dcfithttm 

(0019] Unless defined otherwise, all technical and sthn-
tific Untenanted herein have the same meaning as commonly 

t071 Another Object of the invention is a description of understood by one of culinary skill in the art to width this 
RftY frthil,itors, preferably Hay 4391* alone or in aim- Invention belongs. Centrally, the wmondatrno used herein 
bination with Bor-ASI lilnaso Inhibitors, ptcfrrubly Imatitfib and the lzbomloiy, procedures described below aiv those 
for the ntalmem of CML well 1u,wo and commonly employed in the an. 
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[0020] BAY 43.$ is described in tLt patent applies-
don Sc., No. 09/425,M and P17r/US00/O48. as am 
UUIflCRIJS other RAF Idnase inhihifots. 

[0021] Th. MEIC inblbitor. 0-1040.15 desaibcd in Otto-
gaze 19.6594(2W)). 

[00221 imathæb, or Uleevw,m is described in us. pat. 
No. 5,521.184, 

[0023] fly up.mguJatr or aupregfllauanI of the RAP-
MEK-ERIC pathway is meant elevated levels, by whatever 
molecular mechanism, of one or mare of the proteins, RAE 
MEK. or ERIC. or mencenans in their enzymatic mmmyi or 
changcs in their normal substrate affinity when computed to 
normal cell. 

(00243 It will be appreciated that the compounds that 
affect RAP, MEX, or ERIC may be used alone, or In 
combination. They may also be used in combination with 
other compounds known to affect Particular cants whore 
the RAE- MEK-ERK pathway is up-rugulated. For example, 
the drug imatint (Gte ewc’’) is used to treat CML patients 
than, imalinil, resistance that develops In certain advanced 
staged CML patients that canses up-regulation of the RAE-
MEIC-ERIC pathway ca be treated with the appropriate 
compounds that control the up-regulation of the appropriate 
molecule, in the RAF-MEIC-MX pathway. Such com-
pounds can be combined with imatinib br treatment of a 
CML patient before imatInil rosSana develops, or withc,ui 
imatinft, after reStance has developed- tm pathway in 
quxcsSo and the silts of action of BAY 43-, 0-1040 
and bare Presumed b FIG. L 

(002$] Thcrc Mv several important rationale for applying 
Mhnhois to the RAF-MM-ERIC pathway for the treatment 
If CML. Fint cells from lezkgmia patients (lt+) have 
etwacctl phawIrn-ERK levels at leis in purl due to elevated, 
or up-rugulated, RAE Idnase activity. Second, iroatiob float-
me, results in decreased phvtsplzo.ERX levels Also, cells 
from ihfib -resistant patients have rc.olcvatcd pbrrspbo-
ERK LeveLs. 

[0026] pharmaceutical Compositions and Modes of 
Administration 

[0027J The prsot invention also relates tophannaceuli-
cat compo3ifions for admMistraiiou to humans that comprise 
an inhftitor of the RAF-MEIC-ERX pathway alone, or in 
combination with imajinib. Such would include wuqIa-
Ijoas for enteral administration, such as nasal, buccal, rectal 
o4 especially, oral. and parcutoral administration. such as 
ininvenmm, intramuscular or subartanema The coinpci-
’join comprise do inhihilor on its own Cr, preferably, 
together with a pharmaceutically acceptable cart The 
dean of inhibhor depends on the dissse to be treated, 
preferably CML, and more preferably lmatiuib resl&ant 
CML, and the age, weight and individual condition of a 
patient, and the mode of ’-I.:tiun_ 

[(028] The Invention relates also to ptoasscs, and to the 
ic of inhtirors of the RAF-MEK-ERIC pathway in the 
preparation of pharmaceutical compositions alone, or in 
combination with imadnib. Preference is even to a phar-
m�utical composition that is suitable for administration to 
a human suffering (torn a cancer that is responsive to 
inhibition of & protein (yrosinu kinasQ. Preferably the canar 
is CMI, and more preferably it is imatinib resistant CML 

Jul. 3,2003 

which composition comprcs an inhibitor, or a sait thereof 
whore salt-forming groups are Incs.4, in an amount that is 
effective in rahminns the protein tytaftic kinase, together 
with at least one pharmaceutically acceptable cart 

M291 Preference is also given to a pharmaceutical count-
position for the prophylactic or, especially, therapeutic treat-
meat of preferably CMI, and more preferably fmathdb-
retain CMI, which composition compthes as active 
ingredient an Inhibitor, or a phannceut–cally acceptable salt 
thereof, in an amotmi that is prophylactically o., especiafly, 
therapeutically effective against the mentioned diseases. 

(00301 The pharmaceutical conjaMoes - from 
approximately 1% to approximately 95% of the appropriate 
inhibitor, dosse fonns that re In siJe dose fqnn prer-

I . Il rI .r...,4.. C � � .1’ 

etc. lft plmzmazeiutoal compositIon 01 Urn present mvtn-
lion are prepared in a manner known per so, for example by 
means of arnventlotm] .. granulating, cmfectioning, 
dissolving or lyophillsing processes. 

(0031] Ther, am preferably whnionstbat can be used with 
the appropriate SnhThftw including suspensions or diaper�same, especially isotonic aqueous solutions, diqmious or 
snspeusions, which, for example in the won, of tyaphfll 
compositions comprising the active ingredient on is own or 
together will, a cantr e.g, mannitol, may be preparul 
before use. The pharmaceutical composition may be slur-
ilized and/or may comprise axdpienls, for example preset-

bothers, and arc prepared in a n’nn� known per Sc. for 
example by means of conventional dissolving or lyopirilis-
Mg processes. The said tolntns ox wispcnsions may corn-
- viscosity-increasing substances, such as wdium r-
bezy-nttS cathomethyo. ta 
polyvinylpyrrolidone or gelatin, or also solubilisers, fur 
example JUMTemen 88>polpqcthylcn42O) sorbitan 
motoloato; trademark of IC! Americas, 1mm, USA. 

(0032] Synthetic or emi-synthetic oils ate know in S 
W may used for injection of the appropriate inhibitor. 
Particularly useful can be liquid fatty acid estea wbidi 
.in a long-chain laity acid having from S to 22, cape-
daily from 12 to 22, carbon atoms. 

[0033] Plwrmacoulical compositions will preferably be 
Used in oral form, and can be obtained, for example, by 
combining a RAF-MEIC-ERIC pathway lnhft’ltor, with or 

are especially flUea, such as migus, for example lactose, 

calcium hydrogen phosphate, and also himists. such as 
starches, for example coat, wheat, ftoo or jmtato smith, 
methylcellulose, 
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ASUNTO RadicaciOn 07-90237 
TrÆmite 011 
Evento 378 
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Patents do lnvenclôn Fx1 Patente do Modelo do Utilidad 

Via Nacional F I 
Via PCT (FaseNacional) lxi p.I lxi Gap.  

I’ 

No. Sol. Internaclonal PCT/EP2006/001574 
Fecha de Presentaclón Intemaclonal. 22/02/2006 

Como resultado del examen do fondo, jealizado con fundamento an S articulo 45 do 
Is DecisiOn 486 de Is CocnisiOn do Is Comunidad Andina, se Is comunica: 

1. Documentos estudlados 

Desciioción: Folios 35 a 57 coma se radicO inicialmente. 

ReMndicaclones: Folios 58 a 60 coma as radic6 inicialmento. 

Prioridad: Folio I US 60/658,827 del 07R3312005. 

2. AnâIIBis de Ia Prioridad 

So acepta Is reivindicaciOn de puloridad dodo quo esta scilcitud fue presentada 
denim del plazo establecido (Art 9 D 486), y su contenido tØcnico corresponde con 
el de la prioridad reMndicada. 

3. ObJeto do Is invenclon 

Titulo: COMPOSICION FARMACEUTICA QUE COMPRENDE UNA DIFENILUREA 
SUSTITUIDA CON OMEGA-cARBOXIABJLO PARA EL TRATAMIENTO DEL 
CANCER. 

Obeto: La solicitud consiste an composiciones farmaceuticas orales de PiberaclOn 
inmediata do metilamida del addo4{doro-3u1fluomfeniJHoJ..feno* 
piridin-2-carboxflico, (BAY 43-9006 a sorafenib) sus solvatos, hidratos y sales 
farmacØutjcamente aceptables. 

EXP 2007 090237 1 er Ait 45 



El problems planteado as Is necesidad do proveer composiciones farmaceuticas 
orales do Iiberaciôn inmodiata de metilamida del Æcldo I{4-[3-(4-cloro-3-
thfluorometilfenhl)-ureido]-fenoxl)-piridin-2-carboxllico, sus solvatos, hidratos ysales 
aceptables con propiedades mejoradas an cuanto a biodisponibilidad y estabilidad. 

Pam solucionar este problems tØtnlco Is solicitud proporciona composiciones 
farmaceuticas oralos do Iiberación Inmediata do dicho coinpuesto activo. 

Se clasificO Ia invention segUn Is [PC an las categories: A61  9/22 y A61 P 35100. 

4. ReMndlcaclones relativas a uso o a uso dlstinto (wtIculos 14 y21 D 486) 

La reMndicaciOn 22 so retlere all uso de las composiclones farmaceuticas de Is 
inventiOn, lo cual corresponds a materia no patentable. 

5. Do Is solicitud do Patents 

Titulo: El titulo as dabs modificar do forma WI quo as indique all compuesto 
especifico (sorafenib) quo caracteriza las composiciones farmacØuticas do Is 
invención. 

Reivindicaciones (erticulo 300 486) 

En el pliego reivindicatorlo, pars indicar S porcentaje an peso del agents activo, so 
emplea can frecuencia el termino tal msnW quo no as conciso. 

La reivindicaclOn 9 so reflere a composiciones farmacØuticas caracterizadas por su 
uso, lo cual no las trace diferentes, ni lea otorga ninguna caracteristica adicional. 

La reivindicaciOn 15 noes concise al Indicar lagentes citotoxicos"y ademas reclama 
composiciones farrnacØuticas quo no bacon parts de Is Invenclon do acuerdo a lo 
sustentado an Is descriptiOn, dada qua sill no so menciona ninguna composiciOn 
especifica qua contenga dos o mM farmacos ni as evidencia el efecto qua exhiben. 

El procedimiento de Is reivindicaciOn 16 corresponds 
a procadimiento rutinarlo y 

conocido por el tØcnico media pars preparar una compositiOn farmacØutica, qua as 
mezc!ar all principlo activo con excipientes aceptables. 

6. Dotormlnaclon del Estado do Is TØcnlca 

El estado do Is tetnica as determinO con base an Is fecha do presentaciOn de Is 
solicitud do prioridad 0710312005 y as encontraron los siguientes documontos qua 
anticipan el objeto de esta solicitud: 

N° Documonto Titulo Fochado I 
I publlcaclôn I 

- Dl US 2003125359 RAF-MEK-ERK pathway inhibitors to 03/07/2003 treat cancer 

7. AnÆllsls de patentablildad (aæiculo 14 D 486) 

So procedlO a evaluar los requisitos do novedad, nivel inventivo y aplicación 
industrial pars establecer Ia patentabilidad do Is invenciOn reivindicada an Is solicitud. 

EXP 2007090237 lerAst45 



Novedad: (afticulo 16D 486) 

Las reivindicaciones 1 a 14 reclaman una composicion farmaceutica quo comprende: 

� Metilamida del Æcido 4{4-[3-(4-cloro-3-trifluoromethfenil)-ureido]-fenoxi}-piridin-2-
carboxllico (BAY 43-9006) sus solvatos, hidratos o sales aceptables an una parte 
do al ruenos at 40% an peso de Is composictOn y 

Al menos un exciplente farrnaceuticamente aceptable. 

El documento Dl describe composiciones farmacØuticas quo comprenden: 

I BAY 43-9006 (pØrrafo 7) an un porcentaje del 20 al 90% (pÆrrafo 30) y 
I excipientes aceptables. 

Las reMndicaciones 16 a 21 reclaman procesos do granulacion via hUmeda y via 
seca pam fabricar las composiciones farmaceuticas do las reivindicaclones I a 14. 

-SI ensefia quo las composiciones farmacØuticas pueden ser preparadas por 
mØtodos convencionales como granulation via hinieda y We seca, empleando pan 
eDo los auxiliares do forniutación y excipientes apropiados (pÆrrafos 31 a 34). 

Mi las cosas, Dl divulge composiciones farmaceuticas do BAY 43-9006 y sus 
procedimientos de fabricacion idOnticos a las do Is presente solicitud, por to tanto at 
objeto reMndicado no cunipte can at requisito do novedad. 

B. ConclusIon 

Los requisitos do patentabilidad do Ia presente Invention se encuentran afectados as[ 

NO J Docuniento ReMndlcaclones Afectadas Requlslto quo Macta 

Dl US 2003125359 1 821 Novedad 

En cumplimiento del articulo 45 do to DecisiOn 486 do to Comisión do la Comunidad 
Andina, se Is indica quo debe der respuesta dentro del tØrmino do sesenta dies 
contados a partir de Ia fecha do notification do fa presents comunicaciOn. En caso 
de no dat respuesta al presente requerimiento, o si a pesar do to respuesta 
subsistieran los impedirnentos para to concesiOn, so denegarØ to patente. 

Notifiquese el presente oficlo conforme a to dispuesto an at numeral 5.2, literal e), del 
capitulo quinto del titulo primero do la Circular CJnica NO 10 de 2001. 

JOSE LUIS SALAZAR LOPEZ 
Director do Nuevas Creaciones (C) 

El anterior requerirniento. fte notifloado por fijaclOn on lists, do fecha 
111 AER 2am 

CONCEPTO TECNICO No. 519 EXAMINADORTECNICO 
COdigo No. 202077 

EXP 2007090237 lerAjt45 


