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Fecha 2&--13 16:2215 Dop, 2020 NUECREAQQNI 
Tm. 11 PATEN1EIyI Eve: 378 FASENACIONAU 
Act 538 PEUON Fcglns: 2 

Re: P1.-GLAX0 GROUP UNflED.-Soltcltud de Patente de Invención en 

Fase Nadonal PCT "SALES DE CINNAMATO DE UN AGONISrA 

2

 

13ETA-2 ADRENtRGIcO".-Clase C07D 215/26: A61K 31/4704.-

Exuedlente nÆmero 07-077.621.-

1. Me reflero a ml memorial de 20 de Septiembre de 2007. 

2. De conformldad con to dispuesto an el Artfculo 5.2.12 de Is Circular 

Extema No. 03 de 28 de Abril de 2003, y estando dentro del plazo de sets meses 

contados desde Ia fetha de Ia publication de la solicitud en la Gaceta de Ia 

Propledad Industrial nimem 582 de 30 de Novlernbre de 2007, sollcito a ese 

Despacho proceder a realizar at examen de patentabilldad de Ia presente 

lnvenclón. 

3. Me permito recordar a usted, que S como Be Informó en ci Petitorlo de la 

lnvendón,  la presente solicitud corresponde a Capitulo I. 

4. Anexo me perrnito acompaftar recibo nOmero 08-37.145, expedldo por Ia 

Superintendencla de Industria y Comerclo, que acredita at pago de Ia tasa que 

dicho examen causa. 

Seæor Superintendente, 

PLLOREDA RICAURTE 

T.P. 53.215 

- --,.--- - 
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1nS y Cimicith 
SU PER INTEN 0 E NC IA 

DIVISION DE NUEVAS CREACICtIES 

RADICACION EXPEDIENTE No. 07-77621 

EL EXTRACTO DE LA PRESENTE SOUCITUD DE PATENTE GE INVENCIOII 

FUE PUBLICADO EN LA GACETA DE PROPIEDAD1NDUSTRLAL No 5*2 DE 

FECHA 30 0� NOVIEMBRE DE 2007 ELTERMINO KABILSEF4ALADO POR LA 

LEY EXPIRA EL 210� FEBRERO DE 2008 

NOTA: Dentro deiplato de las We (6) mosessigulaMosapartirde It fecha do pfl.&i&, 
on la gaceta do Propiedad Industrial, debera aodthr y canosiar .1 exarnen do 
patontabilidad so pens do quo la so4icitud calga an thandono, do actsdo con Ic 
establecido on S Asticulo 44 do Is DecIslón 486/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI NO X 



(U) INTERWATIONAIJ APPUCATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCI) 

(19) World Intellectual Property Organfrafton 
Thrnatioualamtau 4) IVUllwlBffluTllffllluIflllLfflUftEftIIu 

(43) !nternalfotml Publication Date (to) International PUbUIIOD Nam her 
fl May 2003 (22.05.2003) PCT WO 03/042164 Al 

(SI) lutnuaffonal Potent classlftcatloni COIC 229(60, D,1va Bur3lnpmo, CA 94010 (US). CHURCH. Thotby, 
A6IK 311136,31133, A6IP 43/IA C07C 217184, 217iS6. 4. [UMJS]; 3913 Padena Dilve, San Mao, CA 94403 
217/70, 233t43, COm 239144 CO7C 239/46, 0)7!) (US). 
413112,41Th’1Z401114 007C311/44 

(74) Agefl BOONE, Wvld, E. et aM Thxuuoe, Inc., 901 
(21) InternatIonal Applkatlon Wombat PCV111S02136237 Gaitway Bou1ga4 South Sn Fm=bM CA 94080 (US). 

(22) internatIonal Filing Daffi (81) DclgnawI States (national): At AD. Al. AM, At AU. 
12 November 31)2 (12.112M A7. BA, BB, BO, BR, BY, BZ,CA, CHCN, CO,CR, CU, 

(2, DE, DL flu, 177, EC. Eli, 115, Fl, GB, GD, GB, 0H 

(25) FULnz I4aug.mgm Efl$HSh 
LE, LII, 1$, lit LU, L%ç MA MD, MU, ML MN, MW, 
MX, MZ NO, Ni, 0)4 PH, P1, FE, RO, RU, SD, SE, SO, 

(26) Publlcatloa Laoguage Enghh SL 5K, 51,17 TM Th, TR, Ti’, T7, UA, UU, US, Ui, 
’C, VN, IV. iS, ZM, ZW; 

(30) PrIorly Datt 
60338.19$ 13 Novemkr01 (13.112001) US (84) DesIgnated States 

(ng(anarn 

ARIPO rant (OH, GM, 
60343,711 28DetnWr 2001 (2&l2.31)1) US KB, LS, MW, MI, SD, SI, S7, 1Z 110. ZM, ZW). 

Bmaslan patent (AM. AZ Bt En K?, MD, RU, TI, Thi). 

(11) Applicant qor all dealgnal Stain acqn Uh nag- E4rnc paZeiit (AT. RB, BQ Cit Ct CZ DB DX. BE, 

= AVAI(CE, INC fUS/US]; 901 CIa1way Bou]mmd, South Ft FL FR, GB. OR. MTE LU. MC. PL F1 SB. 5K. 

CA 9403D usy ’it), OAPI (BF, Bi, CF. CU, Cl. Cb& GA, OK 6g. 

Im 
Iovs 

GW,ML, MR,NB. SN,TD.T. 

� 

(72) and 
(15) inva,tm/Appliants Qtr VS o4: MORAN, Edmund, 1’Ub113S13 

- J. [CA/USI; 131 Cbw,. San Fr’.. i-n CA 94127 (US). 
�yL 

rnoiiona!nanh rqon 

H MCOBSEN John, B. [US/US]; 16 Oak V.Day Road. - Woit the ewation 4f the lime limb for wnaz&r i/rn 

= San M CA 94402 (liZ). LEADBgrra Michael, thWIS and to he r,ubl&)wd bz the evem of re4’1 of � 

B. [US/US]; 335 Beverly AVODUO, San Izandro, CA 94577 a,dnwa 

(US). NODWZLL, Matthew, B. [CA/US]; lfll Masojoig 
Avea Alt 12, Sat Rmdm CA 94117 (US). �FRAPg ftrgwo-leaej’ codes wtd other ab&eWatio,z nftr to the ’GS 
Sw, C. IUS/US]; 1112 Do II&o, San Fim,dsw CA wu NrAa on Codes wzd4bfruvsio,rflçjzoflng ci S 
94107 (US). AGGEN, Jwa [US/USI; 1311 CeiifowIa ningojeach ngWar Sue jiJw FCTGwzae. 

(54) ’Iltloi ARYL ANILINE BRTA-2 ADRENERGIC RECRFIUR AGONISTS 

Fe (I) 

en 

(51) Abstract The Inven don puvklcs low) 2 - Tptor - co of fotmula W whojab RI&lS and w 
o 

any of the valm described In the spedfimiam The Wyantion also � 
jxninds, methods of using sSt conqnmds to heal .V’-.--=. assodajed with Di thta.5k re*or aSvit p’n and inth 
mflates osefal tot psejzlng writ compoms. 
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R1 OH 
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Nor 

PCTms02/36237 

whweirn 

each of R’-R3 is Independently selected from the purp consisting of hydrogen, 

5 alkyl, alkenyl, alkynyl, anti, heteroatyL cycloalkyl, heterocyclyl. and R° 

or Wand it2,R2 and k,R3 and R4,orR4 and R5ejoined together tofornla 

group selected from the group consisting of -C(R=CC(=O)NRS 
4dgd&, gdqqg5qgd)..-NRIC(=O)CRW-CIeEO-. 

-NRt(=O)S-, SC(=O)NRt, (dgd), fl dpd $fldR&p.. 

10 4XCRdg5 and 4ifiC(R)=c(R")-; 

R6 Is hhvgenn, alkyl. oraJbx 

R7 is hydrogen or alkyl; 

0 is hydrogen or alkyl or 0 together with R9 is -CHr or -CH2CH2-; 

ii is independently selected from the group consisting of alkyl, alkenyl, alkynyl. 

15 aryl, hcwroatyl, cycloalkyl, hetsrocyclyl. and R8, or 1( together with R8 is -Mr or 

R’° is hydrogen or alkyl; 

each R", R’2, and R’3 is Independently selected from the group consisting of 

hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaiyl, heterocyclyl, NO, halo, 

20 -NWR, -C(=O)R’, -COt, -OC(=O)R’, -c’4, -C(=O)NR’W, NRdC(=O)lt 

-OC(=O)NWit°,  .NWC(=O)OR°. -NR6c(=O)Nkir, -OR’, -S(0)jt’, -?W-NW-C(=O)R°, 

NRdN=Cfl?, -N(NR’lflC and -S(0))4R’R?; 

or R" and R’2 together with the atoms to which they are attached form, a fused 

benzo rin& which beazo ring can optionally be substituted with 1,2,3, or  R 

25 or R" and R12 together with the atoms to which they axe attm4.4 form a 

heterocyclic ring; 

wherein for R’-R6, R9, and W’-R!3. each alkyl, aikenyl, and alkynyl is optionally 

substituted with R, or with one or more (e.g. 1, 2,3, or 4) substltuents Independently 

selected from Rb; for R’-10, R9, and R"-R’3’ each aryl and beteroaryl Is optionally 
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substituted with 1,2,3, or 4 substlwents independently selected from W. and for R’-R6. 

R9, and it’ 1-R" each cycloallcyl and heterocyclic ring is optionally substituted with 1, 2, 

3, or 4 substituents Independently selected from ft1 and M. 

each it’ is independently -OW, -NO, halo,-S(0)X, S(0)OW -S(0),,NRtR?, 

5 -Nlt’R°, O(cRW)NR!R0, -C(=O)R’, co,it’, CO8(cRrRA)UCONRdRa, -oc(=o)B , 
qpdn dq)fts  4)C(=O)NRd1t. -NRk(=O)OR°.  NRdC(=O)NRdW, 

-CR4(=M-OR’), -CV, or 

each ftb Is Independently R, ow, or $4-OR°; 

each it° is independently it’, alkyl. aikenyl, or alkynyl; wherein each alkyl, a1kmyl 

10 and alkynyl is optionally substituted with 1,2,3, or 4 substituents independently selected 

from RI; 

each it1 and B? is independently hydrogen, alkyl, aucenyl, alkynyl, aryl, beteroaiyl, 

cycloalkyl, or heterocyclyl Stein each alkyl, alkenyl, alkynyl, atyf, hetemaiyL 

cycloalkyl and heterocyclyl is optionally substituted with one or morn (e.g. 1, 2.3. or 4) 

15 sub stituents independently selected from M or ie and B! together with the atoms to 

which they are attached form a heterocyclic ring having from 5 to 7 ring atoms. wherein 

the heterocyclic ring optionally contains I or 2 cwfr*itional heteroatoins Independently 

selected from oxygen, seiflir and tgen 

each RT and K’ Is Independently hydrogen, alkyl, aryl, heteroazyl, cycloalkyl, or 

20 heteiocyclyl wherein each alkyl, awl, heteroatyi, cycloalkyl and beterocyclyl Is 

Optionally substituted with 1, 2A or 4 substituents Independently selected from R’; 

and R1 together with the carbon atom to which they am attached form a ring having from 

S to 7 ring atoms, wherein the ring optionally contains 1 or 2 heteroatoms Independently 

selected from oxygen, sulfur and nitrogen, 

25 each itt Is independently halo, Calkyl, C14alkoxy, -S-C14aIkyl, aryl, 

(azyl)-C1alkyl, (aryl)-C1lkoxy, hetetoaryl, Qieteroaryl)-C,alkyl, 

(hcteroaiyl)-C1.8alkoxy, hydroxy, amino, -NHCalkyl, -N(C1alkyl), -OC(=O)Calkyl, 

C(=O)C,41kyI, -C(=O)OC,alkyl, -NHC(=o)c.4aIkyl, -C(=O)NHC.,a1kyl, carboxy, 

nitro, -CM, or 

30 R and R" together with the carbon atoms to which they are attached form a phenyl 

ring that is optionally subsututedwith 1,2, 3,or4R°; 

each W is Independently aryl, heteroaiyl, cycloalkyl or beterocyclyl; wherein each 

aryl or heteroatyl Is optionally substituted with 1,2,3, or  sub stituents selected from the 
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The phrase "disease or condition associated with 02 adrenergic receptor activitf 

Includes all disease states and/or conditions that are acknowledged now, or that are found 

In the future, to be associated with j)z adreneiBic receptor activity. Such disease states 

include, but are not limited to, bronchoconstrlctive or pulmonary diseases, such as asthma 

5 and chronic obstructive pulmonary disease (including chronic bronchitis and 

emphysema), as well as neurological disorders and cardiac disorders. 32 Mrenergic 

receptor activity is also known to be associated with pie-term labor (see, for example, 

U.S. Patent No. 5,872.126) and some types of inflammation (see, for example, 

WO 99/30703 and U.S. Patent No. 5,290,815). 

10 The Lean "pharmaceutically-acceptable salt" zvftii to a salt prepared from a base 

or acid which is acceptable for administration to a patient, such as a nimnmn1 Such salts 

can be derived from pharmaceutIcally-acceptable Inorganic or organic bases and from 

pharmaceutically- acceptable Inorganic or organic acids. 

Salts derived from pharmaceutically -acceptable acids include acetic, 

15 benzenesulfonic, benzoic, camphosulfonic, citric, ethanesuffonic, fumaric, gluconic, 

glutamic, hydrobromic, hydrochloric, lactic, nialeic, malic, manddlic, methanesulfonic, 

muck, nitric, pantothenic, phosphoric, suecinic, sulfuric, tartaric, p-tolueuesuionic, 

xlnafoic (1-hydroxy-2-naphthoic acid) and the like. Particularly preferred axe salts 

derived from fumaxic, hydrobromle, hydrochloric, acetic, sulfuric, phosphoric. 

20 methanesulfonic, p-toluenesulfonlc, xlnafolc, tartaric. citric. malic, maleic, guccinic, and 

benzoic acids. 

Salts derived from pharmaceutically-acceptable Inorganic bases include 

cifmninwn. aminonium, calcium, copper, fettle, ferrous, lithium, magnesium, maugatho, 

man ganous, potassium, sodium, zinc and the like. Particularly pivThnvd are ammonlum, 

25 cluni, magnesium, potassium and sodium salts. Salts derived from pharmaceutically-

acceptable organic bases Include salts of primary, secondary and tertiaiy mines, 

including substituted amines, cyclic amines, naturally-occuring amines and the like, such 

as arginine, betalne, caffeine, choline. N,N’-dlbcnzylethylenedlamine, diethylamlne, 2-

diethylaudnoetbanol, 2-dimethylaminoethanol, ethanolamine, ethylenedlanilne, N-

30 cthylinorpholIne, N-ethylpipeiidine, glucanilne, glucosamine. bistidine, hydrabainine, 

lsopivpylamlne, lysina, znothylgiucaznine, morpbollne, piperazins, piperadlne, polyamlue 
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Patents do kwenciôn [9 Patents do Modelo do UtMidad C 
Via Nadonel 

Via PCT (fees nacional) [jJ C.p.0 Cap. II C 
*. Sot. InteqnÆcional PC17EP2006/000141 
Facto de Presentacion Internal. 09$) 1f2006 

Como resultado del examen do fondo, realizado con fundatnento on S sttculo 45 do 
Is DecisiOn 486 do Is CornisiOn do Is Ccrnwildad AMine, so Is coinunica: 

1. Doc..Sesbdledos 

1.1. Folios 37-86 

1.2. ReMndicaciones: Folios 87-91 

1.3. Prbidad: Presentada an Stan Bretafla & 11.01.05, bao of 
nUmero 0500513.7, as[ como las 0514199.9 y 0514200.5 do 11.07.05; y is 
601842844, presentada an Estados Unldos, of 11.01 .05 

2. CtjS do Is Invencldn 

� Titulo do Is scllcitud:’Saks do cinamato do Un agonista beta-2 edenecglco. 

SegUn las reivindiceciones 1-23 so rehe$e a sales a me. a del ca.npuesto (I), eel 
corno composiciones farmaceulka quo los conlenen y su mØtodo do sr 
Los corn puestos con agonistas beta-2 adrenØtglco. 



El problems planteado an esta solicitud as Ia necesidad do mÆs sales del 
compuesto (I) 

Para soluclonar este problenia tecnico Ia solicitud an estiidio proporciona las 
sales de formula (I) quo son agonistas beta-2 adrenØrgico. 

ClasificaciOn Intemacional de Patentes A 61 K 31/4704 

3. Doterminaclón del Eatado do la TØcnlca 

Considerando quo la fecha do presentatiOn do Ia primera soilcitud de patents de la 
cual so reMndica prioridad as 11.01.05, se buscaron documentos del ostado do la 
tØcnica relacionados, con fecha do publicación anterior a esta. 

IubiFecha w° Documonto TILUJO 
do 

WO 03042164 IMI anilinas agonistas del 22.05.03Dl I receptor beta-2 adrenØrqlcC  

4. AnØlisIs do patentabllldad (articulo 14 D486) 

4.1. Nivel Inventivo (articulo 18 D486) 

- La publicaciOn WO 02085866 so relaciona con cornpuestos do 

R1 OH 

F? gt2 i,)(P? 

Fir 

-C 

fOrmula: , haciendo los 
reernplazos correspondientes encontramos all compuesto 

U ,&uJiu 
las sales farmacOuticamente aceptables del misrno. La dIrencia con 
ol compuesto do Ia presente solicitud as quo no so menclonan las 
sales de cinamato do manera especifica. 

Teniendo an cuenta el objeto do la solicitud, all cual as proveer sales do 
cinarnato del compuesto (I), as una derivatiOn del estado de la tecnica, ya 
quo una persona voisada an Ia rnatetia tornaria las ensetlanzas do Dl y 
con sus conocimientos usuales an sintesis, cambiarla do manera obvia el 
tipo do Æcldo y liegarla a las sales roMndicadas con Is expectativa de quo 
tamblØn fueran agonistas beta-2. 

Finalmente, no se demuesiran efectos mejorados 0 sorprendentes do las 
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6. ConclusiOn: 

Los roqulsilos do patentabildad do Is presents solicitud so encuentran tthdos ask 

RsMS Docu,flsnto idsicimmom Requlsito qus Men Mbdn  
1-23 NWInventivo 

Dl WO 03042164 
- 

En cumplkniento del acttculo 45 do Is DecisiOn 486 do Is CoinislOn do Is Comunidad 
Mdkia,,se Is indlca quo debe der respuesta dentm del tØnnino do sees nta dies 
contad* a pactir do Is fecha do notificaciOn do Is presents comunlcaciOn. En caso 
do no Or respuesta al presents requsi*nlento, o si a poser do Is reupuesta 
siteletleran los inipedimentos pam Is conces ion, so denegarØ Is patents. 

I, 

Notifiqueso .1 pm’bnte otiS o 
capftulo 5 del titulo primerode 

Mixcann.naq&pd.s 6. Vorgel 
Directom dqiplqMs Creaciones (c) 

iesto en all numeral 52, literal e), del 
N° 10 do 2001. 

EIentedorrequeilmlentofuo notfficado perflJaciOn on lists, defectia 
IS 

a 

IMIN I COIKEPTO TECNICO S(A*DORTECNICO 
NO 

1035 
C6dlgoNo.202024 


