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Expediente nimero 07-077.621 .-

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

2. De conformidad con lo dispuesto en el Articulo 5.2.12 de la Circular
Externa No. 03 de 28 de Abril de 2003, y estando dentro del plazo de seils meses
contados desde la fecha de la publicacién de la solicitud en la Gaceta de [a
Propiedad Industrial nimero 582 de 30 de Noviembre de 2007, solicito a ese
Despacho proceder a realizar el examen de patentabllidad de la presente
invencion.

3. Me permito recordar a usted, que tal como se Informé en el Petitorio de la
invencién, la presente solicitud corresponde a Capitulo I.

4, Anexo me permito acompafiar reclbo nimero 08-37.145, expedido por ia
Superintendencia de Industria y Comercio, que acredita el pago de la tasa que
dicho examen causa.

Sefior Superintendente,
Ci
CIA LLOREDA RICAURTE
T.P. 53.215
- L T ——— L -
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C.

Indastria y Comerci

SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 07-77621
EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 582 DE

FECHA 30 DE NOVIEMBRE DE 2007 EL TERMINO HABIL SENALADO POR LA

Es
™=

LEY EXPIRA EL 27 DE FEBRERO DE 2008

NOTA: Dentro dei plazo de los seis (6) meses siguientes a partir de la fecha de publicacion
en la gaceta de Propiedad Industrial, deberd soficitar y cancelar e examen de
patentabilidad so pena de que la soficitud caiga en abandono, de acuerdo con o
establecido en ef Artfculo 44 de la Decisién 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
Sl NO X
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(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectnal Property Organization

0 O D G O D

International Burean
{43) Internationa) Pablication Date (10) Internationat Publication Number
22 May 2003 (22.05.2003) PCT WO 03/042164 Al
{81) Interustionsl Pateat Classiftcation: CUO7C 229/60, Drive, Burdingame, CA 24010 (US). CHURCH, Timothy,

AG1K 317136, 31433, AGIP 43/00, CO7C 217/84, 217486,
217170, 233443, CO7TD 23942, COTC 239485, COTD
413112, 409712, 40012, COTC 311444

(21) International Application Nmuber:  PCT/US02/36237

(22) International Fillng Date:
12 November 2002 (12.11.2002)

(25) Filing Language: Engtish

(26) Publication Langunge: English

{30) Priority Data:
60/338,194
60/343,711

13 November 2001 (13.11.2001) US
28 December 2001 (28.12.2001) US

{71) Applicant (for all designated States except US)s THER-
AVANCE, INC {US/US]; 901 Gateway Boulevand, South
San Franelseo, CA 94080 {(US).

Inventors; and

Inveutors/Applicants for US anlp): MORAN, Edmund,
4. [CAFUS); 131 Chaves, San Frencisco, CA 94127 (US).
JACOBSEN, John, R. [USUS): 16 Qak Vallsy Road,
Szn Meteo, CA 94402 (US). LEADBETTER, Michae),
R. [US/USY; 335 Beverly Avenue, San Leandro, CA 94577
(US). NODWELL, Matthew, B. [CA/US]; 1221 Masonle
Averze, Apt. 12, San Francisco, CA 94117 (US). TRAPP,
Sean, G. [US/US}; 1112 De Hero, San Frmetsco, CA
94107 (US). AGGEN, Jamtes [US/US]; 1311 California

33

J. [US/US]; 3913 Pasadena Drive, San Mateo, CA 94403
(Us).

(74) Agents; BOONE, David, E. et al.; Theravance, Inc., 501
Gatewny Bonlevard, South San Franctseo, CA 94080 (US).

{81) Designared Staws (national): AE, AQ, AL, AM, AT, AU,
AZ, BA, BB, BQ, BR, BY, BZ, CA, CH, CN, CO, CR, CU,
CZ, DR, DK, DM, IZ, EC, E&, ES, Fl, GB, GD, GE, GH,
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KF, KR, KZ, LC,
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW,
MX, MZ, NO, NZ, OM, PH, PL, PT, RO, RU, SD, SE, 8G,
8L SK, 5L, T3, T™M, TN, TR, TT, T2, UA, UG, US,
VC, VN, YU, ZA, ZM, ZW. .

(84) Desiguated States (regionalr ARTPO patent (GH, GM,
KE 18, MW, MZ, 8D, 8L, §Z, TZ, UG, ZM, ZW),
Burasian paterit (AM, AZ, BY, EG, RZ, MD, RU, T}, T™M),
Emopean patent {AT, BE, BQ, CH, CY, CZ, DE, DK, EE,
ES, FL, FR, GH, GR, IE, IT, LU, MC, NL, PT, SB, SK,
TR}, OAPI patent (BF, BJ, CF, CG, CL. CM. GA, GN, GQ,
GW, ML, MR, N, SN, TD, TG).

Pablished:

—  with international search repori

—  before the expiration of the time Hmit for amending the
. claims and to be republished in the everd of recefpt of
amendments

For two-letier codes and other abbreviations, refer to the "Guid-
ancs Notes an Codes and Abbraviations™ appearing ai the begin-
ridng of each regular issue of the PCT Gazetle.

(84) Title: ARY1, ANILINE BETA-2 ADRENERGIC RECEPTOR AGONISTS

@O

< {57) Abstractt The invention provides nove) B; adnenergic receptor ageniat compoenmds of formula (I): wherein RI-R!® and w have
o any of the values deseribed in the gpecification. The invention also provides phammaccutical compositions comprising such com-
pounds, methods of using such compounds to treat diseaees agsocisted with B; edrenesgls: receptor activity, end processes and inter-

mediates usefu] for preparing soch compounds,

‘&‘
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wherein:

each of R™-R* is independently selected from the group consisting of bydrogen,
alkyl, alkeny], alkynyl, aryl, heteroaryl, cycloalkyl, heterocyclyl, and R

or R! and R%, R? and R®, R and R?, or R* and R? are joined together to form a
group selected from the group consisting of -CR)=CRY)C(=O)INR*,
CRR-CRIRE-C(=0)NRY-, -NR°C(=0)CRI=CR®)-, -NR*C(=0)CR*R*-CR°R’-,
-NRYC(=0)S-, -SC(=O)NR%, -(CR*R%);, -S(CRR%)y, (CR*R%)S-, -S(CR'RY,0-,
-O(CR'RY,S-, and -NHCR))=C(R5)-;

R® is hydrogen, alkyl, or alkoxy;

R’ is hydrogen or alkyl;

R® is hydrogen or alkyl; or R® together with R’ is -CHp- or -CH;CHz-;

R’ is independently selected from the group consisting of alkyl, alkenyl, alkynyl,
aryl, heteroaryl, cycloalkyl, heterocyclyl, and R®, or R? together with R® is -CHy- or
-CH,CHz-;

R'? is hydrogen or alkyl;

each R", R'?, and R" is indspendently selected from the group consisting of
hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, ary}, heteroaryl, heterocyclyl, -NO,, halo,
-NRR’, -C(=O)R’, -CO,R’, -OC(=O)R’, -CN, -C(O)NR'R’, -NR'C(=O)R",
-OC(=0)NRR’, -NR'C{=0)OR’, -NR’C(=O)NR'R’, -OR", -S(0) R, -NR-NR"-C(=0O)R’,
NRN=CR'R’, N(NR'R)R", and -S(O),NR'R";

or R'! and R'2 together with the atoms to which they are attached form a fused
benzo ring, which benzo ring can optionally be substituted with 1, 2, 3, or 4 R';

or R" and R" together with the atoms to which they are attached form a
heterocyclic ring;

wherein for R%-R%, B®, and R"-R'3, each alkyl, alkenyl, and alkyny] is optionally
substituted with R, or with ons or more (e.g. 1, 2, 3, or 4) substituents independently

selected from R’; for R“R", R?, and R'"'-R" each aryl and heteroaryl is optionally
2




10

13

10§

WO 03/042164 PCT/US02/36237 %

substitated with 1, 2, 3, or 4 substituents independently selected from R’, and for R“R”,
R®, and R''-R" each cycloalkyl and heterocyclic ring is optionally substituted with 1, 2,
3, or 4 substituents independently selected from R® and R®;

each R" is independently -OR’, -NO,, balo, -S(0).R’, -S(0),0R’, -S(0).NR'R’,
NRR’, -O(CRR* ) NR'R’, -C(=O)R’, -CO,R’, -CO,(CRR"),CONR'R’, -OC(=O)R’, -CN,
-C(=0)NRR’, -NR'C(=0)R’, -OC{=D)NR'R’, -NR'C(=0)OR’, -NR'C{=O)NR'R’,
-CR*=N-OR?, -CF,, or -OCF,;

each R® is independently R, oxo, or =N-OR’;

each R’ is independently R, alkyl, alkenyl, or alkynyl; wherein each alkyl, alkenyl
and alkyayl is optionally substituted with 1, 2, 3, or 4 substituents independently selected
from R";

cach R’ and R’ is independently hydrogen, alkyl, alkenyl, alkynyl, avyl, heteroaryl,
cycloalkyl, or heterocyclyl; wherein each alkyl, alkenyl, alkynyl, aryl, heteroaryl,
cycloalkyl and heterocyclyl is optionally substituted with one or more (¢.g. 1, 2, 3,01 4)
substituents independently selscted from R or R® and R° 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 1 or 2 additional heteroatoms independentiy
selected from oxygen, sulfur and nitrogen;

each R and R® is independently hydrogen, alkyl, aryl, heteroaryl, cycloalkyl, or
heterocyclyl; wherein each alkyl, aryl, heteroaryl, cycloalkyl and heterocyclyl is
optionally substituted with 1, 2, 3, or 4 substiments independently selected from R or R’
and R? together with the carbon atom to which they are atteched form a ring having from
5 to 7 sing atoms, wherein the ring optionally contains 1 or 2 heteroatoms independently
selected from oxygen, sulfur and nitrogen;

each R" is independently helo, C, alkyl, C, slkoxy, -S-C, jalkyl, aryl,
(aryl)-C, calkyl, (aryl)-C, ;alkoxy, heteroaryl, (hsteroaryi)-C, alkyl,
(beteroaryl)-C, ;alkoxy, hydroxy, amino, -NHC, alkyl, -N(C, alkyl),, -OCE=0)C, alkyl,
-C(=0)C, alkyl, -C(=0)0C, alkyl, -NHC(=0)C, ;aikyl, -C(=O)NHC, salky], carboxy,
nitro, -CN, or -CF,;

R’ and R* together with the carbon atoms to Which they are attached form & phenyl
ring that is optionally substituted with 1, 2, 3, or 4 R°;

each R” is independently aryl, heteroaryl, cycloalkyl or heterocyclyl; wherein each
avy] or beteroaryl is optionally substituted with 1, 2, 3, or 4 substituents selected from the

3




10

15

30

WO 03/042164 PCT/US02/36237

The phrase “disease or condition associated with B, adrenergic receptor activity”
includes all disease states and/or conditions that are acknowledged now, or that are found
in the fisture, to be associated with 3, adrenergic receptor activity, Such disease states
inciude, but are not limited to, bronchoconstrictive or pulmonary diseases, such as asthroa
and chronic obstructive pulmonary disease (including chronic bronchitis and
emphysema), as well as neurological disorders and cardiec disorders. Bz Adrenergic
receptor activity is also known to be associated with pre-term labor (see, for example,
U.S. Patent No. 5,872,126) and soms types of inflammaticn (see, for example,

WO 99730703 and U.S. Patent No. 5,290,815).

The term “pharmaceutically-acceptable sait” refers to a salt prepared from a base
or acid which is acceptabls for administration to a patient, such 25 a mammal. Suoch salts
can be derived from pbatrnacentically-acceptable inorganic or organic bases and from
pharmeceutically-accepteble inorganic or orgenic acids,

Salts derived from pharmaceutically-acceptable acids include acetic,
benzenssulfonic, benzoic, camphosulfonic, citric, ethanesulfonic, fomasic, gluconic,
glutamic, hydrobromic, hydrochloric, lactic, malsic, malic, mandelic, methanesulfonic,
mugcic, nitric, pautothenic, phosphoric, succinic, sulfuric, tartaric, p-toluenesulfonic,
xinafoic (1-hydroxy-2-naphthoie acid) and the like, Particularly preferred are saits
derived from famaric, hydrobromic, hydrochloric, acetic, sulfaric, phosphoric,
methanesulfonic, p-toluenesulfonic, xinafoic, tartaric, citric, malic, maleic, succinic, and
benzoic acids.

Salts derived from pharmaceutically-acceptable inorganic bases include
aluminuim, ammonium, calcium, copper, ferric, ferrous, lithium, magnesinm, manganic,
manganous, potassium, sodiam, zinc and the like. Particularly preferred are ammaniurm,
calcium, magnesium, potassivm and sodium salts. Salts derived from pharmaceutically-
acceptable organic bases includs salts of primary, secondary and tertiary amines,
including substituted amines, cyclic amines, naturally-occuring amines and the like, such
as arginine, betaine, caffeine, choline, N,N*-dibenzylethylencdiamine, diethylamine, 2-
dicthylaminoethanol, 2-dimsthylaminoethanol, ethanclamins, ethylenediamine, N-
ethylmorpholine, N-ethylpiperidine, glucamine, glucosamine, histidine, hydrebamine,
isopropylamine, lysine, methylgiucamine, morpholine, piperazine, piperadine, polyamine
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Patentedelinvencion  [5]  Patente de Modelo de Utiidad [ ]

Via Nacional -
Via PCT (fase nacional) [+] Cap.l [] Cap.ii ]
No. Sol. Internacional PCT/EP20068/000141

Fecha de Presentacion Intemal.  09/01/2008

Como resultado del examen de fondo, realizado con fundamento en el articuio 45 de
la Decision 488 de la Comision de la Comunidad Andina, se le comunica:

1. Documentos estudiados

1.1. Descripcion: Folios 37 - 86
1.2. Reivindicaciones:  Folios 87 - 91
1.3. Prioridad: Presentada en Gran Bretana el 11.01.05, bajo el

nimero 0500513.7, asi como las 0514199.9 y 0514200.5 de 11.07.05; y la
60/642644, presentada en Estados Unidos, et 11.01.05

2. Objeto de la iInvenciéon
o Thulo de la solicitud: “Sales de cinamato de un agonista beta-2 adrenérgico”.
Segun las reivindicaciones 1-23 se refiere a sales cinameato def compuesto (1), asl

como composiciones farmacéuticas que los conflenen y su método de sintesis.
Los compuestos con agonistas beta-2 adrenérgico.

ih
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Eil problema planteado en esta solicitud es la necesidad de méas sales del
compuesto (1)

Para solucionar este problema técnico la solicitud en estudio proporciona las
sales de férmula (l) que son agonistas beta-2 adrenérgico.

o Clasificacién Internacional de Patentes A 61 K 31/4704

3. Determinaclén del Estado de la Técnlca

Considerando que la fecha de presentacién de la primera solicitud de patente de [a
cual se reivindica prioridad es 11.01.05, se buscaron documentos del estado de la
técnica relacionados, con fecha de publicacién anterior a esta.

Focha de
N°|  Documento Titulo Publicaclén
“Aril anilinas agonistas del
D1 WO 03042164 receptor beta-2 adrenérgico” 22.05.03

4. Andlisis de patentabliidad (articulo 14 D486)
4.1.  Nivel Inventivo (articulo 18 D488)

- La publicacién WO 02085866 se relaciona con compuestos de

H
R? N / e
8 @7 |
/e Re AY 1

formula: , haciendo los
reemplazos correspondientes encontramos el compuesto

,asloomo
las sales farmacéuticamente aceptables del mismo. La diferencia con
el compuesto de la presente solicitud es que no se mencionan las
sales de cinamato de manera especifica.

Teniendo en cuenta el objeto de la solicitud, e} cual es proveer sales de
cinamato del compuesto (I), es una derivacion del estado de la técnica, ya
que una persona versada en la materia tomaria las ensefianzas de D1y
con sus conocimientos usuales en sintesis, cambiaria de manera obvia ¢!
tipo de acido y liegaria a las sales reivindicadas con la expectativa de que
también fueran agonistas beta-2.

Finalmente, no se demuestran efectos mejorados o sorprendentes de las



sahsreiﬁndimdasmmdonconboonooidoenamg'
técnica.

§. Conclusion:
Los requisitos de patentabilidad de la presente solicitud se encuentran afectados asl:

N° Documento Ref '."I"I:l.'“ ones Requisito que Afestn
D1 WO 03042164 1-23 Nivel Invantlvo

En cumplimiento del articuio 45 de la Decision 488 de la Comision de la Comunidad
Andina,, se le indica que debe dar respuesta dentro del término de sesenta dias
Mapﬂfﬁrdelaﬁchadenoﬁﬁeadéndeiapmntecomunhadénincaso
de no dar respuesta al presente requerimiento, o si a pesar de la respuesta
swshﬁemnbshmedhnenmsparalacomes:bn.sedeneguéhpatenb.

Notifiquese el presante oficio conforms-g lo dispuesto en el numeral 5.2, fiteral e), del
capitulo 5 del titulo primero-de la ircuigr Unica N° 10 de 2001.

Alix Carmenza Of
-Directora de Nug
13 IR 2m
El anterior requerimiento fue notificado por fijacién en lista, de fecha
EXAMINADOR TECNICO
cm?ogEscNEO No. Cédigo No.202024




