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ANEXO0S

. Comprobante de pago de la tasa.

Poderes, si fuere el caso.

ﬂ Pruebas de los fundamentos de la oposicion.

O Documentos que acrediten el legitimo interés, si fuere el caso.

Documento que acredita la existencia y representacion legal de las partes, cuando sean
personas juridicas.

Instrucciones para el diligenciamiento del presente formulario, ver reverso de esta pagina.
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Derecho de la Competencia, Propiedad

Optimum Industrial y Comercio Exterior

Sedor Director,
DIRECCION DE NUEVAS CREACIONES
Superintendencia de Industria y Comercio

E. S. D.

Referencia ;s Expediente N° 10 132362
Asuntc : Oposicién: a la solicitud de patente de Invencion titulada
“DERIVADO DE HIDROXIQUINOXALIN-

CARBOXAMIDAY
Solicitante : DATICHI SANKYO COMPANY LIMITED

Opositora : PROCAPS S.A.

Publicadz en la Gaceta de la Propiedad Indystrial

N 630 del 21 de julio de 2011

Yo, ELIANA ISAURA MOREND BOHORQIUEZ, abo@n ejercicio, identificada
como aparece al pie de su firma, cor taviets profesionai No. 83823 del Consejo
Superior de la Judicatura, en mi condicién de apcderada de la sociedad PROCAZ

S.A. conformada bajo las leves de fa Republica de Colombiz, atentamente manifiesto
que estando dentro del término de ley v por orden expresa de mi representads,
presento oposicidn a 1a concesicn del regisiro de fa Patente de Invencion tirulada
“DERIVADO DE HIDROXIQUINOXALIN-CAKRBOXAMIDA”, cuyo titular es
DAIICHI SANKYO COMPANY LIMITED, y pido a Usted declarar fundada esta

oposicion y en consecuencia negar el registro de la patente solicitada.

Cazcera 13 Ne 11905, Of. 104 el {5

E-mail negecios®

1323131213 -6205021 - Fax. 571)6 1219 72
UMI-CC.COMN - WWW.ORHInUM-CO.COn

Rogota Colombia



Derecho de la Competencia, Propiedad

Optlmum Industrial y Comercio Exterior

i, INTERES PARA ACTUAR /

BN

Conforme a lo dispuesto en el articulo 42 de 1a Decisién 486 de 2000 de l2
CAN, estando dentro del término estipulado por Iz ley, manifiesto el legitimo interés
de nuestra representada para oponerse al regisito de la patente de la referencia,
atendiendo 2 que le solicitud prerendida no cumple con los requisitos dispuestos en la
ley como se analizard mas adelante v de ser concedida afectaria directamente la

' comercializacion de algprios productos dg”mi representada, que contienen, en

particular hidrgdd quinoxalincarboxamidas. Por lo tanto, solicito respetuosamente a
ese Despacho se sitva tener en cuenta la presente oposicion dentro del tramite

administrativo que se surte en esta Superintendencia.

¥R R AN

2. FUNDAMENTOS DE HECHOGS

2.1.1a solicitud objeto de la presente fue preseniada el 26 de octubre de 2010,
reivindicando prioridad bajo la solicired JP20080079919 del 2008-03-26; y fue
publicada en Colombia, en ia Gaceta de la Propiedad Industrial N° 630 del 21 de

‘ jalio de 2011, cuye publicacién internacional corresponde a la WO 2009119537
’ del 2009-10.01.

2.2.1a solicitud colombiana 10 132362 objeto de la presente oposicién, se refiere a un

derivado de hidroxi guinoxalin-carboxamida que es il para prevenir y/o tratar los

trastornos de la coagulacidon sanguinea, mds precisamente se refiere a un compuesto

"
3
i
i
y
o3

representado por la formuia (I}, o una sal farmacoldgicamente aceprtable del mismo.

Carrera 13 N° 11995, O 104 Tel. (571) 21312 13 - 62050 21 - Fax. (571 6 12 16 79
E-mail: negocics@optimuin-co.com - wWww.optimum-co.com
Bogota Colombia
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Industrial y Comercio Exterior

en donde cada uno de R1y R2 representa independientemente un grupo tal como
un atomo de hidrégeno o un dtomo de halogeno; R3 representa un grupo tal como
un dtomo de hidrégeno; cada uno de R4 y R5 representa independientemente un
grupo tal como un dtomo de hidrégeno, un dromo de halégeno, o un grupo alquilo
de 1 a 4 atomos de carbono; cada vno de R6 y R7 representa independientemente
un atomo de hidrogeno o un grupo alquilo de 1 a 4 dromos de carbono; X
representa un grupo tal como un grupo cicloalquilo de 3 a 10 atomos de carbono,
un grupo arilo de 6 a 10 dromos de carbono, o un grupo heterociclico de 5 a 10
miembros, el cual puede estar sustituido con los sustituyentes seleccionados a partir
del erupo de sustituyentes a; Y representa un grupo @l como -CO-, -O- 0 -NRa-, y
Ra representa un grupo tal como un 4tomo de hidrégeno o un grupo alquilo de 1 a

4 sromos de carbono.

2.3.En primera instancia, se debe advertir que las reivindicaciones se refieren a usos y

1o s6lo 2 la composicion farmacologica o a un método de fabricacion mediante la
cual se obtenga un producto tangible y segun la legislacion, decision 486 de la
Comunidad Andina de Naciones, Articulo 14.- “Los Paises Miembros otorgardn
patentes para las invenciones, sean de producto o de procedimiento (...)”, los usos no estan
contemplados como patentables; y, Articulo 20.- “No serdn patentables {...) d) los
métodos terapéuticos o quirtirgicos para el tratamiento humano o animal, asi como los

métodos de diagnéstico aplicados a los seres humanos o a animales”. Solo seran

Carrera 13 N° 11995, Of. 104 Tel. (571)2 13 12 13- 6205021 - Fax. (571) 6 1219 79
E-mail: negocios@optimum-co.com - Www.optimum-co.com
Bogots Colombia
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Derecho de la Competencia, Propiedad

Optlmum Industrial y Comercio Exterior

patentables los productos o procedimientos. Por lo tanto a luz de la norma, dicha

materia referente al uso y a un método de tratamiento no seria patentable.

7.4.Ahora bien, con base en el articulo 14 de la Decision 486 de la CAN consagra lo

siguiente: “Los paises miembros otorgardn patentes para las invenciones, sean de producto o
procedimiento, en todos ios campos de la tecnologia, siempre que sean nuevas, tengdh nivel
inventivo y sean suscepiibles de aplicacion industrial”. Asi las cosas, las invenciones
objeto de patente deben ser nuevas y tener nivel inventivo. Bien, pues antes de la
fecha de prioridad de esta solicirud se encuentran los siguientes documentos que

afecta la patentabilidad de la presente solicitud:
e DI1: US 2007208056 publicada el 06 de septiembre de 2007.

Ahorz bien, el documento D, describe moduladores sustituidos de piperidinil de
MIP-1 o CCR-1, de formula (I), estereoisomeros o sales farmacéuticamente
aceptables de los mismos. Ademas, los métodos de tratamiento y prevencion de las
enfermedades inflamatorias como asma y enfermedades alérgicas, asi como
patologias autoinmunes comc la artritis reumatoide y el rechazo de trasplante
utilizando dichos moduladores. Dicho documento D1 revela adicionalmente un
mérodo para tratar un trastornos que comprende administrar a un paciente que lo
necesita una cantidad terapéuticamente efectiva de al menos un compuesto de la
invencién, donde dicho trastorno se selecciona de la osteoartritis, aneurisma,
fiebre, efectos cardiovasculares, la enfermedad de Crohn, insuficiencia cardiaca
congestiva, enfermedades autoinmunes enfermedades, la infeccion por VIH,
demencia asociada al VIH, la psoriasis, la fibrosis pulmonar idiopdtica,
arteriosclerosis trasplante, fisica o guimicamente inducida por trauma cerebral,

enfermedad inflamatoria intestinal, alveolitis, colitis, lupus eritematoso sistémico,

Carrera 13 N2 11995, Of 104 Tel (571) 213 1213 - 62050 21 - Fax. (571) 6 12 19 79
Emzik negocios@optimum-co.com - WwWw.Optimum-o.com
Bogota Colombia
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nefritis suero nefrotoxico, glomerularnephritis, asma, multiples esclerosis multiple,
arteriosclerosis, artritis reumatoide, testinosis, el trasplante de organos, artritis
psorissica, mieloma muitiple, alergias, carcinoma hepatocelular, la osteoporosis,
fibrosis renal y el cdncer.
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7.6.Por lo tanto, este documento objeto de oposicion 2 1a luz del documento D1 carece
evidentemente de ALTURA INVENTIVA.

7.7.En consecuencia y de acuerdo a lo descrito zntericrmente, se deriva que la solicitud

colombiana 10 132362 nc puede pretender un monopolio por patente toda vez

que lo que pretende no cumple con los fres requisitos necesarios para su

proteccion.

2.8.Que por consiguiente, respecto a la solicitud pretendida se tiene que:

2.8.1. CARENCIA DE ALTURA INVENTIVA. Segin ia Decision 486 de la

Comunidad Andina de Naciones, Articuio 18.- “Se considerard que une invencion

tiene nivel inventivo, si para una persona del oficio normalmente versada en la materia
técnica correspondiente, esa invencion no hubiese resultado cbvia ni se hubiese derivado
de manera evidente dei estado de la w#enica.”. A la fecha de prioridad, 26 de marzo
de 2008, a pactir del documento D1, un experto en la materia puede llegar de
manera evidente a una composicion farmacéutica como las de la solicitud
objeto de ia presente oposicion, para la fabricacién de un medicamento para el
tratamiento de enfermedades relacionadas con problemas de trasplante de
: Carrera 13 Ne 11995 CFf. 102 Tel. (571) 21312 13- 6205021 - Fax. (571) 6 1219 79

E-maii: negocios@optimum-co.cont - Www.0DImMuI-€o.com
Bogota Colombia




Derecho de la Competencia, Propiedad

Optimum Industrial y Comercio Exterior

6. NOTIFICACIONES

Para efectos de notificaciones que por disposicion del articulo 50 del Decreto
01 de 1984 debe hacer su Despacho, informo que mi representada y la suscrita
recibiremos notificaciones en la Secretaria de su Despacho o en mis oficinas situadas

en la Carrera 13 Ne 119-95, Of. 104 de esta ciudad de Bogota.
Sefior Superintendente,

s

s

P
ELIANA ISAURA MORENO BOHORQUEZ
C.C. 51'975.664 de Bogota
T.P.A. 83823 del C.S. dela].

Carrera 13 N° 11995, Of. 104 Tel. (57121312 13-6205021 - Fax (571) 6 1219 79
E-mail: negocios@optimum-co.com - www.optimurm-co.com
Bogotd Colombia
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/ ’ PODER ESPECIAL

Yo, WALTER TANAKA TATEKAWA, mayor de edad y vecino de la ciudad de
Barranquilla (Colombia), identificado como aparece al pie de mi firma, quien en el
presente documento acttia en calidad de Representante Legal de la sociedad PROC.
S.A. sociedad legalmente constituida y domiciliada en la ciudad de. Barranquilla
(Colombia), por el presente docuprénto otorgo a la do_ctora 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. 10
132.362, titulada “DERIVADO DE NK{I&ROXI-QUINOXALIN-
CARBOXAMIDA”, cuyo titular es DAIICHI SA O COMPANY LIMITED,
publicada en la gaceta No. 630 del 21 de Julio de 2011. '

Nuestro apoderado queda facultado, de manera expresa, para realizar todo tipo de actos
necesarios para llevar a cabo el tramite de la oposicig)zn, incluyéndo, sin limitacién,
preparar y presentar solicitudes, hacer declaraciones, pagar tasas, contribuciones e
impuestos, recabar los titulos o certificados. Asimismo quedan autorizados para
impugnar administrativamente todo lo que fuere resuelto en el expediente a que se
hace expresa referencia en el presente poder, con todas las facultades generales y
especificas que fuera requerido para ella.

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

Dado y Firmado en Barranquilla (Colombia) a los 29 dias del mes de Septiembre de
2011.

C.C.N°16'251.923
NIT: 890.106.527-5 APROB O

Representante Legal —F .
7 9\ 7101

PROCAPS S-A-

CALLE 80 No. 78B-201- A.A. 50330 P.B.X.:(575) 3530783 - 3789000 - 3719900 - 3507900 - FAX:(575) 3730815 - 3730813 - 3730247 - 3730818
BARRANQUILLA - COLOMBIA - NIT.: 890.106.527-5
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OFIXPRES SAS. NIT. 900.156.826-1

03-12028139 024802 PROCAPS S.A. No.16550677
Barranquilla, 29 de Sep/bre de 2011 Hr:14:33:47
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CAMARA D E COMERCTIO

D E BARRAN UILLA
COMERCIO 13***********************g*********************
DE BARRANQUILLA

CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS.

PROCAPS S.A.------=--—=—--_<< R
NIT: 890.106.527-5. y - |

EL SUSCRITO SECRETARIO DE LA CAMARA DE COMERCIO DE BARRANQUILLA CON
FUNDAMENTO EN LAS INSCRIPCIONES DEL REGISTRO MERCANTIL:

CERTIFICA :

Que por Escritura Pablica No. 1,190 del 22 de Julio de 1976,
otorgada en la Notaria Tercera de Barranquilla, inscrito(as) en
esta Camara de Comercio, el 28 de Julio de 1976 bajo el No. 6,070
del libro respectivo, fue’ constituida la sociedad-------><-=-----------

limitada denominada /ﬁRODUCTORA DE CAPSULAS DE TINAS LIMITADA
"PROCAPS  LIMITADAMA - oo oo o oo oo

CERTIVFICA

Que por Escritura Piblica No. 1,307 del 28 de Junio de 1979,
otorgada en la Notaria_  Tercera. de Barranquilla, inscrito(as) en
esta Camara de Comerc1o, el 23 de Julio de 1979 bajo el No. 10, 039
del libro respectivo,“~la sociedad antes menc1onada——i —————————————————
se transformo en’ sociedad anonima ‘bajo - la denominacion social de
"PRODUCTORA DE CAPSULAS DE GELATINA S A‘“ PROCAPS S.A".------m -

¢

- - “ ok
. . 3

C E.R T I F I C A

Que por Escritura Piblica No. 3,810 del 31 de Dic/bre de 1980,
otorgada en la Notaria Primera de Barranquilla, inscrito(as) en
esta Camara de Comercio, el 30 de Enero de 1981 bajo el No. 12,705
del libro respectivo, la sociedad antes mencionada--------------------
se transformo en sociedad de responsabilidad limitada bajo al razon
social de "PRODUCTORA DE CAPSULAS DE GELATINA LIMITADA "PROCAPS LI -
MITADAN | ~ - s e e e e e e e e e e e e -

CERTIFICA

Que por Escritura Pablica No. 3,755 del 10 de Nov/bre de 1983,
otorgada en 1la Notaria Unica de Soledad, inscrito(as) en esta
Camara de Comercio, el 22 de Nov/bre de 1983 bajo el No. 17,922 del
libro respectivo, la sociedad antes mencionada-----------------------=
se transformo en sociedad anonima bajo la denominacion social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.A. "PROCAPS S.A. " ---------—---

CERTIFICA
Que por Escritura Pablica No. 3,615 del 06 de Dic/bre de 1996,

otorgada en la Notaria 2a. de Barranquilla, inscrito(as) en esta
Camara de Comercio, el 20 de Dic/bre de 1996 bajo el No. 67,218 del

khkkkkkkkkk C O N T I N U A **kkkkdkkkx
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPGION DE
DOCUMENTOS .

PROCAPS S.A.
NIT: 890.106.527-5.

,__.____.__._.____________.___..________.__‘__..._____...______._._____.___

libro respectivo, la sociedad antes mencionada-----------=--—-———--—--—-—--

cambio de razon 5001a1 por la denom1nac1on LABORATORIOS PROCAPS S.A
CERTIFICA

Que por Esgritura Publica No. 3,775 del -18 de Dic/bre de 1996,

~ otorgada en la Notaria 2a. de Barranquilla, inscrito(as) en esta

Camara de Comercio, el 23
libro respectivo, la sociedad
cambio de razon social, por

de Enero de 1997 bajo el No. 67,704 del
antes mencionada-----------------—-~——~-~-~~-
la denominacion PROCAPS S.A.

CERTIFTITCA

Que dicha sociedad ha sido reformada por las siguientes escrituras
y/o documentos prlvados . : - :
Numero aaaa/mm/dd ' Notaria No, Insc o Reg aaaa/mm/dd
39 1979/01/18 Notaria 3a. de Barranqullla 9,452 1979/01/24
992 1981/04/30 Notaria la. de Barranquilla. 13,112 1981/05/06
1,464 1982/08/27 Notaria Unica de Soledad 15,533 1982/09/08
2,744 1983/08/18 Notaria Unica de Soledad 17,416 1983/08/26
3,826 1984/07/16 Notaria Unica de Soledad ~19,554 1984/07/27
3,835 1985/08/26 Notaria Unica de Soledad 22,230 1985/09/04
2,260 1986/09/10 Notarla Unlca de Soledad. 24,995 1986/09/15
1,849 1989/07/11 Notarla 2a. de Bdkiahquilla 33,909 1989/07/13
444 1990/02/21 .< Notarla 2a. »de Barranqullla '3( 101 1990/03/16
3,090 1991/12/17. ‘Notaria 2a. de Barranqullla - ‘44 993 1992/01/28
269 1993/02/01 . Notarla 2a “de Barranqullla'.‘-48,428 1993/02/16
2,342 1993/07/28 Notarid. 2a. de~Barranqu111a 50,582 1993/08/10
3,652. 1993/11/09 Notaria 2a. de Barranqullla 51,798 1993/11/22
3,615 1996/12/06 Notaria 2a. de Barranquilla 67,218 1996/12/20
89 1997/01/16 Notaria 2a. de Barranquilla 67,704 1997/01/23
2,070 1997/07/17 Notaria 2a. de Barranquilla 70,627 1997/07/31
2,281 1997/08/04 Notaria 2a. de Barranquilla 70,813 1997/08/14
765 1999/04/22 Notaria 3a. de Barranquilla 80,628 1999/04/23
459. 2001/02/21 Notaria 2a. de Barranquilla 91,502 2001/02/23
2,608 2001/10/05 Notaria 2a. de Barranquilla 95,771 2001/11/08
1,730 2004/07/29 Notaria 2. de Barranquilla 112,999 2004/08/26
416 2005/03/03 Notaria 2. de Barranquilla 116,364 2005/03/10
1,613 2005/07/28 Notaria ‘2. de Barranquilla 119,322 2005/08/18
710 2009/05/05 Notaria 3 a. de Barranquilla 150,130 2009/06/30
1,054 2009/06/25 Notaria 3 a. de Barranquilla 150,130 2009/06/30
CERTIFICA
Que de acuerdo con la(s) escritura(s) arriba citada(s), la sociedad

se rige por las siguientes disposiciones:
DENOMINACION O RAZON SOCIAL:

PROCAPS S.A.

SIGLA: PROCAPS.
DOMICILIO PRINCIPAL: Barranquilla.
890.106.527-5.

NIT No:
MATRICULA MERCANTIL:

24,802.

kkkkkkkkk* C ONT I N U A **?*******




OFIXPRES SAS NIT. 900.156.826-1

03-12028139 024802 PROCAPS S.A. No. 16550678

Barranquilla, 29 de Sep/bre_de 2011 Hr:14:33:47
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= CAMARA D E COMERCTIO
C = CAMARA pe D E BARRANQUILLA
COMERCIO 13*********************************************
DE BARRANQUILLA ,

CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .

PROCAPS S . A, — - - m s mmm oo o oo
NIT: 890.106.527-5. ) o '

CERTIFICA
Direccion para notlflca01ones judlclales

CL 80 No 78 B - 201.
De la ciudad de Barranquilla.

Correo electrbénico: mlozada@procaps.com. co
Pagina Web: - o . B :
Telefono: .. . . - ‘ 3719272

CERTIFICA

DURACION: e la' sociedad no se halla disuelta y su término de
duracidn se - £ijod ' hasta ' el
18 de Agosto de 2073, '
'CERTIFI'CqA

OBJETO SOCIAL: El objeto principal . de. la 5001edad sera: a) La
fabicacion, importacion y comercializacion - de alimentos procesados
y suplementos dietarios. - b)La..fabricacion ‘de: capsulas y otros
productos similares a partir de materiales tales como gelatinas u
otros de distinta naturaleza, que puedan ser utilizados como
envases o recipientes de productos vy sustancias quimicas,
farmaceuticas, alimenticias y cosmeticas, para uso y consumo humano
y vVveterinario. c¢) La investigacion, desarrollo y fabricacion de toda

clase de ' productos vy sustancias quimicas, farmaceuticas,
alimenticias y cosmeticas para uso y consumo humano, animal vy
vegetal. d) La compra y venta de materias primas, insumos vy

productos intermedios necesarios para los procesos de fabricacion
de sustancias quimicas, farmaceuticas, alimen ticias y cosmeticas,
asi como la comercializacion interna y externa de los productos
terminados. e) La compra, venta, importacion, exportacion vy
distribucion de toda clase de elementos instrumentales y equipos
medicos, quirurgicos, odontologicos y hospitalarios para la salud
humana y animal. £) La compra, venta, exportacion, fabricacion,
importacion, distribucion de dulces, confites, galletas y todo
tipo de golosinas o alimentos para el consumo humano. g) Actuar
como representante o agente de personas naturales y Jjuridicas,

nacionales y extranjeras en la realizacion de operaciones o
transacciones relacionadas c¢on la industria farmaceutica y en
especial con cualquiera de las actividades descritas en los
literales a), b), «¢), d) y e) antes descritos. h) Prestar los

servicios de asesorias y consultoria en las areas administrativas,

de mercadeo, analisis clinico, asistencia ‘tecnica, investigacion,
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costos y produccion, exportaciones, importaciones, ventas,
relacionadas con iguales o similares actividades a 1las que
constituyen el :objeto de PROCAPS S.A:, asi como -los de publicidad y
promocion de * productos” quimicos; alimenticios, cosmeticos vy
farmaceuticos para uso humano, animal o industrial. i) Adquirir,
operar, administrar vy explotar, a cualquier titulo, empresa o
establecimientos dedicados a- la 1nvestlga01on - desarrollo,
fabricacion ¥ o comerc1allza01on de .. - productos quimicos,
farmaceuticos, alimenticios, hospitalarios o cosmeticos. En

desarrollo de su objeto principal, la sociedad podra tomar interes
social como accionista, socio o fundador de empresas que tengan
igual o similar objeto, . comprar, :vender, importar y exportar
maquinarias, insumos y repuestos requeridos para el desarrollo de
sus actividades; tomar dinero en prestamo, financiar y garantizar
las operaciones comerciales que celebre con terceros relativas a su
objeto; celebrar y . ejecutar todo tipo de actos y contratos
necesarios % 'para desarrollar .“sus operag¢iones; girar, aceptar,
otorgar y ‘protestar ‘todo tipo de titulos valores e instrumentos
negociables, comprar, vender y constituir gravamenes sobre bienes
muebles e inmuebles, designar representantes apoderados en el pais
y en el exterior y, en general, realizar cualquier acto o. negocio
que sea necesario o conveniente para el desarrollo de su objeto
social y para la me]or proteccion de sus intereses corporativos o
la de sus socios. La7’_sociedad podra garantlzar el cumpllmlento de
sus obligaciones adqﬁlrldas por . terCeros' o por sSus socios, para lo
cual podra~# 1nclus1ve constltulr gravamenes realea sobre sus bienes
de cualquier naturaleza —————— T TS gy Uy

O P N L 4 F S L ]
E P ¥ /‘ - ~ - .

CAPITAL o | - “Nro Acciones ” Valor Accién
Autorizado

Srrxkxxkkkkk*x2 000,000,000 ***k*xkkkkkx*x**2 000,000 kkkkkkkdkkkkkkkxx] 000
Suscrito

$**********1 298,000, 000 **********}**1,298,000 *hkkkdkkkkkkkkkkk*x] 000
Pagado g :

$**********1,298,000,000 khkkkkdkkkkkkkk] 298 000 *¥kkkkkkkkkkkkkk*] 000

CERTIFTICA _

ADMINISTRACION: La direccion y administracion de la sociedad corres-
pondera a la Asamblea General de Accionistas, a la Junta Directiva,
al Presidente, al Vicepresidente y a un Gerente General. Corresponde
a la Junta Directiva.. las siguientes funciones y atribuciones entre
otras: Autorizar cualquier acto o contrato -cuya cuantia sea superior
al equivalente en pesos Colombianos a doscientos cincuenta mil dola-
res de los Estados Unidos de America (US$250.000), liquidados a la
tasa de cambio representativa del mercado vigente el dia en que se
surta la transacion. Cuando se trate de operaciones en virtud de
las cuales 1la sociedad garantice obligaciones de terceros o de los
socios, se requerira que la operacion sea aprobada con el voto de
por 1o menos 2/3 partes de los integrantes de la Junta Directiva.

La sociedad tendra wun Presidente , quien ejercera 1la representa-
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cion legal de la sociedad y tendra 1las siguientes atribu-
ciones entre otras: Ejecutar 1las decisiones de 1la Asamblea
General de Accionistas y de la Junta Directiva. Ejercer la Represen-
tacion ‘Legal de- la sociedad en todos”los actos 'y contratos que se
requieran para €l desarrollo del objeto social, de conformidad con
lo previsto en 1las 1leyes vy en los presentes estatutos. Constituir
apoderados judiciales y extrajudiciales, recibir notificaciones,
absolver interrogatorios de parte, confesar obligaciones de la
sociedad, transigir, disistir y' allanar a.la sociedad en cualquier
asunto judicial. Aprobar y celebrar en nombre de la socieda todo
acto o contrato cuya cuantia sea 1igual o inferior al equivalente
en pesos colombianos a doscientos cincuenta mil dolares de los
Estados Unidos de America -{(US$250.000), liquidados a 1la tasa de
cambio representativa del' mercado vigente el dia en que se surta
la transacion o celebracion del acto. Las demas funciones que le
correspondan como Representante -Legal por disposicion de la ley,
de estos estatutos -o-de la Junta Directiva. El Presidente tendra un
suplente, de81gnado. por la Junta . Directiva, ;quien reemplazara al
Presidente en sus ‘ faltas temporales, absolutas o meramente acciden-
tales, con entidades- facultades: y sin que sea necesario para ello
acreditar 1la ausencia del principal. La ‘sociedad-tendra un Vicepre-
sidente designado por 1la Junta Directiva, quien tambien ejercera la
representacion legal de 1la sociedad, pudiendo ejercerla conjunta o
separadamente con el Presidente. El1 vicepresidente tendra las
siguentes facultades entre otras. Ejecutar dentro de su competencia
las decisiones de 1la Asamblea General de Accionistas, de la Junta
Directiva y ' ‘del Presidente. Ejercer 1la representacion legal de la
sociedad en todos 1los actos y contratos que se requieran para el
desarrollo del objeto social, de conformidad con lo previsto en las
leyes y en los presentes estatutos. Constituir apoderados judiciales
y extrajudiciales, recibir motificaciones, absolver interrogatorios
de parte, confesar obligaciones de la sociedad, transigir, desistir
y allanar a 1la sociedad en cualquier asunto judicial. Aprobar y
celebrar en nombre de la sociedad todo acto o contrato cuya cuantia
sea 1igual o inferior al equivalente en pesos colombianos a ciento
cincuenta mil dolares de los Estados Unidos de America (US$150.000),
liquidados a 1la tasa de cambio representativa del mercado vigente
el dia en que se surta la aprobacion o celebracion del acto, siempre
que no se trate de enajenar bienes inmuebles o cualquier otro activo
fijo de la sociedad, inclusive de naturaleza muebles, acciones,
cuotas o partes  de interes inversiones y todo tipo de derechos
de la sociedad, o de constituir gravamenes sobre cualquiera de los
anteriores, facultades que radican exclusiva y privativamente en
cabeza del Presidente. Las demas funciones que le corresponda como
Representante legal por disposicion de 1la ley, de estos estatutos
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o de 1la Junta Directiva. El Vicepresidente tendra (1) suplente,
designado por la Junra Directiva, quien lo reemplazara conjunta o
separadamente en sus faltas temporales, absolutas o meramente
accidentales, con identicas facultades y sin que sea necesario para
ello acreditar 1la ausencia del principal. La sociedad tendra un (1)
Gerente General, con su respectivo Suplente, designados por la Junta
Directiva. El Suplente reemplazara al Gerente General, en sus faltas
_ temporales, " absolutas:. 0 meramente accidentales, quien junto con el
gerente general llevaran la representacion 1ega1 de la sociedad,
con identicas facultades, pudiendolas ejercer conjunta o separada-
mente con el Presidente Y Vicepresidente, con identicas facultades
que el Gerente ."General y :8in que sea necesario para ello acreditar
la ausencia del titular. “El Gerenté General teéndra las 31gu1entes
facultades entre otras: Ejercer la representacion legal de la socie-
dad, en todos 1los actos y contratos que se requieran para el desa-
rrollo del  objeto social, de conformidad .con 1lo previsto en las
leyes y en' los presentes estatutos. Aprobar Yy celebrar en nombre de
la sociedad todo acto o contrato cuya cuantia sea igual o inferior
al equivalente en pesos Colombianos a Cincuenta Mil dolares de los
Estados Unidos de America (US$50.000), liquidados a 1la tasa de
cambio representativa del mercado vigente el dia. en que se surta la
aprobacion o celebracion del'acto, siempre que no se trate de enaje-
nar a cualquier titulo bienes, inmuebles o cualquier otro activo fijo
de 1la sociedad, 1nclu31ve de naturaleza mueble, acciones, cuotas o
partes de 1nteres9, 1nvers1ones v todo tipo' de fderechos de la socie-
dad o de constltulr gravamenes . sobre cualqulera 'de las anteriores
facultades que radlcan exclu31va y‘ prlvatlvamente en cabeza del

£

Presidente. - s - -j —-——— = _, =< - \—L—‘-"\—‘ R —_—I»-.—‘_“— ———————————————————

Que seglin Acta No. 116 del 27 de Junio de 1997 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad:

PROCAPS ..~ - = === mm oo oo oo oo
cuya parte . pertinente se inscribid en esta Camara de Comercio, el
15 de Agosto de 1997 bajo el  No. 70,838 del libro respectivo,
y segun Acta No. 127 del 22 de Marzo de 2000 correspondiente a
la Asamblea de Accionistas en Barranquilla de la sociedad:

PROCAPS 8. A - - - s - - oo m oo oo oo oo e e
cuya parte pertinente se. inscribid ‘en esta Camara de Comercio, el
29 de Mayo de 2000 bajo el No. 87,250 del libro respectivo, fueron
hechos los siguientes nombramientos:

CLASE: . ~ JUNTA DIRECTIVA
Principales
1. Minski Gontovnik Ruben CC.***k*x*%x7 463,982
2. Minski Gontovnik Meyer - CC.**kkx%x%7 461,324
3. Minski Gontovnik Jose L - CC.***x%%*8 671,834
Suplentes
1. Minski Zirberblum Elliot CC.****x%x72 219,541
2. Minski Deitel Daniel ) SRk kkkkdkkkkkdok ok
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3. Minski Sharon . ‘ PA.*%990,212,082, 805
CERTIFICA

Que segin Acta No. 116 del 27 de Junio de 1997 correspondlente a
la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS
S.A. cuya parte pertinente se inscribid en esta Camara de Comercio,
el 15 de Agosto de 1997 bajo el No. 70,838 del libro- respectlvo,
fueron hechos los s1gu1entes nombramientos:

Cargo/Nombre Identificacién

Presidente.

Minski Gontovnik Ruben CC.**x*xx**x*7 463,982
Suplente del Presidente - ’ =

Minski Minski Abraham ' : CC.***x*xx*x*x*xx802,575
Vicepresidente

Minski Gontovnik Meyer o . CC.*kxk*x%7 461,324
Suplente del vicepresidente- = o S : .

Minski Gontovnik Jose ' N . CC.*****x*x8 671 ,6834

B 5 B o
Pty . - s

e CERTIFICA-

Que seglin Acta No. 11 del:01 de Febrero de 2001 correspondiente a
la Junta Directiva en Barranquilla, de 1la sociedad: PROCAPS S.A.
cuya parte pertinente se 1inscribid en esta Camara de Comercio, el
12 de Febrero de 2001 bajo el No. 91,273 del 1libro respectivo,
fueron hechos los siguientes nombramlentos

Cargo/Nombre : Identificacién
Gerente General. ' '
Uribe Ochoa Guillermo Luis CC.****x%x%*70,073,754

CERTIFICA

Que segln Acta No. 406 del 02 de Sep/bre de 2004 correspondiente a
la Junta Directiva en Barranquilla, de la sociedad: PROCAPS S.A.
cuya parte pertinente se inscribidé en esta Camara de Comercio, el
09 de Sep/bre de 2004 bajo el 'No. 113,263 del libro- respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacidén
Suplente del Gerente.
Tanaka Tatekawa Walter CC.****xx16,251,923

CERTIFTICA

Que segun Acta No. 124 del 29 de Marzo de 1999 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS
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S.A. cuya parte pertinente se inscribid en esta Camara de Comercio,
el 04 de Agosto de 1999 bajo el No. 82,226 del libro respectlvo
fueron hechos 1los 31gu1entes nombramlentos

Cargo/Nombre - “  Identificacidn
Revisor Fiscal Ppal.

Vargas Pertuz Ana Isabel ' CC.****x%x*32 696,645

.l

CERTIFICA

Que segin Acta No. 158 del 17 de Junio de 2011 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS
S.A. .cuya parte pertlnente se 1nscr1blo en esta.Camara de Comercio,

el 23 de Junio de 2011° bajo el No:. 170,929 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacidn
Revisor Fiscal Suplente . - : .
Rodriguez Rey Jose Luis - . CC.**x%%%x%x72 (001,912

CERTIFICA

Que por Escritura Pﬁblica» No. 2,784 del 07 de Dic/bre de 2007,
otorgada en la-: Notaria .2 . a. de Barranqullla cuya parte pertinente
se inscribié en esta Camara de Comercio, el 20 de Dic/bre de 2007
bajo el No. 3,492 del libro. respectlvo ———————————————————————————————
y las inscripcioness32492-1, 3.493/; 3. 494 73.495, 3.496, 3.497, ----
3.498, 3.499, 3.5 5 3.501, 3.502, ‘3 503, 3. 504 3 :505, 3.506, -----
3.507, Consta fRUBEN MINSKI GONTOVNIKﬁngC "NO. 7. 463 982, ------
obrando como Pres*dente Yy Representante Legal de.la ‘sociedad C.I.
NATURMEGA S.A., . que-obrando en ,su<cond1c1on de ‘Presidente y -------
Representante Legaql ‘de la sociedad PROCAPS S.A., el presidente ----
debidamente facultado por . los Estatutos Soc1ales Yy por el Maximo
Organo Social, otorga los siguientes poderes: Otorgar poder --------
general, amplio y suficiente a los doctores JOSEFINA DEL CARMEN ----
MIELES BUELVAS CC.N0.33.138.497; a MARCELA CARVAJALINO PAGANO ------
CC.N0.22.579.748; CRISTINA VIOLI:- FRANCESCHINI CC.No.22.463.716, con
las facultades que se transcriben a continuacion: a.- Para que -----
representen a la sociedad PROCAPS S.A, ante todo tipo de ~----------
autoridades administrativas vy jurisdiccionales, en asuntos de ------
naturaleza civil, laboral, comercial, penal, aduanera, cambiaria,
tributaria, policiva, administrativa y fiscal. b.- Contestar y -----
presentar demandas, requerimientos, recursos, pedir y aportar ------
pruebas, recibir, notificarse, ejercer la accion de tutela, --------
tramitar incidente de desacato, comparecer en los procesos que -----
cursen contra la sociedad, allanarse en nombre de la sociedad en
los asuntos que sean necesarios, transigir, desistir, sustituir,
renunciar y reasumir el poder. c.- La facultad expresa de ----------
conciliar, por tanto pueden llegar a acuerdos conciliatorios, ------

transaccionales, judiciales o extrajudiciales o extrajudiciales,
cualquiera que -sea su cuantia, para lo cual las apoderadas deben
aportar la autorizacion simple y escrita del Representante legal

de la sociedad. d.- Podran presentar solicitudes de devolucion y/o
compensacion de impuestos, ventas y rentas, recibir los pagos por
las devoluciones y adelantar todo tramite o proceso administrativo
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ante 1la DIAN, de tal forma que en ningun momento quede sin ---------
representacion legal de la sociedad. PODERES ESPECIALES: a.- Se ----
confiere poder especial amplio y suficiente a las personas que se
determinan seguidamente, que- conforman el grupo A y B, para, para
que conjuntamente suscriban contratos de suministros de mercancias
y servicios con entidades oficiales, hasta la suma de OCHOCIENTOS
MIL DOLARES DE LOS ESTADOS UNIDOS DE AMERICA (US800.000.00), -------
liquidados a la tasa  representativa del mercado vigente en el dia
que se realice la respectiva transaccion.:: Grupo A. WALTER NANAKA
TATEKAWA CC.No0.16.251.923, CLAUDIA TANGARIFE CASTILLO ------------=~
CC.No.41.660.293, CARMEN ALICIA FLOREZ CC.N0.22.434.044, IVAN ------
VILLAREAL: CAMACHO CC.No.91. 201 749, CARMEN ALICIA HERRERA ----------
DIAZGRANADOS CC.No.22.377. 540 DAVID ANTONIO CHARRIS GIRALDO -------
CC.N0.19.341.274, RICARDO DORADO HURTADO CC.No.79.715.772, JAIME
FORERO LLINAS CC.No0.19.300.593. b.- Se confiere poder especial -----
amplio y suficiente al 'senor WILLIAM ALBERTO BARROS CERRA ----------
CC.N0.8.715.941, para-. que en nombre y representac1on de PROCAPS ----
S.A., suscrlban declaraciones cambiarias, aduaneras y tributarias a
que este obligada la  sociedad, en el giro ‘normal de sus negocios y
operaciones sociales,- - por tanto quedan . facultados para firmarlas,
como tambien los demas documentos relacionados con-ellas, ----------
notificarse, aportar y‘solicitar las pruebas que sean necesarias.
-Otorgar poder ‘especial amplio y suficiente al senor MARLON -----
TATIS PAREDES CC.No.72.176.874 y al senor WILLIAM ALBERTO BARROS
CERRA CC.No.8.715.941, para que en nombre y representacion de ------
PROCANPS S.A., suscriban las declaraciones, reportes vy cualquier
documento relacionado con los tramites o registros de Comercio -----
Exterior y o cualquier entidad del Estado que haga sus veces: d)
Otorgar poder especial amplio y suficiente a la doctora CARMEN -----

ALICIA HERRERA DIAZGRANADOS, CC.No.22.377.540 y al doctor WALTER
TANAKA -TATEKAWA, ‘CC.N0.16.251.923, para que en nombre y ------------
representacion de PROCAPS S.A.; endosen 1los titulos valores de la

sociedad hasta por la suma de UN MIL MILLONES DE PESOS -------------
(1.000.000.000.00) M.L. CUARTO: EI representante legal de la -------
sociedad PROCAPS S.A.; doctor RUBEN MINSKI GONTOVNIK, manifiesta
que la presente reforma fue aprobada por la Asamblea General ------ -
Extraordinaria de Accionista de PROCAPS S.A., con observancia de
las disposiciones 1legales y estatutarias.-------------—-—-----———-—-—-—----

CERTIFICA

Que por Escritura Piblica No. 1,933 del 16 de Sep/bre de 2008,
otorgada en la Notaria 2 a. de Barranquilla cuya parte pertinente
se 1inscribid en esta Camara de Comercio, el 06 de Octubre de 2008
bajo el No. 3,748 del libro respectivo,---------------—-~—--~--~—~"—~—-~—~—-~—~—~—~
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Consta que el sefior RUBEN MINSKI GONTOVNIK, C.C. No. 7.463.982, que
comparece en su condicion de Presidente y Representante Legal de la
Sociedad PROCAPS S.A., confiere por médio de este instrumento ------
publico Poder espec1a1 Amplio y Suficiente a la ‘doctora MILENA -----
ESCAFFI PARDO, C.C. No. 32.758.420, para que en nombre y -----------
representacion de PROCAPS S.A. suscriba declaraciones cambiarias,

aduaneras y- tributarias a que este obllgada la sociedad en el giro
normal de  sus negocios y operaciones sociales, por tanto queda -----
facultada para firmar, como tambien los demas documentos -----------
relacionados con ellas, notificarse, aportar y solicitar las -------
pruebas que sean necesariasS.--------=------- - - -

CERTIFTICA

Que por Documento Privado del 09 de 2abril de 2010, otorgado en
Barranquilla,. inscrito en esta Camara de Comercio, el 20 de Abril de
2010 bajo el Nro 4,201 del libro respectlvo,—;f ———————————————————————
Consta que el sefior RUBEN MINSKI GONTOVNIK, C.C. No. 7. 463 982, ----
quien obra en el caracter de Presidente y/o Representante legal de
la sociedad PROCAPS S.A., que por medio de este instrumento --------
publico, otorga =@ Poder Especial Amplio.y Suficiente a la Doctora ----
MONICA. DE HART: DE OCHOA, identificada con C.C. No. 32.676.025, para
que en nombre y representacion de la sociedad, Endose las Facturas
Nacionales e Internacionales hasta por la suma de UN MIL MILLONES DE
PESOS ($1.000.000.000:00)M.L." ‘La doctora, Monica -de Hart de Ochoa,

queda facultada para ‘realizar todo acto o‘tramlte necesario para. el
cabal cumpllmlento del presente mandato L

CERTIFI‘_‘;CA\ A

Que por Documento Prlvado del 10 _de Junio de 2010, otorgado en
Barranquilla inscrito en esta Camara de Comercio, el 13 de Julio de
2010 bajo el Nro 4,228 del libro respectivo, —------cocoommmmmm .
consta que el sefior RUBEN MISNKI GONTOVNIK, cc. No. 7.463.982 en su
condicion deé Presidente y representante legal de PROCAPS S.A., -----
confiere poder especial, amplio‘y suficiente al sefior RICARDO DORADO
HURTADO cc. No. 79.715.772 para que represente a la sociedad, ante
el 1INVIMA, Fondo Nnacional de estupefacientes e ICA, con el fin que
gestione, tramite o presente las diferentes solicitudes y ---------- '
peticiones de la empresa, segun la competencia de estas entidades.

Por lo anterior, el Sefior RICARDO DORADO HURTADO, queda facultado
para presentar, gestionar, tramitar y firmar las diferentes --------
solicitudes y peticiones de la empresa, segun la competencia de ----
estas entidades, como; tambien presentar y firmar todo los ----------
documentos relacionados con estas solicitudes, notificarse de ------
cualquier acto administrativo que expidan, aportar y solicitar las
pruebas que sean necesarias, desistir, y en general a realizar todo
tramite o acto necesario de tal forma gue la sociedad en ningun ----
momento quede sin representacion legal ante estas entidades, en ----
cumplimiento fiel al mandato otorgado.-------------——cc-oooo_______

CERTIFICA

*kkkkkk**k* C ONT I NU A P r————




OFIXPRES SAS. NIT. 900.156.626-1

03-12028139 024802 PROCAPS S.A. No. 16550682

Barranguilla, 29 de Sep/bre de 2011 Hr:14:33:47
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CAMARA D E COMERCTIO

D E BARRANQUTITLLA
CX)AAE”?C”() I3k kkkkhkkkkkkkkkkkkhkkkkh ok ke dkkh ok kk ok kk ki khh ok ko
DE BARRANQUILLA .

CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS.

PROCAPS S.A. — - - - o mm o m o o e
NIT: 890.106:527-5. = ;

Que por Documento Privado del 03 de Agosto de 2010, otorgado en
Barranquilla inscrito en esta Camara de Comercio, el 24 de Agosto
de 2010 bajo el Nro 4,258 del libro respectivo,---------------~—-—--—-—~--
consta que RUBEN MINSKI GONTOVNIK, vardén, mayor de edad, -de ésta
vecindad, identificado con 1la cédula de ciudadania No.7.463.982,
expedida en Barranquilla, en mi condicién de Representante legal
y/o Presidente de la sociedad PROCAPS S. A., conforme a las --------
facultades otorgadas por los Estatutos Soc1ales, todo lo.cual ------
demuestro con el certificado de -existenciay representac1on legal
expedido por la Camara de Comercio de Barranquilla, que adjunto a
este escrito, me permito manifestarles que confiero poder especial,

amplio y suficiente al sefior MARIO LOPEZ LEON, vardén, mayor de -----
edad, de esta vecindad, identificado con 1la cédula de ciudadania
No.72.311.558, expedida en Puerto Colombia (Atldantico), para que en
nombre y representacidén de la sociedad, realice los siguientes -----
actos: 1. Endosar las Facturas Nacionales e Internacionales de esas
compafiias hasta por la suma de UN MIL MILLONES DE PESOS ----=--------
($1.000.000.000.00) - Moneda Legal. 2. Suscribir Declaraciones -------
Cambiarias, Aduaneras Yy Tributarias a las que esta obligada la -----
sociedad en el giro .ordinario de sus negocios,. quedando facultado
para notificarse, . aportar vy solicitar. pruebas .relacionados con las
declaraciones Cambiarias. El sefior MARIO LOPEZ LEON, queda ---------
facultado para notificarse, aportar vy solicitar pruebas, presentar
escritos en caso que resulte necesario en general a realizar todo
acto, diligencia o tramite que considere indispensable para el -----
cabal cumplimiento del presente mandato.----------------~-----—----~--

CERTIFICA
Que en esta Camara de Comercio no aparecen inscripciones posteriores
de documentos referentes a reforma, disolucidén, liquidacidn o
nombramientos de representantes legales de la expresada sociedad.
CERTIVFIOCA
Que su Ultima Renovacidén fue el: 31-de Marzo de 2011.
La informacidén sobre embargos de establecimiento se suministra en
Certificados de Matricula, la de contratos sujetos a registro, en
Certificados Especiales.

CERTIFICA

Que 1los actos de registro aquil certificados quedan en firme cinco
dias habiles despues de la correspondiente inscripcidén, siempre

*hkhkkkkkkk® O O N T I N U A *rkkkkkhrhk




CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DQE
DOCUMENTOS .

PROCAPS S .A. s - mmmm o mm o o oo o e e e e e

W P K s

NIT: 890.106.527-5. i
que, dentro de dicho término, no sean objeto de los recursos de

reposicidn ante esta entidad, y/o de apelacidén para ante 1la
Superintendencia de Industria y Comercio. : :
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ABSTRACT

The present application: describes substituted piperidinyl
modulaters of MIP-1a or CCR-1 or stereoisomers or phar-
maceutically acceptatle salts thersof. In addition, methods
of treating and preventing inflammatory diseases such as
asthmz and allergic diseases, as well as autoimmuane
pathologies such as rheurnatoid arthritis and transplant rejec-
tion usmg said modulators are disclosed.
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prepared and injected by means of a positive displacement
pump into gelatin to form soft gelatin capsnles containing
100 milligrams of the active ingredient. The caosules should
be washed and dried.

Tableis

{1347} Tablers may be prevared by conventionzl proce-
dures so that the dosage anit is 1060 milligrams o) active
ingredient, 0.2 milligrams of coiloida! silicon dioxide, 5
milligrams of magnesium stearate, 275 milligrams of micro-
crystalline cellolose, 11 milligrams of starch and 98.8 mil-
ligrams of lactose. Approvriate coatings may be applied to
increass palatability or delay absorption.

Injectable

{1348} A parenteral composition suitable for administra-
tion by injection may be prepared by stirring 1.5% by weight
of active ingredient in 10% by volume prepylens glycol and
water. The solution should be made isotonic with sodium
chloride and sterilized.

Suspension

{1345] An aqueous suspension can be prepared for oral
admiristration so thet each 5 mL contain 10C mg of finely
divided active ingredient, 260 g of sodiurn carboxvmethyl
collulose, 5 mg of sodinm henzosrs, 15 g of sorkitol
solution, U.S.P, and ¢.025 m¥ of v i
{1350] Whers the compounds o7 ¢
bined with other anticoagulant agewss, for zxample, a daily
dosage may be about 6.1 to 100 miltigrams of i2e compound
of the present invention and about 1 to 7.5 milligrams of the
second anticoagulant, per kilogram of vatiert tocy weight.
For a tablet dosage form, the compounds of nvention
generally may be present in an amount of apout 3 o 10
milligrams per dosage unit, and the second anti-coaguiant in
an amount of about 1 to 5 milligrams per dosage _nit.

{1381} Where two or more of the foregoing second therz-
peutic agents are administered with the compound of ths
present invention, generally the amount of each component
in a typical daily dosage and typical dosage forra may be
reduced relative to the usual dosage o7 the agert when
administered alone, in view of the additive or synergistic
effect of the therapeutic agenis when administered in cora-
bination. Particularly whep providea as a single dosage unit,
the potential exists Yor a chemical interaction between the
combined active ingredients. For this reason, wien the
compound of the present invention ard a second therapeutic
agent are combined in a singie dosage unit they are formu-
lated such that although the active ingredjents are combined
in a single dosage unit, the physical contact between the
active ingredients is minimized (fhat s, reduced). For
example. one active ingredient may be exteric coated. By
eateric coating ore of the active ingradierds, it is possible
rot oaly to minimize the contact berween the <ombined
active ingredients, but also, it is possible to centrol the
release of one of these components in the gastroiruestinal
tract such that one of these componenis s not reieased in the
siomach but rather is released in the intestines. One of ths
active ingredients may also be coated wiik a2 material which
effects a sustained-release throughout the gastcoinvestinal
tract and also serves 1o minimize physical contact berween
the combined active ingredients. Furtheamore, the sustained-
released component can be acditionally enteric coated such

S ImVen oo are com-
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that ta¢ release of this component occurs only in the intes-

tne. Stiil arotier approach would involve the formulation of

a combination product in which the one compouent is coated
with a sustainzé and/or enteric release polymer, and the
other componeni is also coated with a polymer such as a low
viscosity grade of hydroxypropyl methylcellulose (HPMC)
or cther appropriate materials as known in the art, in order
1 Turther separate the active components. The polymer
coating serves t¢ form an additional barrier to interaction
with the other component.
§{1352] These as weli as other ways of minimizing contact
between the components of combination products of the
present inventiog, whether administered in a single dosage
form or adminisiered in separate forms but at the same time
by the same manner, will be readily apparent to those skilled
in toe a7, once armed with the present disclosure.
{13531 While the invention has been described in aetail
and with reference to specific embodiments thereof, it wiil
be apparent 1o one skilled in the art that various changes and
modifications can be made therein without departing from
she spirit and scope thereof.

What is claimed is:

1. & compovnd of Formula (I):

0]
(13):1*
/ v
- | -
N B
A / ~ WA?/ \R‘

I

(RS)mO H

or sterecisomers or prodrugs or pharmaceutically acceptable
sali forms thereof, wherein:
the dashed iine represents an optiona! double bond,

) ¢ o
f i i
Tis ——Co—, —eCom Qe ~——C——z|q——-=, or
Re
G
i
S
il
G

K, is alkyl, cycioalkyl, aryl, heterocyclyl or heteroaryl, ail
of which may be optionally substituted with 0-5 R, ;
R,,. at sach occurrence, is independently selected from
alky!, haloalkyl, aryl, alkenyl, alkynyl, cycloalkyl,
cycloalxylaikyl, heteroaryl, heteroarylalky!, heterocy-
ciy! Leterocyclylalkyl, halo, —NH,, —CN, —NO,,
-C(=C0H, --C(=0)O(CRgRy),R,;; —O(CF,)
LF;, —O(CRRg),R,;, —OH, —SH, —S(CR¢Ry)
Kiee —SO)E, —P(O)H, —C(=O)NRGR,,
—NR.Ro, —S(O),NRsR,,  -—NR,S(0),(CF,),CEs,
—C(=O)NRsS(O),Rs,  —S(0);NRyC(=O)ORs,
-S{0);NR,C(=OMR Ry, —C{=0)NRS{O),(CF,)
OB, —OE=0)CRR) Ry, —NRO(=O)H,
—NRGCE=0)}CRR¢),R,o. —OC(=0)}(CReRg), R,
—C(=NR, ONRR,, —NHC(==NR, ,JNR R,
~S(=0)CReR).Rpp. - S{O){CRgRg),R 0,

A
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(W)

—l\IRQu/(——O\OR8 —NRS(OHR,,
R, aryloxy or arylaikyl, wherein tas arvl cycicalkyl,
cycloalkylalkyl, heteroaryl, heteroarvialky?, heterocy-
clyl heterocyciylalkyl, aryloxy and rry'a'"q“ may bz
optionally substituted with 0-3 R;;;

R,;, ai each occurrence, is independertly selected from
aikyl, haioalkyl, aryl, alkenyl, allynyl, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkyi, heterocy-
clyl heterocyclylalkyl, halo, —NH,, —CN, —NO,,

)9]\”Q (C‘}

—C=0)0H, " —Ci= O)O(CRgRg) Ry, —O(CT,)

; —O(CRRR,q, —OH, —SH, —S(CR, RS)
Ko, —S©OLH, RO, —C—ONRR,,
TONRGR,, —S(C),NReRs, —NRsS(0),CFL),CE..
f—~ovxmgs\0),;<6 —8(C),NEC==00R,,

3} NRC(—OJNRo Ry, -l )N, S(C),(CF
ch —C=O)CRRAYR,, —NRO=O,

xR f\DLg—O)f CReReJK o, —QU =0CRRg) R0,
—C(==NR, )NRGR, —NHC(=NR, WNK,.R,,,
—S5(=0)(CR:Rg), R, *_b\‘j)2kch"8RS)rRlO>
—NR,C(==0JOR,, —NR.S(O,)R, arvloxy or aryla-
tkyl;

R, i3 alkyl, cycloalkyl, cycloatkylalxyi,
wherein the alkyl may be optionally substituted
—OH;

R;, at each occurrence, is alkyl; or any two R,’s atached
to the same carbon atorm may form a 3- to 6-mambered
ring:

W is hydroger, F, —OH, —CN, —NH

R; is halo, —CN or —Oalkyl; o-

W and one R; are taken together with the carbon atoms ic
vzhich each is attached to form a 3- to 6-membered
oxygen containing ring wherein szid ring may be
optionally substituted with one or more X.’s:

Ry, at each occurrence, is independently alkyl, cy=loalicyl,
cycloallylalkyl, aryl, arylalkyl, hstercaryl or het-
eroarylalkyl,

Rg, at each occurrence, is independently hvdrogen or
aikyl:

Rg, at each occurrence, is independently hydrogen, alky?,
cycloalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl,
heterocycly!l or heterocyelylalkyl, whersin the aryi,
arylaikyl, heteroaryl, heteroaryialkyl, heterocyclyl or
heterocyclylalkyl may be optionzlly substituied with
0-5 Ry, and the heteroaryl, heteroarylalky!, hetercey-
ciyl or heterocyclylalkyl contain -4 heteroatoms
selected from N, O, and S;

R,,, &t each occurrence, is independently selected fror
alkyl, haloalkyl, aryl, alkenyl. alkynyl, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroary ‘ah\y heterocy-
clyl heterocyclylalkyl, halo, --NH,, -- X NG,

or zaikenyi,
with

—L(=0)0H, —(i ’=”)(]‘(Cb\S 8),R .. ~—O(CF)
LF,, —O(CR, Rs),n] 4 —OH, —SH, —S8(CRRy)
R —3(0); H, —C(=3ONR,,R,,

—NR R, —NR,.S5(C, (C&u

3
CF,, _(:(—O)\IR 5(0),1\,, —S{O)NR  C(=0}

C Rer —SO)NR LOE=ONR, R, —C(=0NR LS
(O)(CF),CE;,  —C=O)CRRe)Rss - 2R,,C
(=O)H,  —NR,,C(=ONCR R, Rypy  —-0CE=0)
(CRSRS)rR14, - ~—-NK1_;} MR R, - NHC

=NRJNR R, O)(Cl\s-~s)rf<- 14 —S{0),

(LR R K., _T\RM(J-O)Okm _“q\mb(\/? Re,
aryloxy or arylalkyl;

R,q, at each occurrence, 1s independently selected from
alkyl, aryl, arylalkyl, heterocyelyl or heterocyelylalky?,

[avy
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wherein the aikyl, aryi, arylallkyl, heterocycly! or het-
erocyclylalky! may be optionally substituted with C-3
R0 and the heterocyclyl and heterocyclylalkyl con-
tain 1-4 heteroatoms selected from N, O, and S;

R, 0.5 at each cceurrence, is independently selected from
alkyl, haloalkyl, aryl, alkenyl, alkynvl, cycloalkyl,
cycloaikylaliyl, hetercaryl, heteroarylalkyl, heterocy-
clyl heterocyclylalkyi, halo, —INH,, —CN, —NQO,,

—C(=0)0H, —C(=0)0(CRsR),R,,, —O(CF,)
CF,, —O{CReRy),Rys, —OH, —SH, — S(CRgRy)
R, —S{O)H, —PO)H, —CE=ONR,R,_,
—NR Ry, —SOLNE R, —NRS(0),(CF,)

LF,, —C(=0)NR ,83(0),Re, —S(0),NR,,C(=0y)
CRg, —S{0)LNRC(=0)NR K, 4, —C(=O0O)NR S

(O) 7((,- 2).CFs, —C"“O)(CR&Rs)r- 1w —NRLC
(=OF, —NR_ CE=O)CRRR,,, —0OCE=G)
(CR K1 R, —C(=NR,INR . R,.. —NHC
(=NR NR R, —S=O0)CRR),X,,, —3(0),

(CRgRe)Kya —NRC(=0)OR,,
aryioxy or arvialkyl;

R, 2t each occurrence, is independently selected from
nydrogen, alkyl, cycioalkyl or phenyl;

m, &t each occurrence, is 0-2;

nis 1-3; and

ras -5,

2. The compound of claim 1, wherein the compound is a

compcund of formula (a)

. NR14S(OZ)RSS

a)

(R<)n (RS)m

T
\\ /5/ ;\ e \Rl.

i
(RS )mo

T 124

3. The compound of claim 2, wherein:

0 0 o
3t il
i I Il
Ts =G, ——C0m—, ——C—Ne—, o
2y
0
i
PO S,
Il
0

R, 15 alkyl, cycloalkyl, aryl, heterocyclyl or heteroaryl, all
of which may be optionally substituted with 0-5 R ;
K,,. at each occurrence, is independently selected from
alkyl, haloalkyl, aryl, alkenyl, alkynyl, cycloalkyi,
cycioalkylalkyl, hetercaryl, heteroarylalkyl, haterocy-
clyl heterceyclylalkyl, halo, —NH,, —CN, —NG,,
—CE=00H, —C(=0)O(CReRy), Ry —OICF,)
,CF,, —O(CRR )R, —OH, —SH, —S(CRRy)
Rig —SO)H,  —POLH, —C=ONRR,
L NRyR,, —S(O),NR,R,, (CF,),CF,,
—C(=0)NR,S(0), R, ‘S((})ZNR C(=0) ()R .
—S(O)NR,C(=OINR, R, —C(—OINR,S(O),(CE,)
P, —C(=0)(CRgRy), R gy —NEC(=0)H,
L NR,C=O)CRgRy), Ry, —OC(=O)CReRe), R0,
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—C{=NR,)NRgRg, NEC(==NR, )NR, R,
——5{==0)(CR3Rg),R, —S(C)(CRsR), Ry
—\IRoC\—O) ORg, —NRGS(O)R,, L, NR,CLO)
R, aryloxy or aryleikyl, whereir the arvl, cycloalkyl,
'cioah(ylaikyl heteroaryi, neteroaryxallq!, keterocy-
ciyl heterocyclylalkyl, aryloxy and arylalkyl mey be
optionally subsittuted with :
R, at sach occurrence, is independertly selected from
alkyl, haloalkyl, aryl, alkepyl alkynyi, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclylalkyl, hale, —NH,, —CN, —NO,,
—CE=0)OH, —C=0){CRR)Rugy —OOE)
. LF;, —O(CRgRy)R,, —CH, —3H, —S(-\,‘RgRS)
" R —S(C):H, —P(0)H, —C=CNRR,,
' TNRR,, - S(ORNRR,,  NEGS(O)(CF.) CF
CONRSO)R,  —S{O)NR,C=C)OR,,
—S{O)LN MC(—O)NRQI\Q, ——C\=C’\N.\c8f (G1,(CF,)
o CEFy,  —C=O)NCRRD Ry —NRO=O),
—NR;C=0){CReRe), R 5, —OC(==0)(CRRg), R0,
~—L{=NR, )NR:R,, —NHC(==NR | JNR R,
HCRR)R 6, —S{0)2(CRsRg), R0,
—NRCE=0)ORg, —NRS(0;)R,, aryloxy or aryla-

Iyl

R, is alkyl, cycioalkyl, cvcloaliylalkyl, cor alkenyl,
wherein the alkyl may be optionally substiruted with
—OH;

R;, at each cccurrence, is alkyi; or any two R, s attached
to the same carbon atom may form e 3- to G-membered
ring;

W is hydrogen, F, —OH, —NH.;

R, is halo, —CN or —Oalkyt;

R, at each occurrence, is independently alkyl, cycloalkyl,
cycloalkylalkyl, aryl, arylaliyt, heteroaryl or het-
eroarvialkyl;

Rq, 8t cach occurrence, is independently hydrogen or
alcyl;

K, at each occurrence, is independently hydrogen, alkyl,
cycloalkyl. aryl, arylalicyl, h:ra:ﬂ:ry‘ nege romyla]ky?
neterocyclyl or heterocyclylalkyl, wherein the ary,
arylalkyl, heteroaryl, bctc*oar/ial»y! beterocyclyi or

. heterocyclylalkyl may be opticnally substituted with
0-5 Ry, and the heteroaryi, heteroarylaikyl, heterocy-
clyl or heterocyclylalkyl contain 1-2 hetervsioms
selected from N, O, and S;

: Ry, at each occurrence, is independenily selected from

" alkyl, halocalkyl, aryl, alkenyl, alkynyl. cycioalkyl,

cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyi heterocyclylalkyl, haio, ——NH,. —CN, —NG.,
—C(=0)0l, —C{=0)O{CR, Rs)g\l, —{CF,)

g i\lm

AF;, —~O(CRRg) R, —CH, —8H, -S(CRR,;
R —S(0)H, “*p(u)s—‘z =0 N“MRV:
—NR,Ryy —SOLNRUR.. —NR,.$(0},(CF,)

LCF,, —C(==0)NR, S(O).K,, —-3 O):\JR.,C("—Of
OR¢, —S{O),NR | L(==0 )NRM“-l ‘“C(ﬁo}NRK.S

(O)ACF),CF;,  —LC(=0)}CRR}R ., —NR.C
(=O)H,  —NR,CmONCRBR DR s — GO0
(CRsRRy,,  —CE=NRINRGR,,,  —NHC

E=NR INR Ry, —SE==0XCRGE a);i‘u —E£(0);

: (CReRe) Rys “""""NRAC(“OJO"\& """" NR;4S{0)R,.
; aryioxy or aryialkyl;
R, at each occurrence, is independently selected from
alkyl, aryl, arylalkyl, heterocyclyl or hererocyelylalkyl,
wherein the alkyl, aryl, arviaikyl, heterocyciyi or het-
erocyclylalkyl may be optiorally substitated with 0-3

[\

(VR
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Riee and the heterocyclyl and heterocyclylalkyl con-
tain 1-4 heteroatoms selected from N, O, and S;
2,0 2t each occurrence, is independently selected from
alkyl, haloaikyl, aryl, alkenyl, alkynyl, cycloalkyl.
cycloalkylaikyl, heteroaryl, heteroarylalkyl, heterocy-
civi heterocyclylalky!, halo, —NH,, —CN, —NO.,
—C(—-:O)OT—I —C{=0)O(CR, Rg),, 143 —O(CFv )

LCF5, —O{CRgRg) R, —OH, “RgRag)
R —S(0)H, —P(O)H,, —\,(“—O)NR 1aR 4
—NR Ry _S(O>2NRL4R14: —NR,S(0),(CT)

C’P3, —C(=O0O)NR,.S(O),R,, —S(O)ZNRHC(—O)
s —S(O),NR ,C{=0ONR _R,,, —C(=0)NR S 4S
\b) (Cl*z)rC“3> —C(=0)CRRg},R;,, —NR,,C
(=0, ~NR,,C(=O0)(CRRy),R,s --OC(=0)
{CRgRe) Ky,  —C(=NR,)NRR,,,  —NHC
(==NR NR ,R,,, —SE=O)CRR,K, ., —S(O),
(CRgRe)R,2e —NR,LC(=0)Y0Rg, —NR,.S(O,Rs,
aryloxy or arvialkyl
X, at each cccurrence, is independently selected {rom
hydroweq allkyl, cyeloalkyl or phenyl;
a1 cavh occurrence, is 0-Z;

s t-2; and
ris G-4
4. The compound of claim 2, wherein:
9 o 0
i il I
Tig  wmemCromme, == (om=Q==—, or ——C—=N——
]
Rg

B, s aiky:, cycloalkyl, aryl, heterocyclyl or heteroaryl, aﬂ
of which may be ontlonally substituted with 0-5 R,
R, . at each occurrence, is independently selected from
alkyl, haloalkyl, arvl, alkenyl, alkynyl, cycloalkyi,
cvcloalkylaikyl, heteroaryi, heteroarylalkyl, heterocy-
clyi heterccyclylalkyl, halo, —NH,, —CN, —NO,,
—Cf=0)0H, —C(=0)O(CRgRy),R, —O(CE,)
CF;, —O(CRgR), Ry, —OH, —SH, —S(CRRy)

rRu'n —S(O)SI_L _P(O)sta —C(=O)NR9R9,
—NRoRs, —S(0),NRgRs,  —NRS(0),(CF,),CF3,

—C{=0O)NR;5(0).Rs, —S{0),NRoC(=0)OR,,
—S{0),NRyC(=O)NRsR,, —C(=O)NRoS(O),(CF,)
CF,  —C(=O)(CRRp.Ryy, —NR,O(—O)H,
CNRGCE=O)CRR R g, —OC(=0)CRR )R, 0
—C{=NR, JNRRs, ~ —NHC(=NR,)NK,.R .

—S(=O)(CRaRY,R, —S(0),(CReRY),K.
—NR,C{=0)CR,, ~N&S(O_)R& ——————— S(0),NR C(O)
s, 2ryloxy or arylalkyl, wherein the aryl, cycloalkyl,
cycloaikylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclylalkyl, aryloxy and arylalkyl may be
onnonaily substituted with 0-3 R,,;

ot each occurrence, is independently selected from
,Jky1 baloalkyl, aryl, alkenyl, alkynyl, cycloalkyl,
cycloalkylalkyl, hetercaryl, heteroarylalkyl, heterocy-
ciyl heterocyclylatkyl, halo, —NH,, —CN, —NG,,
—C(=0)OH, —C=0)O(CRR),R,,, —O(CF,)
LFs, —OCRR),R19. —OH., —SH, —S(CR¢Ry}
R —S(OLH —PO)LE, —CE=O)NRRe,
—NRR;, —S(OLNRR,, —NR,S{0),(CF,),CF,,
—C{=0)NR;S{0}.Rs, = —S(O),NR,C(==0)OR,.
—5(0),NRyC(=O)NRgR,, —C(=—=OJNR,S(O},(CT,)
CF,,  C(=O)CRRg)R  -NRC(=O)H,

5]
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—NRC(=0)}CRgR¢),K o, —OC{==0}CRR4},R,,,

—C{==NR,,)NRR,, —NHC(==NR JNR,.R ..
—5(E==0)(CReRg),R 0 —S(0),{CRsKe), R0,

—NRGC(=0)OR,, —NR S(OL)R,, aryloxy ¢r aryla-
Tkyt,

R, is alkyl, cycloalkyl, or cycloalkylalkyl, whersin the

alkyl may be cptionally substituted with —OH;

R, at each occurrence, is aikyl; or any two R;’s artached

Ry, at each occurrence, is independently hydrogen, alicyl,

10 the same carbon atom may form a 2- to 6-membered

rinv‘
is hydrogen, &, —OH, —NH,;

KS is halo or —CN;

R, at each occurrence, 18 independently alkyi, cycloatkyl,
cycloalkylialkyl, arv rvlalkyt, heteroary! or het-

eroarylaikyl;

R, at each occurrence, is incdependently hydrogen or

alleyl;

cycloalkyl, aryl, arylalkyi, heteroaryl, hetercaryialky?,
heterocycelyl or heterocyclylalkyl, wherein the arvi,
arylelkyl, heteroaryl. heteroaryialkyl, heteroovelyi or
heterocyclylalkyl may be opticnally substituied with
G-S R, and the heteroaryl, heteroarylaliyi, heterccy-
ciyl or heterocyclylalkyl contain 1-4 heterostoms
selected from N, O, and §;

R,,, &t each occurrence, 1s independently selecsed fro:n
s

]

1o @ each occurrence, is

a_x,/‘ Laloalkyl, aryl, alkenvi, alicyny!
cvcloalirylalkyl, heteroaryl, he‘eroa_ylall
d)f helSI'OCY(’]VlajkyI balo —~1\r£, —Cr, -
—C(=0¥OH, R —O(CF,)
LFs, —O(CRsRs), 1a: JH —SH, —S(CRKe)
,RM, fS(O)3H, —P(O);H,, —C(=O)NR _R,..

MRy Ry SO)MNR Ry, —NRLSOL(CF,)
\,Fs, —C(=0OWR, 8(C),R,, —5(C),NR,, C(=0)
OR,, —S{O),NK, 4C(—O\NR Ky —C{E=OINE LS

{0),(CF.3,CF;,  —LC(=0)CRgRy},X;4, —NR,;,C
(OE,  —NR, C=O0)CRERYR 5 —0C(==0)
{CRgR ), 4 —C(=NR | INR, R ., —WNHC
(E=NRONR LR, ., —SE=0)TRR,)R —S{C),
(CRRRys —NR,C=0)0R;, —NR, S0, )R,

aryloxy or aryiaikyi;

indeperdently selected from
alkyl, aryl, arylalkyl, heterocyclyl cr heterocycelylalky’,
wherein the alkvl, aryl, arylaikyl, heterocvelyl or het-
erocyclylalkyl may be ontionaily substituted with 0-3
Fo.. and the heterocycly! and heterocyclylaikyi con-
tein 1-4 hetercatoms selected from N, G, azd §;

Ric., at each occurrence, is indeperdently seleced from

alkyl, haloalkyl, awvl, alkenyl,
¢ ,c‘loa icylalkyt, he*broaryl het
cly: heterocyclyia

cyny”, cycloalkyl
arylallyl, hererccy-

—C=0)0H, <
rCFB __(\CRSPS/#\ 14 —CH
Ry, —S(OLH, —PO}H,

— R R. —S(C)LNRLR .. ~71\’P
LF;, —C(=0)NR.3(0}R,, —J(U)‘
OR. —S(0), NRIAL(——O“\-\ Ry, —C (——()"\TRI,_‘,,

(O);(C‘ 2DCF5,  —LCE==0){CRERHR ., —NRLC
(=0)H, —N“L\M\J(-——O) { R~R5),_ %op, —OC(=C)
(CRGRR ., —LC(==NR . JNR,.R ., ~—NHC
('_'*NRH)NRMRM: —S(=0)CRRe) K., —S{O)
(CReRe)Ryqe —NRC(=C)ORs, —NR,48(0,)Ke.

aryloxy or arylalkyl;
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R,., at eack cceurrence, is independently selected from
hydrogen, aikyl, cycloalicyl or phenyl;

m, &t each occurrence, is 0-2;

nis 1-2; and

rig 33,

5. The compound of claim 2, wherein:

alkyl, cycloalkyl, aryl, heterocyclyl or heteroaryl, alt

which may be optionally substituied with 0-5 R, ;

R,,. at each occurrence, is independently selected from
alkyl, halealicyl, aryl, alkenyl, alkynyl, cycloalkyl,
cycloatkylelkyl, heieroaryl, heteroarylalkyi, heterocy-
clyl heterceyclylalkyl, halo, —NH,, —CN, —NG,,
—C(=0)CH, —C(=0)O(CRsRy),R;o, —O(CF;)
(CF,, —O(CRsR)R,0, —OH, —SH, —S(CReRy)
R S(O)H, —P(O)H, ~C(=O)NRR,,
T NRyRs;, —S(0),NR,Ry, —NR,S(0},(CF,)CFs,
—C=O)JNR,S(O),R;,  —S(0),NR,C(=0)ORs,
—S{0),NR,Ci=O)NR R, —C(=0)NRGS(0),(CF,)
AF3, —C(=0){CReRg),K;0, —NRC(=0}H,
~NRGCE=O)CRR )R 5, —OC(=0}CR Ry} K g,
—Cl=NR, JNRR,, —NHC(=NR, ,JNR .R,.,
——S8(E=0(CRgR),K . —S{0),{CRR ), Ky
—NR,;C{=0)Ok,, —NRS3(0,)R g, —S(O),NRC(O)
R, aryloxy or arylalkyl, wherein the aryi, cycloalkyl,
eycloatkylalikyl, hetercaryl, heteroarylalkyl, heterocy-
clvi heterocyclylaikyl, aryloxy and arylalkyl may ve
ozdorally substituted with 0-3 R, ;

i
f

R, at zach cceurrence, is independently selected from
alkyl, haloalkyi, aryl, alkenyl, alkynyl, cycloalkyl,
cycloalkylalkyl, hetevoa*yj heteroarylaikyl, hele*ocv-
clyl heterocyclylaikyl, hale, —NE,, —CN, —NG,,
—Cl=0\CH, —C\——O)O(CR RS),A .o« —O(CF)
ZF., ——O(C&Rg),\m -—0OH, —SFE, —S(CRgR;)
Ry -SO)H, P(O)H, —C(=O)NR,R,,

—NR;R,, —S(0),NRR,, —NR;S$(0),(CF,),CF,,
—C(=0O)INR,S{O),R,, —S{C),NRE(=0)OR,,
—S(0),NRC=CNR Ry, —C(=O)NR,S(O),(CF>)
LF;, —C(=0){CR4Rg),R;p,  —NRC(=O)H,
—NRC=ONCER ) K1p —OC—ONCR s Ry
—C(==NR, GNRR,, —NHC(E=NR, INR R,
—S{E=0)CRR K, —S(0),(CRRe),R 0.
*I\TF\,L/\—O)OR g NRQS(Oz)RS, aryloxy or aryla-

R, is f"y‘ or cycloalkyl, wherein the
ootionally substinmed with —OH;

R, a* each occurrence, is alkyl; or any twe R;’s attached
o the same carbon atorm may form a 3- to 6-membered
ring;

W is hydrogen, F, —COH, —NE,;

R is halo;

R, at each occurrence, s independently alkyi, cycloalkyl,
cycloalkyvialkyl, aryl, arylalkyl, hetercary! or het-
sroarylaikyl;

Rg, at each occurrence, is independently hydrogen or

alkyl may be

ot

et
oAt 0
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R, &t each occurrence, is independentiy hyédrogen, alkyl,
¢? 5

cycloalicyi, aryl, arvialkyl, hsieroaryl, naferoawla iy,
reterocyclyl or heterccyclylaikyl, wherein the aryl,
arylalkyl, hetersaryi, beieroaryialkyl, heierocyciyl or
heterocyc?ymlhyl may be opticnaily substinred with
0-5 R,,,, &nd the heteroaryl, hetercarylalkyl, heterocy-
ciyl or heterocyclylaikyl contzin 1-4 heteroamoms
selected from N, O., and 3;

R,.. at each cccurrence, is indgependently seiecied from

alkyl, haloalkyi, ar§A, alkenyl, alkyn
rycloa]kylalkyl heteroaryl, heteroaryiaik
clyl heterocyclylaikyi, hale, —NH,, —(
—C(=0OH, —C{=TJ0{CRKR),R, .,
Cl 3 -*O(Crislqu,Rxm —(/‘, —bll **S"‘\
Rig —SORH, - POt - Cl==D)NK 4
__NR14R147 _S(O>2NR;4R1~4: _‘MQ AS(O>2(CF7)
JCF,, —C{E=0ONR,S{O)LK, —S{OLNR, (=0}
OR,, —S{O),NKR, C(=0)NR,K,,, —C{=0Ng, 8
{0),(CF),CF;, —C{=0){{: _\SRS PR RO
=0, —NRCEOCRR)K,,, —OCE==C)
(CRgReR ., —C(=NRJUNR R —NHC
F=NRONR LR, —SE=0)CR,E ,MR‘ .~ —3(0),
{CRGRY,R,,, —NE, C(=0)CR,, —NE SO R,,
aryloxy or arylalkyl;

cycloalicyl,

R,¢. at each ceensrence, is independently selected from

Ricos

alkyl, aryl, arylalkyl, nete,onyc‘yl or heerocyelvialxyi,
wherein the alkyl, aryi, arylalkyl, hefemcvf‘\y? or het-
erocyclylalkyvl may be optionaily substrated with 0-3
R0, and the heterocycly! and heterocyclylalicy. con-
tain 1-4 heterozioms selecied from N, G, and S;
1oas @t €ach occurrence, is independently selected Lfom
alkyl, naloalkyl, aryl, alke allkyny’,
cycloaliylatkyl, heteroary! i
ciyl heterocyclylalkyl, halo,
—C(==0)OH, —C(=0)0CRk R, —OCF,)
CF,, —O(CRgRg),R 1., —OH, —8H, —3{CRKy)
e —S(O)H, —PO)H,, —C{=O)NRMR14,,
—NR R0 §¢ O)LNR.4'{14, -NR,  S{T),(CFL)
\an —C=ONR, SO}, K,, —5(CNR, 4L’”—0)
OR,, —S(O),NK, ,C=0)NR,.R,.. —C{==0O)NK,_S
(8} z(CPerm —C=0) xKaRsm R, —NR.C
=0, —NR ,C=0)CRR)3 ——OCE=Q)
{CR¢R )R, ., ——&/(’“‘NRA_)\\T LaR s, —NHC
{(=NR INK R ., —SE=0){CRe)R,., —S{0),
{CReR) Ry —1 ”RM\,\———O)'-}R& —HNR 3G, )R,
aryloxy or arvialkyl;

K,., at each occurrence, 1s independertly sciected from

kydrogen, alkyl, eycloalkyi or phenvl;

m, at each cceurrence, is 0-2;

nis 1-2; and

ris 0-2.

6. The compound of claim 2, wherein:

H

Tis mee(ome

3

R, isalkyl, cycloalkyl, aryl. hetervcyelyl or heteroaryt, all

of which may be optionally substituted with 3-5 R ;

R, ., at each occurrence, 18 independently selected from
la 4

alkyl, haloalkyl, arvl, alkenvl, alkynyl, cycloalkyi,
cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterccy-
clyl heterocyclylalkyl, halo, —NH,, —CN, —NG,,
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—C{=0)0H, —C(=0)O(CRgRg) Ry, —O(CF,)
[CF5, —O(CRR)R,o, —OH, —SH, —S(CR,R,)
Ry —SOLH —PO)H, —C(=ONRR,,
—~NR,Rs, S{O)LNRR,, —NRS(O),(CF,),CFs,
—C{=0)NR,S{O),R,. —S(O),NR,C(=0)CR,,
—8(0)NRyC(=0NKR,, —C(=0NR,8(0),(CF.)
CF,  —C(=0)(CRReRy; —NRC(=O)E,
NRGC(=0)(CRgRg) R o —OC(=0)(CRR3), R0,
- C{=NR, , )NRoR,, ~NHC(=NR ,)NR R,
—S(=0)(CRR Ry, —S(OLCRR,R,
—NRCE=DIOR,, —NRS(O,)R g, —S(O),NR O
R, aryloxy or arylalkyl, wherein the aryl, cycioalkyl.
cvcloalkylaikyl, hetercaryl, heteroarylalkyl, heterocy-
1yl heterocyelylalkyl, aryloxy and arylalkyl may be
optionally substitured with 0-3 R ;;

Ry, 2l €ach occurence, is independently selected from
alkyl, haloatkyl, aryl, alkenyl, alkynyi, cycloalkyl,
*yc‘oa]k_yzalxyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclylalicyl, halo, —NH,, —CN, —NG,,
= "“U)\L, —C=O)0(CRgR), Ry, —OICES)
LR, —O uRg\n)Rm, —0H, —SH, —S{CRRy)
Ry SO, —PO}H, —C=O0)NRR,,
—NR,R,, —S(CLNR,R,, —N%S{ 0),(CF,),CF},
L {=0)NRGS(O),R 6, —S(C),NR,C(=0)OR,
—S${0).NR,C(=0NRR,, —C(=0O)NR,S(0),(CF,)
ALF, —C(=0)(CRgRg),R o, ~—NR,C(=O)H,
"""" NRC(=0)}CRgRg)R o, - OC(=0)CRgR:},R o,
—C{=NR, )NRSR,, ~—NHC(=NR,)NR R .,
—S{=D)}CR¢R ), X)0: —S(G),(CRgRg),R 10,
—NR C{=0)TR,, —NR;S(C,)R,, aryloxy or aryla-
'»‘[‘rj/l‘

R, is akyl or cycloalkyl, wherein the alkyl may be
optionaily substituted with --OH;

R,, at each occurrence, is alkyl;

W is hydrogen, —OH or —INH,;

R s halo;

R, ai eaci occurrence, is independently alkyl, cycloalkyl,
cyclozlkylaikyl, aryl, arylaikyl, heteroaryl or het-
eroaryialkyl;

R4, av each occurrence, is independently hydrogen or
alkyi;

K, at each cecurrence, is independentiy hydrogen, alkyi,
vydo»‘xyl, aryi, arylaikyl, heteroaryl, heteroarylalkyi,
neterocyclyl or heterocyclylalkyl, wherein the aryl,
arylalkyl, hetercary!l, hetercarylalkyl, heterocyclyl or
Reterod Jciyh;lky may be optionaily substituted with
G-3 Ry, and tee heteroaryl, hetercarylalkyl, heterocy-
syl or he—;e:ocyciylalky1 contain 1-4 heteroatoms
S°1ec‘ed fromm N, O, end S;

Ry, at each occurrence, is independently selected from
a (yl haloalky!, ary] aikenyl, alkynyl, cycloalkyl,
cycloatkylatkyl, heteroaryl, heteroarylalkyl, heterocy-
c'yl heterocyclylalkyl, kalo, —NH,, —CN, ~N07
—C(=0)O0H, —C(-—-O)O(CR RR ., —O(CF_)
LCFa, —O{CReRg),R 4, —OH, —SH, —S(CRgRg)
rRm _S(O}sﬂa P(O)sﬂzs -—C(=O}NR14R14,
_NR14R141 fS(O)ZNRmRM: —NRMS(O}Z(CFz)
CF,, —C(=0)NR ,S{0),R,, —S(0),NR,,C(=0}
OR,, —S(O),NR C(=O)NR,.R,,, —C(=O)NR 8
(O)(CF.),CF;. —CE=0)CReRg) R, —NRC
(=0, —NR,C=0){CReKg),R,., —OCE=0)
(CReRe Ry, —C(E=NRONR LR, —NHC

1.5
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i 07N N4 I )
{ \"\Dnz, —L\*‘O)‘\A\;D (95
("'“ST\’-&/ RM) -

5 NRLE(CLICE,)LCr,,
_gfo. SNR O :
rs'f\’g‘r{Qa (—‘))\‘R@ ()) (k/ 7)
f( Re)Kies _l\T\Qb(ZU) H,
QC(===0Y TR R, R gy
—NEC(=NR, JNE R,
—S(0),CReRg) R o,
SR, arylosy or aryle-

sylalkeyl, hetercayoly
f‘me;‘sir_ b_e 1‘:’5;, aryl, arviarvel,
er”v‘yclyial_'(yl may be
o and thz peterocs v
-4 heteroaroms :4% &

at ez ch [etingret

.
3

eyl aeter

—C(=0)0H,

rC F}

Ayl e

{ each occuren
gen, alkyl, o
m, at each oo cu:s,f-:\.-;.

7. The compound of claim %, v

rewroaryl, Te caryialkyl, Ay.erocv-
ALY, ualo, ‘hA > —CN, —NG,,
- CACE )

—S&,,' —SICRR,)
—C(=CINR LR,

f‘,j\r\ L, —NES(O),CF )
IR LSOLR,, —S 0,7N4\14C(-—«,)
L_C( OWR, R ., (*“C)"Jle
- "))” R ;:)
,_.:(“_—"Oz‘\v&sfs;;l:\

cyclna kv;alm,, vig -
clyl nezerocyclyxa:kyi. halg, —NH,. N ¢ \ NNy o *v}(cm“s)rh
C 3, —CE=OC TR g
,CFE, D(xm(,’.‘:,'g),.\

24

bsf

"‘eneﬁc 4'ty "~fecte:4 from
weayi, atkynyl, eycloalkyl.
oaryl, hetero a:ymhq , haterocy-
.(:mcwlv talicyl, halo, —Nf, , —NG,,
;‘;O'H ——\,( OU&R -(SJ,R”, —O(CF,;
G022 . —OH, —SH, —S{ICR Ky}
—P(O)H,, —C(=0WNR R,
SOLNR LR ., —NR L B(0),(C:
> nu{__s(j?\qh‘, ——8/ \)),‘\W C(-:-—Q)
INR R, L, ~—C .AuWRh
-~C(==O) Rn’&g) k.

Toaa e
SYEIoaily.,

29
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(=NR,)JNRRys —S(=O)CRK )R, —S(0),
(CRsRR,; —NR, C{==0)OR,, —NR,,S(0,)R,,
aryloxy or arylalkyl;

R4, at each occurrence, is independently selected from
hydrogen, aikyl, cycloalky! or phenvy;

m, at each occurrence, is 0-2;

nis 1-2: and

ris 0-2.

&. A compound of Formula (Ib}:

o
A‘<\ // ’L\Y)\‘N/‘\R‘.
|

/‘m

or sterevisomers or prodrugs or pharmaceutically acceptable
sait forms thereof, wherein:

o 0 :
i il i
Tis  ——Comm CmQmme, G N, or
Re
G
I
B
i
o

R, isalkyl, cycloalkyl, aryl, heterocyclyi or heteroaryi, all

of whick may be optionally subsiituied with 0-5 R, ;

1 7 8&ch occurrence, is independently selected from

alkyl, haloalkyl, aryl, alkenyl, alkyayl, cycloalikyl,

cycloalkv‘a]kyg heteroary’ heteroaryialkyl, heterocy-
cly‘ heterocycj ylalkyi, halo, —Nﬁ% —CN, —NG,,
—0)OH, —C(=0)O(CRsRg)Ry0, —O(CF,)

,CFE, ------ O(CRgR)R 6. - OH, -SH, --S(CR Ry}

Rio _S(O)sH: 7 (0)3 23 40:%)NR;R9

—"NR9R9 *S(O)ZNR9R9: _NRQS<O>2CCFlZ)rCF3>

—C(=C)NRsS(O),Rs, —S{O)NR,C=3)0R,,

—S8{0),NR,C(=0)NR;Rg, —Cl=0)NR,S(D},(CF,}

LF;,  —C(=C}CRRHR,;, —NRCE=O)H,

—NRGC=ONCRR )R, —OCE=0YCRR,) R, o,

—C(=NRK, )NRR,, —NEC{=NK,,NR R,..

—B{=0){CRRy)}, Ry, —S{OL(CRRs) Ry,
HNR,C(==0)jOR,, ~NRS(O)R,, — mU),bI RC{O)

Ry, aryloxy or arylalkyl, whereir. the aryl, cycioalky!,

cycloalicylalkyt, heteroaryl, hzweroarylaliy!, setercey-

¢lyl heierocycivlalkyl, arvioxy and ¢ fylew may be
optionelly substituted with 0-3 R ;

R,;, at each occurrence, is independenidy selscted from
aikyl, haloalkvl, aryl, alkenyi aikyny), cycloalkys,
cycloalkylalkyl. heteroaryl. hetercarylalky!, heterccy-
ciyl heterocyclylatkyi, halo, —NH,, —CN. —NG,
—C(=0)0H, —C(=0)O{CRK )R ——O(TF,)
JCF,, —O(CRR, )rR1 —CH, —SH, —S{CR Ry
Rip —S(O)H, —-XO)H, —C{E==0WR.R,.
—\R Re. k“(O),\IRL,R\, —NESS{0),(C
——C( UaNT{;b\O) Re, —S{C,NEL S

R

9‘—' ')C’Rs
= S{C),NRC{(=0)NRF,, ~—‘C\=U\Nﬁ O3,{CF )
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CF;,  —C(=O)CRRq)Ryp, —NR,C=O),

=0}CRgR;),R 0, ~——OC(=0)CRR;),R,,
—LC(=NR JNRsR,, —NHC(E=NR NR R,
—SE0}CRR) R0 —S(0),(CR3Rg),R g,
—NR,C(=0)OR,, —NR;S5(0,)R,, aryloxy or aryla-
Tyl

R, is atkyl, cycloalkyl, cycloalkylalkyl, arylalkyl,
—CH,CH,CH,NHC(=NR NR R,,, —CH CH,S
(CReRL), R, or —CH,CH,CN, wherein the alicyl and
arylalkyl meay be opﬁonally substituted with —OH;

R,, at each occurrence, is F, —OH or alkyl; or any two
aikyl R,’s attached 10 the same carbon atom may form
2 3- 1o 6-membered ring, which optionally may contain
1-4 heteroatoms selected from N, O, and S;

s hydrogen, ¥, —OH, —CN, —NIH;

R 15 halo, —CN or —Oalkyl;

P, at each occurrence, is independently aikyl, cycloalkyl,
cycloatkylalkyl, aryl, arvlalkyl, heteroaryl or het-
eroarvlalkyl;

Ry, at each occurrence, is independently hydrogen or
alkyl;

R,, at each occurrence, is independently hydrogen, atkyl,
cveloalkyl, arvl, arylalkyl, heteroaryl heteroarylalkyl,
heterocyclyl or heterocyclylalkyl, wherein the aryl,
arylalky!, heteroary!, heteroarylalkyl, heterocyclyl or
mf”ocydylalky‘ may be optionally substituted with

C~5 Ry, and the heteroaryl, heteroarylalkyl. heterocy-
clyl 01 heterocyclylalkyl contain 1-4  heteroatoms
selected from N, O, and §;

Ry, ar each occurrence, is independently selected from
alkyl, haloalkyl, aryl, alkenyl, alkynyl, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalky!, heterocy-
cyl heterocyclylalkyl, halo, —NH,, —CN, —NO,,

=3‘;OH —C(=0)O(CRR,),R,,, —O(CT.)
{CRgR )R, ., —OH, —SI, —S(CRRg)

Ry, ﬁg(O)sH, —P(O);H,, —C(=O0NR_R,,

'“ R R14: "“S(O)ZNRMRM: *NRHS(O)Z(CEQ

LF5 —C(=O0NR.,S{0),Rs. —S(OL,NR ,C(=0)
Oké, —S(0),NR,C(=0)NR | .R;,, —C{=0O)NR S
O)CE)CFy  —Ci=ONCRROR. —NR,C

=0O)H, —NR_ C(=0)CRR),K,,, —CCE=0)
U» ReKe}Rya —C(=NR,)NR R —NHEC
E=NRNR LR, —S(E=0)CRR)R,,, —S(0),
(CRgRg)Rysn —NR LC(=0)O0Rs, —NR,5(0;)Rs,
aryloxy or arvlalkyl

R,o: @ each occurrence, is independently selected from
aikyl. aryl, arvlalkyl, heterocyclyl or heterocyclylalkyi,
wherein the alkyl, aryl, aryialkyl, heterocyclyl or het-
erocyclylalky! may be optionally substituted with 0-3
F0a 8nd the heterocyclyl and heterocyciylalicyl con-
win 1-4 hetercatoms selected from N, O, and S,

Rw(.; at each occurrence, is mdependently selected trom
alkvl. haiocalkyl, aryl, alkenyl. alkynyi. cycloalkvi,
V}C'Oall(}'lalk}’], heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclylalkyl, halo, —NH,, —CN, —NO,,
4(—-0)0%" —C(=0)O(CR4R,),R,., —O(CF,)
JOF, —O{CR R )R, —OH, —SH, —S(CRRe)
Kie —S(O%E, —PO)RH., —C(=OINRR,,,
”*NRHRM: —S(0):NR LR, ., _NRMS(O)z(CFz)
LC¥F,, —C(=0)NR,,5(0),R;;, —S(0),NR,,C(=0)
ORg, —S{G),NR, C(=ONR R, —C(=D)NR .S
{O3(CrL3, 05, —C(=0)(CReRy),R;.. —NRLC
=0, —-—NR_,C(=0)CRR¢)R,,, —OC=0)
{CRRGR ., —C{=NR,; ONR K., —NEC
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(=R, MR 45, OUCRE Ry —S(0, ~NRC=O)CRR)R 10, —OC(=O)CReRg)Rec,
(CRsKG) R, —NR C=0JOR,, —NR,S$(O,)R,, ——C==NR L INRGR,, —NF*C(=NY{M)NR14R

arvioxy or arylalkyl; —S '—\, ¥ (R bf(s,,m‘o -:a(OML SRS ), -
R4 &t 2ach cccurrence, Is independemly seiecied om

hydrogen, alkyl, cydoal&y! ot pheavl;

i, at each occurrence, is -2 and

-l

ain the compound 35 a

. the compourd of ciaim 8,
compound of formula {Ib):

iz
Rty
Ny
.38 —OH or 2lky!; or any swo elkyl
same caroon giom may form a 3-
;, which o:no-.aw .-.ay contain I-4
in which W is hydroger. or OH and m 15 © or Z. netercatoms selected £
18. The compound of Z im 9, whereir: _}< is kalo, —CN or —Qall -
R, &t each occurrence, is mdec» endertly aikyl,
cvcloalk\'lalkvl aryl, arylalkyl, beteroary! or
o 9 o 5
. fi I at eacn eccurrence, is independently hydrogern or
13 e I "C"""‘ ey, cr k}d;
5 K, cae:cﬁ’ncu:rr&:.cs, is independently hydrogen, ﬁl‘xy'i

Cye

neterocyel

y:, netes roaryl, heteroaryiaixyt,
rocyciyiaiyl, whereia the aryl,
c0aryl, hetercarvlaikyi, neterocycivi or
may bs oplichally substituted with
eteroary:, neteroarviatvi, teterocy-
'CA;'lahqi contain  i-i DS13r0roms

o

46

mw,. aryl aikeny dik\" vl vyc‘sa

ﬁbmﬁw&@
: ~O\J{ :\S;:\ o —OH, —SE
—C=O)NR,R..,
. NR,,S(0),{(CE,
s —S{ORNRE(E=0)
4 —CE=0ONR LS
YA e NR,,C
ONCRGRY )Ry, —CCE=C)
%v—r\r\,, ONR K, ~— —NEHC
—S(=0)CRE,R,.. —SC),
L CE=0YOR,, —NR_5(0,)Ke.

o —-i“\

—LC{==0INR, b\U)a.\G —8{C SRS )l\"

—Q(\o) N CE=0NR, B, OGNS

o ) (____ J\(C N >
—NRGCE=ONCRR )R 6,
—C(e=NE, )NR,R,,
SO CRKo

3

*y‘c;'\ or wm:cv;
each voowyeace, 1s independently selected from
Vi, :m/‘m:y 1 hersrocyci_\j'l or heterocyclylalkyl,,

A nezc,rowry.,
chy. ":eTerocyciylalkyl._ 2
plionally substituted «!

Fnereln
srocyciyialicyl _‘ay e Lpuoncu,y subsnmtvd with 0-3
; and th _ctbrocycly' and neterocyctyialkyl con-
. heteroaioms seiscred from N, O, and S

8, i3 indﬂ*ce”denﬂy selected irom

- C(=0"0H, 2 keterocy-
L, —O((, v beserocyely! "lzye, helo SP— —NG,,
Rig = —{(=0)0H, —C=0 )C"’Cr’ \g)r* L —"(vF )
—NR;R,, —O(CRRLR.., —OH, —38H, —S(CRR.}
—S{O%RH, —PO)RH, —CE=CINR R,

*‘b(() Nx 4&14: —NR, S(0),(CF,)

~S(DRNR, (=)
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ORg, ~—S(0),NR, ,C(=ONR.R, .., —C{=C)NR,.S

(O)(CF),CE;,  —C(=0)CRR),R,., —NR.,C
(=0, —NR, C(=O0)CRRg}R, -—0OC=O)
(CRRYR,,, —C(=NR,)NR,.R,,, ~-NHC

(=NR,,JNR R, —S(=0)CRgRy)R,.,, -—8(0),
CRRY R, —NR,C(=C)OR,, —NR S{OR,,
aryloxy or arylalkyl;
R4, at each occurrence, is independertly seiecied from
hydrogen, alkyl, cycloalkyl or phenyl; and
. ris 0-4,
| 1i. The compound of claim 9, whersin:

of' whick may be optionally substituted v 1@
1o+ &t each occurrence, is independently sel eued irom
alkyl, haloaikyl, aryl, alkenyl, alkynyi, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyelylalkyl, halo, NH,, ---CN, -NO,,
—f“( OC)OH, —C(=0)0{CRR,},E —O(CF,)
LCFs, —O(CRgR,),R g, —OH, ~—SH, —JS(CRSR8
Rig SO PO, - C=ONRR,
—NRgR,, —Q(Od SNRGR,, NRGS(O),(CF,),CF,,

—C(=0)NRS(O),R,, —S\O)_\RQC =0)OR,,
—S(O),NRLC(=O)NR R, —C{=UINR S(0),(CF,}
LF,,  —C(E=0)CReRg),R,p. —NRC{==O}H,

: ~NRGC(=O}CRR¢},R. 5, —CCEOX}CRRy),R,
~C(=NR,JNRRy, - NEC(=—NR, JNK,.R,..
—S{=0)CRR;},R,,, —S(0),{CR R, R, 0,
—NR,C{==0)OR,, RS{OR . —S(OL,NR,C(0)
R, aryloxy or arylalkyl, whereir the aryl, cycioatkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkyi, heterocy-
clyt heterocyclylalkyl, aryloxy and arylalky! mav be
optionally substituted with 0-3 B, ;

R, &t each occurrence, is independently selected from
alkvl, haloalkyl, aryl, alkenyl, alkyny!, cycloalkyl,
cyc]ualkwa‘m ‘neteroafyl neteroarsialkyl, heterocy-
clyl heterocyclylalkyl, halo, —NH,, —CN, —NQO,,

—LC(=0)CH, —C (-—O\O(CR Rg),, v —-O(CF 2‘;
ALF3, —O(CRgRg),R o, —OH, —SH, —S(CR,R,)
Ry, —S(O)H, —P(O)H, —C=ONRR,,
—NR:Rs. —5{0),NRR,;, —NR S(0),(CF,),CF,.
—C(=OINRsS(OhRs,  —3(0),NR,C==C)OR.,
—3{O),NRC(=0O)NR R, —C{=0INR,S{0),(CF,)
JCF; —C(=0)(CRRg,R,, —NRC(=0)H,
“”NRs(JL“'O)\VR Re) .o, ‘*OC\‘“ OHCRRg) Ry,

.

—C==NR | JNRGR,, ——\JH(,\::N{\ INR LR, L,
—S(=0)CRgR;},R,5, —5{G RaRe) Ry
—NR CE=0)0R,, —NRS(O,R,, arv oxy or aryla-
iky‘
» 18 alkyl, cycloalkyi, cycloalkylalkyl, —CH,CH,SCH,,
—C "H,CHLCN,
Vi \ SN
--M—CHZ—-—{\ />; or e Oyt l}»}—»-oa
N/ \ //
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wherein the alkyl may be optionally substituted with —OFH;

R, at each occurrence, is —OH or alkyl; or any two alkyl
R,’s attached to the same carbon atorn may form a 3-
to 6-membered ring, which optionally may contain 1-4
heteroators selected from N, O, and §;

R is halo or —CN;

R, at each occurrence, is independently alkyl, cycloalkyl,
cycloalkylalkyl, ary!, arylalkyl. hetercaryl or het-
eroarylalkyl;

Rg, at each cccuirence, is independently hydrogen or
alkyl;

Ry, at each occurrence, is independently hydrogen, alkyl.
cycloalkyl, aryl, arylalkyl, heteroaryl, heteroarvlalkyl,
heterocyclyl or heterocyclylalkyl. wherein the aryl,
arylalkyl, heteroaryl, heteroarylalkyi, heterocycly! or
heterocyclylalkyl may be optionally substituted with
8-5 R, and the hetercaryl, heteroarylalkyl, heterocy-
ciyl or heterocyclylalkyl contain 1-4 heteroatoms
seiected from N, O, and S;

Rg,. &t each oceurrernce, 18 independently selected from
alxyl, haloalkyl, aryl, alkenyl, alkynyl, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalky!, heterccy-
clyl hetwerocyclylaikyl, halo, —NH,, —CN, —NO,,

—L(=0)0H, —C=0)0(CRsRe),R.., —O(CE,)
ALF5, —O(CRyRy),R ., —OH, —SH, —S(CRRy)
Ko —S(O)H, —PO)H, —C(E=0)JNR_R,,,
—NR,.R,,, —S{O),NR_.R,., —NR,S(0),(CF,)

CF —C(=CONR,,8(0).Rs, —S(0),NR,,C(=0)

GR,, --S(O),NR,,C(=0ONR R ,, —C(=O)NR,,S
(0),(CF),CF;,  —C(=O)CRRG)R,, —NR,,C
=0}z, —NRC(=0)(CRgRq),R,,, —OCE=0)
(CRgRg) Ry, ~CI=NR JNR R .. ~NHC
(=NR NR R ., —S(E=0)CRRy),R,,, —S(O},
(CRE,R,.. —NRCE=0O)0R;, —NR ,S(O,)R,,
aryioxy or arylaikyl;

R, at each occutrence, is independently selected from
alkyl, aryl, arvlalkyl, heterocyclyl or heterocyclylalkyl,
wherein the alkyl, aryl, arylalkyl, heterocyclyl or het-
erocyﬁlylalkﬂ may be optionally substituted with 0-3
Rioe and the heterocyclyl and heterocyelylalkyl con-
tain 1-4 heteroatoms selected from N, O, and S;

R0 at gach occurrence, is independently selected from
alkyl, haloalkyi, aryl, alkenyl, alkynyl, cycloalkyl,
cycioaixylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyl keterceyclylalkyl, halo, —NH,, ~CN, —NO,,
—C(=0)0H, —C(=O)OCRR,)R,, —O(CE,)
JCF,, —O{CRGRR,., —OH, —SH, —S(CRGRy)

s —S(O):H, —P(O)H,, —C(E=OINRLR,,
—NR, R, —S(O)LNR,,R,,. —NR,,S(0),(CF,)

AF;, —C(=0}NR,.S(O),Rs, —S(O),NR,,C(=0)
ORg, —S(CLNR . C(=O)NR Ry, —C(=O0)NR S
(O)(CF),CE;. -~ C=0)CRyR),R\,, - NR,C
=OH, —NRC(=0)(CRRy)R,,, —OC(=0)
CRRR . —C(=NR JHNR R, —NHC
=NR_JNR R, ,, —SE0O)XCRRY,R,,, —S(O),
(CRgR, Ry, ~NR C(=0)OR;, —NR,S(0,)R,,
sryloxy or srylalkyl;

R, at cach occurrence, is independently selected from
hydrogen, alkyl, cycloalky! or phenyl; and

ris G-3.



o

O

Tis  ———C-=—  or

alkyl, cycioalkyl, aryl, ncuzror‘yc?y: or teterparyl
whicih may be cptionaily substitured with §-3 R
&, ., af cach occurrence, iz independeortly selscied erZII.
atkyl, haloalkyl, aryl, alkenyl, aikyny!, cyclozlky!,
cycloalkylaikyl, heteroaryl, heteroarylaiky!, hererocy-
clyl heterocyclylalkyl, halo, —NH,, —Ch, —INO,,
~’“( =0)0H, —C f=G)'C‘(CR8Rg\ R,o, -—O(CF,)
LCF,, —O C\shs L, —*C)H, -m?’ —S(CR\{R&)
i SO —HOLE, - COPRY,
—NEGR;, —S3(0O),N oy —NR l')-u) (CF, ),\JF
—C(=0O)NRS 0)7{6) —:;{O) \Lgm“i))CL\,,
—S{OLNRC(=C)NR R, —\,'-—-O;‘\ ¢
CFU —LCE=ONCRR R, —
RoC=U)CReR, )R,
\,(——N R1NRSR,,
—S(=0){CRgRe), R .
—NR C{E=0)OR,, s
R, aryloxy or ryialkyl whcmm e ary!
cycloalkylaikyl, netercarvi, heteroarylaily
clyl heterocyclylaliyl, CJ‘Y}OXY and ary
optionally substityted with 0-3 B ,;
X4, 21 each occurrence, is independentiy selected from
alkyl, hawoatkyl, aryl, ali‘em" alkyny’, cycloalkyi,
cvclo;lkvlajky" heteroaryl, he:e‘-'zzqiaiky’- *-e’{e:ocy-
¢lyi heterocyclylaikyl, halo, J
S C{==3,0H, Cl==C0(CRF o)

e

)

is
£
of

¥

r(:—.- "\t‘“?‘&'{nﬁ/rR 0 ! B
Hig  ——SOLH, —FORH,. -7\,‘%)“\1'{@&;
—NRRy, —S{ORNRR,, -—IKS{0),(CF,),CF,,
——C(“‘O)NQQS’O),A —S{C),NR, \,( \))VD\
S{C)NRLC(==0)NR R, —C{==0WN.
COFa, (s ONCR,2,),%
—NRC(==0}{CRH ), K, 5 {
A~C( MR IR R, - NHC(=

“'“U)(‘:—\fzﬁs klm

NRCE=0Y0R,, —

j\")}_ \vf"Rs);—w o

= R
. Ty ! f . AT 7 \ -y
— C:xg““‘“ti\ P [sh el TR P/ OH:
g F4d W _._.'!’

wherein the allcyl nmy be opticnally substitutad

R,, at each occurrence, is alkyl; or any

ettached to the same carbon aiom may form
S-mermbered ring, which opticpall

coat

s selected from N, &

nietercatom

R, at each occurrence, is Independently hydmugen o

[N
D
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R, at each occvrrence, is independertly hydrogen, alkyl,
cycloalky:, e_ryl arylalkyl, heieroaryl, heteroarylalkyl,
neterocycly. or hete rocvclvlclky1 whersin the aryl,
arylalkyl, A,etcroaryl reteroarylalkyl, heterccyclyl or
kewerocyclylalkyl may be optionally substituted with
C-3 &,,, and the heteroary,, heteroarylalkyl, heterccy-
ciyl or hewerocyclylalkyl contamm 1-4 hetercatoms
seizcied rom N, O, and S

Rg,, @ each ocourrence, is u;dependvmly selecied from
aikyl, haloa]ryz; aryi, alkenyl, alkynyl, cycloalkyi,

Soalkylalkyl heteroary heteroarylaikyz, heterccy-

ciy!l neterocyclylatkyl, halo, —NE,, —CN, —NO,,

MC’—-O\O'PL —C{(=0)O(CRRg),R.,. —O(CF,)

—O(CR%T{g} R, —OH, —SE, —S(CRgR)

{O)H, —POsH,, —C{=O)NR_R.,

" z{, f-ch}zT\RMRM —NR, .8(3),(CF,)

INRLS(O),R,, —S(0), ‘\l L4CE=D)

g {O)N F_,ﬁ_C(———U)NRI Ryq —C=ONR, S
i vn(JT})rQ by, —LE=0CRR R,

—NR,,C
(=0 A_\MC(woxcag DR, —OC(=0)
\Mmsj,k LO(=NRNR LR, —NHC
(=NRNEL R, —3(=OY(CRRy), Ry 3(0),
CRROR., —NR,CE=0YR,, —NR,.S(O,

w\ﬂo"v o «rv»ad(y‘,
L1, & each oscurrence, is indenendently selected from
ahch aryx ?“ylakyl aefe ccv“ly\ - hetero cvc‘v ?'k\ﬂ

a4 the heteroeyelyl and heterocyclylalkyl con-

_-4 Aeteroatoms selected from N, O, and S

R ., at sach occwirence, is independently selected from
alieyi, nalcalkyl, aryl, alkenyi, alkynyi, cycloaiky?,

cloalkyialkyl, heteroaryl, heteroarylalkyi, heterocy-

civh hcterocyclylalkyl, nalo, —NI,, —ON, —l\”()z,

=000, Wuo)o\o\gr\s,, o —Of

—O{CRRe), Ky —CH, —SH, —8(C RF\Q;
Rie —SORH, —P(O)H,, —C=GNR_R,,
NRR., —3(0)NR R, —NR,,SO)(CF.)

- C{=O)NR ,8(0),Rs, —S(0LNR,,C(=0)

—$(0),NR ,C(=C)NR, R, .. —C(=0)NR,,S
O, ('“O)(b'{s&s)r 1 —NRLC
—NR, C(=0)CRR )R s, —OC(=0)

C(—J\TR“JNKMKM, —NHC
1w —SE=0CRR,R, ., —5(0),
NRHC(:O)ORS, —NK ,S(0,)Rg,

ach oocarrence, is indevendently selected from
! ;_3 en, 2iky:, cysloslicyl or shenyl: and

i of claim &, wherein:

Oz O

Tis

s alkyl, cycloalkyl, aryl, heterocyclyl or heteroaryl, sl
Joich may be opticnally substituted with 0-5 R ;
»ch oeeurrence, 13 independently selecied from
haioalkyi, aryl, alkenyl, alkynyl, cycloalkyi,
cyclozikylaikyl, heleroaryl, heteroarylaikyl, neterocy-
ciyl heterocyclyialky'! hajo, —NH,, —CN, NOa,

—C(=0)0H, —C(=0)0({CRgRe), Ry, ~—O(CE)
OF, O(CREIR, - OH.  SH.  S(CRRY
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Rio  —SORH, —PO)H, —C=ONRR,,
—NRgR;,  —S(O}LNRR,.  —NR;8(0),{CF,),CF,,
—C(==0)NR,S(O),R,, —5(0),NR,C(=0)ORs,
—S{0),NR,C(=0)NR, Ry, —C(=0O)NR,S(0),(CF,)
CP,,  ——C(=O0)CRgR)Ry5, —NR,C(=O)H,
" NR,C=O0)(CRR).R ;; —OC(=0)(CRR,) R,

—C(=NR,;JNR,R,,  —NHC{==NR,,)NR,.R,..
—S(=0)(CR:R:),R;0. —S{O)LCRR,),R

—NR,C(=0)0R,, —NR4S(0,)Rs, —S(0),NR,C(O)
R, aryloxy or arylalkyl, wherein the aryi, cyclozalkyl,
cycloalkylalkyi, heteroaryl, heteroarylalicyl, heterocy-
clyl heterocyclylalkyl, aryiony and arylalkyi may be
optionally substituted with 0—3 R4

R,,, at each occurrence, is independently selecied from
alkyl, haloalkyl, aryl, alkenyl, alkynyl, cycloalkyl,
cyeloalkylalkyl, heteroaryl, heteroarylalkyi, heterocy-
¢lyl heterocycivlatkyi, halo, —NH,, h -
—C(=0)OH, —C(=0)O(CRR )R, ~O(CF,)
LCF;, —O(CRgRg)R;5, —OH, —SH, q(CRsRs)
Ry —S(O)LH, —P(OhH, —Ci=ONRE,
—NRGR,, —\‘s(u)szgkg —NRSIO) (CF,),C E*:
—C{=0O)NRS(O),R,, —S{OLNR,C==0)0R,,
—S(:O)ZNR9C(=O)I\<TR9P\9, —Cl=0)NRS(0),(CF,)

CF,, C(=0)CRR¢}. R0, --NR,;C(=0O)H,
—NR, C(—O HCRR)LR o, —OCT(=0)CR K}, R,

—C(=NR,,)NRR,, —NHC{=NR, )‘\mb 14
*b(ho)(CRSRR)rRl«,s ‘S(b)‘/CR t‘ R. 03
—NR,C(=0)OR;, —NR;S(C,)R,, arvioxy or aryla-
Tkyt,

R, is alkyl, cycloalkyl, or cycleatkyleikyl. wherein the
alkyl may be optionally substituted with —OH;

R, at each occurrence, is alkyl,

R is halo;

Rg. at ba\,h occurrence, is ndependently alkyl, cycloaliyl,
cycloaliylalkyl, aryl, arylalkyl ketercarvl or het-
eroaryialkyl;

Rg, at each cceurrence, s independently hydrogen or
alicyl;

R,, at each occurrence, is independently hydrogen, alkyl,
cyeloalkyl, aryl, aryialkyl, hetercaryl, hetercarvlalkyl,
heterocyclyl or heterocyclylalkyl. wherein the aryil,
arylalkyl, hetercaryl, heteroarylaikyl, neterocyclyl or
heterocyclylalkyl may be optionallv substituted witz
0-5 Ry, and the hetercaryl, heteroarylalkyl, heterocy-
clyl or heterocyclylalky! contain i-4 aeteroatoms
selected from N, O, and §;

R,,. at each occurrence, is independently selected from
alkyl, naloalkvl, aryl, aikenyl, alkynyl. <ycloalkyl,
cycloalkylatkyl, heteroaryl. heteroary l&]L}x, heterocy-
cly! heterocyclylatkyl, hale, - ]\TLL -CN, ~NO,,
—L(=0)0H, »‘L(“"\J)U BoRg), R, —O(CE)
ALFs, _-O(CKBL\S)I‘EA4> - f)r -8, - 5{CRgRy)
Kia —S(OY, j CE=0NR LR L,
HNR14RA4: NE d Cho(CE,
JCE,, _£(=0)\IR,¢(O},- 6 ¢

(=0'
ORg —S{O),NRLCE=DINR X, ., — WK, L5
(O)(CF,),CF;,  —C(=O)CRR,;,R,,, —NR,C
=0, —NR ,CE=ONCRRgR ., ——OCE=C)
(CRgRg) Ry, (“N 1) N 4‘%” ~NHC
('_NRM)N":MR 5= =O)(CRR ) .., ‘“S“\O)z

{CRgRo)R.. JR14V(~U)3R8 —?J314S(02)Rs>
rylorvy or arylalkyl,
R, at each oceurrence, is independently selected from

alkyl. aryl, arylalkyl, heterocycelv! or heterceyelylaiky,
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wherein the alkyl, aryl, arylalky!, heterocycly! or het-
erocyclylalkyl may be optionally substituted with 0-3
R04 and the keterocyclyl and heterocyclylalkyl con-
tain 1-4 heteroatoms selected from N, O, and S;

Rq,, at each occnrrence, is independently selected from
alkyl, haloalkyl, aryl, alkenyl, alkynyl, cycloalkyl,
cycloatkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclylalkyl, halo, —NH,, —CN, —NQ,,
—C(=0)CH, —C(=0)0O(CRgRy),R,,. —O(CF,)
CFs, —O{CRgRg}Ry,, —OH, —SII, —S(CR4Ry)
,Q;A.w —S(O):H, ——P(O,y_z —C(=ONR R ,,
—NR, K., AS(O)zl\rRhRJq. —NR,S(O)(CF>)
LF;, —L(=0JNR,S(0);R;, —S(0),NR,,C(=0)
OK,, —S(O),NR ,C(=O)NR .R,., —C(=0)NR,,3
(0),(CE),CF;,  —~C(=O)CRgRe) Ry, —NR,,C
(=O0H, —NR, C(=0)}CRRe)R,,. —OC(=0)
{CReRe)Kys —C(=NRINR 4R, —NHC
(==NRJNR,R,,, —S(=O)CRRg), R\, —S(0),
(CRsRg)R,5 —NR,,C(=0)ORg, —NR,,S(O,)Rs,
aryloxy or aryialkyl;

R,., ai each occurrecce, is independently selected from
aydrogen, alkyl, cycloalkyl or phenyl; and

rig (.2

i4. The compound of claim 9, wherein:

K, is alkyl, cycloalkyl, aryl, heterocycly! or heteroaryl, ali
of which may be optionally substituted with 0-5 R, ;
R,,. & each occurrence, 1s independently selected from
alkyl, bhaloalkyi, aryl, alkenyl, alkynyl, cycloalkyl,
cycloaikylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclylatkyl, halo, H,, —CN, —NG,,
—{1=0)0H, —L(=0CRR),R,,. —O(CF,)
AT —O(CReR )R 6. —OH, —SH, —5(CRRy)
o —S(0)5, PO)E,, —C(=O0O)NR.R,,
“NR,R,, —S(C),NR;Rs, —NR,S(0),(CF,),CF,,
~C(=ONR,SO).R,, . —S(0).NR,C(—OJOR,,
S{OLNECE=0INRR,,, —Ci=0)NR,S(0),(CF,)
LFs —C(=0)CRRe), R, —NRC(=O)H.
TNR,C C(=CXCR4Ry),R 5. —OC(=O}CRsRg),R o,
—LC(=NR ,)NRgR,, —NHC(==NR ,)NK R,
—S(=0)}CR3R4).R o, —S{O)(CR:R),R
—NR;C(=0)0Rg, —NR,S(0,)Rs, —S(0),NR,C(O)
R, aryloxy or arylalkyl, wherein the aryl, cycloalkyl,
cyc alkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
cly: heterocyclyialkyl, arvloxy and arylalkyl may be
optioraily substituted with G-3 R, ,;

rlp. a0 2ach occurrence, is indepencently selected from

alkyl, ialoalkyl, aryl, alkenyl, alkynyl, cycloalkyl,
cycloalivlalkyl, Leteroaryi, heteroarylalkyl, heterocy-
clyi hererocyelylatkyl, halo, --NH,, --CN, --NO,,
~C{=0)OH, —C(=0)O(CRsR¢),R,;, -—O(CE,)
LCEs, ~—Ofu\€‘\8) Rio. —OH, —SH, —S(CRgRy)
Byge —S(0).H, —P(O);H,, —C(=0O)NR,R,,
“R,R,, —S(0),NR;Rs, —NR;S(O),(CF,),CFs,
—C(=O)NR,S(O)R,,  —S(O),NR,C(=O)OR,,
—S(D),NR,C(=0ONRR,, —C(=ONR;S(0),(CF,)
LFs. —C(=0)CRy Rg)ers —NR,C(=0)4,
L NRGC(=O)CRgR )R 00 —OC(=0)CReRg),R 00
VK_NRM)N%R% ~-NHC(==NR, ,)NR 4K,
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8= CRK ) R o, 3£ The compourd of claim 15, wherein:
—NR C{=0)OR,, —NRS(,
h(yx
- 5. o s} ~
is alky? or cycloalkyl: B \ii H
?4, at each occurreace, is alkyl; T el S G o
.{ is haic: l
R, at each occurren ce, s alkeyi, cycloalkyl, g
cycinalicylaiky! fry], arylatkyl, hetercaryl or het. o
erparyialkyl; g ‘
Rg, at each occurrence, is independently hydrogen or I
alkyi; el
5 R, at sach oocurrerce, is indspandenty avdrogen, alkyl,
eycloalicyl, aryi, arvialkyl, "th—,om‘ hetercarylalky!, -
heterocyelyl or heisrocy yelylaikyl, wherein e ary, 27 A compound of formula {Ic):
arylalkyl hewercaryl, hewroaryialiyl, teterooyeiy! or
heterocyelylatkyl may be opt- nalyy 3 ubstituied with i
\C
G-5 R, and the hetercaryl, hetercaryl "Jsf‘ eierocy- Rs)a o e
“?L or be‘rer\,\,yclylaﬂfyj contain 1-4 Leieroaioms ':l"—'\ . | JRis
selected from \ O, zmd a, / / \ T
w z
iected from A VA ~ E
< Ky
. o : A w }———/ ?

\/V\“O&HTYL,
netemary! vialicyi, neterocy- A
cb, keterocycivlalkyi, kalo, i, —ON, - n
-—-—a_,( ___’\)O_“ — T“\_JJO(C;\.SL\U,E > “LC“ )
CF_. —O(CRGRGLR, ., —¢ VRORF, -:pmm ugs or pharrpaceutically accepiatie
e —S(O)RH, . NR LR, v/hergin:
TNR R :IS’(UF , "VR‘“("/’\C“’\/’ s I~ l,l*e eroary! or aryl, wherein the heteroaryl
g’{: —X C(}T ;F)‘V,R:;‘ﬂ ” C; 2 aryl may be opricnaily substituted with G-3 R, ;
(O)(CF,),CF., ‘_C‘\‘:f . or petercaryl, 30 th of which may be onnona1 y
(=0, —NR, -—O\CRPK,M‘ ) _>—F with 0-3 R,,. provided that when R,
{ CRSRS},RI,, —C(==NEINR R , X4, c2nnot be orihe-methoxy;
N'Rl WE LR ., —S{(==0 ,\LLL‘R o) k., & each occurreace, is independently selected from
A CRgRR., —NRLCE=OOR,, —N haloalkys, aryl, alkenyl, alkynyi, cycloalkyl,
' a‘:yloxy or arylalyl; Ikylalieyl, hatercaryl, hetersarylatkyl, heterocy-

R, &t each occurrence, is L‘Cé‘beﬁd ently selected from cl byt heterocyciyizikyl, halo, —NH,, —CN, —NOG,,
alkyi, aryl, arylalkyl, | AV? or LJ&:““chv‘aik : :u)’ JE, —LE=0)0(CRR,R,,, —O(CF.)
wherein the alicy?, eryl, “-,"x kyl, hetercevelyl or . CRSRg)rRlC. -—QI—I —SH, —S{CRRg}
saly Quoaumtuc with 0-3 o —S{C)H, ——P(G}sz ——C/—O)NW;QRQ,

b.ma, and the J“(("O"‘/CIV and cele ocyet ylaikyl con- - NEGR;,  —-S({C),NR.R,, 7\&35(0 .{CF,),CE,,
tain 1-4 hetercaicr o N, O, axd Zie=O)R,2 0, Ry, C (MO\OR(,,
R, 4, 2t each nocurvence, s sendenty —S{CNELCE=0)NR R, —\,(—O INRGS(O),(CF,
g alkyl, haloalkvl, aryi. : “"C'Oa”(}, i o —C(=0)CReR,). R, —NRC{==C )H,
cvcloaikyialyl, heteroaryl ; her erocy- .\RWQ— ONCRgR)R o —CC=0)CRKL), R,
cly! heterocyclylatkyl, halg, - N7, - Lu, : R ONRGR,, —NEC(E=NR ONK K,
—L(=0)0H, —O(Cr ) =IHCReRq) Ko, ‘RaRe), Ry
LOF, —O(C Ngms) R, —S{CRR,) —NR;CE=O)OR,, —NRS{0,)Rg, —S(0),NR,C(0)

K —S(ORLE, R.. aryioxy or arylalkyl, wherein the aryl, cycloalkyl,

—NR Pl cycloelkylalkyl, heteroaryl, heteroarylalky!, heterocy-
Ly, L ciyl heterocyelylalkyl, aryloxy and arylalkyl may be
ORg, —3(() opnoratiy substivuted with 0-3 R,,;
{O3(CF3LF R °ach ccerrrance, is independently selected from
=0k, 2k, k9, aryl, atkenyl, alkynyi, cycloalkyl,
(CRgRg),R . ~NHT cycloalkylalieyl, heteroaryl, neteroarylalkyi, aeterocy-
( = @!(L »—s~\s/r\w —5(0;, clyi hererocyciviaiiyi, hale, --NH,, TN, - NG,
\L/RQRS ARy —NETE=030R,, ¢ —L{=008, —4;<_U,O(L RRo Ry 005,
k aryloxy or arylalkyl; LT, —OCRER )R, —OH, —ST-I —S(CR Re)
. R4, 21 e2Ch oCCurrence, is ndependsnily ssae;ud from R, —S{G)H, P(O)H,, ~—C(=C)NR, Rg,
kydrogen, alkyl, cycloalkyl or cheny!; = —WRgR;, —S(ORNRGRs, —NRGS{O),(CF,),CF
ris 0-2. —-ClE=UINR,S(O).R,, —S8(G),NR,C(=0 ,OR
. The compound of cleim 8, wher —S{0),NRCE=ONR R, —C=OJNR SO, {CF,)
sec-butyl or cyclopropyi; R, is methyh & O, —C(=O}CRR )R 5. —NR,C(=C)HH,

K. is 2ikyl, cycloallvl, arylo" heterozss . —-\IRNC(=*’))(CR8R LR 10, —OC(E=0}CRRe),R 0,
be optionally substituicd with 0-5 B - Cl=NR | INRR,, - NEC(=NR, JNR K,




US 2007/0208056 Al

3

—S(=0)(CRRs), Ry, ~S(C}(CRRE), Ry
—NR;C{=0)0R,, —NR,S{0, )R, aryloxy or aryla-
Tyl

R, is alkyl, cycloalkyl or cycloalkylalkyl, wherein the
alkyl may be optionally substituted with —OH;

R., at each occurrence, is F, —GH or alkyl; or any two
alkyl R,’s attached to the same carbon atom may form
a 3- to 6-membered ring, which optionally may contain
1-4 heteroatoms selected from N, G, and S;

W is hydrogen, F, —OH or —NH,,;

R; is halo, —CN or —Oalkyl;

R, at each occurrence, is independently alkyl, cycloalkyl,
cycloalkylalikyl, aryl, arylalkyl, heteroary! or het-
eroarylaikyl;

Rq, at each occurrence, is independently hydrogen or
alkyl;

R,, at each occurrence, is independently hydrogen, alkyl,
cycloalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl,
heterocyelyl or heterocyclylalkyl, wherein the [k ary),
arylalkyl, heteroaryl, heteroarylaikyl, hererccyelyl or
heterocyclylalkyl may be optionally substituted with
0-5 R, and the hetercaryl, hetercarylelkyl, heterocy-
clyl or heterocyclylalky! contain 1-4 aeteroatoms
selected from N, O, and S;

Ry, at each occurrence, is independently selected from
aikyl, haloalkyl, aryl, alkenyl, alkynyi, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkyl, aeterccy-
ciyl heterocyclylalkyl, hale, —NH,, —CN, —NQ,,
—C(=0)0H, —C(=0)0CRR) K, —OCF,)

rCFS’ _O(CRSRS)IRI-’H -()Ha *SH —“S(CRSRS)
rRl—’w ..... S(O)Bh, P(O)BHZ . C(":O)NRMRH.:
"NR.Ry, —SO)NR, R, —NR,.S(0),(CF,)

CF,, —C(=0)NR_,S(O),Rs, —S(O),NR,,C{=0)
OR,, —S(O),NR,C(—=O)NR, ,R,,. —C(==O)NR ,$

(O)ACF,),CF;.  —C(=0)(CRgRg), Ry, —NR,C
, (=O0H, —NR,C(=O)CRRHR,,, —OCE=0)
) (CRgRe}R, 5, —C(E=NR INR R, —NHC
(=NR NRR,.. —SE=O)CRRR,.. —S(0),

(CRgRg), R, —NR,C(=0)0R,, —NR.S(O,)R,,
aryloxy or arylalkyl;

R, at each occurrence, is independently seiected frora
ailyl, aryl, arylalkyl, heterocycly! or heterocyelylalkyy,
whaerein the alkyl, aryi, arvlalkyl. heterocyclyl or het-
evocyclylalkyl may be optionally substituted with (-3
R, and the heterocyclyl and heterocyclylalkyl con-
tain 1-4 heteroatoms selected from N, G, and S;

R, at each occurrence, is independently selecied from
alkyl, haloalkyl, aryl, alkeavl, alkynyl, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclylalkyl, halo, --NH,, —CN, --NO,,
—C(=0)OH, —C(=0)O(CReRe)R,., —O(CE,)
LFs, —O(CRgR),R,,, —OH, —SH, -—S(CRgRg)

R —SO)RH, —PO)RH, —LCE=0NR R,
TR, Ry —SOLNRKs —NR,.3(0)(CFe

CE5, —C(=O)NR,,8(0),K;, —S(0),NR,,C(=0)
ORg, —S(0),NR, CE=ONR R, — (=OINR,.S

(0)(CF3),CF;,  —C(=0)(CReRg},R, .. —NRLC
(=0, MR, C(=O)CRsRe), R ,s,  —OC(=0)
(CRgRg) Ry ~C(=NR )NR 4R 1, ~NHC
(=NR NR R ., —S8(=0)CRR)R,,, —80),

(CRgRg),R 5, —NR,C(==0)JORg, —NR S(C)R;,
aryloxy or arylatkyl;

R4, at each occurrence, is independently selected from
hydrogen, alkyl, cycloalky! or pheayl;
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m, at each occurrence, is 0-2;

nis 1-3; and

715 0-5.

18. The compound of claim 17, wherein the compound is
a compound of formula (Id):

(1d
(Rs)n (o) )
/‘-‘I-— /”_/NH—-R, .
\ / s %,
W
Redm

16, The compound of claim 17, wherein:

K. 5is —NHR,, heteroaryl or aryl, wherein the heteroaryl
and aryl may be optionally substituted with 0-3 R, ;

R, is aryl or heteroaryl, both of which may be optionally
substinited with 0-3 R, ,;

Ry, at each occurrence, is independently selected from
alkyl, haloalkyl, aryl, alkenyl, alkynyl, cyclealkyl,
cycloatkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclyialkyl, halo, —NH,, —CN, -—NO,,
—C{=0)0H, —C(=0)O(CR:R},R,q —O(CE,)
ACFs, —O(CRgR4)R 5, —OH, —SH, —S(CRgRg)
K, —SOLH —PO)H, —C=O)NRR,,
—NR B;, —S{ORLNRR;, —NRS(O)(CF,),CF,,
—C(=0)NR,;S5(0):Rs, —S(0),NR,C(=0)OR,,
—-5(0),NRyC(=GINRyR,, —C(=0)NR,S(0),(CF,)
CF, - C(=O)CRRoRyp,  —~NR,C(=O}H,
" NRCE=O)CRR,R, 6, —OC=0)CR R}, K 0,
—C(==NR,)NR,R,, —NHC(=NR, )NR LR .,
—SE=0)(CRR¢) R, —S{0),(CRgRg),R o,
—NR,;C(=0)0OR,, —NRS(0,)Rg, —S(0),NR,C(O)
Ry, arvioxy or arylalkyl, wherein the aryl, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclylalkyl, aryloxy and arylalkyl may be
optionaily substituted with 0-3 R, ,;

Ry, at each occurrence, is independently selected from
alkyl, haloalkyl, arvl, alkenyl. alkynyl, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkvi, heterocy-
clyl heterocyclylaikyl, halo, —NH,, —CN, —NO,,
—C(=0)CH, —C(=0)O(CRsRy,R;e;, —O(CF,)
(CFs, ~O(CRR)Ryo, —OH, —SH, —S(CRRy)
R0 —SO)LH —PO)LH, —C(=ONRR,,
—NRoRs,  —S(0),NRR,,  —NR;S(0),(CF,),CF3,
—C(=0)NR5(0).Rs, —S(O);NR,C(=0)OR,,
—S(0),NRyC(—O)NR Ry, —C(=O)NRoS(0),(CE,)
LEs, —C(=0)(CRRg),R,;q,  —NR,C(=0)H,
—NR,CE=0)CReRy), Ry, —OC(=OXCRRS), K, or
—C(=NR, )NRR,, —NHC(=NR }JNR R,
—S5(E=0){CRR). R, —S(0),(CRgRg),R o,

- NRyC(=0)ORg, - NRgS(0,)Rg, aryloxy or aryla-
iyl

R, is alkyl or cycloalkyl, wherein the alky! may be
optionally substituted with —OH;

R, at each occurrence, is F, —OH or alkyl; or any wwo
alkyl R,’s attached 1o the same carbon atom may form
a 3- to 6-membered ring, which optionally may contain
1-4 heteroatoms selected from N, O, and S;

W is hydrogen, F, or —OH;

Rs is hale, -CNor -Oalkyl;
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R, at each occurrence, is independently alkyl, cyclealkyl,
cycloalkylalkyl, aryl, arylalkyi, heteroaryl or het-
eroarvialky;

R, at each occurrence, is independently hydrogen or
ajkyl;

Ry, at each occurrence, is independently Lydrogen, alkyl,
cycloalkyl, aryl, arylalkyi, heteroaryl, hetercarylaikyi,
heterccyclyl or heterocyclylalkyi, wherein the aryl,
arylaikyl, heteroaryl, hetervarylelkyl, heterocyely! or
heterocyclylalkyl may be optionally substinred with
0-5 Ry, and the heteroaryl, _eLexoa_rylal :yl, heterocy-
ciyl or heterocyclylalky! conmain 1-4 heteroatoms
selecied from N, G, and S;

Ry, at each occurrence, is independzntly selected from
alkyl, haloalkyl, aryl, alkeny!, alkynyl, cycloalkysi,
cycloai(yla;ky; eteroaryl, hetercarylalkyl, heterocy-
clyl heterocyclylalkyl, halo, —NB,, —CN, —NQ,,

¢ ~C=0)08 * —C=0)0(CR R & s
A, —O/C"ng)m“, —OH, —S8FH, —S8(CRRy)
Qld” bfo)"‘" C’)DHZI L '-_O‘I\ququ:.,

3 _NRl—’\-RI:{-/ ““5(0)1NR14R14> “Nth.S((»}}z(CFz)
» AT, —CE=0INR,,S(O)R,, —S5(0)NR,,C(=0)
OR,, —S(O},NR, ,C(=O)NR R ,,, —C(=OiNR, S

(0)5(CF,),CF5.  —C(=O0)(CRgR;),R s, —NR,.C
(=OH, —NR,C(=0)CRR)R,, —OC(=0)
(CRgRg), R4 ~C(=NR | JNR R, —NHC
(=NRNK R, .. —S(=0)CRRLR, .. —S(0),

(CRSRS).»RM: _P\T[{14C<.—20)0R87 _‘NRMS(Oz)Rs:
aryloxy or arylalkyi;
: R, at each occurrence, it independs mly select

alkyl, aryl, arylalicyl, heterccyeivi cr hes i,
wherein the alkyl, aryl, arvialkyl, nﬁtaucvuy or het-
erocyclylalkyl may be optionaily substituted with 0-3
R 0. and the heterocyzlyl end heterocyclylalkvi con-
tain 1-4 heteroatoms selecred from N, ¢, 2nd §;
R, 0. at €ach ocourence, is independently selected from
alkyl, Laloatkyl, aryl, alkenyi, alkyayi, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
ciyl heterocyclylaikyl, hale, —NH,, —CN, —NQ,,
—LE=(0H, —CE=00CRER R, —OCF,)
LF;, ——OCRgR,),R,,, —0OH, —8H, —S(CR, Rg)
® Ry —SOLE, —BO)H, —C=ONK R
NR R, --S(0), NQM\{H’ ....... NE,,SC) 2(@1::,
’; AF;, —C(=O0ONR_S8(O),R;, —S(O}L,NR,.Ci==0)
' ORg, —S(03,NR | C(==O)NK, K,., —C(=0NR,_S
(0)(CF,CF;,  —C(==0O)}{CRR),R —NE,C
(=0, ~—NR,C=O0)CRR )R, . —OC=C)
(CRR R4 —C(=NR,NR R —NHC
(=NR IONR R,., —SE=0)CRRHR,, —SO),
(CR3Re).R . —NRC(=0JORs, —NRLS(O)R,,
aryloxy or arylalkyl;
R4, at cach occurrence, is independently selecizd from
hydrogen, allcyl, “ycloqlkyl or phenvl:
m, at each occwrrence, is 0-2;
nis 1-2; and
ris 0-4.
20. The compound of claim 17, wherein:
R, 515 —NHR,, heteroaryl or aryi, whereina the hateroaryi
and aryt may be optionally substituted vita 0-3 B ;
R, isarylor hoteroaryL which may te optionally substi-
wated with -3 R,

R,,. at each rovrrencG is independenily selecied from
alky haloalicyl, aryl, alkenyl, alkynyl, cycloalkyi,
cycloalicylalkyi, heteroaryl, neteroarylalkyi, heterocy-

373
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iyl heterocyclylalkyl, halo, —NH,, —CN, —NO,,
—C(=C)0H, =0)O(CRsR) R 5, —O(CEy)
ACFs, —O(CRR)R, o, —OH, —SH, —S(CRRy)
Ry —SO)H —POLH, —C=ONRR,,
~NRoRy, —S(0),NR,Rs, —NR,S(C),(CF,),CF.,
—C(==0)NR,5(0),Rg, —S(0),NR,C(=0)0R,,
—S{0),NRC(=C)NRR,, —C(=0O)INRGS(0),{CF,)
ALFs, —C(=0)(CRRe),R,0,  —NRC(==CjH,
—NRGC(=0)(CR R, R 5. —OC(=0)CRR)R .o
- C(=NR,JNRRs, - NHC(=NR,JNR.R,,,
—S(=O0)CRR),R,q, —S(0),(CRR )R,
—NR;C( =0)OKg, —NR;S(0,)Rq, —S(0),NR,C(O)
R, aryloxy or arylalkyl, wherein the aryl, cycloalkyl,
cycioaikylaikyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclyialkyl, aryloxy and arylalkyl may be
optionally substituted with 0-3 R, ;

R,,. at each cceusrence, is independentty selected from
akyl, haloalkyl, aryl, alkenyl, alkynyl, cycloalkyl,
cyclsalkyialkyl, e'croa*'y; heteroarylaikyi, heterocy-
c1y1 helero\,yuylalﬁy; helo, —NV-L, —CN, —NO,,
—{(=0)0OH (“’)1()(( ReRg), R0, —OCF,)
JLCFs, —O{CRSRS},REO, —OH, —58H, —S{CRRy)
R —BO)H, —PO)H, —CE=O)NRR,,
© NRyR, ~-S(O),NRsRs, - -NR,S(O),(CF,),CF,,
—C{=0)NRS(O}.R,, ~—S{0),NR,C(=0)OR,,
—S(0)NRyC(==0)NR R,, —C(=O)NR,S(0),(CF>)
LEs, —C(E=0)CRRe).Ryy,  —NRC(=0)H,
“HR,C—O)CRR R, 5, —OC(=0)(CRRe),R 0
—C{=NR NRK,, —NHC(=NR ,)NR R,
—SEUNCRR LR 6 —S(O){CRR ), K 0.

—NR;C(=0)OR,, —NRS(0,)R,, aryloxy or aryla-
kyl;

R, is alky! or cycioelkyi, wherein the
optionally substituted with —OH;

R, at each occurrence, is OH or alkyl; or any two alky?
K.’s attached 1o the same carbon atom may form a 3-
10 S-membered ring, which optionally may cosntain 1-4
hetercatomms selested from N, G, and S;

W e hydrogen or —OH;

K 18 kalo or —CN,;

R, at each ocenrrance, is independently alkyl, cycloalkyl,
cycloalkylatiyl, aryl, arylalkyl, heteroaryl or het-
eroarylalkyl;

Rg, at each occurrence, is independently hydrogen or
atkyl;

R, at each cccurrence, is independemtly hydroger, alkyl,
cyclozikyl. aryl, arylalkyl, heteroaryl, heteroarylalkyl,
neterceyclyl or beterocvelylalkyl, wherein e aryl,
arylalicyl. heteroaryl, heteroarylalkyl, heterocyciyl o'*
heterocyclylalky! mey bte optionally substituted with
G-3 R, and the heteroaryl. heteroarylalkyl, heterocy-
clvi or hetsrocyclylaikyl contain 1-4 heteroatoms
sziecied from N, O, and S;

R, ai each occurrence, is independently selected from
alkyl, haloatkyl, aryl, alkenyl, alkynyl, cycloalkyi,
cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
cuyl heterocyclylalkyl, halo, —NH,, —CN, —INO,,
—L{==0)0H, —C(=0)O(CReRq), R\, —O(CE)
LF;, —G{CRsRg}, R, —OH, —SH, —S(CR¢Ry)
Lya —SO)H, —PO)H, —C(E=ONR.R.,
_‘NR14R1$ ———S(O)ZNRMRH, _NRiés(O)z(CEZ)
LCF;, —CE=O0NR LS(O).Re, —S(0),NR,.C(==0)
OR4. —S(O)LNR LC=OINR LR, —C(=O)NR,.S
(0),(CE,),CF;,  —C(=O)CRRg), R, —NR,,C

alkyl may be

W
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(=OH. —NR C(=0)CRgRg)R ., ~OC(=0)
(CRgR).R ., —C(=NR,)NR.R,_. —NHC
(=NRINR Ry, —SE=O)CRERGR,, —S(0),
{CRRY),R ., —NR ,C(==0j0R,, —NR,.S{O.)R,,
aryloxy or arylalkyl;

R, o, &t each occurrence, is independenily selecied from
alkyl, aryl, arylalkyl, heterocyclyl or heterocyelylaiky?,
wherein the alky., aryl, arylaikyl, hetexceyelyl or het-
erocyclylalkyl may be optionally substituted with 6-3
Ky and the heterocyclyl and heterocyelylaiky! con-
tairr 1-4 heteroatoms selected from N, 3, and S;

R 0a» 8t each occurrence, is independendy selected from
alky!, haloaikyl, aryl, alkenyl, alkynyl, cycloaikyl,
cycloalicyialkyl, heteroaryl, heteroarylalkyi, heterocy-
clyl heterocyclylalkyl, haio, —NI,, —CN, —NQ,,

—C(=0CH, -—C(==0)O{CR R& R, —O(CF,)
,.(“.FE —O(CReRe) R s —OH, —3H, —S(CRRy)

Koo —S(O)H, —PO)H, —C(=O0NR_ R,
NK,Rp,, —S(O),NR Ry —NR,S(OL(CF)

ACFs, o 'C(=O)NR14~(O)7 Ry ~S{0)NR . C(=0)

ORg —S(O),NR [ C(=ONR R, ,. —C(=0ONR S

(OR{CF,CF;. - —C(=0)CReRe 3R, —NR.C

(=0, R, C(=0)CRRI,R ;0 —OCE=0)

(CRsRe) R4 —C(=NR )NR R, —NEC

=NR JINE R, ., —SE=0)CRR )R, —S(O),

(CRgR KR ., —NR,C(=D)0R,, —NR LS(O,)R,,

aryloxy or arvialkyl;

14> 2t each cccurrence, is independently selected from

hydrogen, alkyl, cycloalky! or phenvi:

‘m, at each occurrence, is (-2;

1nis 1-2; and

ris (-3,

2%, The compounc of claim 17, wherein:

R, s is —NHR |, heteroaryl or aryl, wherein the he
and aryl may te optionally substitured with O

R, is arylor heteroarvl which may be opticnali szbstl-

‘tuted with 0-3 R,

\e» 8t each occur'renre 18 independenly >

alkyl, haloalkvi, aryl, alkenyl, alkynyi, w,Joai;«(yl,

cycloalkylalkyl, heteroaryl, hereroarylaikyl, heterocy-
clyl heterocyclylalkyl, halo, --NH,, - CN, —NG,,

—C(=0)OH, —C(=0)O{CR{R)R,,, —O(CF,)

LCFs, —O(CRgR )R, —OH, —SH, —3(CRRg)

Ko —3(ChH, —PO)H, —C{=ONRR,,

NRgRy, —B8(0),NRgR,, —NRS{0),((F,),CF,,

—C(=T)NR5{0O},R,, Q(0)2'\*6 CE=O0R,,

—S(O)NRC{=0)NR R, —C{=ONR,S(ILLCF,)

CFs —C(=O)CRROR,  —NRO—OF,

RS

R

—NRGCE=ONCRgRe),R 5, —OC(=0D)(CR; 3{Q)ri 0
C(=NR JNRoRy,  ~ NHC(==INR )2 4R .,
—'S(:O)(CRSRS)er: "‘“KO)’ {C: ("i‘*”&‘o

—NRC(=0)0Rg, —NRS(3,)Rg, —S(0),INR,C(O)
R, aryloxy or arylalkyl, wherein the aryl cywroalkyl,
cycloalicylalkyi, heteroaryl, heteroarylaliyl, heerocy-
clyl heterocyclylalkyl, aryloxy vwd aryialky!l mav e
optionally substituted with -3 R, ,;

R4, 2l eacn occurrence, is independertly nelec‘:ea" from
alkyl, haloalkyi, aryl, alkenvl, allcyev!, wf:loa"kvl,
cycloalicylalleyl, hetercaryl, heterc a.r)fz«:kv? heterocy-
ciyl he erocyclvlalkyl haio, —NH,, —CN, —NG,,

~—C(=:O)QH —=0J0(CRRy) K.y, —LHCEF,)
LF, _O(CRsRs)rR 100 —OB, —SE, —5(CRRe)
Aoy —S(O)H,  —P(O):H,, U\——O)Wv?\&

—NR.R;, —S8(0),NR.R,, —NRS(O}(CE,),CF.,
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—C(=ONRyS(0).Rs,  —S(0),NR;C(=O)OR,,
—S(0),NR,C(=O)NRyR,, —C(=O)NR,S(0),(CF,)
LFs, —C(=0)(CRgRg),R,5, —NR,C(=0)H,
—NRGCEONCRR), R 5. —OC(=0)CR:R),R 0,
—C(=NR,)NRGR,,  —NIC(=NR, JNR,.R s
—SE=0)CRR )R, —S(0),(CRR )R
—NRG;C=0)OR, —NRS(0,)R,, aryloxy or aryla-
tyl;

X, iz alkyl or cycloalkyl, wherein the alkyl may be
optionally substituted with —CH;

R., at each occurrence, is alkyl; or any two R,’s attached
to the same carbon atom may form a 3- to 6-membered
ring, whick optionally may contain 1-4 heteroatoms
selected from N, &, and S;

W 1s hydrogen or —OH;

Ry 8 halog

Ry, at each occurrence, is independently alkyl, cyclealkyi,
cycloalkylalkyl, aryl, arylalkyl, heteroaryl or het-
eroaryialkyl;

Rg, @ each occurrence, is independently hydrogen or
alkyl,

Ry, at each occurrence, is independently hydrogen, alkyi,
cycloaltkyl, aryl, arylalkyl, heteroaryl, heteroarvlalkyl,
heterocyclyl or heterocyclylalkyl, wherein the aryi,
arylalkyl, heteroaryl, heteroarylalkyl, heterocyclyl or
heterocyclylalkyl may be optionally substituted with
0-5 Ry, and the heteroaryl. heteroarylatkyl, heterocy-
clyl or hewrocyclylalkyl contain 1-4 heteroatoms
selected rom N, O, and S

Rg,, at each occurreice, is independently selected from
alkyl, heloalkyl, aryl, alkenyl, alkynyl, cycloalkyi,
cyfloajcvzalkw 11r;revoary1 heterozry]a kvl, heterocy-
ciyl Leterocyclylalkyl, halo, —NH,, —CN, —NG,,
—L(=0)0H, —C(=I)0(CRR,)R,,, —O(CE,)
A8y, —O{CRgRg)R 4, —OH, —SH, —S(CRgRy)
Hya —S{0)E, —PO)H,, —C(=O)NR. R,
TNELR,., —SOLNR K. —NR,SO)LCE,)
[CF;, —C(=O)NR S(0).Re. —S(O),NR, C(=0)
ORg, —S(O},NR..C(=ONRR,,, —C(=O)NR .3
(C)y(CF,),CFs, —C(=O)CRiR:, R, —NR,,C

(=0, —NR_C(=O0)CRRH)R,,, —OC=0)
(CReReI K4 ‘C(=NR14)NR14R14: —NHC
(=NR_ JNR R, =O)CRyRe),R, ., —S(0),
(CRGRR, ., N?MC(—O)ORS, —NL\HS(O,)_\S,

arvloxy or arvlalkyl;

R... &t each oceurrence, 1s independently selected from
aikyl, aryl, arylaikyl, 1eterocy»ly or heterocycivlalkyl,
wherein e alkyl, aryl, arylalkyl, heterocyclyl or het-
erocyclylalkyl may be opnona]ly substituted with 0-3
R, and the heterocyclyl and heterocycivlalkyl con-
tam 1-4 heteroatoms selected from N, C, and S;

R.c,, at each occurrence, is independently selected from
alkvl. haloalkyl, aryl. alkenyl, alkyny!l, cycloalkvi,
cycloalkylalkyl. heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclylalkyl, halo, —NH,, —CN, —NO,,
—C(=C)OH, —C(=O0)O(CRR)R,,, —O(CE,)
CF3, \J(CRgRg),RM,, —OH, —SH, —S(CR¢R,)
R, —SO),H, H,, —C(=ONR_ K, ..
—NR R, —SORNR KR, —NR,,8(0),(CF,)

”Fn, i (==0) INR,S(O),R,, —~S(O) NR,,C(=C>
ORg, ~‘~(O)2NR L~——-O\I\K1AR 4y b(;)NRus
{O)ACPLCF;,  —C(=0)(CRgRg)R1.. —NRC
=05, ‘“NR14C(:O)(CR8R8);-R14: —0C=0;
(CRRQKys  —C(=NR,)NR, R, —NHC
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Lo
.}

(=NRHNR R —S(=0)CRRy}, % —5{C);
((/R Rs)vR 4 ""NRM,C(:'\))C‘RS: - 14:-Sk©2)R3;

aryioxy or arylelicyl;

R,,, al eech ocewrrence, is mdependently seiecied from
hydrogen, atkyl, cycicalkyl cr phen_y_>

m, at each occurrence, is 0-2;

nig 1-Z; and

compound of claim ¥7, wherein:

R, 5 is —NHR, or heteroaryl, wherein i
be optionally substituted with (-3 X, ;

R, s ary! or heteroaryl, which may be ot
wwited with G-3 R ;

R,,, &1 each occurrence, is indeperdently seiected from
aikyl, haioalkyl, aryl, zlkenyl, a ..\.’yr‘y}, cycloalky!,
cycloalicylalkyl, hetecoaryl, heteroarvialayl, heeracy-
clyl beterseyclylalkyl, halo, —NE,, —NG,,
—C(==0)CH, —C{(==0}0(C}, 8n8)5.‘c —O(CF,)

LCF,, —O(CR R )R, —OH, *ST-‘ —8( pR\&

ionally substi-

r‘R"l_Gi —S(OyH,  —&0),
TRRR, S(OLNRR,
— (=N gk-(U)z“(v

S{0), KR R
rCFss zo)(CRSR’H* "

\IR9C'L“O‘)(CR<:RS)7RLG>
- Ff:“x\“\ \\’ i*\g; -]
—8(= b)(C’\s’\s);kvm
—NR,CE=00R,, ——T\r\(,a(u Ry —S{T,NR,C(O)
Ry, aryloxy or aryialkyl, wherei “qF aryi, cyulva kyl,
uycioalkyial YR hetemawl‘ heteroaryigliy?,
cl 1 helerf»cydvlalkyl arylcmy and arylal
priorally substiteted with 3-3 §
r{ » al ezch oceusrence, iy independently selecied from
alkyl, halozikyl, aryl, alkenyl, elkynyl, cycioalkyl,
cycioallevialkyl, heteroaryl, hetercaryialkyi, heerocy-
ciyl heterocyclylalkyl, azio, NZ’.
(==00H, —C(= ~——O)u Rgl,
OF,, —O(CRGRg),R (‘ni, Sy

o
—S(0}, \v[\SL g }ri{‘lO

-

3 AP 100
7RLOa o bf“’z':H - \(‘l\ ﬁz
—S(OLNRGR,, —NE
u\_on\Rﬁ(O) R, SO

—v~:>{0,,m<gc\ =())NERg, —
7 O>(CR RS)I—“Dl

*‘?FR C(-__\’\"-/Kbl\&}r“ o M‘J\_/‘{‘""
—-NBC

3y

N 1{;1\’ \9I(9

MR Cl== ——*")Op‘. — I\R

aptvondllv sur*cutmed Wit h
., at 2ach ccourrencs, is A!Ky}.;
W is hydrogen or —OH;

R i hato;

cycloalivylalicvl, aryl, 4:y1ali§f1,
eroaryialkyl;

R,. &t sach occwrrerce, is independently nydroges or
cIKvl;

R, at each ocourrence, is mndepende
cycloalkyl, aryl, arvlalll, bet rom/] neteroar
'beferoﬂvclyl or heterocyclylalicyl, whersin

arylaikyl, heweroeryl, hetercary
ﬂelefOCYVIVIa] kyl may be option
G-5 By, and the asteroaryl, he

hydrogen, al

ovi, heterocy-

[¥a
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or heterocyclylalicyl contain 1-4 heteroatoms
3t3d frorm N, O, and S;
sach occurtence, 18 independently selecied from
_fa?oal kyi, arvl, alkenyl, alkynyi, cycloaikyt,
cycloa:gy:aikyl, uete*ﬁaryl hetercaryiatkyi, heterccy-
clyl heterocyclylaikyl, halo, —-NE,, ~CN, - NC,,
"‘(‘-D‘C*%r —C(NOYO(“’?‘\S’?zs),R . —O(CF,)
J’C\»'(Q},RM, —0OH, —S=, —S({CRRy)

—8(0)H, —O).H, —C(=OJNR_R..,
Ry —S o;a?x\rR%Rl_« —NR,,S(0),(CE,)

—C(=0ONR 8(0).R,, —S(C),NR.C{=0C)

O, —SIOYNR LOE=OINR L&, L, —CE=0NK, S

{O)(CF),CFs. - —CE=0NCReR Ry, —NR,LC

5, R CE=0)CReRy), Ky, —CC=0;

{ el - C{=NR NR R g, RO
{==NR NR R ——S"——O)(CR KR, —S8(0),
(CRR)R . _*NRH =0JORe, —NK SO e,
aryioxy or arylalkyl;

¢ a7 each ocourrence, s independently selected from:
alxyl, arvi, a_rv:a}kyl he*erocywly1 or heterocyclylalkyl,
wherein the gl 71, aryielkyl, heterocyclyi or het-
erccyclylalzy! may be optionally substituted with §-3
Ry BAC The rPTcrfwcvcry and asverocyelylalkyl con-

TOATOMS se?ec ed from N, O, and S;

Ry, sTeacko s incependenily seiected from
alkyl, L vi, alkenyl, alkynyl, cycloalkyl,
cycioalkyialky:, heieroaryl, neteroarylalkyi, heterocy-
uyl heterocyclylalkyl, hale, —NE,, —CN, —NG,,
—C=0)0H, —C=0)C{ CR81\8) RH, ~AV(CF~,,

AN

ACES, ﬁ()\pﬁgnb)m_m, —0OH, —SE, —-5(CR

“eirn 1-4

o0

8
Riwo —SOLEH, —P(O),H,, —C=OnR, R
—S{O)NR Ry —NR S{C)L(CT,)
,,c;a 1(_0)1\%45@,,& —S(OLNR,.C(—0)

7y ,‘,

I 14R14: —C(_O}T\TQ:MS
OYCORGR), R\, —NK, (
=ONCReRe), Ry, —OC=C;
‘L’R\‘\?‘r*\’ 2 (‘—‘:N— 1aINRG Ry
=R LW ml“\x,, - S{E=OYCR R o), K 4, 3(C),
CRRgp R, —NELIE=0)0R,, —NELS(GR,,
aryloxy or arviz
R, at each ﬂcvur
hydroge 5

ace, 1 indevendently selected from
cycloalkyl or phenyl;
e, 15 0-2;

ound of cleim 17, wherein:

3 :oary'i, which may be optionally substi-
33 R

b accurzence, 1s independently selected from
eryi, alkenyl, alkynyl, cysloalieyl,
, neteroaryl, heterozrylalkyl, heterocy-
fky!, halo, —NH,, —CN, —N&,,
(=0)O(CR{Ry)R,5, —O(CE,)
ORso, —OH, —SH, —S(CRRq)
i MP(O)_,, 2  —C{E=O)NRR,,
—3 () 3. NRyRe,  —NR,S(0),(CF,),CF,,

RSORR,.  —S(0),NR,C(=0JOR,,
—Q({J) NR,C(=G)NRoRy, —C(=O)NRGS(O},(CF,)
CE,  —C(=O)(CRR¢)Ry, —N&v\:w

- »\1\'\9( E=ONCRGR LR g, —OCE=0)CRR R
,\f*—‘-f\i\y,)N':\gR;: —NE L("‘“'\' ol A,I\TR 41"\

--5(= 3)(CR”3\3>7‘}:’“0 —3(0)( k/t‘isRS/rR 105

—NECE=D)0R, —NR3(0,)Rg, —S(C),NR,C(O)

A
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R, aryloxy or arylalkyl, wherein te eryl, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylaikyi, heierocy-
clyl heterocyclylalkyl, aryloxy and arylalkyl may be
optionally substituted with 0-3 R,,;

R, at each occurrence, is independently selected from
alkyl, haloalkyl, aryl, alkenvl, alkynyl, cycloalkyl,
cycloalikylalkyl, heteroaryl, heteroaryialkyl, heterocy-
clyl heterocyclylalkyl, hialo, —NH,, —CN, —NGQ,,
—C(=0)0H, —C(=0)O(CRR K, —O(CF,)
rCF‘i V_O(CRSRS)IRlc‘ %H —’SH _S<CRSR8>

Rio —S(O)H, —PO)H, —CE==ONRR,,
—NR,R;, —S8(O),NRGR,,  —NR,SO),(CE,), F.,
—C(=O)NRsS(O).Rs, - —B(O)LNR;CE=0)0R,,

—5{0),NRyC(=OINReRo, —C=O)NR, (0, (CT}
CF;, - C(=O)}CRRe R, NRC(=O),
~NR,CE=0)CRR) R, —OC(=0)CR,R,),R,,,

—C(=NR)NR,R,, —NHC(E=NR LINR LR, .,

. —S(=O)CReRe),R oy —S(0),(CRyRe)R 0,
~NRC(==0)OR,, —NRGS(0,)R;, aryloxy or aryla-
lieyl

R, is alkyl or cycloalkyl;

R, at each occurrence, is alkyl;

W is hydrcgen or

R is halo;

Ry, at each occurrence, is independently alkyl, cycloalkyl,
cycloalkylalkyl, aryl, arylalkyl, heteroaryl or het-
eroarylalkyi;

Rg, at each cccurence, is independenily hydrogen or
alkyl;

Ry, at each occurrence, is independently hydroges, alkyl,
cycloalkyl, aryl, arylaikyl, heteroaryl, heteroarylalkyi,
heterocyclyl or heterocyclylalkyl, wherein the aryl,
arylalkyl, heteroaryl, heteroarylalkyl, heterocyclyl or
heterccyclylalkyl may be optionally substitated with
0-5 R, and the heteroaryl, heteroarylalkyl, heterocy-
clyl or heLemcydﬂaIkyi contain. 1-4 zeteroatoms
selected from N, O, ana S;

R, a1 each ocwrrence, is independenily selected from
alkyl, haloalkyl, aryl, atkenyl, alkyryl, cycioalkyl,
cycloalkylalkyl, heteroary!, Leteroarylalkyi, heterocy-

. clyl heterocvclvlaﬂql halo, —NH,, —CN, —NG,,

—C(=0)OH, Cl=0)O(CRGR),R ., —(J((“ 2)
LCF,, —O(CR RS),RH_ —OH, —8H. —S(CRR,)
R —SOLH —P(OnH, —CONKR,.,

-NR (R4, o(O) NR, Ry, ~NELSO)L(CF,)

- ACFs, _C(_O)NR145(O)2R5 —S8{0),NR ,C(==0

' CRg, —S(O),NR,C(=O)NR, R, —C{==0)NR,S
(0),(CF,),CFs,  —C(=0)CRR},R, ,, —NR,C
(=O)H, —NR,,C(=O)CRR,R,.. —OC=0)
(CRgR), R, —C(=NR,JNR R, —NHC
(ENRINR LR . —SE=0)CRR R L., —B(0),
(CR3RR 1. —NR,C(==0)ORg, —NR,8(0,)Rs.
aryloxy or arylalkyl;

R, at each occurrence, is independently sclected from
alkyl, aryl, arylalkyl, heterocyclyl or heterocyclylalkyl,
wherein the alkyl, aryl, arvialky!, heterocyciy! or het-
erocyclylalkyl may be optionally substituted with 0-3
R)p4» and the heterocyclyl and heierocyclylalkyl con-
tain 1-4 heteroatoins selected from N, O, and S;

R, .. at each occurrence, is independently selected from
alkyl, haloalkyl, aryl, alkenvl, alkynyl, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkyi, heterocy-
ciyl heterocyciylalkyl, halo, —NH,, ——CN, —NO,,
—C(=0)0H. —C(=0)O(CRRR),R,., —O(CF 2)

E
1
y o
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CFs, —O(CRgR) R, —OH, —SH, —S(CRgRy)
R —SO):H, —PO);H,, —C(=O)NRLK,.,
—NR,Ryi, —S(CLNRR,, —NR,S(O)(CF)
PCF3> "—C'\’=O)NR14S(0)2R6 _S(O);_I\TRMC(:O)
ORg, —5(0),NR ,C(=0)NR R ,, —C(=O)NR,S
(0),(CF,),CF;,  —C(=0)CRR)R,,, —NR,C
(=O)H, —NR C(=0)(CRgRy), R, —OC(E=0)
(CR:Rg),R .. —C(=NR JNRR,.. —NHC
(=NR,,JNR,.R,,, —S(=O)CR;Ro)R,,, —S(0),
(CReRRys —~NR,C(=O)ORs, —NR,S(O,)Rq,
aryloxy or arylaikyl;

R,,. at each occurrence, 15 independently selected from
hydrogen, alkyi, ¢ycloalkyl or phenyl:

m, at each occurrance, is 0-2;

nis i-2; and

ris 0-2.

24. 4 compound of Formula (le):

(e
(Rsin

/')I\Jbv

\_/

el

Ry

or stereoisomers of prodrugs or pharmaceuiically acceptable
salt forms thereof, wherein:
the dashed line represents an optional double bond;

C!; [e]
i I f
Tis ——(C—-, —C—0—r1, C—I!\I———, or
Rg
¢}
I
RN S,
I
O

R, 1s alkyl, cycloalkyl, aryl, heterocyclyl or heteroaryl, all
of which may be optionally substituted with 0-5 R, ,;
1o at each occurrence, is independernily selected from
alkyl, haloalkyl, aryl, alkenyl, alkynyl, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyclylalkyl, halo, —NH,, —CN, —NO,,
—C(=0)OH, —C(=0)0(CR¢R¢),R;o, —O(CF,)
LF;, —O(CRgRg)R 5, —OH, —SH, —S(CRR,)
Ko —S(O)H, —P(O)H,, —C(=O)NR,R,,
—NRoR,, —S(0),NR,Rs, —NR,S(0),(CE,),CF,

R

—C(=0)NR,S(O).R,. —S(0),NRC(=0)OR,,
‘S(O\~NR9C(—“O\NR9R9 —C(—O)NR9S(O) (CF,)
JCFs, - C(=0}CRyq Rg), K05 —NR,C(=O0)H,

T\'R-;C(—O)(CRsJ\s)rR1o —OC(“‘O)(CR Re), R0
—C(=NR,,)NRsR,, —NHC(=NR, )NR R,
~SE=0)CRR),R 0 —S(0),(CR4Rg),R

—NR,C(=0)OR;, —NR,8(05)Rs, —S(0),NR,C(O)
Ry, aryioxy or arylalkyl, wherein the aryl, cycloalkyl,
cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocy-
clyl heterocyciylalkyl, aryloxy and arvlalkyl may be
optionally substituted with 0-3 R,,;

R, at each occurrence, is independently selected from
alkyl, haloalkyl, arvl, alkenyl, alkyayl, cycloalkyl,
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cycloalikylalicyt, ﬁe*cwaryl
ciy! heterocyclylalkyi, nale

heteroarylalic
, —hiH,, —C f\T

—C(=00H, —C(=0)O(CReRq). K., (

CFQ, —O(CRR),R,0, —OH, —SH, —3(CR.R,)
Ri  —S(0)1L, —POLH, —CI=ONRR,,
~ANR9R9, _S(O),NR,R,. —NR S(u) CF,),CF.,

(O INRoS(O), R,
—S{C), RQC(‘*O)\RQKQs
CF, ‘“C\*‘VJ(CK'&R%_»‘

C (—==f 03:67 j:.\(

obv—“-d)- i

r 33 '
sRe),Rig, - ut,{»*O‘ (( Rskmrﬁm
X
- ,{-———I\hl )I\I-? 95 — L_'\_,(-
S)iRl’Js - S(U

o: —NRGS(O)F,,

R, is alkyi,

cycioalkyl, cycioalk 'V;anc}c, cr alkenvi,

wherein the alkvi may be optionally ¢ i i owii
—-OH;

R is halo, -—CN or —Calky!;

R, at each occurrence, is \m_ejeﬂeeuti\
cycloalicylalkyl. arylaikyt,
v_oa:ylmkyl,

Rq. ar each occurrence, i3 indepe
alkyi;

R,. at gach occurrence, is independently hydroger, alkyl,
cycloalicyl, ary!, arylalikyl, heteroaryl, betercarvlalky!,

eterocv“lyl or He’terocvciyialhf':

1, heterocyclyl or
uted with
beverocy-
hezercatoms

‘-n erocyclyxawv'l Hla / be rptx iat

5 Rs,, and the heteroary? b‘:LE’OaI}Id

cliyl or he rc:cyclyla}kfu contain
selected fromm N, G, anc 3

R, at eack: occurrence, is 1‘upga(a=nnv selected From

aikyi, haloatkyl, aryi, slkenyi cycioaik

cycloalkylalkyi, heteroa . heterocy-

<

Fon

Pt
'
da

A

ciyl heterccyciylalkyl, & 3 —NG,,
—C(=OYOH, —{f —O)Q(C*\KE\S,,R,,* -—O("f,\
LFS, —OCRROR . —OH,

Ko uS(O)ﬁ-;, —L’”" SH..

— R

——M——! !)“\ iJ,S\O, "
5 *-'.J(v; NE 4\,(—-—:)\\‘ =
(O)ACF3,C z
/

O)‘ t
(CRst?\‘ 1
(==NR NE R, YRS
(CRR) K ., —NR C=O0R,, —
aryloxy or arv]alic'yi
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(=0, R, C(=O)CReRg) Ry, —OC(=0)
(CRRo R, — —CE=NR,NX, &, —NEC
(=NR NR R, —SE=0)CRRy),R... —8(0;

R Koo By [C(=050R,,
aryloxy o: arvialkyl;
. & each occurrence, 18 independently selected from
Aydrogen, zlkyi, cycloalkyl or phenyl;
m, at eack ocourrence, ‘s 6-2;

—NR,,S(C,)R,,

d seiected from the compounds exempli-

mer and a rak)euu &y eﬁc-
comuou_a of claim i.

crder compnising admin-

therapeutzc iy effec-
least one corzpound of claim 1, wherein
sal i3 selecied Trom osteoarthritis, aneurysm, fever,
car d")""scuxd, effects, Crohn’s disease, congestive heart
e, anwimmune diseases, BIV-iafection, HIV-zssoui-
ated dementia, psoriasis, idiopathic pulr_onary fibrosis,
wansgplant arteriosclerosis, physically- or chemically-in-
duced brain rraume, inflammatory bowel disease, alveolitis,

\ c=c::ep.a SIS CarT
1 of a7 15ast cne

colitis. byste::ﬁc lupus eryihemaiosus. nephrotoxic serum
i Jélrif;s,

asthma, multiple sclerosis,
rgan trans-
Tiple myeioma, ellergies,
i LOfLa, dbteﬁﬁuf\') is, rengl fbrosis ang

_»-‘v. I x,mod fo wreating 2 ‘sozder cowprising edmin-
10 10 & patient in need therecf a theraveu‘f-?ca“'y effec-
EmounL of (.t least one compound of claim 9, wherein
: tected from osteoarthriis, aneurysm, fever,
ﬁeuts, Crohn’s disease, congestive heart
e, euatoimamune diseases, HlV.infection, HIV-associ-
ztec. dementia, psoriasis, :diopathic pulmonary fbrosis,
anenssc arosis, physiczily- or chemicaliy-in-
; ammatory bowel disease, alveolitis,
) YSIMIC 1Upus eryxhematoax.s, nephrotoXic serum
13, glomerulament , £sthma, muitiple sclerosis,
qewuatoxd arthritis, restinosis, organ rans-
whritis, muitiple myeloma, allergies,
iiuiar carcizoma, osteoporosis, renal fibrosis and

arthercsclerosis,

38, A oharmezceutical compoesition comprised of a phar-
Macey ric2~ Iy acceptatle carrier and a taeraneutically effec-

ot of a7 le2st one compound of claim 17,

method for weating ¢ Gisorder comprising admin-
10 % pauent ir need mereof a therapeutically effec-
P at least ore compourd of claim 17, wherein
o is selected from csreoarthriils, aneurysm, fever,
effects, Crohn’s disease, congestive heant
s, suwommmune diseases, HiViinfection, EiVeassoc-
dementa, vsoriesis, idicpathic pulmonary fibrosis,

rangpiant *’termscleros‘s vhysically- or chemically-in-
duczd orain rauma, vnharnmatory bowel dbezs , alveolitis,
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plantation, psoriatic arthritis, multiple myeloma, allergies,
hepatocellular carcinoma, osteoporosis, renal fibrosis and
cancer.

32. A pharmaceutical compositon comprised of a phar-
maceutically acceptable carrier and a therapeutically effec-
tive amount of at least one compound of claim 24.

33. A method for treating a disorder comprising admin-
istering to a patient in need therecf a therapeuticaily effec-
tive amount of at least one compound of claim 24, wherein
said disorder is selected from osteoarthritis, aneurysm, fever,
cardiovascular effects, Crohn’s disease, congestive heart
failure, autoimmune diseases, HIV-infection, HIV-associ-
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ated dementia, psoriasis, idiopathic pulmonary fibrosis,
transplant arteriosclerosis, physically- or chemically-in-
duced brain rauma, inflammatory bowel disease, alveolitis,
colitis, systemic lupus erythematosus, nephrotoxic serum
nephritis, glomeruvlamephritis, asthma, multiple sclerosis,
artherosclerosis, rheumatoid arthritis, restinosis, organ trans-
plantation, psonatic arthritis, multiple myeloma, allergies,
hepatocellular carcinoma, osteoporosis, renal fibrosis and
cancer.
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Doctora Oficio N°:
Luz Clemencia de Paez

Apoderada w ! 7 2 ;3. Q

ASUNTO: Radicacion PCT N°  10-132362
Tramite 011
Evento 378
Actuacién 440
Folios 009

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 Bohérquez, en su calidad de apoderada de Procaps S.A., reune
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 termino de
sesenta (60) dias habiles 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 ), del
capitulo quinto del titulo primero de la Circular Unica N° 10 de 2001.
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=

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

—
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El anterior oficio fue notificado por fijacién en lista de fecha,
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