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L. ENCIA DE INDUSTRIAYY COMERCIO )
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; Industria y Comercio L e Ooer%sN% 155505 _Dep 2020, NUECREACION! j
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PETITORIO - FORMULARIO \.._ v we SULICITUD
PATENTE PCY
ENTRADA EN FASE NACIONAL P2008/000036

SOLICITUD DE:

¥ | Patente de Invencién. Patente de Modelo de Utilidad.
| x | Capitulo 1. ' Capitulo II.
@ Nombre: PFIZER PRODUCTS INC. IDENTIFICACION
SOLICITANTE Direccion: Eastern Point Road, Groton, CT c.c. NIT
(71) 06340, E.U.A.
Nacionalidad o Domicilio: ESTADOUNIDENSE C.E. Otro
Lugar de Constitucién: Estados Unidos de
América. Cual
Teléfono: Fax: i
E-mail: Numero
[ e e m——— e i
l IDENTIFICACION
F Nombre: CARLOS R. OLARTE
| C.C.| X | NIT
Direcciéon: World Trade Center Torre A
REPRESENTANTE !
' O APODERADO ‘ Calle 100 No. 8A-37 Piso 10 C.E. Otro
. | Teléfono: 601-7700 Fax: 601-7799
| E-mail; office@olarteraisbeck.com . Cual ____
; Numero_79782747Bta
j TP 74.295
] Nombre: VER PAGINA DJUNTA
{
INVENTOR (ES) | Direccidon: VER PAGINA ADJUNTA
i
72
(72) : Nacionalidad o Domicilio: VER PAGINA ADJUNTA
e — - — b —
@ PCT (86)
Solicitud Internacional No. PCT/IB2006/002753 Fecha Septiembre 11, 2006
Publicacion Internacional No. WO 2007/034326 Fecha Marzo 29, 2007

©

DAL gp-

l (33) Pais de Origen | (32) Fecha | (31) Nimero de Solicitud |
! Prioridad ! us Septiembre 22, 2005 f 60/719,521
' sI| X | NO R L
) - ﬁ_E“ Cu ' e e
@ Comprobante de pago No._ 08 - 16,715 Fecha Febrero 26,, 2008

Titulo (54) COMPUESTOS DE IMIDAZOL PARA EL TRATAMIENTO DE
TRASTORNOS NEUROLOGICOS :

Clasificacién Internacional (51) CO7D 233/54, CO7D 401/04, CO7D 403/04, CO7D
403/10, CO7D 403/12, CO7D 401/12, CO7D 405/12, C07D 405/06, C07S 401/06, CO7D
409/12, CO7D 413/12, CO7D 487/04, CO7D 487/08, A61K 31/4178




ANEXOS
Comprobante de pagc de la tasa de presentacidn de la solicitud.

Documento que acredita la existencia y representacién legal cuando el solicitante sea persona
juridica.

Poderes, si fuere el caso. Adjunto Copia simple. Ver expediente No.06-033.243.
Documento de cesién del inventor al solicitante o a su causante.

Declaraciones.

Copia de la solicitud internacional. (Resumen, descripcion, reivindicaciones, dibujos).

Traduccion de la solicitud internacional al casteflano. (Resumen, descripcidn, reivindicaciones,
dibujos).

Copia del examen preliminar internacional efectuado por la Autoridad Internacional de Examen
Preliminar (IPEA).

Traduccion del examen preliminar internacional efectuado por la IPEA.
De ser el caso, copia del contrato de acceso.

De ser el caso, documento que acredite la licencia o autorizacidn de uso de conocimientos
tradicionales de las comunidades indigenas.

De ser el caso, certificado de deposito del material biologico.

Arte final 12 x 12.

De ser el caso, informacion sobre otras solicitudes de patente o titulos obtenidos en el extranjero
por el mismo titular 0 su causante, relacionadas parcial o totalmente con la invencion de esta
solicitud.

De ser el caso, modificaciones efectuadas a la solicitud internacional.

Otros. BUsqueda Internacional

o WU O 0ot HHUOFE R HO

FIGURA CARACTERISTICA:

4 N

-

®

NOMBRE:_CARLOS R. OLARTE » FIRMAS

Salicito la concesion de la patente,

C.C. 79.782.747 Bta T.P._74.295

Instrucciones para el diligenciamiento de! presente formulario, ver reverso de esta pagina.

-



LISTA DE INVENTORES

MICHAEL AARON BRODNEY,
Eastern Point Road, Groton,
CT 06340

Estados Unidos

Nacionalidad: Estadounidense

YUHPYNG LIANG CHEN,
Eastern Point Road, Groton,
CT 06340

Estados Unidos

Nacionalidad: Estadounidense

KAREN JEAN COFFMAN,
Eastern Point Road, Groton,
CT 06340

Estados Unidos

Nacionalidad: Estadounidense

EDWARD FOX KLEINMAN,
Eastern Point Road, Groton,
CT 06340

Estados Unidos

Nacionalidad: Estadounidense

BRIAN THOMAS O’NEILL,
Eastern Pcint Road, Groton,
CT 06340

Estados Unidos

Nacionalidad: Estadounidense

PCT/IB2006/002753
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TRADUCCION OFICIAL No. 05-223

Efectuada el dia 9 de diciembre de 2005, de un documento
escrito en Inglés, al cual para su identificacién se le
estampa el sello de Sergio Andrés Rueda Iglesias, Traductor e
Intérprete Oficial por Resolucién No. 0138 expedida por el
Ministerio de Justicia y del Derecho el 11 de febrero de 2002.

Traduccidn de las Autenticaciones Notariales y subsiguientes
correspondientes a un Poder otorgado por PFIZER PRODUCTS,
INC., a Carlos R. Olarte y/o J. Ian Raisbeck y/o Ana Maria
Frieri y/o Juan Guillermo Moure vy/o Natalia Castro,
documento este que viene en espaiol, se explica por si solo vy
fue firmado por Grover F. Fuller, Jr. el 17 de noviembre de

200% en Nueva York, Estados Unidos de Améerica.

También en 1inglés y en espaficl viene Certificacidén Notarial
mediante la cual se confirma el nombre y cargo de Grover F.
Fuller, Jr, asi como la exisfencia legal de la compadia.
Dicha <certificacidén notarial estéd firmada por Susan 2.
Killian, Notario Publico'de Nueva York, cuyo cargo expira el
4 de octubre de 2008, segun coconsta en su correspondiente
sello notarial.

Suscrito y jurado ante mi el 17 de noviembre de 2005.

{Fdo.) Susan Z. Killian -——I]z_,

- C R,
SENGIO AMDIES REIDN IFINIA
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ESTADO DE NUEVA YORK - CONDADO DE NUEVA YORK No. 467518

El suscrito, Norman  Goodman, Escribano del Condado y. del
Tribunal Supremc del Estado de Nueva York, tribunal éste
provisto de sello por ley, por medio de este documento
certifico confeorme a la ley ejecutiva del Estado de Nueva
York que Susan Z. Killian, cuyo nombre aparece suscrito en la
declaracidn Jurada o certificado de reconocimiento anexo,
desempefiaba en el momento de tomar el mismo, las funciones de
Notario Pablicd, en y para el Estado de Nueva York, estando
debidamente comisionado bajo juramento y habilitado como‘tal;
- que conforme a la ley en mi despacho obra un certificado de
su nombramiento con su firma autégrafa; q;e conozco bien 1la
letra manuscrita de dicho Notario Pubklico o hé comparado la
firma que aparece en el instrumento anexo con la gue reposa

en los archivos de mi oficina, y creo en conciencia que la

misma es auténtica.

EN FE DE LO CUAL, firmo de mi pufio y letra y estampo mi sello

oficial, el dia 22 de noviembre de 2005.

(Fdo.) MNorman Goodman, Escribano del Condado y del Tribunal

Supremo del Estado de Nueva York.

oo
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APCOSTILLA
(Convencién de La Haya del 5 de octubre de 1961)
1. Pais: Estados Unidos de América

El presente documento publico

2. Fue firmado por: Norman Goodman
3. Que actud en su calidad de: Escribano del Condado
4, Lleva el sello del Condado de Nueva York

Se certificéd:

5. En Nueva York, Nueva York

6. El 22 de noviembre de 2005

7. Por parte del Secretario de Estado, (Encargado) del
Estado de Nueva York

8. Bajo el Numero NY¥C-10404952A

9. Aparece Sello del Estado de Nueva York

10. Firmado por: James Bizzarri, Secretario de Estado

Especial Encargado

Es traduccién fiel y completa efectuada por:

CUnLITY ARG r"f@& IS

Sergio AnJLes Rued ﬁglesias
c.c. B0.424.773 de Bogota




Apostille

{Convention de La Haye du 5 Octobre 1961}

1. Country: United States of America
This public document
2. has been signed by Norman Goodman

3. acting in the capacity of County Clerk

4. bears the seal/stamp of the county of New York

Certified
5. At New York, New York 6. the 22nd day of November 2005
7. by Special Deputy Secretary of State, State of New York

8. No. NYC-10404952A

9. Seal/Stamp 10.  Signature

-

James Bizzarri
Special Deputy Secretary of State

04135595.R5L ( REV: 2/6/96)



COLOMBIA

OLARTERAISBECK

OLARTE RAISBECK & FRIERI LTDA.

Power of Attorney

The undersigned,

Poder

El suscrito,

PFIZER PRODUCTS INC.,

domiciled in

domiciliado en

Eastern Point Road, Groton, State of Connecticut 06340, United States of
America

by means of these presents hereby grants to Carlos
R. Olarte and/or J. Ian Raisbeck and/or
Ana Maria Frieri and/or Juan Guillermo

Moure and/or Natalia Castro full and
sufficient Power of Attorney to file, prosecute,
obtain, defend and enforce any and all of the
company’s Patents for Inventions, Utility Models,
Layout-Designs (topographies) of Integrated
Circuits, Industrial Designs, Trademarks,
Advertising Slogans, Trade Names, Commercial
Emblems, Geographical Indications, Protection of
Trade Secrets, Obtainer’s Certificates,
Copyrights, Registration of Domain Names,
Health Registrations, or any other intellectual
property right in the Republic of Colombia, to

. which end it empowers them to take. all steps
necessary before any administrative or judicial
authority of any class for the objects stated, to file
petitions, recourses, replies and oppositions, pay
taxes and annuities, request testimonies, receive
documents and securities, abandon applications and
collect refunds. Sufficient power is hereby granted
to receive notifications on behalf of the Company, to
confer powers on those who are to represent the
company judicially and extrajudicially, to answer in
court in the matter of all claims and demands that
may be presented in connection with the objects
stated, giving them likewise power to substitute these
presents and revoke such substitutions.

Signature/Firma:

Date/Fecha:

por medio del presente otorga a Carlos R.
Olarte y/o J. Ian Raisbeck y/o Ana
Maria Frieri y/o Juan Guillermo

Moure y/o Natalia Castro poder especial,
amplio y suficiente para presentar, tramitar,
obtener, defender y hacer respetar todas y
cualquiera de las Patentes de Invencién, Modelos
de Utilidad, Esquemas de Trazados de
Circuitos Integrados, Disefios Industriales,
Marcas, Lemas Comerciales, . Nombres
Comerciales, Ensefias Comerciales,
Denominaciones de Origen, Proteccion de
Secretos Empresariales, Certificados de
Obtentor, Derechos de Autor, Registro de
Nombres de Dominio, Registros Sanitarios, o
cualquier otro bien de propiedad intelectual de
la compaiiia en la Repiblica de Colombia, a cuyo
efecto los faculta para dar todos los pasos
necesarios ante cualquier autoridad administrativa
o judicial de cualquier jerarquia para cumplir con
lo encomendado, elevar solicitudes, recursos,
respuestas y oposiciones, pagar impuestos Yy
anualidades, solicitar  testimonios,  recibir
documentos y valores, desistir y percibir. Se
concede poder bastante para recibir notificaciones
a nombre de la compaiiia, otorgar poderes a
quicnes vayan a representar a la compaiiia judicial
y extrajudicialmente, responder en juicio a todas
las reclamaciones o demandas que por motivo de
lo encomendado se presentaren, dandoles
asimismo facultad para sustituir el presente y
revocar dichas sustituciones.

PFIZE RODUCTS IN.C"
By:ﬁ%’u&g}f?

Grover F. Fuller, Jr,
Vice President, Attorney-In- Fact

17 Novgriber A6

City,Country/Ciudad,Pais: N{Zu) ‘/OAF), /W UsA

Carlos R. Olarte

J- Ian Raisbeck

Ana Maxda Fried

Juan Guillermo Moure
Natalia Castro

Zayde Chahin
Zaava Ravid
Jacgieline Chaparro
Jose Luis Londofio
Camilo Alvarez
Felipe Mendoza
Camilo Rodriguez
Santago Pardo

Of Counsel

Guillermo Chzhin
Gracicla Melo

World Trade Center - Torre A, Calle 100 No. 8A — 37, Piso 10, Bogotd D.C., Colombia
Tel + 57 1 601-7700, Fax + 57 1 601-7799, officefdolarteraisbeck.com, www olarteraisbeck com




OLARTERAISBECK

OLARTE RAISBECK & FRIERI LTDA.

Notarial Certification

On this date,
The undersigned Notary Public certifies:

1. That

Certificacion Notarial

En esta fecha,

el Notario Publico suscrito certifica:

1. Que

Grover F. Fuller, Jr.

of legal age and domiciled in

mayor de edad y domiciliado

Street 150 East 42™ Street

City_ New York

State New York 10017-5612 USA

signed the foregoing document.

2. That the grantor has executed the foregoing
document as Vice President, Attorney-In-Fact
of PFIZER PRODUCTS INC.

3. That PFIZER PRODUCTS INC,

having its principal place of business located in

Groton, State of Connecticut 06340,

United States of America

is duly incorporated, is currently in existence, and
that the purposes for which the Power of Attorney is
granted are within the scope of its corporate

purposes.

4. That the grantor has the authority to execute the
Power of Attorney and that his/her representation is
legal.

NOTARY PUBLIC (Signature): %\/\D—m?{ \<«

suscribid el documento que antecede.

2. Que el otorgante ha suscrito ¢l referido
documento en su caracter de

de

4. Que
con sede principal ubicada en

estd legalmente constituida, que tiene existencia
legal vigente y que los propdsitos para los cuales
se otorga €l poder se encuentra dentro de los que
comprenden su objeto social.

4. Que el otorgante tiene la representacién para
suscribir el poder, y que ésta es legitima.

\‘ .’

SUSANZ KILLIAN

; oty Public, State of New York
i( % ¥ No, D1KI6116524
S fuatifed i New York Cou ty

uzr’

Cotmisvon Expues October 4, 400

Sxatao!mww

Pagina 4 de 3
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APOSTILLA
AN
(Convencion de la Haya del 5 de Octubre de 1961)
1. Pais: Estados Unidos de América

2. El presente documento publico fue firmado por: BRIAN JACKSON, JR.

3. Que actud en su calidad de Notario Publico en y para El Distrito de
Columbia.
4. Y lleva el selio del Notario

Publico BRIAN JACKSON. JR.,
Se certifico
5, En Washington, B.C
6. El 18 de enero de 2008
7. Por el secretario de Distrito de Columbia.
8. Bajo el Numero 185936. Lleva el Sello.

10.  Firmado por Stefhanie D. Scott, Secretario de Estado



CESION

Para la valiosa consideracién pagada por mi (nosotros) by PFIZER
PRODUCTS INC. una corporacién organizada bajo las leyes del estado de
Connecticut, Estados Unidos de América que es direccion completa de la
oficina de correos Eastern Point Road, Groton, Connecticut 06340, Estados
Unidos de América, Yo (nosotros) vende y asigna por este medio a PFIZER
PRODUCTS INC, toda mi (nuestra) derecha, titulo e interés en y para mi
(nuestro) invencion para una nueva y util mejora dentro de “COMPUESTOS DE
IMIDAZOL PARA EL TRATAMIENTO DE TRASTORNOS NEUROLOGICOS”
cuanto la Republica de Colombia se refiere, como completamente dispuesto
descrito en la especificacion yo (nosotros) autoriza por este medic a comisién
de patentes de Colombia a publicar la patente dicha a PFIZER PRODUCTS
INC de acuerdo a esta cesion.

Dandb fe yo (nosotros) tiene

(firma ilegible) Michael Aaron BRODNEY
Groton, CT, USA 10 de Julio de 2006 — Michael Aaron BRODNEY

(firma ilegible) Yuhping Liang CHEN
Groton, CT, USA 10 de Julio de 2008 — Yuhping Liang CHEN

(firma ilegible) Karen Jean KOFFMAN
Groton, CT, USA 10 de Julio de 2006 — Karen Jean KOFFMAN

{firma ilegible) Edward Fox KLEINMAN
Groton, CT, USA 10 de Julio de 2006— Edward Fox KLEINMAN

{firma ilegible) Brian Themas O 'NEILL
Groton, CT, USA 10 de Julio de 2006— Brian Thomas O'NEILL

\L



- 200%/000036

>

Aponstille

(Convention de La Haye du 5 octobre 1961)

District of Columbia
United States of America

This public document has been signed b]%rRIAN JACKSON, JR.

NOTARY PUBLIC IN AND FOR THE DISTRICT

acting in the capacity of OFCOLUMBIA

BRIAN JACKSON, JR., NOTARY PUBLIC, D.C.
bears the seal/stamp of

CERTIFIED

at Washington, D.C.

18™ JANUARY 2008
the. day of

by Secretary of the District of Columbia

No. 185936

10. Signature

R DS

STEPHANIE D. SCOTT
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ke ASSIGNMENT ’ \l_>\

For valuable consideration paid to me (us) by PFIZER PRODUCTS INC. a corporation organized under the laws of tile State
of Connecticut, United States of America whose full post office address is Eastern Point Road, Groton, Connecticut 06340,
United States of America, I (we) do hereby sell and assign to the said PFIZER PRODUCTS INC., all my (our) right, title and
interest in and to my (our) invention for a new and useful Improvement in IMIDAZOLE COMPOUNDS FOR THE
TREATMENT OF NEUROLOGICAL DISORDERS so far as the Republic of Colombia is concerned, as fully set forth and
described in the specification, and I (we) do hereby authorize and request the Commissioner of Patents of Colombia to issue said

patent to the said PFIZER PRODUCTS INC. in accordance with this assignment.

In witness whereof I (we) have hereunto set my (our) hand(s) this
Place, date and signature - Michael Aaron BRODNEY

7 s O wom

Place, dateZanitl signatlire - Yuhpyng Liang (HEN SOTOR <USE7

< ;
Oﬂ-\. AL 102 PesTar

Place ate-gﬂﬂ;ignamre - Karen Jean COFFMAN Usa o '59
Q 10705
l o i
Place, date and signature - Edward Fox KLEINMAN RO =20
10295
Place, date and signature - Brian Thomas O’NEILL / ‘ SR

1

Lritdy
“._.n- Yy,
."“ R ‘ty
R R A e,
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| HEREBY CERTIFY THA
16 THE ORIGINAL DOCUMENT

>

District af Columbla: SS
Subs}:ribed and Swom to boforo me

bile,
My Commission Nlres February 29, 2012



wO 2007/034326 A2 1110|0000 0 000

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

International Bureau

(43) International Publication Date
29 March 2007 (29.03.2007)

AN
>

D A 00 EOEA AR

(10) International Publication Number

WO 2007/034326 A2

(51) Intermationa] Patent Classification:
CO7D 233754 (2006.01) CO7D 403/04 (2006.01)
CO7D 401704 (2006.01) CO7D 403/10 (2006.01)

(21) International Application Number:
PCT/IB2006/002753

(22) International Filing Date:
11 September 2006 (11.09.2006)

(25) Filing Language: Engtish

(26) Publication ‘Language: English
(30) Priority Data:

60/719,521 22 September 2005 (22.09.2005) US
(71) Applicant (for all designated States except 1/S): PFIZER
PRODUCTS INC, [{US/US]; Eastern Point Road, Groton,

CT 06340 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US orly): BRODNEY,
Michael, Aaron [US/US]; Pfizer Global Research and
Development, Eastern Point Road, Groton, CT 06340
(US). CHEN, Yuhpyng, Liang [US/US]; Pfizer Global
Research and Develepment, Eastern Point Road, Groton,
CT 06340 (US). COFFMAN, Karen, Jean [US/US};
Pfizer Global Research and Development, Eastern Point
Road, Grolon, CT 06340 (US). KLEINMAN, Edward,
Fox |US/US]; Pfizer Global Research and Development,
Eastern Point Road, Groton, CT 06340 {US). O’'NEILL,
Brian, Thomas [US/US]; Pfizer Global Research and

Development, Eastern Point Road, Groton, CT 06340
(us).
(74) Agent: FULLER, Grover, F., Jr.; c/o LAWRENCE,
Jackie, Pfizer Inc. MS8260-1615, Eastern Point Road,
Groton, CT 06340 (US).

(81) States (unless otherwise indicated, for every
of nallional protection available): AE, AG, AL, AM,
y AU, AZ BA, BB, BG, BR, BW,BY, BZ, CA, CH, CN,
CO, C]%,/CU. CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI,
GB, GD, GE, GH, GM, HN, HR, HU, ID, IL, IN, IS, JP,
KE/KG, KM, KN,KP, KR, KZ, LA, LC, LK, LR, LS, LT,
U, LV, LY, MA, MD, MG, MK, MN, MW, MX, MY, MZ,
NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RS, RU,
SC, SD, SE, SG, SK, SL, SM, SV, 8Y, TJ, TM, TN, TR,
TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.
(84) Designated States (unless otherwise indicated, for every
kind of regional protection available);: ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, 8Z, TZ, UG, ZM,
ZW), Eurasian {AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
Eurepean (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, NL, PL, PT,
RO, SE, SI, 8K, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA,
GN, GQ, GW, ML, MR, NE, SN, TD, TG).

Published:
—  without international search report and 10 be republished
upon receipt of that report

For two-letier codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations " appearing at the begin-
ning of each regular issue of the PCT Gazette.

(54) Title: IMIDAZOLE COMPOUNDS FOR THE TREATMENT OF NEUROLOGICAL DISORDERS

R R
RL—" A\N
R? N

(57) Abstract: The present igvegtiog re;ates to compounds of
Formula (I) wherein R, R, R, R, R, R and A arc as defined.
Compeunds of Formula (I) have activity inhibiting production
of AB-peptide. The invention also relates to pharmaceutical
compositions and methods for trcating diseases and disorders,
for example, neurodegenerative and/or neurological disorders,
e.g., Alzheimer’s disease, in a mammal comprising compounds
of Formula (I).

S~
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IMIDAZOLE COMPOUNDS FOR THE TREATMENT OF NEUROL OGICAL DISORDERS
Field of the invention

The present invention relates to the treatment of neurodegenerative and/or
neurological disorders, such as Alzheimer's disease, in mammals, including humans. This
invention aiso relates to inhibiting, in mammals, including humans, the production of AB-
peptides that can contribute to the formation of neurclogical deposits of amylold protein.
More particularly, this invention relates to imidazole compounds, phamnaceutical
compositions comprising such compounds and methods of using such compounds, i.e., for
the treatment of neurodegenerative and/or neurological disorders, such as Alzheimer's
diseass, related to AB-peptidg production.

Background of the Invention
Pementia resulis from a wide variety of distinctive pathological processes. The most

common pathological processes causing dementia are Alzheimer’s disease (AD), cerebral
amyloid angiopathy (CAA) aﬁd prion-mediated diseases. AD affects nearly haif of all people
past the age of 85, the most rapidly growlng portion of the United States population. As such,
the number of AD patients in the United States. is expected to increase from about 4 million to
about 14 million by the middle of the next century. '

Treatment of AD typically is the support provided by a family member in attendance.
Stimulated memory exercises on a regular basis have been shown to slow, but not stop,
memory loss. A few drugs, for example Aricept™, provide treatment of AD.

A hallmark of AD is the accumulation in the brain of extracellular insoluble deposits
called amyloid plaques and abnormal Iésions within neuronal cells called neurofibrilléry
tangles. Increased plaque formation is associated with an increased risk of AD. Indeed, the_
presence of amyloid plaques; together with neurofibrillary tangles, is the basis for definitive
pathological diagnosis of AD.

The major components of amyloid plaques are the amyloid AB-peptides, also called
Ap-pepiides, that consist of several proteins including 38, 40, 42 or 43 amino acids,
designated as the AB;.as ABiuo, AB1a2 and APy 43 peptides, respectively. The AB-peptides are
thought to cause nerve cell destruction, in part, because they are toxic to neurons in vitro and
in vivo,

The AP peptides are derived from larger amyloid precursor proteins {APP proteins),
that consist of four proteins containing 695, 714, 751 or 771 amino acids, designated as the
APPggs, APP744, APP;s4 and APP7y4, respectively. Proteases are believed to produce the Af
peptides by cleaving specific amino acid sequences within the various APP proteins. The
proteases are named "secretases” because the AB-peptides they produce are secreted by
cells into the extracellular environment. These secretases are each named according to the

cleavage(s) they make to produce the AB-peptides. The secretase that forms the amino
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terminal end of the Ap-peptides is called the beta-secretase. The secretase that forms the
carboxyl terminal end of the Ap-peptides is called the gamma-secretase.

‘This invention relates to novel compounds that inhibit Ap-peptide production, to
pharmaceutical compositions comprising such compounds, and to methods of using such
compounds to treat neurodegenerative and/or neurological disorders. '

Summéw of the Invention

The present invention relates to compounds of Formula |

H
R _R*| ,
IIQQ NQKRG

wherein R', R%, R®, R*, R%, R and A are as defined below. Compounds of Formula | have

activity inhibiting production of Ap-peptide. The invention also relates to pharmaceutical

.compositions and methods for ftreating diseases and disorders, for example,

neurodegenerative and/or neurological disorders, e.g., Alzheimer's disease, in a mammal
comprising compounds of Formuia 1.
" Detailed Description of the Invention

In one embodiment, the present invention relates to compounds of Formula |
0

| I 70
wherein A is absent or is selected from 'é' - N-C-, 'Z'C' -%(-and SOz

Z is selected from —CH; -CH(OH), -CH(C:-Cg alkyl), —CH(C1-C.3 alkoxy),
-CH(NR’R'®), ~CH(CHOH)), ~CH(CH(C,-C, alkyi)(OH)) and —CH(C(Cs-Cs alkyl)(Cy-
C.alkyl)(OH));

R' is selected from -Cy-Czo alkyl, -C2-Cxp alkenyl, -C2-Cyg alkynyl, -C4-Cop alkoxy, -Co-
Czo alkenoxy, -C4-Cz hydroxyalkyl, -C3-Cy cycloalkyl, benzo(C3-Cs cycloalkyl), benzo{Cs-Cs
heterocycloalkyl), -C4,-Cs cycloalkenyl, -(Cs-Cyq)bi- or tricycloalkyl, benzo(Cs-Ciq)bi- or
tricycloalkyl, (C+-Cy1)bi- or tricycloalkenyl, (3-8 membered) heterocycloalkyl, -Cs-Cy4 aryl and
(5-14 membered) heteroaryl, wherein R’ Is optionally substituted by R'?;

wherein R'™ in each instance is independently selected from —OH, halo, -C,-Cs
alkoxy, -CN, -NO, -NR°R', -C(=OWNRR'", -C(=O)R", -C(=O)OR'", -SO,NR°R",
-S(0)-R", -C5-C 5 cycioalkyl, -C4-Cys cycloalkenyl, -(Cs-C14)bi- or tricycloalkyl, -(C,-Cy1)bi- or
tricycloalkenyl, -(4-20 membered) heterccycloalkyl, -Ce-C;s aryl, -(5-15 membered) heteroaryl,
-Cg-C15 aryloxy and -(5-15 membered) heteroaryloxy; i

\b
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wherein said alkoxy, cycloalkyt, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl,
heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R'® are each optionally
independently substituted with from one to six substituents independently selected from the
group R';

wherein R™ in each instance is independently selected from -OH, -C4-Cyz alkyl, -C-
Csz alkenyl, -C2-C4 alkynyl, -C4-Cg alkoxy, -C4-Cy, alkoxyalkyl -C4-C42 hydroxyalkyl, -C»-Cg
alkenoxy, -C-Cs alkynoxy, halo, -CN, -NO,, -NRR'®, -C(=0)NR°R®, -C(=O)R"", -C(=0)OR",
-SONRR", -§(0),-R", -C5-Cs cycloalkyl, -Cs-C:s cycloalkenyl, -(Cs-Cq4)bi- or tricycloalkyl,
-«(Cy-Cyy)bi- or ftricycloalkenyl, -{4-20 membered) heterocycloalkyl, -Ce-Ci5 aryl, -(5-15
membered) heteroaryl, -Cg-Cys aryioxy and -(5-15 membered) heteroaryloxy;

R? is selected from H, -C4-Cg alkyl, -C-Cs alkenyl, -C5-Cy cycloalkyl and -Cs-Cq
cycloalkenyl, wherein R? is optionally independently substituted with from one to three
substituents independently selected from -C,-C, alkyl optionally substituted with from-one to
three halo atoms, -C4-C, alkox;/ optionally substituted with from one to three halo atoms,.halo

* and-OH;

or R’ and R? together with the A group when present and the nitrogen atom to.which
R?is attached, or R* and R? together with the nitrogen atom to which R' and R? are attached
whan A is absent, may optionally form a four to eight membered ring;

R® is selected from H, -C{-Cs alkyl, -C~Cs alkenyl, -C»Cs alkynyl, -Ca-Ce

‘cycloalkyl,-Cs-Csq cycloalkenyl and (3-8 membered) heterocycloalkyl, -C¢-C14 aryt and -(5-14

membered) heteroaryl, wherein said alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl,
heterocycloalkyl, aryl or heteroaryl are each opticnally independently substituted with from
one to three substituents independently selected from -Cy-C, alkoxy, halo, -OH, -S(C;-
Ca)alkyl, -C4-C4 alkyl -C(=0)OR®, -SO;R® and -(3-8 membered) heterocycloalkyl wherein said
alkyl, alkoxy, and heterocyloalkyl may be further substituted by one to six halo;

R* is H,-C4-Cq alkyl or halo;

or R®and R* may together with the carbon atom to which they are attached optionally
fom a moiety selected from cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, morpholino,
piperidino, pyrrolidino, tetrahydrofuranyl and perhydro-2H-pyran, wherein said moiety formed
by R® and R* is optionally substituted with from one to three substituents independently
selacted from -C4-Cg alkyl optionally substituted with from one to three halo atoms, -C,-Cg
alkoxy optionally substituted with from one to three halo atoms, halo, -OH, -CN and ailyl;

R® Is selected from H, -C4-Cg alkyl, -C2-Cg alkylene, -C+-Cj alkoxy, halo, -CN, -C3-C2
cycloalkyl ,-C4-C42 cycloalkenyl (5-10 membered) heteroaryl and -Cs-Co aryl, wherein said
alkyl, alkylene and atkoxy of R® are each optionally independently substituted with from one to
three substituents independently selected from halo and ~CN, and wherein said cycloalkyl,
cycloalkenyl, heteroaryt and aryl of R® are each optionally indepeqdentiy substituted with from
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one fo three substituents independenily selected from -C,-C, alky) optionally substituted with
from one to three halo atoms, -C,-C, alkoxy optionally substituted with from one fo three halo
atoms, halo and —-CN;

R is -C4-Cyp alkyl substituted by -C3-Cy, cycloalkyl, -C4-C12 cycloalkenyl, -(Cs-Cyp) bi-
or tricycloalkyl, -(C+-Cyo)bl- or tricycloalkenyl, -(3-12 membered) heterocycloalkyi, -(7-20
membered) heterobi- or heterotricycloalkyl, -Cs-Cy4 aryl, benzo{(C;-Cs heterocycloalkyi), (5-15

membered) heteroaryl, -Cs-C15 aryloxy and -{5-15 membered) heteroaryloxy, wherein R is -

independently substituted with from one to six substituents independently selected from R’

or R Is -CsCg cycloalkyl, -C4-Cy2 cycloalkenyl, -(Cs-Cza) bi- or tricycloalkyl, -(C+-
Cao)bi- or tricycloalkenyl, (3-12 membered) heterocycloalkyt, -(7-20 membered) heterobi- or
heterotricycloalkyl, -Cg-C44 aryl, benzo(C5-C, cycloalkyl), -(5-15 membered) heteroaryl, -Cg-Cis
aryloxy and -(5-15 membered) heteroaryloxy substituted by at least one -C,-Cy alkyl, wherein
said cycloalkyl, cycloalkenyl, bi- or tricycloalkyt, bi- or tricycloalkenyl, heterocycloalkyl, heterobi-
or heterotricycloalkyl, aryl, benzocycloalkyl, heteroaryl, aryloxy and heteroaryloxy is optionally
independently substituted with from one to six substituents independently selected from:R™®,;
and wherein said alkyl is substituted by R’S;

wherein R’® in each instance is independently selected from -OH, -C4-C,; alkyl, -C»-
C,z alkenyl, -C>-Cyz alkynyl, -C4-Cq alkoxy, -C4-Cy2 alkoxyalkyl, -G4-C2 hydroxyalkyl, -C-Csg
alkenoxy, -C-Cs alkynoxy, halo, -CN, -NO,, -NR°R™, -C(=0)NR°R'’, -C(=O)R", -C(=0)OR",
-S0-NR’R", -5(0),-R", -C3-C1scycloalkyl, -C4-C:s cycloalkenyl, -(Cs-C14)bi- o tricycloalkyl, -
(C-Cyy)bi~ or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Ca-Cis aryl, -(5-15
membered) heteroaryl, -Ce-C1s aryloxy and -(5-15 membered) heteroaryloxy; wherein said
alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl,
bi- or tricycloaikenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R’® are
each optionally independently substituted with from one to six substituents independently
selected from the group R™;

wherein R™ in each instance is independently selected from -OH, -C4-C,; alkyl, -C»-
C2 alkenyl, -C»C,2 alkynyl, -C4-Cs alkoxy, -C,-Cyz alkaxyalkyl, -C4-Cy2 hydroxyalkyl, -C»-Cs
alkenoxy, -Cz-Cs alkynoxy, halo, -CN, -NO,, -NR°R"®, -C(=0)NR°R"’, -C(=O)R"!, -C(=0)OR",
-80-NR°R'™, -5(0),-R"", -Cs-Cys cycloalkyl, -C,-Cs cycloalkenyl, -(Cs-C14)bi- or tricycloalkyl, -
(C+~Cy)bl- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -C¢-Cis aryl, -(5-15
membered) heteroaryl, -Cg-C45 aryloxy and -(5-15 membered) heteroaryloxy;

wherein R’C in each instance Is independently selected from -C,-Cg alkoxy, -CN, -
NO,, -NR°R™, -C(=ONR’R", -C(=O)R", -C(=0)OR™, -SONR°R', -S(0)r-R"", -C5-C1s
cycloalkyl, -C4-Cy5 cycloalkenyl, -(Cs-C44)bi-~ or tricycloalkyl, -(C;-C4)bi- or tricycloalkenyl, -(4-
20 membered) heterocycloalkyl, -C¢-Cys aryl, {(5-15 membered) heteroaryl, -Ce-C1s aryloxy
and -(5-15 membered) heteroaryloxy, wherein said alkenoxy, cycloalkyl, cycloalkenyl, bi- or

\ ¥
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tricycloalkyl, bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy
of R™ are each optionally independently substituted with from one to six substituents
independently selected from the group R™; ,

or R® and R” may together with the carbon and nitrogen atoms to which they are
respectively attached optionally form a -(58 membered) heterocycloalkyl ring, a -(5-8
membered) heterocycloalkenyl ring or a -(6-8 membered) heteroaryl ring, wherein said
heterocycloalkyl, heterocycloalkenyl and heteroaryl rings are each optionally independently
substituted with from one to three substituents independentiy selected from halo,-C,-Cs alkyl,
optionally subsituted with from one to three halo atoms, -C4-Cs alkoxy optionally subsituted
with from one to three halo atoms, -C-Cg hydroxyalkyt, -OH, (CHz)ser-1aNR’R, -(CH2)zem0-
1C(=0)NR’R'®, -SO,NR°R" and -C3-C:; cycloalkyt;

R? and R" in each instance are each independently selected from H, -OH, -C,-C;,
alkyl, -C»-C. atkenyl, -C>-Cy2 alkynyt, -C4-Cg alkoxy, -C4-C+, alkoxyalkyl -C4~C42 hydroxyalkyl,
-C-Cq alkenoxy, -Co-Cs alkynoxy, -C{=0)NR''R*, -C(=O)R"", -C(=0)OR"?, -SO-NR''R'?, -
S(0)x-R"", -Ca-Cys cycloalkyl, -C-Cys cycloalkenyl, (Co-Ciy)bi- or tricycloalkyl, -(Cy-Ci)bi-.or
tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cg-C,5 aryl, -(5-15 membered) heteroaryl,
-Ce-Cy5 aryloxy and -(5-15 membered) heteroaryloxy, wherein said alkyl, alkenyl, aikynyt,
alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl,
heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R? of R'® are each optionally
independently substituted with from one to six substituents independently selected from the
group R'™;

wherein R'% in each instance is independently selected from ~OH, halo, -C4-C,;
hydroxyalkyt, -C,-Cg alkoxy, -CN, -NO,, -NR''R'?, -C(=O0)NR''R"?, -C(=O)R"", -C(=0)OR", -
SO-NR''R"™, -§(0),R"", -C5-Cy5 cycloalkyl, -C4-C45 cycloalkanyl, -(Cs-Cq4)bi- or tricycloalkyl, -
(C+Cy1)bi- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Ce-Cis aryl, -(5-15
membered) heteroaryl, -C4-Cys aryloxy and -(5-15 membered) heteroaryloxy; wherein sa_id
alkoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl, heterocycloalkyl, anyl,
heteroaryi, aryloxy and heteroaryloxy of R'® are each opticnally independently substituted
with from one to six substituents independently selected from the group R'®;

wherein R'® in each instance is independently selected from -OH, halo; -C4-Ci, alkyl,
-Cx-C; alkenyl, -C>-Cy, alkynyl, -C4-Cg alkoxy, -C4-C42 alkoxyalkyl -C4-C45 hydroxyalkyl, -Co-
Cs alkenoxy, -C,-Cs alkynoxy, hale, -CN, -NO,, -NR''R', -C(=O)NR'R'], -C(=O0)R",
-C(=0)OR"", -80,-NR"'R", -5(0),R", -C5-C1s cycloalkyl, -C4-C1s cycloatkenyl, -(Cs-C11)bi- or
tricycloalkyl, -(G+-Cq4)bl- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cs-C15 aryl, - '
(5-15 membered) heteroaryl, -C¢-C 45 aryloxy and -(5-15 membered) heteroaryloxy;

or NR°R'® may form a (4-20 membered) heterocycloalkyl, (5-18 membered) heterobi-
or tricycloalkyl (5-18 membered) heterobi- or tricycloalkenyl, or -(5-15 membered) heteroaryl,
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wherein said heterocycloalkyl, heterobi- or tricycloalkyl, heterobi- or tricycloalkenyl or
heteroaryl are opticnally independently substituted with from one to six substituents
independently selected from-C4-Cg alkyl,-Co-Cg alkenyt,-Cx-Cg alkenyl,-C;-Cs alkoxy,-C»-Cs
alkenoxy,-C-Ce alkynoxy,-C+-Ce hydroxyalkyl,-C,-Cs hydroxyalkeny!,-C»-Cs hydroxyalkenw,
halo, -OH, -CN, -NO; -NR''R", -C(=O)NR''R'*-C(=0)R", -C(=0)OR"', -S(0),R" and
-8(0)-NR"'R'%;

R" and R% in each instance are each independently selected from H, -C,-Cs alkyl, -
C3-Cy cycloalkyl, -C4-Cq cycloalkeny, -(Cs-Cy4)bi- or tricycloalkyl, -(C7-Cy4)bi- or tricycloalkenyl,
(3-8 membered) heterocycloalkyl,-Ce-C1o aryl and -(5-14 membered) heteroaryl, wherein said
alkyl of R" is optionally independently substituted with from one to three substituents
independently selected from —OH, -CN and -Cs-Cy cycloalkyl, and wherein each hydrogen
atom cf said alkyl is optionally independently replaced with a halo atom, and wherein said
cylcoalkyl, cycloalkenyl, heterocycloalkyl, aryl and hetereoaryl of R'' are each optionally
independently substituted with from one to three substituents independently selected from
halo, -C4-Cj alkyl opticnally substituted with from one to three halo atoms, -OH, -CN’' and.-C,-
Cs cycloalkyt; and

n is in each instance an integer independently selected from zero, 1 and 2;

or a pharmaceutically acceptable salt thereof.

In one aspect of the above embodiment, R” is a -C4-Cs cycioalkyl, -(4-10 membered)
heterocycloalkyl, -Cs-C44 aryl or -(5-15 membered) heteroary! substituted by a -C,-C, alkyt and
wherein said alkyl Is further substituted by R’®, wherein R is —-NR°R"°,

In another aspect of the above embodiment, R? is hydrogen or methyi, R is -.C4-Cs
alkyl or -C,-Cq cycloalkyl, wherein said alkyl or cycloalkyl of R' is optionally substituted with
from one to six substituents selected from R wherein R'® is selected from halo, -C4-C,4
alkyl, -C4-C, cycloalkyl, -{(5-15 membered) heteroaryl or -C,-C, hydroxyalkyl; or -NR’R'%is a -
(4-6 membered) heterocycloalkyl optionally substituted with from one to six substituents
selected from hala, -C4-C4 alkyl or -C4-C, hydroxyalkyl.

In another aspect of the above embodiment, R is a -C;-Cs alkyt substituted by a -C,-
Cs cycloalkyl; -(Cs-Cay) bi- or tricycloalkyl, -(4-8 membered) heterocycloalkyl, -(7-12 membered)
heterobi- or heterafricycloalkyl, -C¢-Cys aryl, benzo(C,;-Cy cycloalkyl), -(5-15 membered)
heteroaryl, wherein R’ is optionally independently substituted with from one to six substituents
independently selected from R, wherein R™ is -NR’R', halo, -C;-C, alkyl or -C,-C,
hydroxyalkyl.

In another aspect of the above embodiment, R’ is a -C,-C; alkyl substituted by a -(4-8
membered) heterocycloalkyl or -Ca-C14 aryl, wherein R’ is optionally independently substituted
with from one to six substituents independently selected from R™, wherein R”® is ~-NR°R',

\8
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halo, -OH, -C,-C, alkyl ar -C;-C, hydroxyalkyl, wherein said alkyl or hydroxyalkyl is optional
substituted with from one to six halo.

In another aspect of the above embodiment, A is absent and R! is benzo(Cs-Cq
cycloalkyl) optionally substituted with from one to three substituents independently selected

i

from -C4-Cs alkyl, halo and -OH; or A is —2~C—; Z is ~CH,, ~CH(OH) or ~CH(C-Cq alkyl)

and R' is -C4-Cyp alkyl, -Ce-C1a aryl or (6-10 membered) heteroaryl, wherein said alkyl, aryl

and heteroaryl are optionally independently substituted with from one to three substituents

independently selected from -C4-Cp alkyl, halo and -OH; R%is H or -C-Cq alkyl; R® is H, —

CH;CH;SCHs , CH2CH;OCH; or -C,-Cs aliyl; R* Is H and R® is H or -C,-Ce alkyl.

in an another embodiment, the present invention relates to compounds of Formula |
o Ro O
-IJ‘,- -II\I-I(lJ— -Z-ICI:- -Z-|(|:- and SO

wherein A is absent or is selected from ! ' ' 2;

Z is selected from —-CH; -CH(OH), —CH(Ci-Cs alkyl), —CH(Cy-Cs alkoxy),
-CH(NRR'), —CH(CHx{OH)), —CH(CH(C\-C, alkyl)}(OH)) and —CH(C(C,-C; alkyl)(C:-
Caalkyl(OH));

R is selected from -C4-Ca alkyl, -Co-Coy alkenyl, -C2-Cy alkynyl, -C,-Cy alkoxy, -Co-
Cap alkenoxy, -C4-Czp hydroxyalkyl, -Cs-Cs cycloalkyl, benzo(Cs-Cs cycloalkyl), benzo(C5-Cs
heterocycloalkyl), -C+Cs cycloalkenyl, -(Cs-Cyq)bi- or tricycloalkyl, benzo(Cs-Cyi)bi- or
tricycloalkyl, (C;-C14)bl- or tricycloalkenyi, -(3-8 membered) heterocycioalkyl, -Cs-C+4 aryl and -
(6-14 membered) heteroaryl, wherein R’ is optionally substituted by R'%

wherein R'® In each instance is independently selected from -OH, halo, -C-Cs
alkoxy, -CN, -NO,, -NR°R™, -C(=O)NR’R", -C(=0)R"", -C(=0)OR", -SONR°R", -S(O)s
R", -Cs-Cs cycloalkyl, -C4-Cys cycloalkenyl, -(Cs-Cq4)bi- or tricycloalkyl, -(C+Cq)bl- or
tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Ce-Cis aryl, -(5-15 membered) heteroaryl,
-Cq-Cys aryloxy and -(5-15 membered) heteroaryloxy;

wherein said alkoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl,
heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R'™ are each optionally
independently substituted with from one to six substituents independently selected from the
group R™;

wherein R™ in each instance is independenily selected from -OH, -C4-C42 alkyl, -C»-
Ci2 alkenyl, -C,-C4; alkynyl, -C4-Cg alkoxy, -C,-Cy, alkoxyalkyl -C;-C,, hydroxyalkyl, -C-Cg
alkenoxy, -C5-Cs alkynoxy, halo, -CN, -NO,, -NR°R'®, -C(=O)NR’R", -C(=O)R"", -C(=0)OR",
-80-NR°R", -§(0)-R"", -C3-Cys cycloalkyl, -C4-C s cycloalkenyl, (Cs-Cqq)bi- or tricycloalkyl, -
(C-Cy)bi- or ftricycloalkenyl, -(4-20 membered) heterocycloalkyl, -C¢-Cys aryl, -(5-15
membered) heteroaryl, -Cg-C 5 aryloxy and -(5-15 membered) heteroaryloxy;
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R? is selected from H, -Ci-Cg alkyl, -C,-Cq alkenyl, -C3-Cs cycloalkyl and Cs-Cs
cycloalkenyl, wherein R? is optionally independently substituted with from one to three
substituents independently selected from -C,-C, alkyl optionally substituted with from one to
three halo atoms, -C4-C, alkoxy optionally substituted with from one to three halo atoms, halo
and -OH;

or R' and R? together with the A group when present and the nitrogen atom to which
R? is attached, or R' and R? together with the nitrogen atom to which R' and R? are attached
when A is absent, may optionally form a four to eight membered ring;

R® is selected from H, -C;-Cs alkyl, -C,-Cs alkenyl, -C,-Cs alkynyl, -Cs-Cs cycloalkyl, -
Cs-Cs cyctoalkényl and (3-8 membered) heterocycloalkyl -Cg-Cy4 aryl and (5-14 membered)

" heteroaryl, wherein said alkyl, alkenyl, alkyny!, cycloalkyl, cycloalkenyl, heterocycloalkyl aryl

or heteroaryl are each optionally independently substituted with from one to three substituents
independently selected from -C;-C, alkoxy, halo, -OH, -S(Cy-C,)alkyl -C4-C, alkyl -C(=Q)OR®,
-S0,R® and -(3-8 membered) heterocycloalkyl wherein said alkyl, alkoxy, and heterocyloalkyl
may be further substituted by one to six halo;

R*is H, -C;-Ce alkyl or halo; .

or R? and R* may together with the carbon atom to which they are attached optionally
form a moiety selected from cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, morpholino,
piperidino, pyrrolidino, tetrahydrofuranyl and perhydro-2H-pyran, wherein said moiety formed
by R®and R* is optionally substituted with from one to three substituents independently
selected from -C;-Cg alkyl optionally substituted with from one to three halo atoms, -C4-Cg
alkoxy optionally substituted with from one to three halo atoms, halo, -OH, -CN and allyl;

R® Is selected from H, -C4-Cs alkyl, -C,-Cs alkylene, -C4-Cjq alkoxy, halo, -CN, -C4-Cz
cycloalkyl, -C4-C4, cycloalkeny! -(5-10 membered) heteroaryl and -Cg-C+q aryl, wherein said
alkyl, alkylene and alkoxy of R® are each optionally independently substituted with from one to
three substituents independently selected from halo and —CN, and wherein said cycloalkyl,
cyctoalkenyl, heteroaryl and aryl of R® are each optionally independently substituted with from
one to three substltuents independently selected from -C;-C,4 alkyl optionally substituted with
from one to three hale atoms, -C,-C, alkoxy optionally substituted with from one to three halo
atoms, halo and -CN,;

R’ is selected from -C4-Cg alkyl, -C4-Czp alkoxy, -C4-Czp hydroxyalkyl, -C3-Cs;
cycloalkyl, -C4-C 2 cycloalkenyl, {Cs-Cap} bi- ar fricycloalkyl, ~(C7-Cap)bl- or tricycloalkenyi, (3-12
membered) heterocycloalkyl, -(7-20 membered) heterobi- or heterofricycloalkyl, -C¢-C14 aryl, -
(5-15 membered) heteroaryl -C-C5 aryloxy and -(5-15 membered) hsteroaryloxy, wherein
said alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or
tricycloalkyl, bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy
of R” are each independently substituted with from one to six substituents independently
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selected from the group R™ or are each independently optionally substituted with from one to
six substituents independently selected from the group R™

wherein R™ in each instance is independently selected from -C4-Cq alkoxy, -C4-Cy2
alkoxyalkyl, -NR’R", -C(=C)NR°R'®, -C;-C.5 cycloalkyl, ~(4-20 membered) heterocycloalkyl, -
Ce-Cis aryl, -(5-15 membered) heteroaryl, -Ce-Cis aryloxy and -(5-15 membered)
heteroaryloxy, wherein said alkyl, alkoxy, alkoxyalkyl,- cycloalkyl, heterocycloalkyl, aryl
heteroaryl, aryloxy, and heteroaryloxy of R’ are each independently substituted by R™;

wherein R’ in each instance is independently selected from: -C2-Cy alkenyl, -C-Cy2
alkynyi, -C4-C2 hydroxyalkyl, -C,-Cs alkenoxy, -C-Cs alkynoxy, -NR°R', -C(=ONR°R'®, -
SO,NR°R™, -C,-C,s cycloalkenyl, {(Cs-Cy)bi- or tricycloalkyl, -{C-Cay)bi- or tricycloalkenyl,
iwherein said alkenyl, alkynyl, hydraoxyalkyl, alkenoxy, alkynoxy, cycloalkenyt, bi- or
tricycloalkyl, bi- or tricycloalkenyl, of R"%are each optionally independently substituted with
from one to six substituents independently selected from the group R™;

wherain R™ in each instance is independently selected from -C,-C,, alkenyl, -C>-C1»
alkynyl, -C4-Cg alkoxy, -C,-Cy; alkoxyalkyl -C,-Cy> hydroxyalkyl, -CCg alkenexy,. -CCg
alkynoxy, halo, -CN, -NO, -NR°R", -C(=0)NR’R", -C(=0)R"", -C(=0)OR", -SONRR", -
S(0)s-R", -Cs-Cys cycloalkyl, -C4-Cy5 cycloalkenyl, -(Cs-C4)bi- or tricycloalkyl, -(C7-Cyy)bi- or
tricycloaltkenyl, -{(4-20 membered) heterocycloaikyl, -C¢-Cis arvi, -(5-15 membered) heteroaryl,
-Cs-C;y5 aryloxy and -(5-15 membered) heteroaryloxy;

or R® and R’ may together with the carbon and nitrogen atoms to which they are
respectively attached optionally form a (5-8 membered)} heterocycloalkyl ring, a (5-8
membered) heterocycloalkenyl ring or a (6-8 membered) heteroaryl ring, wherein -said
heterocycloalkyl, heterocycloalkenyl and heteroaryl rings are each optionally independently
substituted with from one to three substituents independently selected from halo, -C4-Cg alkyl,
optionally subsituted with from one to three halo atoms, -C4-Cg alkoxy optionally subsituted
with from one to three haio atoms, -C4-Ca hydroxyalkyl, -OH, ~(CHz)zer-16NR’R™, (CHz)zero-
10C(EOINRPRY, -SONRR" and -C4-Cy, cycloalkyl;

R® and R" in each instance are each Independently selected from -H, -C(=0)R" or -
C,-Cop alkyl, wherein at least one of R? and R are -C(=0)R" or -C;-Cy alkyl, and wherein
each -C4-Cop alkyl Is substituted with R'® )

wherein R'™ in each instance is independently selected from -C;-Cg alkoxy, -CN, -
NO,, -NR"'R"", -C(=O0)NR'"'R", -C(=0)R"", -C(=0)OR"", -SO-NR"'R", -5(0),-R", -C3-Css
cycloalkyl, -C4-C15 cycloalkenyl, -{Cz-C44)bi- or tricycloalkyl, -{(C;-C,}bi- or tricycloalkenyl, -(4-
20 membered) heterocycloalkyl, -C4-C4s aryl, -(5-15 membered) heteroaryl, -Cs-C15 aryloxy
and -(5-15 membered) heteroaryloxy, wherein said alkoxy, cycloalkyl, cycloalkenyl, bi- or
tricycloalkyl, bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy
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of R'% are each optionally independently substituted: with from one to six substituents
independently selected from the group R'™®

wherein R' In each instance is independently selected from -OH, -C;-C,; alkyl, -Co-
Ci, alkenyl, -C,-C42 alkynyl, -C;-Cq alkexy, -C4-Cy2 alkoxyalkyl -C4-C42 hydroxyalkyl, ~C~Cg
alkenoxy, -C,Cs alkynoxy, halo, -CN, -NO, -NR'"RY%, -C(=O)NR'R"Y, -C(=O)R",
-C(=0)OR", -SO-NR''R", -§(0),R", -C5-C1s cycloalkyl, -C4-C1s5 cycloalkenyl, -(Cs-Cy1)bi- or
tricycloatkyl, -(C;-Cy4)bi- or tricycloalkenyl, -(4-20 membered) heterocycloaikyl, -C¢-C4s aryl, -
(5-15 membered) heteroaryl, -C4-C45 aryloxy and -(5-15 membered) heteroaryloxy

or NR°R'® may form a (4-20 membered) heterocycloalkyl, (5-18 membered) heterobi-
or tricycloalkyl, (5-18 membered) heterobi- or fricycloalkenyl, or -{(5-15 membered) heteroaryl,
wherein said heterocycloalkyl, heterobi- or tricycloalkyl, heterobi- or tricycloalkenyl or
heteroaryi are optionally independently substituted with from one to six substituents
independently selected from -C4-Cg alkyl, -CCq alkenyl, ~-C2-Cg alkenyl, -C1-Cs aikoxy.. -Cx-Cy
alkenoxy, -C>-Cs alkynoxy, -C4-Cg hydroxyalkyl, -C,-Cs hydroxyalkenyl, -C,-Ce hydroxyalkenyl,
halo, -OH, -CN, -NO,, -NR''R'?, -C(=0)NR"'R"?, -Cc(=O0)R", -C(=O)OR", -S(O)},R"" and
-S(O)NR'"RY;

R™ and R™ in each instance are each independently selected from H, -C;-Cs alkyi, -

+ Ca-Cq cycloaikyl, -C4-C3 cycloalkenyl, {C5-C44)bi- or tricycloalkyl, -(C-Ca4)bi- or tricycloalkenyi,

(3-8 membered) heterocycloalkyl, -Cs-C1p aryl and (5-14 membered) heteroaryl, wherein said
alkyl of R" and R'%s optionally independently substituted with from one to three substituents
independently selected from —OH, -CN and -C;-C, cycloalkyl, and wherein each hydrogen
atom of said alkyl is optionally independently replaced with a halo atom, and wherein said
cylcoalkyl, cycloalkenyl, heterocycloalkyl, aryl and hetereoaryl of R and R'? are each
optionally independently substituted with from one to three substituents independently
selected from halo, -C4-C; alkyl optionally substituted with from one to three halo atoms, -OH,
-CN and -C;-Cg cycloalkyl;

R™ is in each instance Is independently selected from alkyl substituted by -Cy-Cr,
alkoxy, -C3-Cys cycloalkyl, -C4-Cys cycloalkenyl, -(Cs-Csq)bi- or tricycloalkyl, -(CCy)bi- or
tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Ce-C1s aryl, -(5-15 membered) heteroaryl,
-Cs-Cys aryloxy and -(5-15 -membered) heteroaryloxy, wherein said alkoxy, cycloalkyl,
cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl, heterocycloalkyl, aryi, heteroaryl, aryloxy
and heteroaryloxy of R' is optionally substituted by one to three substituents independently
selected from halo, -C;-C, alkyl optionally substituted with from one to three halo atoms, -OH,
-CN and -C;-Cy cycloalkyi;

nis in each insténce an integer independently selected from zero, 1 and 2;

or a pharmaceuticailly acceptable salt thereof.
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In one aspect of the above embadiment, R’ is a -C4-Cg alkyl substituted by R’%; R is
~NR’R'% R%is H or methyl; R"is a -C,-C; alkyl; R' is -C,-Cy alkoxy, —C,4-Cs cycloalkyl, -(4-8
membered) heterocycloalkyl, -Cg-C4s aryl or -(5-15 membered) heteroaryl, wherein said
alkoxy, cycloalkyl, heterocycloalkyl, aryl, heteroaryl of R'™ are each optionally independently
substituted with from one to six substituents independently selected from the group R™;
wherein R'™® is halo, -OH, -C;-C; alkyl or -C4-C, hydroxyalkyl, wherein sald alkyl or
hydroxyalkyl of R'® is optionally substituted by one to six halo.

In another aspect of the above embodiment, R’ is a -C4-C; alkyl substituted by R™;
R™ is ~C(=O)NR°R'®; R® is H or methyl; R is a -C,-Cs alkyl; R'™ is -C,-Cq alkoxy, —C4-Cs
cycloalkyl, -(4-8 membered) heterocycloalkyl, -Ce-C45 aryl or -(5-15 membered) heteroaryl,
wherein said alkoxy, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of
R'® are each optionally independently substituted with from one to six substituents
independently selected from the group R'®; wherein R'™ is halo, -OH, -C4-C, alkyl or _-C,-C4
hydroxyalkyl, wherein said atkyt or hydroxyalkyl of R'® is optionally substituted by one.to six .
halo. '

In another aspect of the above embodiment A is absent and R' is benzo(Cs-Ce
cycloalkyl) optionally substituted with from one to three substituents independently selected '

i

from C,-Cy alkyl, halo and OH; or Ais —Z~C—; Z is -CH,, —CH{OH) or -CH(C1-Cs alkyl) and
R' is C4-Cyo alkyl, Cs-C1o aryl or (6-10 membered) heteroaryl, wherein said alkyl, aryl and
heteroaryl are optionally independently substituted with from one to three substituents
independently selected from C;-Cq alkyl, halo and OH; R? is H or C-Cq alkyl; R® is H, —
CH,CH,SCHs , -CH,CH;OCH; or C,-Cq alkyl; R* is H and R®is H or C4-Cg alkyl.

in an another embodiment, the present invention relates to compounds of Formula |

o Ro o

Ial: L@, zlcl: -2-|c|> and SO
wherein A s absent or is selected from i ' ! 2
, Z is selected from —-CH, —CH(OH), —CH(C;-Cs alkyl), —CH(C-Cs alkoxy),
-CH(NR®R'), —CH(CH,(OH)), —CH(CH(Cy-C, alkyl)(OH)} and —CH(C(C:-Cs4 alkyl)(Ci-
Caalkyl)(OH)),

R' is selected from -C,-Cyg alkyl, -C2-Cop alkenyl, ~C,-Cyo alkynyl, -C4-Cop alkoxy, -C2-
Cz alkenoxy, -C4-Ca hydroxyalkyl, -C3-Cy cycloalkyl, benzo(Cs-Cg cycloalkyl), benza(Cs-Cs
heterocycloalkyl), -C;-Cs cycloalkenyl, ~(CsCys)bi- or tricycloalkyl, benzo{(Cs-C.:i)bi- or
tricycloalkyl, -(C-C14)bi- or tr[cycloalkényl, -(3-8 membered) heterocycloalkyl, -Ce-C44 aryl and -
(5-14 membered) heteroaryl,wherein R1 is optionally substituted by R'%;

wherein R™ in each instance is independently selected from —OH, halo, -C4-Cs
alkoxy, -CN, -NO,, -NR’R", -C(=OJNR’R'®, -C(=O)R"", -C(=0)OR", -SO,-NR°R", -S(0),-
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R", -C3-Cys cycloalkyl, -C4-Cys cycloalkenyl, -(Cs-Cq:)bi- or tricycloalkyl, -(CrCyi)bi- or
tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cs-C1s aryl, -(5-15 membered) heteroaryl,
-Cq-Cy5 aryloxy and -(5-15 membered) heteroaryloxy,

wherein said alkoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl,
heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of .R'™ are each optionally
independently substituted with from one to six substituents independently selected from the
group R'®;

wherein R™ in each instance is independently selected from -OH, -C;-Cy; alkyl, -C
Ci2 alkenyl, -C-Cqa alkynyl, -C-Cg alkoxy, -C,~Cy, alkoxyalkyl -C,-C42 hydroxyalkyl, -C2-Cg
alkenoxy, -C-Cg alkynoxy, halo, -CN, -NO,, -NR’R", -C(=0)NR°R", -C(=0)R"", -C(=0)OR",
-S0,-NR°R", -S(0)-R"", -C3-C1s cycloalkyl, -C,-Cys cycloalkenyl, -(C5-Cy4)bi- or tricycloalkyl, -
(C+-Cyy)bi- or ftricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cg-Cys aryl, -(5-15
membered) heteroaryl, -Ce-C45 aryloxy and -(5-15 membered) heteroaryloxy;

R? is selected from H, -C4-Cq alkyl, -C,-Cq alkenyl, -C3-Cg cycloalkyl and .-C5-Cg
cycloalkenyl, wherein R? is optionally independently substituted with from one to three
substituents independently selected from -C;-C, alkyl optionally substituted with from one to
three halo atoms, -C4-C, alkoxy optionally substituted with from one to three halo atoms, halo

" and -OH;

or R' and R? together with the A group when present and the nitrogen atom to. which
R? is attached, or R' and R? together with the nitrogen atom to which R' and R? are attached
when A is absent, may optionally form a four to eight membered ring;

R® is selected from -Cg-C44 aryl and (5-14 membered) heteroaryl, wherein said aryl or

heteroaryl are each optionally independently substituted with from one to three substituents

independently selected from -C,-C, alkoxy, halo, -OH, -S(C4-C,)alkyl -C4-C,4 alkyl -C(=O)OR9,
-SO,R® and (3-8 membered) heterocycloalkyl wherein said alkyl, alkoxy, and heterocyioalkyl
may be further substituted by one to six halo; |

R* Is H, -C4-Cs alky! or halo;

or R® and R* may together with the carbon atom to which they are attached optionally
form a moiety selected from cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, morpholino,
piperidino, pyrrolidino, tetrahydrofuranyl and perhydro-2H-pyran, wherein said moiety formed
by R® and R* is optionally substituted with from one to three substituents independently
selected from -C,-Cq alkyi optionally substituted with from one to three halo atoms, -C,-Cg
alkoxy optionally substituted with from one to three halo atoms, halo, -OH, -CN and allyt,

R® is selected from H, -C4-Cs alkyl, -C-Cs alkylene, -C1-Cs alkoxy, halo, -CN, -C3-Cy2
cycloalkyl, -C4-Cy2 cycloalkenyl (5-10 membered) heteroary! and -Cg-C4g aryl, wherein said
alkyl, alkylene and alkoxy of R® are each optionally independently substituted with from one to
three substituents independently selected from halo and —CN, and wherein said cycloalkyl,

L\
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cycloalkenyl, heteroaryl and aryl of R® are each optionally independently substituted with from
one to three substituents independently selected from -C4-C, alkyl optionally substituted with
from one to three halo atoms, -C,-C, alkoxy optionally substituted with from one to three halo
atomns, haio and ~CN;

R’ is selected from H, -C,-Cy alkyl, -C4-Czo alkoxy, -C1-Cz hydroxyalkyl, ~C5-Ciz
cycloalkyl, -C4-C,» cycloalkenyl, (Cs-Czp) bi- or fricycloalkyl, -(C+-Cap)bi- or tricycloalkenyl, (3-12
membered) heterocycloalkyl, -(7-20 membered) heterobi- or heterotricycloalkyl, -C4-Cy4 aryl and
-(5-15 membered) heteroaryi, wherein sald alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy,
cycioalkyl, cycloalkenyl, bl- or ftricycloalkyl, bi- or tricycloalkenyl, heterocycloalkyl, aryl,
heteroaryl, aryloxy and heteroaryloxy of R’ are each optionally independently substituted with
from one to six substituents independently selected from the group R™;

wherein R™ in each instance is independently selected from -OH, -C;-Cy2 alkyl, -C»-
C,» alkenyl, -C2-C,; alkynyl, -C4-Cy alkoxy, -C4-C4, alkoxyalkyl, -C,-C4, hydroxyalkyl, ~-C»-Cs
alkenoxy, -Co-Cs alkynoxy, halo, -CN, -NO,, -NR’R'®, -C{(=0)NR°R", -C(=0)R"", -C(=0)OR'?,
-SONR°R"™, -§(0)-R"", -C5C15 cycloalkyl, -C,-Cys cycioalkenyl, -(Cs-C44)bi- or tricycloalkyl, -
(C+Cq)bi- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cs-Cys aryl, -(5-15
memberad) heteroaryl, -Cq-Cy5 aryloxy and -(5-15 membered) heteroaryloxy; wherein said
alkyt, alkenyt, a!kynyl, alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl,
bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroary!, aryloxy and heteroaryloxy of R™ are
each optionally independently substituted with from one to six substituents independently
selected from the group R™®;

wherein R™ in each instance is independently selected from -OH, -C;-Cy, alkyl, -Cx-
Ci2 alkenyl, -Cx>C,, alkynyl, -C,-Cs alkoxy, -C;-Cy; alkoxyalkyl -C4-Cy2 hydroxyalkyl, -C;-Cs
alkenoxy, -C,-Cs alkynoxy, halo, -CN, -NO,, -NR°R"®, -C(=0)NR°R"’, -C(=0)R"", -C(=0)OR"",
-SO-NR’RY, -S(0)-R"", -C5-C;5 cycloalkyl, -C4-C1s cycloalkenyl, -(Cs-C11)bli- or tricycloalkyl, -
(CsCy)bl- or fricycloalkenyl, -(4-20 membered) heterocycloalkyl, -C¢Cs aryl, -(5-15
membered) heteroaryl, -Cs-Cy5 arylexy and ~(5-15 membered) heteroaryloxy;

or R® and R” may together with the carbon and nitrogen atoms to which they are
respectively attached optionally form a (5-8 membered) heterocycloalkyl ring, a (5-8
membered} heterocycloalkeny! ring or a (6-8 membered) heteroaryt ring, wherein said
heterocycloalkyl, heterocycloalkenyl and heteroaryl rings are each optionally independently
substituted with from one to three substituents independentily selected from halo, -C,-Cy alkyl,
optionally subsituted with from one to three halo atoms, -C4-Cg alkoxy optionally subsituted
with from one to three halo atoms, -C;-Cs hydroxyalkyl, -OH, -(CHa)ser0-16NR*R"™®, <(CHo)ser0-
10C(=ONRR'®, -SO,NR°R® and -C;-C;, cycloalkyl;

R’ and R" in each instance are each independently selected from H, -OH, -C4-Cy2
alkyl, -C3-C,2 alkenyl, -C>-C4; alkynyi, -C4-Cs alkoxy, -C4-Cy2 alkoxyalkyl -C,-C2 hydroxyalkyl,
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-C,-Cs alkenoxy, -C»-Cg alkynoxy, -C(=O)NR''R'?, -C(=O)R"", -C(=0)OR"?, -SO,NR'"R", -
S(0).-R"", -C3-C5 cycloalkyl, -C4-C1s cycloalkenyt, -(Cs-C1)bi- or tricycloalkyl, -(C7-Cy1)bi- or
tricycloalkenwi, -(4-20 membered) heterocycloalkyl, -Ce-C4s5 arvt, -(5-15 membered) heteroaryl,
-C¢-Cys aryloxy and -(5-15 membered) heteroaryloxy, wherein said alkyl, alkenyl, alkynyl,
alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl,
heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R® of R'® are each optionally
independently substituted with from one to six substituents independently selected from the
group R'%,

wherein R'™ in each instance is independently selected from -OH, halo, -C4-Cg
alkoxy, -CN, -NO,, -NR''R'?, -C(=O)NR"'R'3, -C(=0)R", -C(=0)OR", -S0,-NR"'R", -S(0),-
R'", -C;-Cys cycloalkyl, -C4-Cis cycloalkenyl, -(Cs-Ciq)bi- or tricycloalkyl, -(C;-Cq4)bi- or
tricycloalkenyl, -{4-20 membered) heterccycloalkyl, -C¢-C1s aryl, -(5-15 membered) heteroaryl,
-C¢-Cys aryloxy and -(5-15 membered) heteroaryloxy, wherein said &lkoxy, cycloalkyl,
cycloalkenyl, bi- or tricycioalkyl, bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy
and heteroaryloxy of R'® are each optionally independently substituted with from ene.to-six
substituents independently selected from the group R'*";

wherein R'® in each instance is independently selected from -OH, halo; -C4-G, alkyl,
-C-Cy; alkenyl, -C,-Cy, alkynyl, -C4-Cg alkoxy, -C,4-C,2 alkoxyalkyl -C4-C12 hydroxyalkyt, -C»-
Cs alkenoxy, -CrCs alkynoxy, halo, -CN, -NO;, -NR'"'R', -C(=O)NR''R"?, -C(=O)R"",
-C(=0)OR"?, -SO,-NR''R™, -§(0),-R"", -C3-Cys cycloalkyl, -C4-C1s cycloalkenyl, -(Cs-C14)bi- or
tricycloalkyl, -(C,-C44)bi- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -C5-Cys aryl,
-(5-15 membered) heteroaryl, -C¢-C15 aryloxy and -(5-15 membered) heteroaryloxy;

or NR°R"® may form may form a -(4-20 membered) heterocycloalky), -(5-18
membered) heterobi- or tricycloalkyl, -(5-18 membered) heterobi- or tricycloalkenyl, or -(5-15
membered) heteroaryl, wherein said heterocycloalkyl, heterobi- or tricycloalkyl, heterobi- or
tricycloalkenyl or .heteroaryl are optionally independently substituted with from one to six
substituents independently selected from -C,-Cg alkyl, -Co-C; alkenyl, -C,-Cy alkenyl, -C4-Cg
alkoxy, -C,-Cjy alkenoxy, -C,-Cs alkynoxy, -C,-Cs hydroxyalky), -C,-Cg hydroxyalkenyl, -C>-Cg
hydroxyalkenyi, halo, -OH, -CN, -NO,, -NR''R"?, -C(=0)NR''R", -C(=O)}R"", -G(=0)OR"",
-S(O):R'" and -S(0),NR"'R'%;

wherein R" and R"? in each instance are each independently selected from H, -C4-
Cs alkyl, -C3-Cg cycloalkyl, -C4Cs cycloalkenyl, -(Cs-Cqq)bi- or tricycloalkyl, -(C7-Caqq)bi- or
tricycloalkenyl, (3-8 membered) heterocycloalkyl, -CsCyp aryl and -(5-14 membered)
heteroaryl, wherein said alkyl of R' is optionally independently substituted with from one to
three substituents independently selected from —OH, -CN and -C5-Cy cycloalkyl, and wherein
each hydrogen atom of said alkyl is optionally independently replaced with a halo atom, and
wherein said cylcoalkyl, cycloalkenyl, heterocycloalkyl, aryl and hetereoaryl of R' are each
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optionally independently substituted with from one to three substituants independently
selected from halo, -C,-Cj alkyl optionally substituted with from one to three halo atoms, -OH,
-CN and -Cs-Cg cycloalkyl; and

n is in each instance an Integer independently selected from zero, 1 and 2;

or a pharmacsutically acceptable salt thereof.

In an another embodiment, the present invention relates to compounds of Formula i,

wherein A is absent;

R' is -C,-Cx alkyl; wherein R' is independently substituted with from one to six
substituents independently seiected from R™;

wherein R" in each instance is independently selected from -C4-Ca alkoxy, -CN, -Ca-
C1s cycloalky), -C4-Cys cycloalkenyl, -(Cs-C44)bi- or tricycloalkyl, -(C+Cs,)bi- or tricycloalkenyl, -
{4-20 membered) heterocycloalkyl, -Cs-Cys aryl, {5-15 membered) heteroaryl, -Cg-C5 aryloxy
and -(5-15 membered) heteroaryloxy;

wherein said cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bl- or ftricycloalkenyl,
heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R' are each optionally
independently substituted with from one to six substituents independently selected from the
group R'®;

wherein R™ in each instance is independently selected from -OH, -C;-C,z alkyl, ~Co-
Cs, alkenyl, -C2-C4, alkynyl, -C4-Cs alkoxy, -C4-Cy2 alkoxyalkyl -C4-Cya hydroxyalkyl, -C»-Cs
alkenoxy, -C,-Cg alkynoxy, halo, -CN, -NO,, -NR°R'®, -C(=O)NR’R", -C(=O)R"", -C(=0)OR",
-S0,-NRR"®, -5(0),-R"", -C3-C4s cycloalkyl, -C+-C;5 cycloalkenyl, -(Cs-Cyy)bl- or fricycloalkyl, -
(C+Cyy)bi- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Ce-Cis aryl, - -(5-15
membered) heteroaryl, -Cg-C15 aryloxy and -(5-15 membered) heteroaryloxy;

R? is selected from H, -C,-Cs alkyl, -C-Cs alkenyl, -C3-Cs cycloalkyl and -C5-Cq
cycloalkenyl, wherein R? is optionally independently substituted with from one to three
substituents independently selected from -C4-C, alkyl optionally substifuted with from one to
three halo atoms, -C4-C, alkoxy optionally substituted with from one to three halo atoms, halo
and-OH;

R’ is selected from H, -C-Cg alkyi, -Co-Cg alkenyl, -C-Cg alkynyl, -C5-Cg cycloalkyl, -
Cs-Cs cycloalkenyl and {3-8 membered) heterocycloalkyl, -Cs-Cy4 aryl and (5-14 membered)
heteroaryl, wherein said alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, heterocycloalkyl aryl
or heteroaryl are each optionally independently substituted with from one to three substituents
independently selected from -C,-C, alkoxy, halo, -OH, -S(C,-C,)alkyt -C4-C,alkyl -C(=O)0R°, -
SO,R® and (3-8 membered) heterocycloalkyl wherein said alkyl, alkoxy, and heterocyloalkyl
may be further substituted by one to six halo;

R*is H, -C,-Cq alkyi or halo;
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" or R? and R* may together with the carbon atom to which they are attached optionally
form a moiety selected from cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, morpholino,
piperidino, pyrrolidino, tetrahydrofuranyl and perhydro-2H-pyran, wherein safd moiety formed
by R® and R® is optionally substituted with from one to three substituents independently
selected from -C4-Cg alkyl optionally substituted with from one to three halo atoms, -C,-Cg
alkoxy optionally substituted with from one to three halo atoms, halo, -OH, -CN and ally;

R® is selected from H, -C4-Ce alkyl, -C>-Cg alkylene, -C,-Cg alkoxy, halo, -CN, -C3-Cy,
cycloalkyl, -C4-C» cycloalkenyl (5-10 membered) heteroaryl and -Cg-Cqp aryl, wherein said
alkyl, alkylene and alkoxy of R® are each optionally independently substituted with from one to
three substituents indepen‘denﬂy selected from halo and -CN, and wherein said cycloalkyi,
cycloalkenyl, heteroaryl and aryl of R® are each optionally independently substituted with from
one to three substituenté independently selected from -C,-C, alkyl optionally substituted with
from one to three halo atoms, -C4-C, alkoxy optionally substituted with from one to three halo
atoms, haio and ~CN; '

R’ is selected from H, -C4-Cy alkyt, -C4-Cyg alkoxy, -C;-Cyo hydroxyalkyl;: -C5-Cyz
cycloalkyl, -C4-C12 cycloalkenyl, -(Cs-Cz) bi- or tricycloalkyl, -(CCax)bi- or tricycloalkenyl, (3-12
membered) heterocycloalkyl, (-7-20 membered) heterobi- or heterotricycloalkyl, -C¢-C14 aryl and

{5-15 membered) heteroaryl, wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy, .-

cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl, heterocycioalkyl; aryl,

_heteroaryl, aryloxy and heteroaryloxy of R’ are each optionally independently substituted with

from one 1o six substituents independently selected from the group R™;

wherein R™ in each instance is independently selected from -OH, -C+-C1z alkyl, -C,-
Ciz alkenyl, -C»-Cyz alkynyl, -C4-Cg alkoxy, -C;-C,2 alkoxyalkyl, -C4-Cy2 hydroxyalkyt, -C-Cg
alkenoxy, -C-Cs alkynoxy, halo, -CN, -NO,, -NR°R'?, -C(=O)NRR™, -C(=0)R"", -C(=0)OR",
-S0NR°R™, -8(0),-R"", -C5-C15 cycloalkyl, -C,-Cy5 cycloalkenyl, (Cs-C44)bi- or tricycloalkyl, -
(C+Cyq)bi- or ftricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cg-Cys aryl, -{5-15
membered) heteroaryl, -Co-C4s aryloxy and ~(5-15 membered) heteroaryloxy, wherein said
alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl,
bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R™ are
each optlonally independently substituted with from one to six substituents independently
selected from the group R™;

wherein R™ in each instance is independently selected from -OH, -C4-C, alkyl, -Co-
Ciz alkenyl, -C5-Cy2 alkynyl, -C4-Cg alkoxy, -C4-C;, alkoxyalkyl -C,-C42 hydroxyalkyl, -C>C,
alkenoxy, -C-Cs alkynoxy, halo, -CN, -NO,, -NR°R', -C{=0)NR°R", -C(=O)R"*, -C(=O)OR"",
-SO-NRR™, -S(0),-R", -C5-C15 cycloalkyl, -C4-Cys cycloalkenyl, -(Cs-C14)bi- or tricycloalkyl, -
(Cr-Cyy)bi- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Ce-Cis aryl, -(5-15
membered) heteroaryl, -Cg¢-Cys aryloxy and -(5-15 membered) heteroaryloxy;
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or R® and R’ may together with the carbon and nitrogen atoms to which they are
respectively attached optionally form a -(5-8 membered) heterocycloalkyl ring, a -(5-8
me-mbered) heterocycloalkenyl ring or a ~-(6-8 membered) heteroaryl ring, wherein said
heterocycloalkyl, heterocycloalkenyl and heteroaryl rings are each optionally independently
substituted with from one to three substituents independently selected from halo, -C-Cs alkyl,
optionally subsituted with from one to three halo atoms, -C4-Cg alkoxy optionally subsituted
with from one to three halo atoms, -C,-Cq hydroxyalkyl, -OH, ~(CH2)zero-10NR’R™, ~(CHz)sr0-
10C(FOINR’R™, -SO,NR°R"® and -C4-C, cycloalkyl;

R® and R' in each instance are each independently selected from H, -OH, -C;-Cy
alkyl, -C>-C4, alkenyl, ~Cx-Cyz alkynyl, -C4-Cg alkoxy, -C4-C;2 alkoxyalkyl -C4-C;; hydroxyalkyl, -
-C»-Cs alkenoxy, -C»-Ce alkynoxy, ~C(=0)NR''R', -C{=0)R"!, -C(=0)OR", -SO-NR''R%, -
S(O),,-R", -C3-C1s cycloalkyl, -C4-Cy5 cycloalkenyl, (Cs-Cy4)bi- or fricycloalkyl, -(C+-Cq4)bi- or
tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cg-C45 aryl, -(5-15 memberad) heteroaryl,
-Cg-Cys aryloxy and -(5-15 membered) heteroaryloxy, wherein said alkyl, alkenyl, alkynyl,
alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloatkenyl,
heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R® of R'° are each optionally
independently substituted with from one to six substituents independently selected from the
group R'%; '

wherein R'™ in each instance is independently selected from ~QOH, Halo, -C1-Ce
alkoxy, -CN, -NOs, -NR''R'2, -C(=O0)NR"'R'?, -G(=O)R"", -C(=0)OR™, -SONR''R®, -S(0),-
R", -C3-Cys cycloalkyl, -C4-Cys cycloalkenyl, -(Cs-Cyi)bi- or tricycloalkyl, -(C-Cyq)bi- or
tricycloatkenyl, -(4-20 membered) heterocycloalkyl, -C¢-C1s aryl, -(5-15 membered) heteroaryl,
-Cg-Cys aryloxy and -(5-15 membered) heteroaryloxy, wherein said alkoxy, cycloalkyl,
cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryi, aryloxy
and heteroaryloxy of R'™ are each optionally independently substituted with from one to six
substituents independently selected from the group R';

wherein R'® in each instance is independently selected from -OH, hato; -C;-C1 alkyl,
-C-Cy2 alkenyl, -C-C,; alkynyl, -C,-Cg alkoxy, -C4-C,2 alkoxyalkyl -C,4-C,2 hydroxyalkyl, -C,-
Cs alkenoxy, -C-Ce alkynoxy, halo, -CN, -NO,, -NR'"R'", -C(=O)NR"'R'?, -C(=O)R",
-C(=0)OR", -SO,-NR"'R, -5(0),-R", -C5-C1s cycloalkyl, -C4-C45 cycloalkenyl, -(Cs-C1y)bi- or
tricycloalkyi, -(C+-C44)bi- or tricycloalkenyl, -(4-20 membered) heterccycloalkyl, -Cg-C5 aryl, -
(5-15 membered) heteroaryl, -Cs-C 5 aryloxy and -(5-15 membered) heteroaryloxy;

or NR°R'® may form a (4-20 membered) heteracycloalkyl, (5-18 membered) heterobi-
or tricycloalky! (5-18 membered) heterobi- or tricycloalkenyl, or -(5-15 membered) heteroaryl,
wherein said a heterocycloalkyl, heterobi- or tricycloalkyl, heterobl- or tricycloalkenyl or
heteroaryl are optionally independently substituted with from one to six substituents
independently selected from -C4-Cg alkyl, -C»-Cg alkenyl, -C»-Cq alkenyl, -C4-Cy alkoxy, -C2Csg
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aikenoxy, -C»-Cg alkynoxy,-C4-Cs hydroxyalkyl,-C,-Cg hydroxyalkenyl,-C>-Cg hydroxyalkenvl,
halo, -OH, -CN, -NO,, -NR''R'?, -C(=O)NR''R"* -C(=0)R"!, -C(=0)OR"", -S(0).R" and
-S(O),NR"'R'%;

R" and R in each instance are each independently selected from H, -C4-C; alkyl, -
Ca-Cyg cycloalkyl,-C,-Ca cycloalkenyl, -(Cs-Cy4)bi- or tricycloalkyl, -(C+-C44)bi- or tricycloalkenyl, -
(3-8 membered) heterocycloalkyl, -C4-C1o aryl and -(5-14 membered) heteroaryl, wherein said
alkyl of R" is optionally independently substituted with from one to three substituents
independently selected from —OH, -CN and-C;-Cg cycloalkyl, and wherein each hydrogen
atom of said alkyl is optionally Independently replaced with a halo atom, and wherein said
cycloalkyl, cycloalkenyl, heterocycloalicyl, aryl and heterecaryl of R* are each optionally
independently substituted with from one to three substituents independently selected from
halo,-C;-Cs alkyl optionally substituted with from one to three halo atems, -OH, -CN and-Cs-
Cs cycloalkyl; and

n is in each instance an integer independently selected from zero, 1 and 2;
or a pharmaceutically acceptable salt thereof.

Compounds of Formula | may have optical centers and therefore may occur in
different enantiomerfc and diastereomeric configurations. The present invention includes all
enantiomers, diastereomers, and other stereoisomers of such compounds of Formula I, as
well as racemic compounds and racemic mixtures and other mixtures of stereoisomers
thereof.

Pharmacedutically acceptable salts of the compounds of Formufa ! include the acid
addition and base salts thereof.

Suitable acid addition salts are formed from acids which form non-toxic salls.
Examples include, but are not limited to, the acetate, adipate, aspartate, benzoate, besylate,
bicarbonate/carbonate, bisulphate/sulphate, borate, camsylate, citrate, cyclamate, edisylate,
esylate, formate, fumara\te, gluceptate, gluconate, glucuronate, hexafluorophosphate,
hibenzate, hydrochlaride/chloride, hydrobromide/bromide, hydroiodidefiodide, isethionate,
lactate, malate, maleate, malonate, mandelates mesylate, methylsulphate, naphthylate, 2-
napsylate, nicotinate, nitrate, orotate, oxalate, palmitate, pamoate, phosphate/hydrogen
phosphate/dihydrogen phosphate, pyroglutamate, salicylate, saccharate, stearate, succinate,
sulfonate, stannate, tartrate, tosylate, triflucroacetate and xinofoate salts.

Suitable base salts are formed from bases which form non-toxic salts. Examples
include, but are not limited to, the aluminium, arginine, benzathine, calcium, choline,
diethylamine, diolamine, glycine, iysine, magnesium, meglumine, olamine, potassium,
sodium, tromethamine and zinc salts.

Hemisalts of acids and bases may also be formed, for example, hemisulphate and
hemicalcium salts.
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For a review on suitable salts, see Handbook of Pharmaceutical Salls: Properties,
Selection, and Use by Stahl and Wermuth (Wiley-VCH, 2002).

Pharmacsutically acceptable salts of compounds of Formula | may be prepared by
one or more of three methods:

(i) by reacting the compound of Formula 1 with the desired acid or base;

(ii) by removing an acid- or base-labile protecting group from a suitable
precursor of the compound of Formula | or by ring-opening a suitable cyclic precursor, for
example, a lactone or lactam, using the desired acid or base; or

(iit) by converting one salt of the compound of Formuila | to another by reaction
with an appropriate acid or base or by means of a suitable ion exchange column.

All three reactions are typically carried out in solution. The resulting salt may
precipitate out and be collected by filfration or may be recovered by avaporation of the
solvent. The degree of ionization in the resulting salt may vary from completely ionised to
almost non-ionised.

The compounds of the invention may exist in a continuum of solid states ranging from
fully amorphous to fully crystalline. The term ‘amorphous’ refers to a siate in which the
material lacks long range order at the molecular level and, depending upon temperature, may
exhibit the physical properties of a solid or a liquid. Typically such materials do not give
distinctive X-ray diffraction patterns and, while exhibiting the properties of a solid, are more
formally described as a liquid. Upon heating, a change from solid to liquid properties occurs
which is characterised by a change of state, typically second order (‘glass transition’). The
term ‘crystalline’ refers to a solid phase in which the material has a regular ordered internal
structure at the molecular level and gives a distinctive X-ray diffraction pattemn with deﬁned
peaks. Such materials when heated sufficlently will also exhibit the properties of a liquid, but
the change from solid to liquid is characterised by a phase change, typically first order
{'melting point’). .

The compounds of the invention may also exist in unsolvated and solvated forms.
The term ‘solvate’ is used herein to describe a molecular complex comprising the compound
of the invention and one or more pharmaceutically acceptable solvent molecules, for
example, ethanol. The term ‘hydrate’ is employed when said soivent is water.

A currently accepted classification system for organic hydrates is one that defines
isolated sie, channel, or metal-ion coordinated hydrates - see Polymorphism in
Pharmaceutical Solids by K. R. Morris (Ed. H. G. Brittain, Marcel Dekker, 1995). Isolated site
hydrates are ones in which the water molecules are isolated from direct contact with each
other by intervening organic molecules. In channel hydrates, the water molecules lie in lattice
channels where they are next to other water molecules. In metal-ion coordinated hydrates,
the water molecules are bonded to the metal ion.
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When the solvent or water is tightly bound, the complex will have a well-defined
stoichiometry independent of humidity. When, however, the solvent or water is weakly bound,
as in channel solvates and hygroscopic compounds, the water/solvent content will be
dependent on humidity and drying conditions. In such cases, non-stoichiometry will be the
norm. .

The compounds of the invention may also exist in a mesomorphic state (mesophase
or liquid crystal) when subjected to suitable conditions. The mesomorphic state is
intermediate between the true crystaline state and the true liquid state (either meit or
solutlon). Mesomorphism arising as the result of a change in temperature is described as
‘thermotropic’ and that resulting from the addition of a second component, such as water or
another solvent, is described as ‘lyotropic’. Compounds that have the potential to form
lyotropic mesophases are described as ‘amphiphilic’ and consist of molecules which possess
an ionic (such as -COONa’, -COQK", or -SO;Na*) or non-ionic (such as -N'N"(CHj)s) polar
head group. For more information, see Crystals and the Polarizing Microscope by N. H.
Hartshorne and A. Stuart, 4™ Edition (Edward Arnold, 1970).’

Hereinafter all references to compounds of Formula | include references to salts,
soivates, multi-component complexes and liquid crystals thereof and to solvates, multi-
component complexes and liquid crystals of salts thereof.

The compounds of the invention include compounds of Formula | as hereinbefore
defined, including all polymaorphs and crystal habits thereof, prodrugs and isomers thereof
(including optical, geometric and tautomeric isomers) as hereinafter defined and isotopically-
labeled compounds of Formula I

Unless otherwise indicated, as used herein, the term “A is absent” means a direct
bond between the nitrogen and R (i.e., -N-R").

Unless otherwise indicated, as used herein, the terms “halogen” and “halo” include F,
Cl, Br,and 1.

Unless otherwise indicated, as used herein, the term “alkyl” includes saturated
monovalent hydrocarbon radicals having straight or branched moieties. Examples of alkyl
groups include, but are not limited to, methyl, ethyl, n-propyl, isopropyl, and t-butyl.

Uniess otherwise indicated, as used herein, the term “alkenyl” includes alkyl moieties
having at ieast one carbon-carbon doubie bond wherein alkyl is as defined above. Examples
of alkenyl include, but are not limited to, ethenyl and propenyl.

Unless otherwise indicated, as used herein, the term “élkynyl” includes alkyl moieties
having at least one carbon-carbon triple bond wherein alkyl is as defined above. Examples of
alkynyl groups include, but are not limited to, ethynyl and 2-propynyl.
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Unless otherwise indicated, as used herein, the term “alkoxy”, means “alkyl-O-",
wherein “alkyl” is as defined above. Examples of “alkoxy” groups include, but are not limited
to, methoxy, ethoxy, propoxy, butoxy, pentoxy and allyloxy.

Unless otherwise indicated, as used herein, the term “alkenoxy”, means “alkenyl-O-",
wherein “alkenyl” is as defined above.

~ Unless otherwise indicated, as used herein, the term “cycloalkyl” includes non-
aromatic saturated cyclic alkyl moieties wherein alkyl is as defined above. Examples of
cycloalkyl include, but are not limited to, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and
cycloheptyl. “Bicycloalkyl” and “tricycloalkyl” groups are non-aromatic saturated carbocyclic
groups consisting of two or three rings respectively, wherein said rings share at least one
carbon atom. Unless otherwise indicated, for purposes of the present invention, bicycloalkyl
groups include spiro groups and fused ring groups. Examples of bicycloalkyl groups include,
but are not limited to, bicyclo-[3.1.0}-hexyl, bicycld—2.2.1]-hept—1-y1, norbornyl,
spirof4.5]decyl, spiro[4.4]nonyl, spirof4.3Joctyl, and spiro[4.2]heptyl. An example of a
tricycloalkyl group is adamantanyl. Other cycloalkyl, bicycloalkyl, and tricycloalkyl groups are
known in the art, and such groups are encompassed by the definilions “cycloalkyt”,
“bicycloalkyl” and “tricycloatkyl” herein.

“Cycloalkenyl”, “blcycloalkenyl”, and “tricycloalkenyl” refer to non-aromatic carbocyclic
cycloaikyl, bicycloalkyl, and tricycloalkyl moleties as defined above, except comprising one or
more carbon-carbon double bonds connecting carbon ring members (an “endocyclic” double
bond) and/or one or more carbon-carbon double bonds connecting a carbon ring member and
an adjacent non-ring carbon (an “exocyclic” double bond). Examples of cycloalkenyl groups
include, but are not limited to, cyclopentenyl, cyclobutenyl, and cyclohexenyl, and a non-
limiting example of a bicycloalkenyl group is norbomenyl. Other cycloalkenyl, bicycloatkenyl,
and tricycioalkenyl groups are known in the art, and such groups are included within the
definitions “cycloalkenyl®, “bicycloalkenyl” and “tricycloalkenyl” herein.

Cycloalkyl, cycloalkenyl, bicycloalkyl, and bicycloalkenyl groups also include groups
that are substituted with one or more oxo moieties. Examples of such groups with oxo moieties
are oxocyclopentyl, oxocyclobutyl, oxocyclopentenyl, and norcamphoryl.

As used herein, the term “benzocycloalkyl” includes, without limitation, moieties such
as tetrahydronaphthyl, indanyl, 1,2-benzocylcoheptany! and the tike.

Unless otherwise indicated, as used herein, the term “aryl” includes an organic radical
derived from an aromatic hydrocarbon by removal of one hydrogen, such as phenyl, naphthyi,
indenyl, indanyt, and fluorenyl. “Aryl” encompasses fused ring groups wherein at least one
ring is aromatic.

‘Unless otherwise indicated, as used herein, the terms ‘“heterocyclic® and
“heterocycloalkyl” refer to non-aromatic cyclic groups containing one or more heteroatoms,
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prefereably from one to four heteroatoms, each selected from O, S and N. “Heterobicycloalkyl”
groups are non-aromatic two-ringed cyclic groups, wherein said rings share one or two atoms,
and wherein at least one of the rings contains a heteroatom (O, S, or N). Heterobicycloalkyl
groups for purposes of the present invention, and unless otherwise indicated, include spiro
groups and fused ring groups. “Heterotricycloalkyl” groups are non-aromatic three-ringed cyclic
groups, wherein said rings are fused to one another or form a spiro group (in other words, at
least two of said rings share one or two atoms and the third ring shares one or two atoms with
at least one of said two rings). The heterotricycloalkyl groups of the compounds of the present
invention can include cne or more O, S and/or N heteroatoms. In one embodiment, each ring in
the heterobicycloalkyl or heterotricycloalkyl contains up to four heteroatoms (i.e. from zero to
four heteroatoms, provided that at least one ring contains at least one heteroatom).  The
heterocycloalkyl, heterobicycloalky and heterotricycloaikyl groups of the present invention can
also include ring systemé substituted with one or more oxo moieties. The heterocyclic groups,
inciuding the heterobicyclic and heterotricyclic groups, may comprise double or triple bonds,
e.g. heteracycloalkenyl, heterobicycloalkenyl, and heterotricycloalkenyl. Examples: of non-
aromatic heterocyclic grohps are azridinyl, azetidinyl, pyrrolidinyl, piperidinyl, azepinyl,
piperazinyl, 1,2,3,6-tetrahydropyridinyl, oxiranyl, oxetanyi, tefrahydrofuranyl, tetrahydrothienyl,
tetrahydropyranyl, tetrahydrothiopyranyl, morpholino, thiomorpholino, thioxanyl, pyrrolinyl,
indolinyt, 2H-pyranyl, 4H-pyranyl, dioxanyl, 1,3-dioxclanyl, pyrazolinyl, dihydropyranyl,
dihydrothienyl, dihydrofuranw, pyrazolidinyt, imidazoliny, imidazolidinyl, 3-
azabicyclo[3.1.0Jhexanyl, 3-azabicyclo[4.1.0jheptanyl, quinolizinyl, quinuclidinyl, 1,4-
dioxaspirof4.5]decyl, 1,4-dioxaspiro[4.4]nonyl, 1,4-dioxaspiro[4.3]octyl, and 1,4-
dioxaspiro[4.2]heptyl. ‘

Unless otherwise indicated, as used herein, “heteroaryl” refers to aromatic groups
containing one or more heteroatoms (O, S, or N), preferably from one to four heteroatoms. A
multicyclic group containing one or more heteroatoms wherein at least one ring of the group is
aromatic is a “heteroaryl” group. The heteroaryl groups of this invention can also include ring
systems substituted with one or more oxo moieties. Examples of heteroaryl groups are
pyridinyl, pyridazinyl, imidazolyl, pyrimidinyl, pyrazolyl, triazolyl, pyrazinyl, quinolyl, isoquinoly,
1,2,3,4-tetrahydroguinolyl, tetrazolyl, furyl, thienyl, isoxazolyl, thiazolyl, oxazolyl, isothiazolyl,
pyrrolyl, indolyl, benzimidazolyl. benzofuranyl, cinnolinyl, indazolyl, indolizinyl, phthalazinyl,
triazinyl, 1,2,4-trizainyl, 1,3,5-triazinyl, isoindolyl, 1-oxcisoindolyl, purinyl, oxadiazolyl,
thiadlazolyl, furazanyl, benzofurazanyl, benzothiophenyl, benzotriazolyl, benzothiazolyl,
benzoxazolyl, quinazolinyl, quinoxalinyl, naphthyridinyl, dihydroquinolyl, tetrahydroquinolyi,
dihydroisoquinolyl, tetrahydroisoquinolyl, benzofuryl, furopyridinyl, pyrolopyrimidinyl, and
azaindolyl.
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Unless otherwise indicated to the contrary, all the foregoing groups derived from
hydrocarbons may be optionally substituted by one or more halogen atoms (e.g., -CHzF, -
CHF,-CFa, PhCl, etc.).

Unless otherwise indicated, the term "one or more substituents”, as used herein, refers
to from one to the maximum number of substituents possible based on the number of available
bonding sites.

Unless otherwise indicated, ail the foregoing groups derived from hydrocarbons may
have up to about 1 to about 20 carbon atoms (e.g. C-Co alkyl, C-Cx alkenyl, C3-Co
cycloalkyl, 3-20 membered heterocycloalkyl; Cg-Cy aryl, 5-20 membered heteroaryl, etc.) or 1
to about 15 carbon atoms (e.g., C-Cis alkyl, C-Cys alkenyl, Cs-Cys cycloalkyl, 3-15
membered heterocycloalkyl, Ce-Cis aryl, 5-15 membered heteroaryl, etc.) , or 1 to about 12
carbon atoms, or 1 to about 8 carbon atoms, or 1 to about 6 carbon atomns.

As appreciated by the artisan, the use of Formula l.l is a convenience, and the
invention is understood to envision and embrace each and every species thereunder as
though individually identified and set forth herein, Thus, the present invention contemplates
each species separately and any and ali combinations and permutations of species falling
within Formula 1.

The foregoing groups, as derived from the compounds listed above, may be C-attached
or N-aitached where such is possible. For instance, a group derived from pyrrole may be
pytrol-1-yl (N-attached) or pyi'rol-S—yI (C-attached). The terms referrihg to the groups also
encompass all possible tautomers.

As indicated, so-called ‘prodrugs’ of the compounds of Formula { are also within the
scope of the invention. Thus certain derivatives of compounds of Formula | which may have
little or no pharmacological activity themselves can, when administered into or onto the body, '
be converted into compounds of Formula | having the desired activity, for example, by
hydrolytic cleavage. Such derivatives are referred to as ‘prodrugs’. Further information on the
use of prodrugs may be found in Pro-drugs as Novel Delivery Systems, Vol. 14, ACS
Symposium Series (T. Higuchi and W. Stella) and Bioreversible Carriers in Drug Design,
Pergamon Press, 1987 {Ed. E. B. Roche, American Pharmaceutical Association).

Prodrugs in accordance with the invention can.'for example, be produced by
replacing appropriate functionalities present in the compounds of Formula | with certain
moieties known to those skilled in the art as ‘pro-moieties’ as described, for example, in
Design of Prodrugs by H. Bundgaard (Elsevier, 1985).

Some examples of prodrugs in accordance with the invention include, but are not
limited to,
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(i) where the compound of Formula | contains a carboxylic acid functionality
(-COOH), an ester thereof, for example, 2 compound wherein the hydrogen of the carboxylic
acid functionality of the compound of Formula (1) is replaced by (C4-Cs)alkyl;

(i) where the compound of Formula | contains an alcohol functionality (-OH), an
ether thereof, for example, a compound wherein the hydrogen of the alcohol functionality of
the compound of Formula § is replaced by (C-Cg)alkanoyloxymethyl; and

(i where the compound of Formula | contains a primary or secondary amino
functionality (-NH, or -NHR where R = H), an amide thereof, for example, a compound
wherein, as the case may be, one or both hydrogens of the amino functionality of the
compound of Formula | is/are replaced by (C4-Cg)alkanoyl.

Further examples of replacement groups in accordance with the foregoing examples
and examples of other prodrug types may be found in the aforementioned references.

Moreover, certain compounds of Formula | may themselves act as prodrugs of other
compounds of Formula .

Also included within the scope of the invention are metabolites of compounds of
Formula |, that is, compounds formed in vivo upon administration of the drug. Some examples
of metabolites in accordance with the invention includs, but are not limited to,

()] where the compound of Formula | contains a methyl group, an hydroxymethyi
derivative thereof (-CH; -> -CH,OH):
(i) where the compound of Formula | contains an alkoxy group, an hydroxy

derivative thereof (-OR -> -OH);
(iii) where the compound of Formula | contains a tertiary amino group, a

. secondary amino derivative thereof (-NR'R? -> -NHR' or -NHR?);

(iv) where the compound of Formula | contains a secondary amino group, a
primary derivative thereof (-NHR' -> -NH,);

) where the compound of Formula | contains a phenyl moiety, a phenol
derivative thereof (-Ph -> -PhOH); and

{vi) where the compound of Formula | contains an amide group, a carboxylic acid
derivative thereof (-CONH, -> COOH).

Compounds of Formula | containing one or more asymmetric carbon atoms can exist
as two or more sterecisomers. Where a compound of Formula |1 contains an alkenyl or
alkenylene group, geemetric cis/trans (or Z/E) isomers are possible. Where structural isomers
are interconvertible via a low energy barrier, tautomeric isomerism (‘tautomerism’) can occur.
This can take the form of proton tautomerism in compounds of Formula | containing, for
example, an imino, keto, or oxime group, or so-called valence tautomerism in compounds
which contain an aromatic moiety. it follows that a single compound may exhibit more than
one type of isomerism.
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included within the scopa of the present invention are all stereoisomers, geometric
isomers and tautomeric forms of the compounds of Formuia I, including compounds exhibiting
more than one type of isomerism, and mixtures of one or more thereof. Also included are
acid addition or base salts wherein the counterion is optically active, for example, d-lactate or
Hysine, or racemic, for exampte, dHartrate or d-arginine.

Cisltrans isomers may be separated by conventional techniques well known to those
skilled in the art, for example, chromatography and fractional crystallisation.

Conventional techniques for the preparation/isolation of individual enantiomers
include chiral synthesis from a suitable optically pure precursor or resolution of the racemate
(or the racemate of a salt or derlvative) using, for example, chiral high pressure liquid
chromatography {(HPLC).

Alternatively, the racemate {(or a racemic precursor) may be reacted with a suitable
optically active compound, for example, an alcohol, or, in the case where the compound of
Formula | contains an acidic or basic moiety, a base or acid such as 1-phenylethylamine or
tartaric acid. The resulting diastereomeric mixture may be separated by chromatography
and/or fractional crystallization and one or both of the diastereocisomers converted to the
corresponding pure enantiomer(s) by means well known to a skilled person.

Chiral compounds of the invention (and chiral precursors thereof) may be obtained in
enantiomerically-enriched form using chromatography, typically HPLC, on an asymmetric
resin with a mobile phase consisting of a hydrocarbon, typically heptane or hexane,
containing from 0 to 50% by volume of isopropanol, typically from 2% to 20%, and from 0 to
5% by volume-of an alkylamine, typlcally 0.1% diethylamine. Cencentration of the eluate
affords the enriched mixture. .

When any racemate crystailises, crystals of two different types are possible. The first
type is the racemic compound (true racemate} referred to above wherein one homogeneous
form of crystal is preduced containing both enantiomers in equimolar amounts. The second
type is the racemic mixture or conglomerate wherein two forms of crystal are produced in
equimolar amounts each comprising a single enantiomer. ;

While both of the crystal forms present in a racemic mixture have identical physical
properties, they may have different physical properties compared to the true racemate.
Racemic mixtures may be separated by conventional techniques known to those skilled in the
art - see, for example, Stereochemistry of Organic Compounds by E. L. Eliel and 8. H. Wilen
{(Wiley, 1994).

The present invention includes all pharmaceutically acceptable isotopically-labelled
compounds of Formula | wherein one or more atoms are replaced by atoms having the same
atomic number, but an atomic mass or mass number different from the atomic mass or mass
number which predominates in nature.
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Examples of isotopes suitable far inclusion in the compounds of the invention include,
but are not limited to, isotopes of hydrogen, such as ?H and *H, carbon, such as ''C, '°C and
¢, chlorine, such as *Cl, fluorine, such as '°F, iodine, such as '®| and '#I, nitrogen, such as
N and N, oxygen, such as '*0, "0 and "0, phosphorus, such as **P, and sulphur, such
as ¥s.

Certain isotopically-labelled compounds of Formula 1, for example, those
incorporating a radioactive isotope, are useful in drug and/or substrate tissue distribution
studies. The radioactive isotopes tritiurm, i.e. *H, and carbon-14, i.e. **C, are particularly useful
for this purpose In view of their ease of incorporation and ready means of detection.

Substitution with heavier isotopes such as deuterium, ie. H, may afford certain
therapeutic advantages resulting from greater metabolic stability, for example, increased in
vivo halfdife or reduced dosage requirements, and hence may be preferred in some
circumstances.

Substitution with positron emitting isotopes, such as "'C, ™F, "0 and N, can be
useful in Positron Emission Tol;ography {PET) studies for examining substrate. receptor
occupancy. . _

 Isotopically-labeled compounds of Formula | can generally be prepared by
conventional techniques known to these skilled in the art or by processes analogous {o those
described in the accompanying Examples and Preparations using an appropriate isotopically-
labeled reagent in place of the non-labeled reagent previously employed.

Pharmaceutically acceptable solvates in accordance with the invention include those
wherein the solvent of crystallization may be isotopically substituted, e.g. DO, dg-acetone, de-
DMSO.

Specific embaodiments of the present invention include the compounds exemplified in
the Examples below and the pharmaceutically acceptable salts thereof, complexes thereof,
and derivatives thereof that convert into a pharmaceutically active compound upon
administration:

Compounds of Formula | of this invention, and their pharmaceutically acceptable
salts, have useful pharmaceutical and medicinal properties. The compounds of Formula |,
and their pharmaceutically acceptable salts inhibit the production of Ap-peptide (thus,
gamma-secretase activity) in mammails, including humans. Compounds of Formula |, and
their pharmaceutically acceptable salts, are therefore able to function as therapeutic agents in
the treatment of the neurodegenerative and/or neurological disorders and diseases
representatively enumerated below, for example Alzheimer's disease, in an afflicted mammal,
including a human.

The present invention also relates to a pharmaceutical compesition for inhibiting Ap-
peptide production in a mammal, including a human, comprising an amount of a compound of
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Formmula |, or a pharmaceutically acceptable salt thereof, that Is effective in inhibiting AB-
production, and a pharmaceutically acceptable carrier.

The present invention also relates to a pharmaceutical composition for treating a
disease or condition selected from the group consisting of Alzheimer’s disease, hereditary
cerebral hemorrhage with amyloidosis, cerebral amyloid angiopathy, a prion-mediated
disease, inclusion body myositis, stroke, multiple sclerosis, head trauma, mild cognitive
impairment and Down's Syndrome in @ mammal, including a human, comprising an amount of
a compound of Formula' I, or a pharmaceutically acceptable salt thereof, that is effective in
inhibiting AB-peptide production, and a pharmaceutically acceptable carrier.

The present invention aiso relatas to a pharmaceutical composition for treating a
dissase or condition selected from the group consisting of Alzheimer’s disease and Down's
Syndrome in a mammal, including a human, comprising an amount of a compound of
Formula |, or a pharmaceutically acceptable sait thereof, that is effective in inhibiting AB-
peptide production, and a pharmaceutically acceptable carrier.

The present invention also relates to a pharmaceutical composition for treating a
disease or a condition selected from the group consisting of Alzheimer’s disease, hereditary

. cerebral hemorrhage with amyloidosis, cerebral amyloid angiopathy, a prion-mediated

disease, Inclusion body myositis, stroke, multiple sclerosis, head trauma, mild cognitive
impaiment and Down's Syndrome in a mammal, including a human, comprising an amount of
a compound of Formula |, or a pharmaceutically acceptable salt thereof, that is effective in
treating such disease or condition, and a pharmaceutically acceptable carrier.

The present invention also relates to a pharmaceutical composition for treating a
disease or a condition selected from the group censisting of Alzheimer’s disease and Down's
Syndrome in a mammal, including a human, comprising an amount of a compound of
Formula 1, or a pharmaceuticailly acceptabie salt thereof, that is effective in trealing such
disease or condition, and a pharmaceutically acceptable carrier.

The present invention also relates to a method of inhibiting Ap-peptide production in a
mammal, including a human, comprising administering to said mammal an amount of a
compound of Formula |, or a pharmaceutically acceptable salt thereof, that is effective in
inhibiting AB-production.

The present invention also relates to a method of treating a disease or condition
selected from Alzheimer's disease, hereditary cerebral hemorrhage with amyloidosis, cerebral
amyloid angiopathy, a prion-mediated disease, inclusion body myositis, stroke, multiple
sclerosis, head trauma, mild cognitive impairment and Down's Syndrome in a mammai,
including a human, comprising administering to said mammal an amount of a compound of
Formula |, or a pharmaceutically acceptable sait thereof, that is effective in Inhibiting AB-
production,
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The present invention also relates to a method of treating a disease or condition
selected from Aizheimer’s disease and Down's Syndrome in a mammal, including a human,
comprising administering to said mammal an amount of a compound of Formula |, or a
pharmaceutically acceptable salt thereof, that is effective in inhibiting AB-progduction.

The present invention also relates to a method of treating a disease or condition
selected from Alzheimer’s disease, hereditary cerebral hemorrhage with amyloidosis, cerabral
amyloid angiopathy, a prion-mediated disease, inclusion body myositis, stroke, multiple
sclerosis, head trauma, mild cognitive impairment and Down’s Syndrome in @ mammal,
including a human, comprising administering to said mammal an amount of a compound of
Formula |, or a pharmaceutically acceptable salt thereof,'that is effective in treating such
condition.

The present invention also relates to a method of treating a disease or condition
selected from Alzheimer's disease and Down’s Syndrome in a mammal, including a human,
comprising administering to said mammal an amount of a compound of Formula I, or a
pharmaceutically acceptable salt thereof, that is effective in treating such condition.

The compounds of Formula | may be used alone or used in combination with any
other drug, including, but not limited to, any memory enhancement agent, e.g., Aricept™
and/or Namenda™, antidepressant agent, e.g., Zoloft™, anxiolytic, antipsychotic agent, e.g.,
Geodon™, sleep disorder agent, anti-inflammatory agent, e.g., Celebrex™, Bextra™, etc., anti-
oxidant agent, cholesterol modulating agent (for example, an agent that lowers LDL or
increases HDL), 6.g., Lipitar™, Caduei™, etc., Histamine (H2) antagonist, e.g., Cimetadine™,
and anti-hypertension agent, e.g., Norvasc™, Caduet™, etc. Accordingly, the present
invention also relates to the following pharmaceutical compositions and methods of treatment
comprising a compound of Formula | in combination with other drugs, such as those of the
type described above.

The present invention also relates to a pharmaceutical composition for treating a
disease or condition associated with AB-peptide production in a mammal, including a human,
comprising {(a) a compound of Formula |, or a pharmaceutically acceptable salt thereof; (b) a
memory enhancement agent, .g., Aricept™ and/or Namenda™, antidepressant, e.g., Zoloft™,
anxiolytic, antipsychotic agent, e.g., Geodon™, sleep disorder agent, anti-inflammatory agent,
e.g., Celebrex™, Bextra™, elc., anti-oxidant agent, cholesterol modulating agent (for example,
an agent that lowers LDL or increases HDL), e.g., Lipitor™, Caduet™, etc., Histamine (H2)
antagenist, e.g., Cimetadine™, and anti-hypertensive agent, e.g., Norvasc™, Caduei™, etc.;
and (c) a pharmaceutically acceptable carrier; wherein the active agents “a” and “b” above aré
present in amounts that render the composition effective in treating such disease or condition.

The present invention also relates to a pharmaceutical compasition for treating a
disease or condition selected from the group consisting of Alzheimer's disease, hereditary
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cerebfal hemeorrhage with amyloidosis, cerebral amyloid angiopathy, a prion-mediated
disease, inclusion body myositis, stroke, multiple sclerosis, head trauma, mild cognitive
impairment and Down’s Syndrome, in a mammal, including a human, comprising (a) a
compound of Formula I, or a pharmaceutically acceptable salt thereof; (b) a memory
enhancement agent, e.g., Aricept™ and/or Namenda™, antidepressant, e.g., Zoloft™,
anxiolytic, antipsychotic agent, e.g., Geodon™, sieep disorder agent, antl-inflammatory agent,
e.g., Celebrex™, Bextra™, etc., anti-oxidant agent, cholesterol modulating agent (for example,

an agent that lowers LDL or increases HDL), e.g., Lipitor™, Caduet™, etc., Histamine (H2)

" antagonist, e.g., Cimetadine™, and anti-hypertensive agent, e.g., Norvasc™, Caduet™, etc.;

and (c) a pharmaceutically acceptable carrier; wherein the active agents "a" and “b” above are’
present in amounts that render the composition effective in treating such disease or condition.

The present invention also relates to a pharmaceutical composition for treating a
disease or condition selected from the group consisting of Alzheimer's disease and Down's
Syndrome, in a mammal, including a human, comprising (a) a compound of Formula:t, or a
pharmaceutically acceptable salt thereof; (b) a memory enhancement agent, e.g., Aricept™
and/or Namenda™, antidepressant, e.g., Zoloft™, anxiolytic, antipsychotic agent, e.g.,
Geodon™, sleep disorder agent, anti-inflammatory agent, e.g., Celebrex™, Bextra™, efc., anti-
oxidant agent, cholesterol moduiating agent (for example, an agent that lowers LDL or
increases HDL), e.9., Lipitos™, Caduei™, etc., Histamine (H2) antagonist, e.g., Cimetadine™,
and anti-hypertensive agent, e.g., Norvas¢™, Céduet"‘. etc.; and (c) a pharmaceutically
acceptable carrler; wherein the active agents “a” and “b” above are present in amounts that
render the compaosition effective in treating such disease or condition.

The present invention also ‘relates to a method of treating a disease or condition
associated with AB-peptide production in a mammal, including a human, comprising
administering to said mammal (a) a compound of Formula |, or a pharmaceutically acceptable
salt thereof; and {b) a memory enhancement agent, e.g., Aricept™ and/or Namenda™,
antidepressant, e.g., Zoloft™, anxiolytic, antipsychotic agent, e.g., Geodon™, sleep disorder
agent, anti-inflammatory agent, e.g., Celebrex™, Bexira™, efc., antl-oxidant agent, cholesterol
modulating agent (for example, an agent that lowers LDL or increases HDL), e.g., Lipitor™,
Caduet™, etc., Histamine (H2) antagonist, e.g., Cimetadine™, and anti-hypertensive agent,
e.g., Norvasc™, Caduel™, etc.; wherein the active agents “a” and “b"* above are present in
amounts that render the composition effective in treating such disease or condition.

The present invention also relates to a method of treating a disease or condition
selected from the group censisting of Alzheimer’s disease, hereditary cerebral hemorrhage
with amyloidosis, cerebral amyloid angiopathy, a prion-mediated disease, inclusion body
myositis, stroke, multiple sclerosis, head trauma, mild cognitive impairment and Down's
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Syndrome, in a mammal, including a human, comprising administering to said mammal (a) a
compaund of Formula |, or a pharmaceutically acceptable salt thereof; and (b) a memory
enhancement agent, e.g., Aricept™ and/or Namenda™, antidepressant, e.g., Zoloft™,
anxiolytic, antipsychotic agent, e.g., Geodon™, sleep disorder agent, anti-inflammatory agent,
e.g., Celebrex™, Bexira™, etc., anti-oxidant agent, chalesterol modulating agent {for example,
an agent that lowers LDL or increases HDL), e.g., Lipitor™, Caduet™, etc., Histamine (H2)
antagonist, e.g., Cimetadine™, and anti-hypertensive agent, e.g., Norvasc™, Caduet™, etc;
wherein the active agents “a” and “b” above are present in amounts that render the
composition effective in treating such disease or condition. »

The present invention also relates to a method of frealing a disease or condition
selected from the group consisting of Alzheimer's disease and Down’s Syndrome, in a
mammal, including a human, comprising administering to said mammal (a) a compound of
Formula |, or a pharmaceutically acceptable salt thereof, and (b) a memory enhancement
agent, e.g., Aricept™ andldr Namenda™, antidepressant, e.g., Zolofi™, anxiolytic,
antipsychotic agent, e.g.,, Geodon™, sleep disorder agent, anti-infammatory agent, e.g.,
Celebrex™, Bextra™, etc., anti-oxidant agent, cholesterolv modulating agent (for example, an
agent that lowers LDL or increases HDL), e.g., Lipitor™, Caduet™, etc., Histamine (H2)
antagonist, e.g., Cimetadine™, and anti-hypertensive agent, e.g., Novasc™; Caduet™, eic,;
wherein the acfive agents “a” and “b” above are present in amounts that render the
composition effective in freating such disease or condition.

Compounds of Formula |, or any of the combinations described in the immediately
preceding paragraphs, may optionally be used in conjunction with a known P-glycoprotein
inhibitor, such as verapamil,

References herein to diseases and conditions “associated with AS-peptide
production” relate to diseases or conditions that are caused, at least in part, by AB-peptide
and/or the production thereof. Thus, Ap-peptide is a contributing factor, but not necessarily
the only contributing factor, to “a disease or condition associated with AB-peptide production.”

The compounds of Formula |, or their pharmaceutically acceptable salts may also be
used to modulate or inhibit the Notch signaling pathway in organisms, including humans.
The Notch signaling pathway Is an evolutionarily conserved mechanism utilized by organisms,
ranging from worms through humans, to regulate fate determination of varicus cell lineages.
Notch belongs to the family of epidermal growth factor-like homeotic genes, which encode
transmembrane proteins with variable numbers of epidermal growth factor-like repeats in the
extracellular domain. There is increasing evidence for a role of the Notch pathway in human
disease. Al of the components of the pathway have yet to be identified, but among those
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identified to date, mutations that affect their interaction with each other can lead to a variety of
syndromes and pathological conditions.

For example, Notch signaling is typically associated with cell fate decision. The
finding that Notch activation stimulates capillary outgrowth suggests that Notch receptors
must be activated to allow this process to occur. Therefore, Notch modulation provides a
method for regulating angiogenesis. Specifically, modulation of Notch signaling can be used
fo modulate angiogenesis (e.g., by blocking Notch signaling to block angiogenesis). This
inhibition of angiogenesis in vivo can be used as a therapeutic means to treat a variety of
diseases, including but not limited to cancer, diabetic retinopathy, rheumatold arthritis,.
psorasis, inflammatery bowel disease and arteriosclerosis.

The Notch pathway is also implicatéd in the development and maturation of T cells,
as described in Radtke, F. et al., Immunity 10:547-558, 1999. The compounds of Formula I,
and their pharmaceutically acceptable salts are therefore useful candidates for modulating the
immune system, including the treatment of inflamamation, asthma, graft rejection, graft versus
host disease, autoimmune disease and transplant rejection.

In addition, a number of studies published between 2002 and 2004 have provided
convincing evidence that Notch signaling is frequently elevated in a variety of human tumors
(including, but not limited {o breast, prostate, pancreas and T-cell acute lymphoblastic
leukemia). One key study provides a strong genetic link to Notch’s role in important tumor
types. Specifically, Weijzen et al. demonstrated that Notch signaling maintains the neoplastic
phenotype in human Ras-transformed cells. Weijzen et al. (2002) Nature Med 8. 979.
Because 30% of human malignancies may carry activating mutations in at least one of the
three iIsoforms of Ras, this finding raises the possibility that Notch inhibitors would be a
powerful addition to anti-cancer therapy. Another study’s findings support a central role for
aberrant Notch signaling in the pathogenesis of human T cell acute lymphoblastic
leukemiallymphoma. Pear et al., Current Opinion in Hematology (2004), 11{6), 426-433,

Accordingly, the compounds of Formula |, or their pharmaceutically acceptable salts,
may be used for treating a disease or condition selected from the group consisting of cancer,
arteriosclerosis, diabetic retinopathy, rheumatoid arthritis, psoriasis, inflammatory bowel
disease inflammation, asthma, graft rejection, graft versus host disease, autoimmune disease
and transplant rejection.

As used herein, the term “treating” refers to reversing, alleviating or inhibiting the
progress of a disease, disorder or condition, or one or more symptoms of such disease,
disorder or condition, to which such term applies. As used herein, “treating” may also refer to
decreasing the probability or incidence of the occurrence of a disease, disorder or condition in
a mammal as compared {o an untreated control population, or as compared to the same
mammal prior to freatment. For example, as used herein, “treating” may refer to preventing a
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disease, disorder or condition, and may include delaying or preventing the onset of a disease,
disorder or condition, or delaying or preventing the symptoms associated with a disease,
disorder or condition. As used herein, “treating” may also refer to reducing the severity of a
disease, disorder or condition or symptoms associated with such disease, disorder or
condition prior to a mammal's affliction with the disease, disorder or condition. Such
prevention or reduction of the severity of a disease, disorder or condition prior to affliction
relates to the administration of the composition of the present invention, as described herein,
to a subject that is not at the time of administration afflicted with the disease, disorder or
condition. As used herein “treating” may also refer to preventing the recurrence of a disease,
disorder or condition or of one or more symptoms associated with such disease, disorder or
condition. The terms “treatment” and “therapeutically,” as used herein, refer to the act of
treating, as “treating” is defined above.

Compounds of Formula |, and their phannaceutically: acceptable salts, may be
prepared as described in the following reaction Schemes and discussion. Unless otherwise
indicated, as referred to in the reaction schemes and discussion that follow, R', R?, R*/ R, R®,
R’, R®, R% R'%, R", A, Z and n are as defined above.

The compounds of Formula | may have asymmetric carbon atoms and may therefore
exist as racemic mixtures, diastercisomers, or as individual optical isomers.

Separation of a mixture of isomers of compounds of Formula | info single isomers
may be accomplished according to conventional methods known in the art.

The compounds of Formula | may be prepared by the methods described below,
together with synthetic methods known in the art of organic chemistry, or modifications and
derivatisations that are familiar to those of ordinary skill in the art. Preferred methods include,
but are not limited to, those described below.

The reactions described below are performed in solvents that are appropriate to the
reagents and materials employed and that are suitable for use in the reactions described. In
the description of the synthetic methods described below, it is also to be understood that all
reaction conditions, whether actual or proposed, including choice of solvent, reaction
temperature, reaction duration time, reaction pressure, and other reaction conditions (such as
anhydrous conditions, under argon, under nitrogen, etc.), and work up procedures, are those
conditions that are standard for that reaction, as would be readily recognized by one of skill in
the art. Alternate methods may also be used. '

Compounds of formula Il wherein R’ contains an alcohol moiety may be oxidized
using standard oxidation method known in art, such as, e.g., Dess-Martin reagents, Swamn
oxidation, or use of SOs-pyridine, CrQ,, to provide compounds of formula ! wherein R’
contains a ketone or aldehyde. Compounds of formula Il wherein R is a ketone or aldehyde
may convert to the corresponding compounds of formula Il wherein R’ is an imine (by

PCT/IB2006/002753 ’H’)
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reaction with an amine), olefin (by a Wittig reaction), alcohol (by a Grignard reaction), or other
derivative (by standard reactions).
The compounds of formula ] of the present invention and their salts can be prepared

by a reaction process comprising a compound of formula il

0O

\ 7
\N% R
/ -—<

with a compound of formuia il

3 \R4

> N / 7

—R

0] N R®
(V)
with a compound of formula V
1
R—aA—L

V)
wherein R, R?, R*, R®, R’, and A are as defined above and L is hydroxy or a suitable leaving
group. If desired, the 4-amino-imidazole derivative of formuta | or synthetic intermediate of
formula IV may be converted into a salt by methods known to those of ordinary skill in the art.

Examples of specific compounds of formula Il and V wherein L is‘ hydroxy or a
suitable leaving group are those wherein L represents a halogen atom, such as C), Br, or |, or
A-L is an alkyl or aryl ester.

Compounds in formula | can be prepared by reacting a compound of formula lland a
carboxylic acid of formula 1, or a compound of formula IV with a compound of formula V.
Compounds of formula IV can be prepared by reacting a compound of formula Il with a
compound of formula V1.

The reaction between compounds of formula Il and compounds of formula I,
between compounds of formula-IV and compounds of formula V, and between compounds of
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formula I and compounds of foh‘hula VI, can be carried out by standard methods. For
example, wherein L is a hydroxy group, these reactions can be carried out In the presence of
a coupling agent or a polymer supported coupling agent, such as, for example, carbodiimide,
i.e. 1,3-dicyclohexylcarbodiimide {DCC), 1,3-diisopropylcarbodiimide, 13-
dimethylaminopropyl)-3-ethylcarbodiimide  (EDC), N-cyclohexylcarbodiimide, or N
methyipolystyrene in the presence or absence of HOBt, in a suitable solvent such as , for
instance, a single solvent or a combination of several solvents selected from dichloromethane
(CHCL), chloroform (CHCI;), tetrahydrofuran (THF), diethyl ether (Et0), 1,4-dioxane,
acetonitrile, (CHsCN), toluene, N,N-dimethyiformamide (DMF), or dimethylsulfoxide (DMSO),
at a suitable temperature such as from about —10°C to about reflux, for a suitable time
monitored by chromatography or LC-MS. An alternative method wherein L is OH is carried
out by converting OH to a leaving group by reaction with oxalyl chloride, thionyl chioride or a
mixed anhydride method, using an alkyl chloroformate, such as C4-C, alkyl chloroformate, in
the presence of a base such as triethylamine, N,N-diisopropylethylamine, pyridine, or
dimethylaminopyridine, In a suitable solvent such as, for example, methylene chloride,
chloroform, tetrahydrofuran (THF), toluene, diethyl ether, acetonitrile, 1,4-dioxane, n,N-
dimethylformamide, dimethyisulfoxide (DMSO}, N-methyl pyrrolidinone (NMP), or xylene, at a
temperature of from about —30°C to about room temperature.

Alternatively, aminoimidazole coupling may be achieved as foliows. A compound of
formula | may be prepared by coupling an amino-imidazote N with Nl wherein C(=O)L is an
ester, in the presence of trialkylaluminium preferably trimethytaluminum in an appropriate
solvent such as methylene chloride, THF, dioxane, ioluene, eilc, at an appropriate
temperature, such as from about room temperature to about reflux, or in a sealed reactor
(such as sealed tube or inscrewed vials). Similarly, compound IV may be prepared by
reacting an amino-imidazole ll, triamethylaluminum and N-Boc of an alpha-amino acid ester,
followed by removal of the Boc group using standard methods. '

" The protected amino compounds of formula VI, where P' is a blocking group such as
an N-Boc group, can be prepared by methods well known in the literature, for example the
methods described in Theodora W. Greene’s book “Protective Groups in Organic Synthesis”,
Compounds of formula IV can be prepared in an analogous method as above by reacting
compound of formula )l with a compound of formula V1, followed by deblocking the p! grbup.
Deprotection can be performed by well-known methods, for example when P' is N-Bac,
removal by any methods well-known in the literature, for example HCI(g) in an appropriate
solvent such as 1.4-dioxane, diethylether or triflucroacetic acid in methylene chioride. Many
other amino protecting groups are known and may also be used, such as benzyl or p-
methoxy-benzyl, trimethyisilyl, {-butyldimethyisilyl, etc. Methods for deblocking such groups
are also well-known in the literature and may be used.
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The compounds of formula I, {ll, IV, V and VI, in certain circumstances, are known
compounds or can be obtained according to methods well known to one of skill in the art.

Compounds of formula Jll and V, wherein L is a leaving group as defined above, can
be obtained according to conventional metheds from the corresponding carboxylic acids of
formula I where X is hydroxy. ‘

Compounds of formula IV can be prepared by reacting a compound of formula Il with
a compound of formula ¥ using known methods.

An ester group of R’ in compounds of formula 1 or I may be converted to the
corresponding amide using a similar method for amide bond formation, preferably employing
trimethylaluminum in an appropriate solvent or a mixture of solvents, such as THF/toluene:

A keto group of R’ in comipounds of formula | or Il may be converted to the
corresponding amine using a well-established reductive amination method by reacting such
ketone with an appropriate amine, with or without acid catalyst/ammonium acetate/dry agents
(such as anhydrous Na,SO, or MgS0,), and a reducing agent, such as sodium triacetoxy
borohydride, sodium cyanoborohydride, or sodium borohydride, or the corresponding polymer
bound-NaBH,, polymer bound-NaBH;CN, or polymer bound-NaB(OAc)H, or any reducing
agent (e.g., hydrogenation} that is known in the literature for reducing an imine bond to an
amine, in an appropriate solvent, such as dichloroethane, chioroform, THF, MeOH, ethanol,
isopropanol, f-butanol or toluene, at a temperature from about room temperature to about
reflux, preferably from about room temperature to about 65°C.

Compounds wherein R? is a halo group may be generated by reacting the starting
material wherein R® is H with NBS (N-bromosuccinamide), NCS (N-chlorosuccinamide), or
SO:Cl, I In an appropriate solvent such as methylene chloride, carbontetrachloride or
chloroform. The halo group may then be replaced with another group using methods known
in the art, such as halogen-metal exchange, foliowed by quenching with an electrophile, or
using typical Suzuki coupling conditions employing a catalyst such as a palladium complex,
e.g., tetrakis(triphenylphosphine)-palladium, with sodium carbonate as a base, in a suitable
solvent such as THF, DME, or ethanol, and a borenic acid.

4-amino-imidazole |1 may be prepared by the following methods known in the
chemical literature (e. g., Tetrahedron, 1995, 51, 2875-2894; J. Chem. Soc. Perkin 1, 1987,
2819-2828; Bull. Chem. Soc. Fr. 1994, 131, 200-209; Tetrahedron Left. 1996, 4423-4426;
Tetrahedron 1996, 37, 4423-4426; Tetrahedron, 1994, 50, 5741-5752; Heteroéycles, 1994,
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37, 1511-1520; Tetrahedron Lett. 1999, 1623-1626; Organic Lett. 2002, 4, 4133-4134;
Organic Lett. 2000, 2, 1233-1236; J. Med. Chem. 1990, 33, 1091-1097;0r by the methods
described below.

Scheme 1 illustrates methods suitable for preparing amino-imidazole compounds of
formula . Referrfng to Schemse 1, treatment of a solution of 1,4-dinitroimidazeole {J. Phys.
Chem. {1995) Vol. 99, pp. 5009-5015) in dimethylsulfoxide (DMSQ), pyridine-water, water, an
alcohol, or an alcohol-water solvent system, but preferably in a lower alcohol such as
methanol, from about —20°C to about 50°C, preferably from about --56°C to 35°C, with a
primary alkyt or aryl amine (NR°R'™) affords 1-N-substituted-4-nitroimidazoles of formula 2A.
1,4-dinitroimidazole is a highly energetic, semi-stable substance and should be stored in a
freezer at all times it Is not in use. Thermodynamic measurements have shown that it can
potentially generate enough energy at 35°C under adiabatic conditions to violently explode.
Extreme caution should be exercised at all time using this material. Reduction of the nitro
compound of formula 2A to the amine of formula 3A may be accomplished by exposing a
mixture df a compound of formula 2A and a noble metal catalyst, in a solvent such as ethyl
acetate, tetrahydrofuran, dioxane, or a mixture thereof, {o an atmosphere of hydrogen gas at
a pressure of about 1 to 100 atmospheres, where a preferred pressure of hygrogen gas is
about one to about ten atmospheres. Palladium is the preferred noble metal catalyst. The
metal may be conveniently suspended on an inert solid support such as charcoal and filtered
to provide the amine of formula 3A.. Alternatively, the nitro group of formula 2A to the amine
of formula 3A may be accomplished by exposing a mixture of a compound of formula 2A to
zinc/HCI or iron/HCI or with NaBH4/NICI, or with NaBH,Ss.

, The resulting amine of formula 3A is reacted immediately with an acid chloride, acid
anhydride, or an activated carboxylic acid derivative (defined by Formula IlI), in the presence
of a base, such as triethylamine, diisopropylethylamine, pyridine, or 2,6-lutidine, from about -
78°C to 40°C. The reaction between compounds of formula 3A and compounds of formula N
can be carried out by standard methods. Far example, wherein L of formula Ill is a hydroxy
group, these reactions can be carried out in the presence of a coupling agent or a polymer
supported coupling agent, such as, for example, carbodiimide, ie. 13-
dicyclohexylcarbodiimide {DCC), 1,3-diisopropylcarbodiimide, 1-(3-dimethylaminopropyi)-3-
ethylcarbodiimide (EDC), N-cyclohexyicarbodiimide, or N-methylpolystyrene in the presence
or absence of HOBt, in a suitable solvent such as , for instance, a single solvent or a
combination of several solvents selected from dichloromethane (CH.Cl,), chloroform (CHCIs),
tetrahydrofuran (THF), diethyl ether (Et,0), 1,4-dioxane, acetonitrile, (CH;CN), toluene, N,N-
dimethylformamide {DMF), or dimethylsulfoxide (DMSO), at a suitable temperaturé such as -
from about —10°C to about reflux, for a suitable time monitored by chromatography or LC-MS.
An aiternative method wherein L is OH is carried out by converting OH to a leaving group by
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reaction with oxalyl chloride, thionyl chloride or a mixed anhydride method, using an alkyl
chloroformate, such as C,-C, alkyl chloroformate, in the presence of a base such as
triethylamine, N,N-diisopropylethylamine, pyridine, or dimethylaminopyridine, in a suitable
solvent such as, for exampie, methylene chioride, chloroform, tetrahydrofuran (THF), toluene,
diethyl ether, acetonitrile, 4,4-dioxane, N,N-dimethylformamide, dimethylsulfoxide (DMSQ), N-
methyl pyrrolidinone (NMP), or xylene, at a temperature of from about —30°C to about room
temperature.

Alternatively, aminoimidazole coupling may be achieved as foillows. A compound of
formula | may be prepared by coupling an amino-imidazole 3A with a compound of formula Ill
wherein C(=0)L is an ester, in the presence of trialkylaluminium preferably trimethylaluminum
in an appropriate solvent such as methylene chioride, THF, dioxane, toluene, etc., at an
appropriate temperature, such as from about rcom temperature to about reflux, or in a sealed
reactor (such as sealed tube or inscrewed vials).

Alternatively, the resulting amina of formula 3A is reacted immediately with an acid
chloride, acid anhydride, or an activated carbaxylic acid derivative (defined by Formula IV}, in
the presence of a basse, such as triethylamine, diisopropylethylamine, pyridine, or 2,6-lutidine,
from about —-78°C to 40°C to form a compound of formula 4A. The reaction between
compounds of formula 3A and compounds of formula IV can be carried out by standard
methods. For example, wherein L of formula IV is a hydroxy group, these.reactions can be
carried out.in the presence of a coupling agent or a polymer supposted coupling agent, such
as, for example, carbodiimide, i.e. 1,3-dicyclohexyicarbodiimide (DCC), 1,3-
diisopropylcarbodiimide, 1-(3-dimethylaminopropyl}-3-ethyicarbodiimide (EDC), N-
cyclohexylcarbodiimide, or N'-methylpolystyrene in the presence or absence of HOBY, in a
suitable solvent such as , for instance, a single sclvent or a combination of several solvents
selected from dichloromethane (CH,Cl;), chioroform (CHCL), tetrahydrofuran (THF), diethyl
ether (Et;0), 1,4-dioxane, acetonitrile, (CH3CN), toluene, N,N-dimethyiformamide (DMF), or
dimethyisulfoxide (DMSO), at a suitable temperature such as from about —10°C to about
reflux, for a suitable time monitored by chromatography or LC-MS. An altemative method
wherein L is OH is carried out by converting OH to a leaving group by reaction with oxalyl
chloride, thionyl chloride or a mixed anhydride method, using an alkyl chloroformate, such as
C+-C; alkyl chloroformate, in the presence of a base such as triethylamine, N,N-
diisopropylethylamine, pyridine, or dimethylaminopyridine, in a suitable solvent such as, for
example, methylene chloride, chloroform, tetrahydrofuran (THF), toluene, diethyl ether,
acetonitrile, 1,4-dioxane, N,N-dimethylfformamide, dimethylsulfoxide (DMSQ), N-methyl
pyrrolidinone (NMP), or xylene, at a temperature of from about —-30°C to about room
temperature.
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Alternatively, amincimidazole coupling may be achieved as follows. A compound of
formula 4A may be prepared by coupling an amino-imidazele 3A with a compound of formula
IV wherein C(=O)L Is an ester, In the presence of trialkylaluminium preferably
trimethylaluminum in an appropriate solvent such as methylene chloride, THF, dioxans,
toluene, etc., at an appropriate temperature, such as from about reom temperature to about
reflux, or in a sealed reactor (such as sealed tube or inscrewed vials). The protected amino
compounds defined as PG, such as a compound with an Boc group, of formula IV can be
prepared by methods well known in the literature, for example the methods described In
Theodora W. Greene's book “Protective Groups in Organic Synthesis”.

Compounds defined as by Formula 5A can be prepared from compounds of formula
4A by deblocking the PG group. Deprotection can be petformed by well-known methods, for
exampie when PG is N-Boc, removai by any methods well-known in the literature, for
example HCI(g) in an appropriate solvent such as 1,4-dioxane, diethylether or trifluoroacetic
acid in methylene chloride. Many other amino protecting groups are known and may also be
used, such as benzyl or p-methoxy-benzyl, trimethylsilyl, #butyldimethylsilyl, etc. Methods for
deblacking such groups are also well-known in the literature and may be used.

Compounds of Formula | can be formed by reaction between compounds of formula
5A and compounds of formula V can be carried out by standard methods. For example,
wherein L is a hydroxy group, these reactions can be carried out in the presence of a coubling
agent or a polymer supported coupling agent, such as, for example, carbadiimide, i.e. 1,3-
dicyclohexylcarbodiimide (DCC), 1,3-diisopropylcarbodiimide, 1-(3-dimethylaminopropwl)-3-
ethylcarbodiimide (EDC), N-cyclohexylcarbodiimide, or N'-methylpolystyrene in the presence
or absence of HOBt, in a suitable solvent such as , for instance, a single solvent or a
combinaticn of several solvents selected from dichloromethane (CH,Cl,), chloroform (CHCls),
tetrahydrofuran (THF), diethyl ether (Et,0), 1,4-dioxane, acetonitrite, (CH,CN), toluene, N,N-
dimethylformamide (DMF), or dimethylsulfoxide (DMSO), at a suitable temperature such as
from about —10°C to about reflux, for a suitable time monitored by chromatography or LC-MS.
An alternative method wherein L is OH is carﬁed out by converting OH to a leaving group by
reaction with oxalyl chloride, thionyl chloride or a mixed anhydride method, using an alkyl
chloroformate, such as C4-C4 alkyl chloroformate, in the presence of a base such as
triethylamine, N,N-diisopropylethylamine, pyridine, or dimethylaminopyridine, in a suitable
solvent such as, for example, methylene chioride, chloroform, tetrahydrofuran (THF), toluene,
diethyl ether, acetonitrile, 1,4-dioxane, n,N-dimethylformamide, dimethylsulfoxide (DMSQ), N-
methyt pyrrolidinone (NMP), or xylene, at a temperature of from about -30°C to about room
temperature.

Alternatively, aminoimidazole coupling may be achieved as follows. A compound of
formula | may be prepared by coupling an amino-imidazole 5A with V wherein L is an ester, in
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the presence of trialkylaluminium preferably trimethylaluminum in an appropriate solvent such
as methylene chloride, THF, dioxane, toluene, etc., at an appropriate temperature, such as
from about room temperature to about reflux, or in a sealed reactor (such as sealed tube or
inscrewed vials).

Alternatively, compounds of Formula | can be formed by reaction between
compounds of formula 5A and compounds of formula V when L is an aldehyde or ketone by
using a well-established reductive amination method by reacting such ketons or aldehyde
with an appropriate amine 5A, with or without acid catalyst/ammonium acetate/dry agents
(such as anhydrous Na;SO, or MgS0Q,), and a reducing agent, such as sodium triacetoxy
borohydride, sodium cyancborohydride, or sodium borohydride, or the corresponding polymer
bound-NaBH,, polymer bound-NaBH;CN, or polymer bound-NaB{OAc)sH, or any reducing
agent (e.g., hydrogenation) that is known in the literature for reducing an imine bond to an
amine, in an appropriate solvent, such as dichloroethane, chloroform, THF, MeOH, ethanal,
isopropanol, t-butanol or toluene, at a temperature from about room temperature to about
reflux, preferably from about room temperature to about 65°C.
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Scheme 2 illustrates additional methods for the syntheéis of imidazole compounds
defined as Formula 2A. Treatment of nitroimidazole 6A with a base such as sodium hydride,
potassium hydride, alkyi lithium, alkoxides, in a solvent such as tetrahydrofuran,
dimethylformamide, methylene chloride, ether, preferably dimethylformamide, from about -60°C -
to 40°C, where from —10°C to 20°C is preferred, followed by addition of R7-X wherein X is
defined as Cl, Br, |, F, alkylsulfonate, or aryisulfonate followed by warming the reaction from 23

°C to 150°C where 30-80°C is preferrable, affords imidazoles of formula 2A. Reduction of the
nitro compound and coupling reaction is carried out in a similar manner described above and is

useful for prepariﬁg compounds of Formula |. Altematively, R7 can be further functionalized by
procedures described within or using methods known to one skilled in the ant.
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Scheme 3 illustrates additional methods for the synthesis of nitro-imidazole compounds
defined as Formula 2A. A key starting material for the synthesis is the double-bond compound
(a compound of Formula 16 or 17) substituted with the} group ER8 and one to three groups
selected from R®, where ER8 is defined as an electron-withdrawing group chosen- from
C(=0)R’, C(=O)OR’, C9=O)NR’R', S(=0),R’, S(=0), NR°R'®, S(=O%OR® cyano, and
heteroaryl. Additionally, compounds of formula 16 or 17 may be deflned wherein ER8 is
connected to one of the groups R® or directly to the carbon-carbon double bond to fornr-a ring
and thus Includes comopunds such as 2-cyclopentene-i-one and 2-cyclohexene-1-one.
Alternatively, compounds of formula 17 where L. is defined as Cl, Br, I, OC(=0O)R®, or 0S(=0),R°
may be used as starting materials; examples of such compounds are 3-chloro-1-
cyclopentanone, 3-acetoxy-1-cyclobutanone. Thus, referring to Scheme 3, treatment of = 4-
nitroimidazole 6A, with a base such as sodium hydride, potassium hydride, cesium carbonate,
1,8-diazablcyclo[5.4.0Jundec-7-ene (DBU) or tetraalkylammonium chloride, where DBU is the
preferred base, with intermediates 16 or 17 in a solvent such as acetonitrile, methylene chloride,
1.2-dichloroethane, or chloroform, where acetonitrile is the preferred solvent, at a temperature
from about —60 °C to about 50 °C, where —20 °C to 23 °C is the preferred range, affords addition
products of formula 2A. Reduction of the nitro compound and coupling to give compounds of
formula 1 is carried out in a similar manner described above.
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Scheme 4 below illustrates additional methods for the synthesis of amino-imidazole
compounds defined as Fomula 2A. Treatment of ethyl-2-isocyano-3-N,N-dimethylamino
acrylate or benzyl-2-isocyano-3-N-N-dimethylamino acrylate with a primary amine, R7-NH2, in a
solvent such as n-butanol, n-propanol, Fpropanol, or ethanol, or in the absence of solvent,
where n-propanol or no solvent are preferred, from about 23 °C to about 200 °C, where from
about 60 °C to 150 °C Is preferred, affords imidazoles of formula 18. Treatment of ester 18 with
a base such as potasium hydroxide, lithium hydroxide, or sodium hydroxide in a - solvent such
as tetrahydrofuran, water, methanol, ethanoi, prapanol, wherein methanol is preferred provides
the acid 19. The acid is converted to the acylazide 20 using methods known to one skilled in
the art such as treatment of acid 19 with thionyl chloride or oxalyl chloride from —20 to 50 °C
followed by removat of the residual solvent and guenching with sodium or potassium azide in a
solvent such as toluene, tetrahydrofuran, methlene chloride, dioxane. The azide 20 undergoes
Curtius rearrangement to the Boc 24 by heating from 5 °C -200 °C in a solvent such as -
butanol, benzyl alcohol, and ethanol. If t-butanol is used, deprotection of the N-Boc protecting
group can be accomplished with HCI or friflouroacetic acid in a solvent such as ether,
tetrahydrofuran, where HCl in methanol is preferred affords the desired aminoimidazole
compounds of formula 2A. If benzyl alcohol is usaed, deprotection can be accomplished by the
use of a noble metal catalyst, in a solvent such as ethyl acetate, tetrahydrofuran, dioxane, or
a mixture thereof, to an atmosphere of hydrogen gas at a pressure of about 1 to 100
atmospheres, where a preferred pressure of hygrogen gas is about one to about ten
atmospheres. Palladium is the preferred noble metal catalyst which affords the desired
aminoimidazole compounds of formula 2A. Altematively, ester 18 can be treated with
hydrazine in a solvent such as water from a temperature from 50 °C to 200 °C where 80 °C to
120 °C is preferred provides the hydrazide 22. The hydrazide 22 can be converted to the
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acylazide 20 using +-butylnitrite in a solvent or combination of solvent such as ether, methylene
chloride, dichlorcethane, chloroform, where in ether/methylene chloride is preferred at a
temperature from —50 °C to 23 °C wherein —30 °C to 10 °C is preferred. The acylazide is then
converted onto aminoimidazole compounds of formula 2A as described above.

5 | Scheme 4
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Scheme 5 below illustrates additiona! methods for the synthesis of amino-imidazole

compounds defined as Formula L. Treatment of N-O-dimethyl hydraxyl amine hydrachloride

with trimethylaluminum in 1,2-dichloroethane followed by the addition of ester 18, prepared as

10  described above and heating at about 30 °C to about 80 °C, where a temperature of about 50°C
is preferred, affords imidazole 23. Addition of an organometallic reagent 24 wherein Z is
defined as lithium hallde, magnessium halide, potassium halide, where lithium halide is
preferred, to a solution of amide 23 in a solvent such as tetrahydrofuran, methylene chloride, or
diethyl ether, from a temperature about —78 °C to about 30 °C, where a range of about —20 °C to

15  about 0 °C is preferred affords 25. Addition of 25 to a mixture of hydroxyl amine hydrochloride
and potassium acetate in a lower alcoholic solvent, where in ethanol is preferred, at about 23°C,
yields oxime 26 as a mixture of isomers. Treatment of an acetone solution of oxime 26 at about

0°C with aqueous hydroxide followed by paratoluenesulfonyl chloride yields a mixture of O-
sulfonyl compound following extractive workup. Dissolution of the crude material in a non-polar
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solvent such as benzene, hexanes, or toluene, wherein benzene is preferred, and application to
a column of alumina followed by elution with chloroform-methanol (about 10:1) after
approximately five minutes provides a compound of Formula 1.

Scheme 5 .
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Scheme 6 illustrates methods suitable for preparing amino-imidazcle compounds of

formula 1. Compound of Formula |, 27 can be prepared using methods described above.
Converstion of ester I, 27 to alcohol of compounds I, 28 can be accomplished by treatment of

ester ), 27 with an appropriate reducing agent such as sodium borohydride or lithium

10 aluminum hydride using conditions well known to one skilled in the art. Compounds of
formula 1, 28 may be oxidized using standard oxidation method known in art, such as, e.g.,
Dess-Martin reagents, Swem oxidation, or use of SOs-pyridine,' CrQ,,, where Swern oxidation

is preferred to provide compounds containing an aldehyde. The aldehyde can be converted

onto compounds of formula I, 29 using well-established reductive amination method by

15  reacting the aldehyde with an appropriate amine 5A, with or without acid catalyst/ammonium
acetate/dry agents (such as anhydrous Na,SO, or MgS0O,), and a reducing agent, such as
sodium triacetoxy borohydride, sodium cyanoborohydride, or sedium borohydride, or the
corresponding polymer bound-NaBH,, polymer bound-NaBH,CN, or polymer bound-
NaB(OAc);H, or any reducing agent (e.g., hydrogenation) that is known in the literature for

20 reducing an imine bond te an amine, in an appropriate solvent, such as dichleroethane,
chioroform, THF, MeOH, ethanol, isopropanol, t-butanol or toluene, at a temperature from
“about room temperature to about reflux, preferably from about room temperature to about
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65°C. Alternatively, the alcohol of I, 28 can be converted to the corresponding alkyt or aryl
sulfonate 1, 30 by treatment of the alcohol with alkyl or aryl sulfonyl chloride (where in mesyl
chloride is preferred) in a solvent such as methylene chloride, tetrahydrofuran, toluene
wherein methylene chioride in the presence of an amide such as triethylamine,
diisopropyamine, pyridine, 2,6-lutidine, where in triethylafnine is preferred at a temperature
from —50 °C to 23 °C wherein -0 °C to 30 °C Is preferred. The aryl or alkyl sulfonate is then
reacted with an alkali meta! azide (wherein scdium azide is preferred), in a polar solvent such as
dimethylformamide, dimethylsulfoxide, alcohol, wherein ethanol is preferred produces a
compound containing an azide. This intermediate azide may be reduced by exposing the azide
to a noble metal catalyst, in a solvent such as ethyl acetate, tetrahydrofuran, dioxane, or a
mixture thereof, to an atmosphere of hydrogen gas at a pressure of about 1 to 100
atmospheres, where a preferred pressure of hygrogen gas is about one to about ten
atmospheres. Palladium is the preferred noble metal catalyst and the reaction affords the
amine group. The amine group can then be converted to compounds of Formuia 1,.29.using
the reductive amination conditions described above.

Scheme 6

Referring to Scheme 7, treatment of a solution of bromoimidazole 30 with a base,
such as sodium hydride, potassium hydride, lithium hydride, cesium carbonate, sodium
hydroxide, potassium hydroxide, cesium hydroxide, lithium diisopropyl amide, sodium amids,
potassium hexamethyldisilazide, sodium hexamethyldisilazide, sodium ferf-butoxide, or
potassium tert-butoxide, in a reaction inert solvent such as tetrahydrofuran, 1,4-dioxane, N,N-
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dimethylformamide, dimethylsulfoxide, or toluene, from about ~20 °C to 150 °C, where 20 °C
to 100 °C is preferred, in the absence or presence of a phase transfer catalyst, such as fetra-
n-butylammonium chloride, tetra-n-butylammonium bromide, tetra-n-butylammonium iodide,
benzyltrimethyl ammonium chloride, benzyltrimethyl ammonium bromide, ar benzyitrimethyt
ammonium fluoride, followed by the addition of an alkyl, allylic, or benzylic chloride, bromide,
iodide, afkyl sulfonate, aryl sulfonate, or triflate, affords imidazoles 31.

Treatment of 1-substituted-4-bromoimidazole (31) with an intermediate of the formula
32 or PG-NH2 (where PG is defined as (C=0)alkyl or benzoyl) and a palladium catalyst such
as palladium (il) acetate, allyl palladium chloride dimer, tris{dibenzylideneacetone)dipalladium
(0), tris(dibenzylideneacetone)dipalladium (0) chloroform adduct, or palladium (1) chioride,
where palladium (Il) acetate, tris(dibenzylideneacetone)dipalladium (0), and
tris(dibenzylideneacetone)dipalladium (0) chloroform adduct are préferred. and a phosphine
ligand, preferably 9,9-dimethyl-4,5-bis(diphenylphosphino)xanthene (XANTPHOS) is
preferred, and a base, such as cesium carbonate, or potassium phosphate (KsPQ,);. where
potassium phosphate is preferred, in a reaction inert solvent, such as toluene, 1,4-dioxane, or
tetrahydrofuran, from about 0 °C to 150 °C, where 20 °C to 110 °C is preferred, affords the
coupled product 1. Alternatively, treatment of 1-substituted-4-bromoimidazole (31) with an
intermediate of the formula 32 or PG-NH2 (where PG Is deﬁnéd as (C=0)alkyl or benzoyl)
and a diamine, such as 1,2-ethylenadiamine, N,N'-dimethylethylenediamine, or cis-1,2-
diaminocyclohexane, preferably N,N-dimethylethylenediamine, and cuprous chloﬁde,
bromide or icdide, preferably cuprous lodide, in the presence of a small amount of water,
preferably about 1% to about 4% water, in a reaction inert. solvent such as 1,2-
dimethoxyethane, diglyme, t-butyl methyl ether, tetrahydrofuran, benzene or toluene,
preferably toluene, at a temperature of about 40°C to about 150°C, preferably about 80°C {o
about 120 °C to yield the compound of formula | or compounds of formula 33. In the case of
compound 33, this ¢can be converted to compounds of forumla 2A using standard methods
described above.
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The starting materials used in the proicedures of the above Schemes, the syritheses of
which are not described above, are either commercially available, known in the art or readily
obtalnable frem known compounds using methods that will be apparent to those skilled.in the
art. ,

The compounds of Formula [, and the intermediates shown in the above reaction
schemes, may be isolated and purifled by conventional procedures, such as recrystallization
or chromatographic separation, such as on silica gel, either with an ethyl acetate/hexane
elution gradient, a methylene chioride/methanol elution gradient, or a chioroform/methanol
elution gradient. Alternatively, a reverse phase preparative HPLC or chiral HPLC separation
technique may be used.

In each of the reactions discussed or illustrated above, pressure is not critical unless
otherwise indicated. Pressures from about 0.5 atmospheres to about 5 atmospheres are
generally acceptable, and ambient pressure, ie., about 1 atmosphere, is preferred as a
matter of convenience.

The compounds of Formula | of the present invention are useful in inhibiting AB- .
peptide production (thus, gamma-secretase activity) in mammals, and therefore they are able
to function as therapeutic agents in the treatment of the aforementioned disorders and
diseases in an afflicted mammal.

A specific compound of Formula | can be detlermined to inhibit Ap-peptide production
using biological assays known to those of ordinary skill in the art, for example the assays
described below.
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For testing efficacy in vitro, the effect of test compounds on the secretion of AR from
cells in tissue culture was determined. H4 cells (human brain neuroglioma) were stably
transfected with human APP695 containing the Swedish Familial Alzheimers Disease
mutation. Cells were distributed into 96-well plates at a density of about 30,000 cells/well and
allowed to attach to the plate surface for approximately 6 hours at 37°C. After this time, cells
were washed to remove secreted Ag and fresh media containing test compound was added.
Following incubation with compound overnight at 37°C, media was harvested and subjected
to immunoassay to determine the amount of A® secreted from the cells. Various assays for
A# peptides known to those skilled in the art can be applied to these samples for quantitation
of AB secretion. In this application, a two-site sandwich ELISA utilizing commercially
available monocional antibodies, BE10 and 4G8-biotinylated, were employed to provide an
estimate of the amount of mast of the physiologically relevant forms of A8, e.q., A81-40, Ag1-
42. Signals from these samples were compared to standard curves generated with synthetic
AB1-40 peptide and used to calculate 1Cs; values for each test compound.

Using such assay, compounds of the present invention were determined te-have an
ICs, activity for inhibiting gamma-secretase activity of less than about 800 micromolar.
Preferred compounds of the invention are compounds that were determined to have an 1C5
activity for inhibiting gamma-secretase activity of less than about 1 micromolar.

The following Examples iliustrate the present invention. It is io be understood,
howevaer, that the invention, as fully described herein and as recited in the claims, is not
intended to be limited by the details of the following Examples.

Examples

General Procedure A:

Coupiing method for amide formation

a) EDC/ HOBt/trlalkylamine Coupling Procedure

A mixture of a carboxylic acid (1.0 e.q.), amine (1.0 e.q.), HOBt (1.1-1.5 eq.}, EDC
(1.2-1.8 eq.) and a trialkkylamine (triethylamine or diisopropylethylamine) (3-6 eq.) in an
appropriate solvent or a mixture of solvents, for example methylene chloride, dichloroethane,
THF, or DMF, was stirred at room temperature until product formation or disappearance of
starting material. The solvent was removed under reduced pressure, the residue taken up in
ethyl acetate (or similar selected solvent such as methylene chloride or chloroform) and
water. The organic layer was separated, washed with dilute HCI (if the desired product

‘contains a basic functional group, washing with dilute HC!| may be omitted), brine, and dried

over sodium sulfate. The solvent was then removed at reduced pressure to provide product.

b) HATU)/ trialkylamine Coupling Procedure
A mixture of a carboxylic acid (1.0 e.q.), amine (1.0 e.q.), HATU (1.1-1.5 eq.) and a

trialkylamine (triethylamine or diisopropylethylamine) (3-8 eq.) in an appropriate solvent or a
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mixture of solvents, for example methylene chloride, dichloroethane, THF, or DMF, was
stirred at room temperature until preduct formation or disappearance of starting material. The
solvent was removed under reduced pressure, the residue taken up in ethyl acetate (or
similar selected soivent such as methylene chloride or chioroform) and water. The organic
layer was separated, washed with dilute HCl (If the desired product contalns a basic
functional group, washing with dilute HCl may be omitted), brine, and dried over sedium
sulfate. The solvent was then removed at reduced pressure to provide product.

c) PyBOP! trialkylamine Coupling Procedure

A mixture of a carboxylic acid (1.0 e.q.), aminel (1.0 e.q.), PyBOP (1.1-1.5eq.) and a
trialkylamine (triethylamine or diisopropylethylamine) (3-8 eq.) in an appropriate solvent or a
mixture of solvents, for example methylene chloride, dichloroethane, THF, or DMF, was
stirred at room temperature until product formation or disappearance of starting material. The
solvent was removed under reduced pressure, the residue iaken up in ethyl acetate (or
similar selected solvent such as methylene chloride or chloroform) and water. The organic
layer was separated, washed with dilute HCI (if the desired product contains: a- basic
functional group, washing with dilute HCI may be omitted), brine, and dried aver sodium
sulfate. The solvent was removed at reduced pressure to provide product.

d) HBTU/trialkylamine Coupling Procedure

A mixture of a carboxylic acid (1.0 e.q.), amine (1.0 8.q.), HBTU (1.1-1.5 eq.), and a
trialkylamine (triethylamine or diisopropylethylamine) (3-6 eqg.) in an appropriate solvent or a
mixture of solvents, for example methylene chloride, dichloroethane, THF, or DMF, was
stirred at room temperature until product formation or disappearance of starting material. The
solvent was removed under reduced pressure, the residue taken up in ethyl acetate (or
similar selected solvent such as methylene chioride or chloroform) and water. The organic
layer was separated, washed with dilute HCI (if the desired product contains a basic
funciional group, washing with dilute HCl may be omitted), brine, and dried over sodium
sulfate. The solvent was removed at reduced pressure to provide product.

e) Chloro-alkyiformate Coupling Procedure

A mixture of a carboxylic acid (1 eq.) and triethylamine ( eq.) was dissolved in an
appropriate solvent, such as DMF and cooled to -23°C. /so-butyl formate (1 eq.) was added
dropwise with stirring. After stirring for a period of time (form 15 min to 2 hr), a 2-amino-
thiazole or an amine (1 eq.) was added and stirring continued for an additional 30 min at —
23°C. The mixture was then warmed to room temperature until amide formation (typically
overnight). The mixlure was quenched with water and brine and extracted with an
appropriate solvent such as ethyl acetate, methylene chloride or chlorform. The organic layer
was washed with dilute NaHSO,, NaHCO; and brine and the solvent was removed under

. reduced pressure to provide product. Purification may be necessary.
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f} TPTU Coupling Procedure
To the acid (1 equiv) was suspended in dry DMF, Diisoproplyethyl amine (2-4 equiv)

and TPTU (1 equiv) were added and the resulting mixture was stirred at room temperature for
110 2 hour. To an aliquot of this solution was added the appropriate amine and lthe mixture
was stirred at room temperature over night. 1N NaOH was added and the resulting mixture
was extracted with ethyl acetate. The organic extracts were loaded onto SCX SPE (Sllicycle,
1g) which was washed with MeOH. The product was then eluted with 1N triethyl amine in
MeOH and the resulting fraction was concentrated. Purification was on Waters XTerra
PrepMS €18 OBD column (19 X 100mm) and provided the title compound. Gradient elution
with water/ acetonitrile (18ml/min) with a 1% trifluoroacetic acid modifier (2ml/min).

General Procedurs B:

Method for reductive amination

a) Sodium triacetoxyborohydride

An amine (1-4 eq.) in dichloroethane or THF was added fo a solution of a ketone (1
eq.), NaBH(OAc); (1-3 eq.) and acetic acid (1-3 eq.) in dichloroethane or THF. The mixture
was stired at room temperature until product formation or disappearance of starting materiat.
The mixiure was quenched with diluted base, extracted with methylene chloride or: other
appropriate solvent such as chloroform or ethyl acetate. The organic layer was separated,
dried and concentrated to give the desired amide. Purification may be necessary. |

b) Sodium cyancbarohydride

A mixture of a ketone or aldehyde (1 eq), an amine (1-20 eq.), sodium
cyanoborohydride (1-5 eq.), acetic acid {1-3 eq.), sodium acetate (1-3 eq.), anhydrous.-sodium
sulfate in dichloroethans or THF was stirred at room temperature to 60°C, preferably heated
at 35-50°C until product formation. The mixture was quenched with dituted base, extracted
with methylene chioride or cther appropriate solvent such as chloroform or ethyl acetate. The
organic layer was separated, dried and concentrated to give the desired amide. Purification
may be necessary.

c) Potassium Formate and Palladium Acetate

A solution of an aldehyde or a kelone {1 eq.) and an amine (1 eq.) in dry DMF was
stirred at room temperature for 4 hr, in the presence of molecular sieves. To the resuiting
reaction mixture were added potassium formate (2 eq.) and palladium =acetate (catalytic
amount, 0.02 eq.). The mixture was heated at 40-60°C to complete reaction (TLC) and after
cooling it was diluted with ice-water. The mixture was exiracted with an appropriate solvent
(such as methylene chloride, ethyl acetate, or chloroform). The organic layer was separated,
dried and concentrated to give the desired amide. Purification may be necessary.
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General Procedure C:

Sodium borohydride reduction of ketone or aldehyde
A mixture of an aldehyde or a ketone (1 eq.) and sodium borohydride {1 —10 eq.} in

an appropriate solvent (methanol or ethanol) was stirred at 0°C to room temperature for 10
minutes to complete reaction (TLC). The mixture was concentrated to a small volume,
quenched with water, extracted with an appropriate solvent (such as methylene chloride, ethyl
acetate, or chloroform). The organic layer was separated, dried and concentrated to give the
desired amide. Purification may be necessary.

General Procedure D:

N-tBOC deprotecting procedure
To a solution of N-tBOC compound in 1,4-dioxane (0.03-0.09 M) was added 4 N HCI

in 1,4-dioxane or anhydrous HCI gas under nitrogen. The reaction mixture was stired at
room temperature for 1-24 hrs until all the starting material consumed (TLC). The solution
was concentrated and pumped in vacuo. The final HCI salt of the corresponding amine was
typically used without further purification.

Generat Procedure E:

Conjugate Addition to Nitroimidazole

To a suspension of 4-nifroimidazole (2.0 equiv.) in acetonitrile is added DBU (1.0
equiv) followed by enone (1.0 equiv.). The reaction is heated for 12-24 hrs and the solvent
removed in vacuo. The resultant solids are removed by filtration with methyiene chloride and
the resultant oil concentrated and purified by siiica gel chromatography to provide the desired
nitroimidazole.

General Proceudre F:

Alkylation of Nitroimidazole using Sodium Hydride

To a suspension of 4-nitroimidazole (1.0 equiv.) in dimethyiformamide at rt under a

nitrogen atmosphere is added sodium hydride (1.2 equiv.) portionwise. The reaction is stirred
for 15-30 min. And then the appropriate alkylhalide or atkyl mesylate is added. The mixture is
stirred for 12-24h at 50°C, cooled to 0°C, and quenched with water. The aqueous layer is
exirated with methylene chloride, dried, and purified by silica gel chromatography to provide
the desired nitroimidazole.

Alkyiation of Nitroimidazole using potassium carbonate

To a suspension of 4-nitroimidazole (1.0 equiv.) in dimethylformamide at rt under a

nitrogen atmosphere is added potassium carbonate (1-4 equiv.) portionwise. The reaction is
stirred for 15-30 min. And then the appropriate alkylhalide or alkyl mesylate is added. The
mixture is stirred for 12-24h at 50°C to 90 °C, cooled to i, and quenched with water. The
aqueous layer is extrated with methylene chloride, dried, and purified by silica gel
chromatography or recrystalized to provide the desired nitroimidazole.
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General Procedure G:
Reduction of Nitroimidazole A

To a solution of the nitroimidazole (1.0 equiv.) in ethylacetate is added palladium on
carbon (0.25 wiw%h). The reaction is hydrogenated @ 40-60 psi for 2-6 hrs and filtered over a
pad of celite using ethyl acetate. The majority of the ethylacetate is removed in vacuo and
the solution of the amine in the remaining ethylacetate is used without further purification.

Reduction of Nitroimidazole B

A Parr bottle was charged with nitreimidazole (1 equiv), dioxane and (1-3 equiv) of
Raney nickel which had been washed with water until the supematant was at pH = 7. The
mixture was placed under 50 psi of hydrogen pressure and shaken for 45 minutes. After
filtration and evaporation, the product, was used directly in the next step without further’
purification.

General Procedure H:

Reduction of Nitroimidazole-ester followed by Reductive Amination

To a solution of appropriate ester such as 3-Methyl-3-(4-nitro-imidazol-1-yi)-btityric
acid methyl ester (1.0 equiv.) in methylene chloride at =78 °C is added DIBAL (2 equiv.)
dropwise. The reaction is stirred for 1h, quenched with ethylacetate, removed from cooling
baih, and stirred for 10 min. To the reaction is added water and allowed to warm to rt and stir
for 1h. The reaction is diluted with methylene chloride, Na;S0, is added and the reaction
filtered through celite. The solvent Is removed to afford the aldehyde such as 2-Methyl-2-(4-
nitro-imidazol-1-yl)-propionaldehyde which is used in the next step without further purification.

To a solution of the appropriate aldehyds such as 2-Methyl-2-(4-nitro-imidazol-1-yl)-
propionaldehyde (1 equiv.) in methylene chloride is added an appropriate amine (2 equiv.)
and 4A molecular sieves. The reaction is stirred for 4-6 hours and an appropriate hydride
reducing agent such as sodium triacetoxyborohydride (2 equiv.) is added. The reaction is
stirred for 6-24h, quenched with sodlum bicarbonate, and the aqueous layer extracted with
methylene chloride. The solvent is removed and residue purified by silica gel
chromatography to provide the desired nitroimidazole.

General Procedure |:

Ester Reduction

To a solution of ester (1 equiv) in an appropriate solvent such as diethyl ether or
tetrahydrofuran at 78 °C to 0°C is added lithium aluminum hydride (1 equiv) and the reaction
is stirred at 0°C for 15 min and warmed to rt for 1h. The reaction is slowly quenched with
water and ethyl acetate. The reaction is filtered and the agueous is exiracted with
ethylacetate, dried, and concentrated. Alternatively, the reaction is quenched with water, 1N
NaOH and water, stirred and filtered through celite. The filtrate was concentrated to dryness.
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Using either workup, the resultant residue is purified by silica gel chromatography to provide
the title alcohol.

General Procedure J

Swern Oxidation

To a solution of oxalyl chloride (1.2 equiv) in methylene chloride at -78°C is added
DMSO (3 equiv)} dropwiese. The reaction is stirred for 20 min. and the alcohol (1 equiv) is
added in' methylene chioride. The reaction is stirred for 1h, triethylamine (4-5 equiv) is added,
and the reaction warmed to 0°C for 20 min to 2 hours. The reaction is quenched with 100 mL
of sodium bicarbonate, extracted with methylene chloride, dried, and concentrated to afford
the title compound.

Dess Martin Oxidation

A mixture of 1 eq. of an alcohol and 1 to 1.5 eq. of Dess-Martin oxidizing agent in

methylene chioride (2 mL per mmole reaction) was stirred at rt unti! reaction done. The
mixture was quenched with water, fitered. The organic layer was separated, dried and
concentrated to give the corresponding aldehyde.

General Procedure K:

Epoxide Opening:

, Isopropanol was added to the appropriate amine followed by the addition of Hunig's
base (2 equiv) and the appropriate epoxide (1 equiv), the reaction mixture was heated at 60-
100 °C overnight. The mixture was quenched with dilute aq bicarb solution and extracted with
dichjoromethane. The organic extracts were dried (Na,SO,) and concentrated to afford
200mg crude material which was purified on a silica get flash column to afford the desired

- compound.

General Procedure M:

Substitution of dinitroimidazole

A solution of (1 equiv) of 1,4-dinitro-1H-imidazole (W099/08699) and appropriate
amine (1-2 equiv) in 1:1 MeOH ~ water was stirred at room temperature for 48 hrs. The
solvent was removed in vacuo. The residue was taken up in methyiene chioride and
chromatographed on silica gel to provide the desired compound.
General Procedure N:

Mesylate Formation (A)

The appropriate alcohol (1 equiv) was dissolved in pyridine and treated with

methansulfonyl chloride (2.2 equiv) at 0°C. The reaction was warmed to rt and stirred for 4h,
quenched with sodium bicarbonate, and extracted with methylene chloride, The extracts
were dried and concentrated to provide the appropriate mesylate which was used without
further purification.
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Mesylate Formation (B}

To the appropriate alcohol (1 equiv), methanesulfonyl chloride (1 equiv), triethylamine
(1 equiv) in methylene chloride was stirred at rt for 1 to 8 hr. The reaction mixture was
quenched with waster, the organic layer was separated and concentrated to give the desired
mesylate which was used without further purification.

General Pracedure O:

Mesylate Displacement:

A 0.1 M solution of mesylate in acetonitrile was treated with 3 equiv. of amine and 3
equiv. of K,CO; and heated at 65-80 C with stirring for 24-75 hrs. Once judged complete by
APCI or TLC, the reaction was quenched with H,O and extracted with DCM. Sitica gel
chromatography or HPLC afforded pure product in 30-75% yield.

General Procedure P:

Benzyl Halide Displacement:

A 0.1 M solution of imidazole in DMF was treated with 1.1-2.1 equiv of beniyhhallde
and 2.1 eguiv of K;CO, and heated at 65 C with stirring for 18-30 hrs. In some: cases,
reaction was facilitated by the addition of 0.05 equiv of Et;NBnCl. Once judged complete by
APCI or TLC, the reaction was quenched with H,O and extracted with EtOAc. The combined
extractslwere washed with H>O and brine, dried over MgSQ,, fitered and concentrated.
Altematively, reactions were worked up by extraction with DCM. Extracts were loaded onto
an SCX SPE (1 g, Silicycle) cartridge. After washing with MeOH, crude product was eluted
with 1 N TEA in MeOH. Silica gel chromatography or HPLC afforded pure product in 30-75%
yield. '

General Proceudre R:

Ester Hydrolysis
The ester (1 equiv) is dissolved in THF:water (5:1) and LiOH (1.2 equiv) is added.

The reaction is stired overnight at rt, the solvent is removed, water added, and the pH is
adjusted to 7 using 1N hydrochloric acid. The solid is filtered, washed with water and diethy!
ether, and dried to afford the desired acid.
The foliowing intermediates were prepared by methods analogous to those described
above for General Method F;
' 1-(3-Methyl-oxetan-3-yimethyi}-4-nitro-1H-imidazole; H1 NMR, (400 MHz), CDCI3) &
1.25(s, 3 H), 4.28 (s, 2 H), 4.42 (dd, J = 6.6 Hz, 37.3 Hz, 4 H), 7.44 (s, 1 H), 7.80 (s, 1 H).
4-Nitro-1-[1-(4-trifluoromethyl-phenyl)-ethyi]-1H-imidazole: H1 NMR, (400 MHz),
CDCI3): 8 1.96 (d, 3 H), 5.49 (q, 1 H), 7.33 (d, 2 H), 7.53 (s, 1 H), 7.67 (d, 2 H), 7.78 (s, 1 H).
1-Benzyl-4-nitro-1H-imidazole; was prepared according to the procedure of Searcsy,
M.; Pye, P. L.; Lee, J. B.; Synth. Commun.; EN; 19; 7,8; 1989; 1309-1316.
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1-(4-Nitro-imidazol-1-yl}-cyclobutanecarboxylic acid methyl ester; MS 240 m/z (M+1).

2-(4-Nitro-imidazol-1-yl}-cyclobutanecarboxylic acid methyl ester; MS 240 m/z (M+1).
The following intermediates were prepared from dinitroimidazole by methods
analogous to those described above for General Method M;
1-Indan-1-yi-4-nitro-1H-imidazole; MS 230 m/z (M+1).
(1R,28)-(1-(4-Nitro-imidazol-1-yl-indan-2-ol; MS 246 m/z (M+1).
(15.2R)-(1-(4-Nitro-imidazol-1-yl})-indan-2-ol; MS 246 m/z (M+1).
2-(4-fluorophenyl}-2-(4-nitro-1H-imidazol-1-vilethanol;, MS 252 m/z (M+1).

{2-(4-nitro-1H-imidazol-1-yl)phenyl)methanol; MS 220 m/z (M+1).
Methwl 2-(4-nitro-1H-imidazol-1-yl)-2-phenylacetate; MS 262 m/z (M+1).

The following nitroimidazoles were were prepared by methods analogous to those

described above for General Method H:
2.2-dimethyl-N-(2-(4-nitro-1H-imidazol-1-y})-2-phenylethyl)propan-1-amine
Methyl 2-(4-nitro-1H-imidazol-1-yl}-2-phenylacetate was converted to the. title

compound using a methed analagous to the general pracedure H to afford the title compound:
MS 303 m/z (M+1).

The following prepared as descripted:

4-Nitro-1-(2-pyrrolidin-1-yimethyl-cyclobutyl}-1 H-imidazole

A mixture of the 2-(4-Nitro-imidazol-1-yl)-cyclobutanecarboxylic acid methyl. ester
(2.640 g, 0.01105 mol), borane-dimethy! sulfide complex (1M in tetrahydrofuran) (33.2 mL,
0.0332 mol) and tetrahydrofuran (10 mL) was heated at reflux for 17 hours. The reaction was
quenched by water. The volatile solvent was evaporated under reduced pressure. The
residue was diluted with water and extracted with ethyl acetate three times. The combined
extracts were washed with brine and dried over sodium sulfate. The solvent was then
evaporated under reduced pressure to yield [2-{4-Nitro-imidazol-1-yt)-cyclobutyl}-methano!
(0.825 g, 0.00419 mol) as a white solid. M+1=198.1. '

[2-(4-Nitro-imidazol-1-yl}-cyclobutyl]-methanol was converted to Methanesulfonic acid
2-(4-nitro-imidazol-1-yl}-cyclobutyimethyl ester following General Procedure N; MS 276.3 m/z
{M+1).

Methanesulfonic acid 2-(4-nitro-imidazol-1-yl)-cyclobutyimethyl ester was converted
to the title compound following General Procedure O; MS 251.5 m/z (M+1).
! The following mesylates were were prepared by methods analogous to those
described above for General Method N:
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iridazol-1-vl)-ethyl ester

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanocic  acid [1-(2-hydroxy-ethyl}-1H-
imidazol-4-ylJ-amide amide (U.S. Serial No. 11/078,898 filed March 11, 2005) was converted
to the title compound; MS 459.0 m/z (M+1).
Methanesulfonic acid 3-{4-J2-(6,8-difluoro-1,2.3 4-tetrahydro-naphthalen-2-ylamino)-
entancylaminol-imidazol-1- repyl ester
2-(6,8-Difluaro-1,2,3,4-tetrahydro-naphthalen-2-ylamine)-pentanoic acid [1-(3-

hydroxy-propyl)-1 H-imidazol-4-yl]-amide was converted to the titte compound; MS 485 m/z
(M+1). : |
Methanesulfonic acid ‘2;{4—|2-16,8-diﬂuoro-1 2.3 4-tetrahydro-naphthalen-2-ylamino)-
entanoylarminol-imidazol-1-vi}-propyl ester
2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(2-
hydroxy-1-methyl-ethyl)-1H-imidazol-4-yl]-amide was converted to the title compound;. MS
485.5 m/z (M+1).
Methanesulfonic acid 3-{4-]2-(6,8-difluoro-1.2,3.4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino]-imidazol-1-yl}-3-methyl-butyl ester
2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(3-
hydraxy-1,1-dimethyi-propyl)-1H-imidazol-4-yl]-amide was converted to the title compound;
MS 513 m/z (M+1).
The following intermediates were prepared by methods analogous to those described

above for the reduction of the appropriate nitroimdiazole using General Method G followed by
coupling to the appropriate acid using General Procedure A, method F.

2-[2-(3,5-Diflucro-phenyt}-acetylamino}-pentanoic  acid. (1-benzyl-1H-imidazol-4-yi)-
amide

1-Benzyl-4-nitro-1H-imidazole was reduced and coupled with 2-[2-(3,5-Difluoro-
phenyl)-acetylamino]-pentanoic acid to afford the title compound; MS 470 m/z (M+1),

(4-{2-[2-(3,5-Difluoro-phenyl}-acetylamino]-pentanoylamino}-imidazo!-1-yl)-acetic acid
methyl ester

(4-Nitro-imidazol-1-yl)-acetic acid methyl ester was reduced and coupled with 2-[2-
(3,5-Difluoro-phenyl}-acetylaminc}-pentanoic acid to afford the title compound; MS 409.1 m/z
(M+1).

cyclebutanecarboxylic acid methyl ester

1-(4-Nitro-imidazol-1-yl)-cyclobutanecarboxylic acid methyl ester was reduced and
coupled with 2-[2-(3,5-Difluoro-phenyl}-acetylaminc]-pentanoic acid to afford the title
compound; MS 463.0 m/z (M+1). '
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cyclobutanecarboxyllc acid methyl ester

2-(4-Nitro-imidazol-1-yl}-cyclobutanecarboxylic acid methyl ester was reduced and
coupled with 2.[2-(3,5-Difluoro-phenyi)-acetylamino]-pentanoic acid to afford the title
compound; MS 463.1 m/z (M+1).

1-{4-]2-(5,7-Difiuoro-1,2,3.4-tetrahydro-naphthalen-2-ylamino}-pentanoylamino]-
imidazol-1-yi}-cyclobutanecarboxylic acid methy! ester

1-(4-Nitro-imidazol-1-yl}-cyclobutanecarboxylic acid methyl ester was reduced and
coupled with 2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid acid to
afford the title compound; MS 475.5 m/z (M+1).

2-{4-[2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylaming}-propionylamino]-
imidazol-1-yi}-2-methyl-propionic acid methyl ester )

2-Methyi-2-(4-nitro-imidazol-1-yl}-propionic acid methyl ester was reduced and
coupled with 2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-proplonic acid. to:.afford
the title compound; MS 421.5 m/z (M+1).

2-{4-[2-(6,8-Difluoro-1,2.3 4-tetrahydro-naphthalen-2-ylamino)-pentanoylaminol-

imidazol-1-yl}-propionic acid methyl ester
2-(4-Nitro-imidazol-1-yl)-propionic acid methyl ester was reduced and coupled with 2-

-(6.8—Diﬂuoro-1,2,3,4-tetrahydro-naphthalen-z-i;lamino)-pentanoic acid to afford the title

compound; MS 435.5 m/z (M+1),

3-{4-[2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentanoylamino]-
imidazol-1-y1}-3-methyl-butvric acid methyl este

3-Methyl-3-(4-nitro-imidazol-1-yi}-butyric acid methyl ester was reduced and coupled
with 2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid to afford the title
compound; MS 463.5 m/z (M+1).

2-{4-[2-(6,8-Difluore-1,2 3.4-tetrahydro-naphthalen-2-ylamino)-pentancylamingl-

imidazol-1-yl}-2-methyl-propionic acid methyl ester
2-Methyl-2-(4-nitro-imidazol-1-yl)-propionic acid methyl ester was reduced and

coupled with 2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid to afford

the title compound; MS 449.3 m/z (M+1).
{1-[1-(3-o0xo-butyl}-1H-imidazol-4-ylcarbamoyl]-butyl}-carbamic acid tert-butvl ester .
4-(4-nitro-1 H-imidazo!-1-yI)butan-Z-one was reduced and coupled with 2-{(tert-

butoxycarbonyl)amino]pentanoic acid to afford the title compound; MS 353 m/z (M+1).

3-{4-]2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino}-pentanoylaming]-

imidazol-1-yl}-propfonic acid methyl ester; MS 435 m/z (M+1).

2-(6,8-Difluoro-1.2,3 4-tefrahydro-naphthalen-2-ylamino-pentanoic_acid [1-(1-methyl-
3-oxo-butyl)-1H-imidazol-4-yl}-amide; MS 433 m/z (M+1).
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The following Boc groups were removed following general method D;

propyi}-1H-imidazol-4-yl}-amide; MS 426 m/z (M+1).

2-Amino-pentanoic acid {1-{1,1-dimethvi-3-{1-phenyl-ethylamino)-propvl]-1H-imidazol-
4-yl}-amide; MS 372 m/z (M+1).

The following alcohols were prepared by reduction of the corresponding esters using

methods analogous to those described above using Genetrat Method |;
2-[2-(3,5-Difluoro-phenyi)-acetylamino]-pentanocic ___acid [1-{2-hydroxy-ethyi}-1H-
imidazol-4-yll-amide; MS 381.1 m/z (M+1).
2-(6,8-Difluoro-1,2 3.4-tetrahydro-naphthaten-2-ylamino)-pentanoic acid [1-(3-
hydroxy-propyl}-1H-imidazol-4-vi]-amide; MS 407m/z (M+1).

2-{6,8-Difluorg-1,2,3,4-tetrahydro-naphthaten-2-ylamino}-pentanoic acid [1-(2-

hydroxy-1-methyl-ethyl}-1H-imidazol-4-vil-amide; MS 407.5 m/z (M+1).

1-[1-(3-Hydroxy-1,1-dimethyl-propvi)-1H-imidazol-4-yicarbamoyl]-butyl}-carbamic

acid tert-butyl ester; MS 389 m/z (M+1).

The following aldehydes were- prepared by oxidation from. corresponding. alcohot

using methods analogous to those described above using General Method J;
2-[2-(3,5-Difluoro-phenyi)-acetylamino]-pentanocic __acid _[1-{1-formyl-cyclobutyl)-1H-
imidazol-4-vil-amide; MS 419.1 m/z (M+1).
2-(5,7-Difluoro-1 ,2,3,4—tetrahydro-naghthq!en-z-ylamlno }-pentanoic_acid {1-(1-formyl-
cyclobutyl}-1H-imidazol-4-yll-amide; MS 431.5 m/z (M+1), _
(28)2-(5,7-difluoro-1,2,3.4-tetrahydronaphthalen-3-viamine}-N-(1-(2-formyiphenyi)-
1H-imidazol-4-vi)pentanamide;
{1-[1-(1,1-Dimethyl-3-0xo-propw)-1H-imidazol-4-ylcarbamoyi]-butyi}-carbamic acid
lert-butyl ester; MS 367 m/z (M+1).
The following acids were prepared by hydrolysis from corresponding esters using

methods analogous to those described above using General Method R;

imidazol-1-yl}-3-methyl-butyric acid methyl ester; MS 449.6 m/z (M+1).
2-{4-[2-(6,8-Difiuoro-1,2.3 4-tetrahydro-naphthalen-2-ylamino)-pentanoylamino]-

imidazol-1-yI}-2-methyi-propionic acid; MS 435.4 m/z (M+1).
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2-{14-[2-(6,8-Difluoro-1.2,3 4-tetrahvdro-naphthalen-2-ylamino)-propionviaminej-

imidazol-1-vi}-2-methyl-propionic acid; MS 407.5 m/z (M+1).

Procedure for Synthesis of 2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)«
pentanoic acid; General procedure Q:

Combine L-norvaline methyl ester-hydrochloride (1 equiv) with ©,8-difluoro-3,4-

dihydro-1H-naphthalen-2-one {1 equiv) in methylene chloride and stir 30 min. and add sodium
triacetoxy borehydride (1.1 equiv) and stir at rt overnight. The reaction is quenched with
aqueous sodium bicarbonate, extracted with methylene chloride, dried, and concentrated.
The resultant material is purified by silica gel chromatography to afford the separated
diastereomers of 2-(6,8-Difluoro-1,2,3,4-tetfrahydro-naphthalen-2-ylamino)-pentanoic acid
methyl ester: Diastereomer 1; 13C NMR (100 MHz, CDCI3) 14.0, 19.4, 27.7, 28.2, 29.5, 29.6,
36.3, 51.1, 58.7, 100.7, 100.9, 101.2, 110.5, 110.7, 110.8, 118.5, 118.8, 141.1, 159.7, 159.8,
162.1, 176.7; MS m/z 298.3 (M+1). Diastereomer 2; Diagnostic 13C NMR (100 MHz, CDCI3)
14.0, 19.3, 28.3, 28.4, 28.5, 30.3, 36.4, 51.1, 52.0, 58.5, 100.7, 100.9, 101.2, 110.5,.110.7,
176.8; MS m/z 298.3 (M+1).

2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid methyl' ester
(1 equiv) is dissolved in THF:water (5:1) and LIOH (1.2 equiv) is added. The reaction is
stirred overnight at rt, the solvent is removed, water added, and the pH is adjusted to 7 using
1N hydrechloric acid. The solid is filtered, washed with water and diethyl ether, and dried to
afford 2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid; Acid derived
from diasteromer 1: H1 NMR (400 MHz, CD30D) 0.99 (t, 3H, J=7.5), 1.48 (m, 2H), 1.82 (m,
3H), 236 {m, iH), 2.65 {m, 1H), 2.95 (m, 2H), 3.28 (s, 1H), 3.42 (m, 1H), 3.74 (m, 1H), 6.80
(m, 2H), ( MS m/z 284.3 (M+1). Acid derived from diasteromer 2: H1 NMR (400 MHz,
CD30D) 0.94 (t, 3H, J=7.8), 1.42 (m, 2H), 1.56 (m, 3H), 1.96 (m, 1H), 2.25 (m, 1H), 2.85 (m,
3H), 3.15 (m, 1H), 3.25 (m, 1H), 6.64 (m, 2H); MS m/z 284.2 (M+1).

The following Intermdediates were prepared in an analogous manner to Method Q
starting with an appropriate qmino acid and ketone or starting amino-ester and ketone; or the
aminoester is acylated using general procedure A followed by hydrolysis.

1

S)-2-(2-(3,5-difluorophenyl}acetamido)-2-phenylacetic acid; MS 304 m/z (M-1).

-3-yl)acetic acid; MS 305 m/z (M-1).
S)2-(2-(3,5-difluorophenyl)acetamido)-2-(4-fluocrophenylacetic acid: MS 322 m/z

(M-1).
{S)-2-(6,8-difluoro-1,2,3 4-tetrahydronaphthalen-3-ylamino)-2-phenylacetic _acid; MS
316 m/z (M-1).
S)-2-(6 8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-
m/iz (M+1),
S)2-(1,2,3.4-Tetrahydro-naphthalen-2-ylamino)-pentancic acid; MS 246.5 m/z (M-1).

-propionic acid; MS 256.5
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The following intermediates were prepared in an analogous manner to Method B
starting with an appropriate amine and ketone/aldehyde.
{1-{1-[2-(2.6-Dimethvi-morpholin-4-yl}-1,1-dimethvi-ethvi}-1H-imidazol-4-ylcarbamovi}-

butyl)-carbamic acid tert-butyl ester; MS 452.1 m/z (M+1).

2-(6,8-Difluoro-1,2,3.4-tetrahydro-naphthalen-2-ylamino)-pentancic _acid _[1-{3-oxo-
butyl}-1H-imidazol-4-yi]-amide; MS 419 m/z (M+1).

butyll-carbamic acid tert-butyl ester; MS 459 m/z (M+1).
{1-{1-[1.1-Dimethyi-3-{2 2 2-trifluoro-1-phenyl-ethylamino)-propyl]-1H-imidazol-4-

ylcarbamovi}-butyi)-carbamic acid tert-butyt ester; MS 526 m/z (M+1).
(1-{1-[1,1-Dimethyi-3-(1-phenyi-ethylamino}-propyil-1H-imidazol-4-yicarbamoyi}-

bu rbamic acid tert-butyl ester; MS 472 m/z (M+1).
The foliowing Examples were prepared by methods analogous to those described

above for General Procedure O;
Example 1
(8)-2-[2-(3,5-Diflugro-phenyl}-acetylaming]-pentanoic acid {1-[2-(3-ethoxy-

ropylamino}-ethwl-1H-imidazo!-4-yl}-amide
Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl}-acetylamino]-pentanoylamino}-
imidazol-1-yl)-ethyl ester was reacted with 3-ethoxypropyl amine to provide the title
compound: MS 446.2 m/z (M+1).
' Example 2

(8)-2-[2-(3,5-Difluaro-phenyl)-acetylamino]-pentanoic acid {1-[2-{octahydro-pyrazing[1,2-

alazepin-2-yi}-ethyl]-1H-imidazol-4-yl}-amide
Msthanesulifenic acid 2-(4-{2-[2-(3,5-difluoro-phenyl)-acetylamino]-pentanoylamino}-
imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 517.2 m/z (M+1);.
Example 3
(S¥-2-[2-(3,5-Diflucra-phenvi)-acetylamino]-pentancic acid {1-[2-{[1.4]dioxan-2-yvimethyl-
methyl-amino}-ethyl}l-1H-imidazol-4-yl}-amide
Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl}-acetylamino]-pentanoylamino}-
imidazol-1-yi)-ethy! ester was reacted with appropriate amine to provide the title compound:
MS 494.2 m/z (M+1). '
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ethylaminog)-ethyl]-1H-imidazol-4-vi}-amide

Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl)-acetylamino]-pentanoylamino}-
imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 452.2 m/z (M+1).

Example 5

8)-2-2-

yi}-ethvl]-1H-imidazol-4-yl}-amide
- Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl)-acetylamino}-pentanoylamino}-
imidazol-1-yi)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 463.2 m/z (M+1).

Example 6

1H-imidazol-4-yi]-amide

Methanesulfonic acid 2-(4-{2-[2-(3,5-dIfluoro-phenyl)-acetylamino]-pentanoylamino}-
imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 470.2 m/z (M+1).

Example 7
{8)-2-[2-(3,5-Difluoro-phenyi}-acetylaminol-pentanoic acid {1-[2-(3-butoxy-

ropylamino)-ethyi]-1H-imidazol-4-yl}-amide

Methanesulfonic acid 2-(4-{2-2-(3,5-difluoro-phenyt}-acetylamino]-pentanoylamino}-
imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 494.2 m/z (M+1).

' Example 8
(S)-2-[2-(3,5-Difluoro-phenyl}-acetylaminol-pentanoic acid {1-[2-((1R,28)-2-
hydroxymethyi-cyclohexylamino}-ethyl}-1H-imidazol-4-yi}-amide

Methanesulfonic acld 2-(4-{2-[2-(3,5-difluoro-phenyl)-acetylamino]-pentanoylamino}-
imidazol-1-y)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 492.2 m/z (M+1).

Example 9
2-[2-(3,5-Diflucro-phenyl)-acetylamino]-pentanoic acid {1-[(4aS,8a8)-2-(octahydro-

isoquinolin-2-yi}-ethyl}-1H-imidazel-4-yl}-amide
Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl}-acetylamino}-pentanoylamino}-
imidazol-1-yl}-ethy! ester was reacted with appropriate amine to provide the title compound:
MS 502.2 m/z (M+1).
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Example 10

(8)-2-2-(3.5-Difluoro-phenyl)-acetylamino]-pentanocic acid {1-[2-(3-isopropoxy-

propylamino)-ethyl]-1H-imidazol-4-yl}-amide
Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl)-acetylaminoj-pentanoylamino}-

imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 480.2 m/z (M+1).
Example 11

(S)-2-[2-(3,5-Diflucro-phenyl)-acetylamino]-pentanoic acid {1-[2-(octahydro-
isoguinolin-2-yl)-ethyl]-1H-imidazol-4-yl}-amide
Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl)-acetylamino]-pentanoylamino}-
imidazol-1-yl}-ethy| ester was reacted with appropriate amine to provide the titte compound:
MS 502.2 m/z (M+1).

Example 12

2H-[4 4Tbipyridinyl-1-yl}-ethyl]-1H-imidazol-4-yl}-amide
Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl)-acetylamino]-pentanoylamino}-

imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the titte compound:
MS 525.2 m/z (M+1).

Example 13
S8)-2-[2-(3,5-Difluoro-phenyl)-acetylamincl-pentanoic acid {1-[2-(2-hydroxy-2-phenyl-

ethvtamino)-ethyl]-1H-imidazol-4-yl}-amide
Methanesu!fonic acid 2-(4-{2-[2-(3.5-diﬂuoro—phenyl)-aéetyfam_ino]-pentanoylamino}-
imidazoi-1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 500.2 miz (M+1).

Examptie 14

ethyi}-1H-imidazol-4-yl}-amide
Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl)}-acetylamino]-pentanoylamino}-

imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 496.2 m/z (M+1).
Example 15
(S)-2-[2-(3.5-Diflucro-phenyl}-acetylamino}-pentanoic acid {1-[2-(benzyl-methyi-

amino}-ethyl]-1H-imidazol-4-yl}-amide
Methanesulfonic acid 2—(4-{2-[2-(3,5-diﬂuoro-phenyl)-adetylamino]-pentanoylamino}-

imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 484.2 m/z (M+1).
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Example 16
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {1-[2-(indan-2-ylamino}-ethyl]-1H-

imidazol-4-yl}-amide
Methanesulfonic acid 2-(4-{2-]2-(3,5-difluoro-phenyt}-acetylamino]-pentanoylamino}-
imidazol-1-yi)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 486.2 m/z (M+1).

Examle 17

isoguinolin-2-yl}-ethyl]-1H-imidazol-4-yl}-amide

Methanesuifonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl)-acetylamino]-pentanoylamino}-
imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 496.2 mfz (M+1).

Example 18
(S)-2-[2-(3,5-Difluorg-phenvi}-acetylaminoj-pentanoic acid {1-§2-(2-propoxy-
ethylamino}-ethyl]-1H-imidazol-4-yl}-amide

Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl)}-acetylamino}-pentanoylamino}-
imidazol-1-yl}-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 466.2 m/z (M+1).

Example 19
{8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {1-{2-(3-benzyi-pyrrolidin-

1-yi)-ethyi}-1H-imidazol4-yi}-amide
Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl}-acetylamino}-pentanoylamino}-imidazol-
1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound: MS 524.2
m/z (M+1).

ethyil-1H-imidazol-4-vi}-amide
Methanesulfonic acid 2-(4-{2-{2-(3,5-difluoro-phenyl}-acetylamino]-pentancylamino}-
imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 511.2 m/z (M+1).

Example 21
(S5)-2-{2-(3,5-Diflucro-phenyl}-acetylaminol-pentancic acid {1-[2-(methyl-pyridin-4-
methvi-amino}-ethyll-1H-imidazol-4-yl}-amide
Methanesulfonic acid 2-(4-{2-[2-(3,5-diﬂuoro-phenyi)—acetylamino]-pentanoylamino}-
imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the titte compound:
MS 485.2 miz (M+1).
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ethvl)-methyl-amineci-ethyl}-1H-imidazol-4-yi}-amide
Methanesuifonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl)-acetylamino)-pentanoylamino}-
imidazol-1-yl)-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 500.1 m/z (M+1).

Example 23

ethylamino)-ethyi]-1H-imidazol-4-vi}-amide
Methanesulfonic acid 2-(4-{2-[2-(3,5-difluoro-phenyl)-acetylamino]-pentanoylamino}-

imidazol-1-yl}-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 480.2 m/z (M+1).

Example 23A

olidin-1-yl)-ethyl}-1H-imidazol-4-yi}-amide
Methanesulfonic acid 2-(4-{2-{2-(3,5-difluoro-phenyl)-acetylamino]-pentanoylamina}-
imidazol-1-yl}-ethyl ester was reacted with appropriate amine to provide the title compound:
MS 511.2 m/z (M+1). '
The following Examples were prepared by metheds analogous to those described
above for General Procedure P;
Examble 24
8)-2-[2-(3.5-Difluaro-phenyl)-acetylaminol-pentancic acid [1-(2-fluoro-benzyt)-1H-
imidazol-4-yli-amide
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentancic acid (1H-imidazol-4-yl}-amide was
reacted with appropriate benzyl halide to provide the title compound: MS 445.1 m/z (M+1).
Example 25
(S)-2-[2-{3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [1-(3-fluoro-benzyl}-1H-
imidazol-4-vil-amide

2-[2-(3,5-Diftuoro-phenyl)-acetylamino}-pentanoic acid (1H-imidazol-4-yl}-amide was

reacted with appropriate benzyl halide to provide the title compound: MS 445.1 m/z (M+1.
Example 26

imidazol-4-vi}-amide

2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentancic acid (1H-imidazol-4-yl)-amide was
reacted with appropriate benzyl halide to provide the title compound: MS 441.1 m/z (M+1).
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Example 27
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanolc acid [1-{4-methoxy-benzyl)-1H-

imidazol-4-yl]-amide
2-[2-(3,5-Difluoro-phenyl}-acetylaminol-pentanoic acid (1H-imidazol-4-yf}-amide was
reacted with appropriate benzyl halide to provide the title compound: MS 457.3 m/z (M+1).

Example 28
acetylamino}-pentanolc acld {1-(4-tert-butyi-Ben

imidazogl-4-yll-amide
2-[2-(3,5-Diflucro-phenyl)-acetylamino]-pentancic acid (TH-imidazol-4-yl)}-amide was
reacted with appropriate benzyl halide to provide the title compound: MS 483.3 m/z (M+1).
The following Examples were prepared by rpethods analcgous to those described

above for General Procedure B;

Example 29

cyclobutyl)-1H-imidazol-4-yi]-amide
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [1 —(1-forrnyl—cy'clobuty1)—1-’H-
imidazol-4-yl}-amide was reacted with appropriate amine to provide the title compound: MS
474.1 m/z (M+1).

Example 30
{8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino)-pentancic acid [1-(1-

dimethylaminomethyl-cyclobutyl -imidazol-4-vil-amide
2-[2-(3,5-Difluoro-phenyl)-acetylamina]-pentanoic acid [t-(1-formyl-cyclobuty!}-1H-
imidazol-4-yi]-amide was reacted with appropriate amine to provide the title compound: MS
448.5 m/z (M+1). \

cyclobutyl}-1H-imidazol-4-yi}-amide

2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {1-(1-formyl-cyclobutyl)-1H-
imidazol-4-yl}-amide was reacted with appiopriate amine to provide the title compound: MS
488.5 miz (M+1).
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Example 32
(S)-2-12-(3 5-Difluoro-phenyl)-acetylaminol-pentanoic acid [1-(1-morpholin-4-yimethyl-

cyclobutyl)-1H-imidazol-4-yl]-amide
2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic acid [1-(1-formyl-cyclobutyl)-1H-
imidazol-4-yl}-amide was reacted with appropriate amine to provide the title compound: MS
490.5 m/z (M+1).

Example 31A
8)-2-[2-(3.5-Difluoro-phenyl}-acetylamino)-pentanoic acid {(1-{1-[{{2R,65)-2,6-dimethyi-

* morpholin-4-yhmethyfl-cyelobutyi}-1H-imidazol-4-yi)-amide
2-[2-(3,5-Difluoro-phenyl)-acetylaminoj-pentanoic acid [1-(1-formy}-cyclobutyl}-1H-
imidazol-4-yl}-amide was reacted with appropriate amine to provide the title compound: MS
518.5 m/z (M+1).

Example 324
-acetvlamino]-pentanoic acid (1-{1-

methyll-cyclobutyl}-1H-imidazol-4-yi)-amide
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [1-(1-formyl-cyclobutyl)-1H-
imidazol-4-yt]-amide was reacted with appropriate amine to provide the title compound: MS
502.4 m/z (M+1).

Example 33
(8)-2-[2-(3,5-Diflucro-phenyl)-acetylamino]-pentanoic acid (1{1-[((R)-1-cvclohexyl-
ethylamino}-methyll-cyclobutyl}-1 H-imidazol-4-yi}-amide
2-[2+(3,5-Diflucro-phenyl)-acetylamino}-pentanoic acid [1-(1-formyl-cyclobutyi)-1H-
imidazol-4-yl}-amide waé reacted with appropriate amine to provide the title compound: MS
530.5 m/z (M+1).

Example 34

(S)-2-(5 7-Difluoro-1 ,2,§,4-tetrahydro—naghma|en-2-ylamino);gentanoic acid [1-(1-

pyrrolidin-1-yimethvi-cyclobutyl)-1H-imidazol-4-yl}-amide
2-(5,7-Difluoro-1 ,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-{1-formyl-
cyclobutyl)-1H-imidazol-4-yi}-amide was reacted with appropriate amine 1o provide the title
compound: MS 486.5 miz (M+1).

Exampie 35
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylaminol-pentanoic acid {(1-{1-[{2.2-dimethyl-propvlamino)-

methyll-cyclobutyl}-1H-imidazol-4-vl)-amide
2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic acid [1-(1-formyl-cyclobutyt)}-1H-
imidazol-4-yi]-amide was reacted with appropriate amine to provide the titte compound: MS
490.5 m/z (M+1).
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Example 36
(8)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-viamino-pentanoic acid (1{1-[(2,2.2-
trifluoro-ethylamino}-methyl]-cyclobutyi}-1H-imidazol-4-yl}-amide _
2-(5,7-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid [1-(1-formyi-
cyclobutyl}-1H-imidazol-4-yl}-amide was reacted with appropriate amine to provide the title
compound: MS 514.5 m/z (M+1).
Example 37
(S)}-2-(8,8-Difltuoro-1,2,3,4-tetrahydro-naphthaien-2-ylamino)-pentancic acid (1-{1-{(2,2-
dimethyl-propylamino)-methyi]-cyclobutyl}-1H-imidazol-4-yl)-amide
2-(5,7-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acld [1-(1-formyl-
cyclobutyl)-1H-imidazol-4-yl}-amide was reacted with appropriate amine to provide the title
compound: MS 502.6 m/z (M+1),

Example 38

cyclohexyl-ethylamino)}-methyi}-cyclobutyl}-1H-imidazol-4-yl}-amide
2-(5,7-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylaminc)-pentanoic acid [1-(1-formyl-
cyclobutyl}-1H-imidazol-4-yi]-amide was reacted with appropriate amine to provide the title
compound: MS 542.6 m/z (M+1).

Example 39
(S)-2-(6.8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(1-

dimethylaminomethvi-cyclobutyl}-1H-imidazol-4-yll-amide

2-(5,7-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(1-formyl-
cyclobutyl)}-1H-imidazol-4-yi]-amide was reacted with appropriate amine to provide the title
compound: MS 460.8 m/z (M+1).

Example 40
{S)-2-(6.8-Diftuoro-1,2, 3 4-tetrahydro-naphthalen-2-ylamino)}-pentanoic acid [1-(1-piperidin-1-
ylmethyl-cyclobutyt)}-1H-imidazol-4-yi]-amide
2-(5,7-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(1-formyl-

cyclobutyl)-1H-imidazol-4-yl]-amide was reacted with appropriate amine to provide the title
compound: MS 500.6 m/z (M+1).

Example 41
6.8-Difluore-1.2,3 4-tetrahydro-paphthalen-2-yiamine)-pentanoic acid [1-(1-morpholin-

4-yimethyl-cyclobutyl}-1 H-imidazol-4-yi]-amide
2-(5,7-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(1-formyi-
cyclobutyl)-1H-imidazol-4-yl}-amide was reacted with appropriate amine to provide the title
compound: MS 502.6 m/z (M+1).

S)-2-
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Example 42
(8)-2-{6.8-Difluoro-1.2,3.4-tetrahydro-naphthalen-2-ylaming)-pentanoic acid (1-{1-[{((2R,63)-

2.6-dimethvi-morpholin-4-ylymethyl]-cyclobutyl}-1H-imidazol-4-yi)}-amide
2-(5,7-Difluoro-1,2,3,4-tetrahydra-naphthalen-2-ylamina)-pentanoic acid [1-(1-formyil-
cyclobutyl}-1H-imidazol-4-yl}-amide was reacted with appropriate amine to provide the title
compound: MS 530.6 m/z (M+1).

Example 43
S)-2-(6,8-Difluoro-1,2.3.4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[2-{(R)-1-

cycichexyl-ethylamino)-1,1-dimethyl-ethyl]-1H-imidazol-4-yi}-amide

2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-(1,1-
dimethyl-2-oxo-ethyl)-1H-imidazol-4-yi]-amide (U.S. Serial No. 11/078,898 fited March 11,
2005) was treated with the appropriate amine to afford the title compound MS 530.4 m/z
(M+1). ' .

Example 44

{8)-2-(6.8-Difluoro-1,2 3 4-tetrahydro-naphthalen-2-ylamino)-pentanolc acid (1-{1,1-dimethyl-

2-[(tetrahydro-pyran-4-vimethyl}-amino]-ethyl}-1H-imidazol-4-yl}-amide
2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(1,1-
dimethyl-2-oxo-ethyl)-1H-imidazol-4-yi]-amide (U.S. Serial No. 11/078,898 filed March 11,
2005) was treated with the appropriate amine to afford the title compound MS 518.4 m/z
(M+1).

Example 45

S );2-(6,8-Diﬂuorq-1 2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[{1-hydroxy-
cyclohexylmethyl)}-amino]-1,1-dimethyl-ethyi}-1H-imidazoi-4-yl}-amide

2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentanoic acid [1-(1,1-dimethy}-2-
oxo-ethyl}-1H-imidazol-4-yl]-amide (U.S. Serial No. 11/078,898 filed March 11, 2005) was
treated with the appropriate amine to afford the title compound MS 532.8 m/z (M+1).

Example 46

2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(1,1-
dimethyl-2-oxo-ethy!}-1H-imidazol-4-yl]-amide (U.S. Serial No. 11/078,898 flled March 11,
2005) was treated with the appropriate amine o afford the title compound MS 534.6 m/z
(M-+1).



10

15

20

25

30

WO 2007/034326 PCT/TB2006/002753

-69-

Example 47

(8)-2-(6,8-Difluoro-1 ,2,3,4~tetrahydro~naghthalen&-ﬂamino]-gentanoic acid {1-[2-(2-methoxy-

2-methyl-propylamino}-1,1-dimethyi-ethvi}-1H-imidazol-4-yl}-amide
2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthaien-2-ylamino)-pentanoic acid [1-(1,1~
dimethyl-2-oxo-ethyl)-1H-imidazol-4-yfl-amide (U.S. Serial No. 11/078,898 filed March 11,
2005) was treated with the appropriate amine to afford the title compound MS 506.5 m/z
(M+1).

Exampie 48
(S)-2-(6,8-Difluorg-1,2,3 4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid {1-{1,1-dimethyl-
2-[(3-methyi-oxetan-3-yimethyi}-aminol-ethyi}-1H-imidazol-4-yl}-amide
2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(1,1-
dimethyi-2-oxo-ethyl)-1H-imidazol-4-yi}-amide (U.S. Serial No. 11/078,898 filed March 11,
2005) was treated with the appropriate amine to afford the title compound MS 504.5 m/z
{M+1).

Example 49
(8)-2-(6,8-Diflucre-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid {1-[2-

{cyclohexyimethyl-amino}-1,1-dimethvi-ethyll-1H-imidazol-4-yl}-amide
2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(1,1-
dimethyl-2-oxo-ethyl}-1H-im idazol-4-yl]-arhide (U.S. Serial No. 11/078,898 filed March 11,
2005) was treated with the appropriate amine to afford the title compound MS 516.6 m/z
(M+1).

Example 50
S)}2-[2-(3,5-Difluoro-phenvi}-acetvlamino]-pentancic acid {1-[2-((R)-1-cyclohexyl-

ethylamino)-1,1-dimethy!-ethyi]-1H-imidazol-4-yl}-amide
2-[2-(3,5-Diftuora-phenyl)-acetylamino]-pentanoic acid [1-(1,1-dimethyl-2-oxo-ethyl)-
1H-imidazol-4-yll-amide (U.S. Serial No. 11/078,898 filed March 11, 2005) was treated with
the appropriate amine to afford the title compound MS 518.2 mi/z (M+1).

Example 51
(8)-2-[2~(3,5-Difluoro-phenyl)-acetylaminol-pentanoic acid (1-{1,1-dimethyl-2-[(tetrahydro-
pyran-4-yimethyl}-amino]-ethyl}-1H-imidazol-4-yi)-amide
2-{2-(3,5-Difluoro-phenyl}-acetylamino]-pentanoic acid [1-(1,1-dimethyl-2-oxo-ethyl})-
1H-imidazol-4-yl]l-amide (U.S. Serial No. 11/078,898 filed March 11, 2005) was treated with
the appropriate amine to afford the title compound MS 506.4 m/z (M+1).
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Example 52
{S)-2-(6,8-Difluoro-1,2.3 4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid {1-[3-

S)-1-phenyl-ethylamino)-butyl]-1H-imidazoi-4-yl}-amide
2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(3-oxo-
butyl}-1H-imidazol-4-yi]l-amide was treated with the appropriate amine to afford the titie
compound MS 524.1 m/z (M+1),

imidazol-4-yl]-amide
2-Amino-pentanoic acid [1-(1,1-dimethyl-2-pyrrolidin-1-yl-ethyl)-1H-imidazol-4-yl]-
amide (U.S. Serial No. 11/078,898 filed March 11, 2005) was treated with the appropriate
ketone to afford the title compound MS 402.6 m/z (M+1).
The following Examples were prepared by methods analogous to those described

above for General Procedure I;
Example 54
§)-2-{2-(3,5-Difluoro-phe acetylamino}-pentanoic acid [1-{1-hydroxymethyl-cyclobutyl
1H-imidazol-4-yil-amide
1-{4-{2-[2~(3,5-Difluora-phenyl}-acetylamino]-pentanoylaminc}-imidazol-1-yl)-
cyclobutanecarboxylic acid methyl ester was reduced to afford the title compound: MS 421.1
m/z (M+1).

Example §5
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanolc acid {1-(2-hydroxymethyl-cyclohutyl}-
1H-imidazol-4-yl}-amide
2-(4-{2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoylamino}-imidazol-1-yl)-
cyclobutanecarboxylic acid methyl ester was reduced to afford the title compound: MS 421.1
miz {(M+1).

Example 56
{8)-2-(5,7-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid [1-(1-

hydroxymethvi-cyclobutyi}-1H-imidazol-4-yl]-amide
+ 1-{4-[2-(5,7-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoylamino}-
imidazol-1-yl}-cyclobutanecarboxylic acid methyl ester was reduced to afford the title
compound: MS 433.5 m/z (M+1). "
' The following Examples were prepared by methods analogous to those described
above for General Procedure K;
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Example 57 .
(S8)-2-[2-(2.4-Difluédro-phenyl)-2-hydroxy-ethylaminol-pentanoic acid {1-(1.1-dimethyl-2-
' pyrrolidin-1-yl-ethyi}-1H-midazol-4-yll-amide
2-Amino-pentanoic acid [1-(1,1-dimethyl-2-pyrrolidin-1-yl-ethyl}-1H-imidazol-4-yl]-
amide (U.S. Serial No. 11/078,898 filed March 11, 2005) was treated with the appropriate
epoxide to afford the title compound: MS 464.3 m/z (M+1).

Example 58
(8)-2-[2-(3,4-Diftuoro-phenyl}-2-hydroxy-ethylaminol-pentanoic acid [1-(1,1-dimethyl-2-
rrolidin-1-yl-athyi)-1H-imidazol-4-yll-amide

2-Amino-pentanoic acid [1-(1,1-dimethyl-2-pyrrolidin- 1-yl-ethyl)-1H-imidazol-4-yl]-
amide (U.S. Serial No. 11/078,898 filed March 11, 2005) was treafed with the appropriate
epoxide to afford the title compound: MS 464.3 m/z (M+1).

Example 59
S$)-2-{2-(3,5-Difluore-phenyl)-2-hydroxy-ethylamino}-pentanolc acld [1-(1,1-dimethyl-2-
' pyrrolidin-1-vi-ethyi}-1H-imidazol-4-vil-amide

2-Amino-pentanoic acid [1-(1,1-dimethyl-2-pyrrolidin-1-yl-ethyl}-1H-imidazol-4~yl]-
amide (U.S. Serial No. 11/078,898 filed March 11, 2005) was treated with the appropriate
epoxide to afford the title compound: MS 464.5 m/z (M+1).

Example 60
(8)-2-[2-{2,4-Difluoro-phenvl)-2-hydroxy-ethylaminol-pentanoic acid {1-[2-{(2R.6S)-2.6-

dimethyl-morpholin-4-yl}-1,1-dimethyl-ethyl}- 1 H-imidazol-4-yi}-amide
2-Amino-pentanoic acid [1-(1,1-dimethyl-2-(2,6-dimethyimorpholino-1-yl-ethyl)}-1H-
imidazol-4-yl]-amide was treated with the appropriate epoxide to afford the title compound.:
MS 508.5 m/z (M+1).

Example 61
(8)-2-](1-Hydroxy-cyclohexylmethyl}-aminoj-pentaneic acid [1-(1,1-dimethyl-2-pyrrolidin-1-yi-

ethyl}-1H-imidazol-4-yij-amide
2-Amino-pentanoic acid [1-(1,1-dimethyl-2-pyrrolidin-1-yl-ethyl}-1H-imidazol-4-yl]-
amide (U.S. Serial No. 11/078,898 filed March 11, 2005) was treated with the appropriate
epoxide to afford the title compound: MS 420.6 m/z (M+1).
The following Examples were prepared by methods analogous to those described

above for General Procedure O;
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Example 62
(8)-2-(6.8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ytamino}-pentanoic acid {1-3-((R})-1-
henyi-ethylamino)-propyl}-1H-imidazoi-4-vi}-amide
Methanesulfonic acid 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-yiamino)-
pentanoylamino}-imidazol-1-yi}-propyi ester was treated with the appropriate amine to afford
the title compound: MS 510.1 m/z (M+1). ‘

Example 83 :
(8)-2-(6,8-Difluoro-1,2.3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[3-(3-methyl

benzylamino}-propyll-1H-imidazol-4-yi}-amide
Methanesulfonic acid 3-{4-{2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino]-imidazol-1-yl}-propyl ester was treated with the appropriate amine to afford
the title compodnd: MS 510.53 m/z (M+1).
Example 64
(8)-2-{6,8-Diftuoro-1.2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[3-(2-hydroxy-
2-phenyl-ethylamino)-propyl}-1H-imidazol-4-yi}-amide
Methanesulfonic acid 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino]-imidazol-1-yi}-propyl ester was treated with the appropriate amine to afford
the title compound: MS 526.54 m/z (M+1).
Example 65
(S)-2-(6.8-Difluoro-1.2,3.4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid {1-[3-(2-chforo-
benzylamino)-propyl]l-1H-imidazol-4-yl}-amide

Methanesulfonic acid 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino]-imidazol-1-yi}-propyl ester was treated with the appropriate amine to afford
the titte compound: MS 530.5 m/z (M+1).

Examle 66

dihydro-1H-isgguinolin-2-yl)-propyi}-1H-imidazol-4-yl}-amide
Methanesuifonic acid 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino}-imidazcl-1-yi}-propyl ester was treated with the appropriate amine to afford
the title compound: MS 522,53 m/z (M+1).
Example 67
{S)-2-(6,8-Difluore-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[3-(indan-2-
ylamino}-propylj-1H-imidazol-4-yi}-amide
Methanesuifonic acid 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino]-imidazol-1-yi}-propyl ester was treated with the appropriate amine to afford
the title compound: MS 522.52 m/z (M+1). .




WO 2007/034326 PCT/IB2006/002753

10

15

20

25

30

35

73-

Example 68
(8)-2-(6,8-Difluoro-1.2, 3 4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid {1-{3-(4-

methoxymethyl-propylamino}-propyl]-1H-imidazoi-4-yi}-amide
Methanesulfonic acid 3-{4-[2-(6,8-diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-
pentanoylamino}-imidazol-1-yl}-propyl ester was treated with the appropriate amine to afford
the title compound: MS 492.53 m/z {M+1).
Example 69
$)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-yiamino}-pentanoic acld {1-[3-(4-chloro-
benzylamino)-propyil-1H-imidazol-4-vi}-amide
Methanesulfonic acid 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylaminol-imidazol-1-yi}-propyl ester was treated with the appropriate amine to afford
the title compound: MS 530.5 m/z (M+1).
Example 70
S)-2-(6.8-Difluoro-1,2 3,4-tetrahydro-naphthalen-2- ino}-pentanolc acid {1-[3-(2-methyl-
benzylamino)-propyll-1H-Imidazol-4-yl}-amide

Methanesulfonic acid 3-{4-{2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino}-imidazol-1-yl}-propyl ester was treated with the appropriate amine to afford
the title compound: MS 510.5 m/z (M+1).

Example 71

ethylamino}-propyl}-1H-imidazol-4-vl}-amide
Methanesulfonic acid 3{4-]2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino}-imidazol-1-yl}-propyl ester was treated with the appropriate amine to afford
the title compound: MS 464.2 m/z (M+1).
Example 72

Imethyl}-aminol-propyt}-1H-imidazol-4-yl}-amide
Methanesulfonic acid 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylaminc]-imidazol-1-yi}-propyl ester was treated with the appropriate amine to afford
the title compound: MS 497.5 m/z (M+1).

tolvl-ethylamino)-propyi]-1H-imidazol-4-yl}-amide
Methanesulfonic acid 3-{4-[2-(6,8-difluoro-1 ,2,3,4-tetrahydro-naphﬂ1a!en-2-ylamino)-
pentanoylamino]-imidazol-1-yi}-propyl ester was treated with the appropriate amine to afford
the title compound: MS 524.6 m/z {M+1).
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Example 74
6,8-Difluoro-1,2,3.4-tetrahydro-naphthalen-2-ylamino

benzylamino}-propyi}-1 H—imidazol~4-vf}-amiqe
Methanesulfonic acid 3{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino})-
pentanoylamino}-imidazol-1-yl}-propyl ester was treated with the appropriate amine to afford
the titte compound: MS 526.5m/z (M+1).

4-methoxy-

-pentanoic acid {1-]3-

Example 75
(8)-2-(6.8-Difluoro-1,2,3.4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[3-
clopropyimethyl-amino»-propyl]-1H-imidazol-4-vi}:amide

Methanesulfonic acid 3{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino}-imidazol-1-yl}-propy! ester was treated with the appropriate amine to afford
the tite compound: MS 460.5 m/z (M+1).

Example 76
S)-2-(6,8-Difluoro-1,2, 3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[3-(4-methyi-

benzyiamine)-propyll-1H-imidazeol-4-vi}-amide

Methanesulfonic acid 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino}-imidazol-1-yl}-propyl ester was treated with the appropriate amine to afford
the title compound: MS 510.5 m/z (M+1).

The following Examples were prepared by methods analogous to those described
above for General Procedure A, method F using 2-{4-[2-(6,8-Difluoro-1,2,3,4-tetrahydro-
naphthalen-z-ylahino)—pentanoylamino]-imidazol-1-yl}-2—methyl-propion{c acid and an
appropriate amine.

Example 77 _
(8)-2-(6,8-Difluoro-1,2,3.4-tetrahvdro-naphthalen-2-ylamino}-pentanocic acid {1-[1-methyi-1-
{methyl-phenethyl-carbamoyl)-ethyl]-1H-imidazol-4-yl}-amide
MS 552.58 m/z (M+1).

Example 78
(S)»-2-(6.8-Difluorc-1,2.3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1-{1,3-

dihydro-isohenzofuran-5-ylearbamowl)-1-methyi-ethyll-1H-imidazol-4-yl}-amide
MS 652.55 m/z (M+1).
Example 79

{8)-2-(6,8-Difluoro-1,2,3.4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1-({indan-1-
vicarbamowl)-1-methyl-ethvil-1H-imidazol-4-yl}-amide

MS 550.53 m/z (M+1).
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Example 80

MS 565.6 m/z (M+1).

Example 81
(58)-2-(6,8-Difluoro-1,2.3.4-tetrahydro-naphthalen-2-ylamino)}-pentanoic acid (1-{1-[2-(3-fluore-

henvi)-ethyicarbamovi]-1-methyl-ethyl}-1H-imidazol-4-yl)-amide
MS 556.54 mfz (M+1).

Example 82

MS 527.57 m/z (M+1).
Example 83

(8)-2-(6,8-Difluoro-1,2 3 4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid (1-{1-methyl-1-
methyl-(tetrahydro-pyran-2-vimeth rbamoyl]-ethvl}-1H-imidazol-4- l_ amide

MS 546.58 m/z (M+1).
Example 84
{8)-2-(6.8-Difluoro-1,2.3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-{1-fethyl-(2-
pyrazol-1-yi-ethyl}-carbamoyi]-1-methyl-ethvi}-1H-imidazol-4-yi}-amide

MS 556.61m/z (M+1). '
Example 85

MS 564.59 m/z (M+1).
Example 86

Imethvi}-carbamoyl]-1-methyl-sthyi}-1H-imidazol-4-yl}-amide -
MS 514.51m/z (M+1).
Example 87
(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino}-pentancic acid {1-{2-[3-(acetyi-
-1.1-dimethyl-2-oxo-ethyl}-1H-imidazol-4-
' MS 559.57 m/z (M+1).

Example 88
6.8-Difluore-1,2,3.4-tetrahydro-naphthalen-2-

{{3R.4S)-4-methvisulfanyl-tetrahvdro-furan-3-ylcarbamoyl}-ethyi]-1H-imidazol-4-yl}-amide
MS 550.53 m/z (M+1).
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Example 89
{8)-2-{6.8-Diflucro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[2-(4-acetyl-
1.4ldiazepan-1-yi}-1,1-dimethyl-2-oxo-ethyi]-1H-imidazoi-4-yl}-amide '
MS 558.31 m/z (M+1).

Example 90

1-methyl-1H-pyrazol-4-yi}-ethylcarbamoyi]l-ethvi}-1H-imidazol-4-yl)-amide

MS 542.56 m/z (M+1). .
Example 91

lamino)-pentanoic acid {1-[1-(3-methoxy-

propylcarbamovyl}-1-methyl-ethyl]-1H-imidazol-4-yl}-amide
MS 506.52 m/z (M+1).
Example 92
(8)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-paphthalen-2-ylamino)}-pentanoic acid (1-{1-methyl-1-
[(3-methvi-[1,2 4joxadiazol-5-yimethyl)-carbamoyi]-ethyl}-1H-imidazol-4-yt}-amide
MS 530.54 m/z (M+1).
Example93 ' :
(5)-2-(6,8-Difluoro-1,2,3, 4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid (1-{1-[(2-cyano-
ethvl)-methyl-carbamoyl]-1-methyl-ethy!}-1H-imidazol-4-yi}-amide
MS 501.51 m/z (M+1).
Example 94

(§)-2-(6,8-Diflugro-1.2,3 4-tetrahvdro-naphthalen-2-yiamino)-pentanoic acid {1-[1.1-dimethyi-

2-(3-methvi-5,6-dihydro-8H-[1.2 4ltriazolo[4.3-a Zin-7-yi)-2-oxo-ethyl)-1H-imidazol-4-yl}-
amide
MS 555.55 m/z (M+1).

MS 542.48 m/fz (M+1).

Example 96
(8)-2-(6,8-Difluoro-1.2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{1-f(2-

diethylaming-ethyl}-methyi-carbamowl]-1-methyi-ethyl}-1H-imidazol-4-vi)-amide
MS 547.62 m/z (M+1).

The following Examples were prepared by methods analogous to those described
above for General Procedure A, method F using 2-{4-[2-(6,8-Difiuoro-1,2,3,4-tetrahydro-
naphthalen-2-ylamino)-propionytamino]-imidazol-1-yl}-2-methyl-propionic acid and an
appropriate amine.
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Example 97

1-yi}-N-indan-1-yl-isobutyramide
MS 522,56 m/z (M+1).
Example 98
(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-N-{1-[1,1-dimethyi-2-ox0-2-(3-
ridin-4-yi-pyrrolidin-1-yl}-ethyl}-1H-imidazol-4-yl}-propicnamide
MS 537.53 m/z (M+1).
Example 99

methyl-piperidin-1-yi}-1, 1-dimethyl-2-oxo-ethyl]-1H-imidazol-4-yi}-propionamide

MS 528.51 m/z (M+1).
Example 100
2.{4-[(S)-2-(6,8-Diflucro-1,2 J3.4-tetrahydro-naphthalen-2-ylamino}-propionylamino]-imidazol-
1-vi}-N-methyi-N-phenethyl-isobutyramide
MS §24.54 m/z (M+1).
Example 101
2-{4-[(S)-2-(6.8-Difluoro-1 .2.3.4-tetrahydro-naphthalen-2—vlamino)-propionvlamino]—ﬂnid_iz_ci
1-yi}-N-ethyl-N-(2-pyrazol-1-yi-ethyl)-iscbutyramide
MS 528.49 m/z (M+1).

Example 102 -
(S}-2-(6,8-Difluoro-1.2,3.4-tetrahydro-naphthalen-2-ylamino}-N-{1-[2-{4-hydroxymethyi-4-

methyl-piperidin-1-yl)-1

MS 518.63 m/z (M+1).

Example 103
2-{4-[(S)-2-(6.8-Difluoro-1,2,3,4-tetrahvdro-naphthalen-2-ylamino)-propionylaminol-imidazol-

1-yi}-N-{(4-methyl-ben isobutyramide
MS 510.49 m/z (M+1).

Example 104

1-vi}-N-{1,3-dihydro-isobenzofuran-5-vi)-iscbutyramide
MS 524.47 m/z (M+1).

Example 105

MS 536.55 m/z (M+1).
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Example 106
2-(3-Cvano-piperidin-1-yi)-1,1-dimeth
difluoro-1.2 3,4-tetrahydro-naphthaten-2-ylamino}-propionamide
MS 499.46 m/z (M+1).
Example 107

¥1)-2-(6,8-difluaro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-propionamide
MS 531.53 m/z (M+1).

Example 108
S)-2-(6,8-Diflugro-1,2.3 4-tetrahydro-naphthalen-2-ylamino
1-yl}-N-{(1R,28)-2-hydroxymethyl-cyclohexyl}-Isobutyramide
MS 518.53 m/z (M+1). |

Example 109
6,8-Difluora-1,2.3.4-tetrahydro-naphthalen-2-

1-vi}-N-(3-methyil-[1,2 4]oxadiazol-5-yimethyl }-isobutyramide

MS 502.43 m/z (M+1).

Example 110
2-{4-[(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-propionylaminol-imidazol-

1-yl}-N-((S)-2-methoxy-1-methvl-ethyl)-isobutyramide

MS 478.51 m/z (M+1).
Example 111

-yI}-N-(3-methoxy-propyi)-isobutyramide
MS 478.58 m/z (M+1).
Example 112
2-{4-[(S¥2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino}-propionylamino]-imidazol-
1-yl}-N-[1-{1-methyl-1H-pyrazol-4-vi)-ethyl]-isobutyramide
MS 514.51 m/z (M+1).

Example 113
2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino]-imidazol-

1-yl}-N-{3-imidazol-1-yl-propvl}-isobutyramide
MS 514.56 m/z (M+1).
Example 114

-imidazol-

1-vi}-N-(3-morpholin-4-yi-propyt}-isobutyramide
MS 533.58 m/z (M+1).
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The following Examples were prepared by methods analogous to those described
above for the reduction of the appropriate nitroimdiazole using General Method G followed by
coupling to the appropriate acid using General Procedure A, method F.

Example 115
(8)-2-(6,8-Diflucro-1,2, 3 4-tetrahydro-naphthalen-2-ylamine}-pentanoic acid [1-(3-methvi-
oxetan-3-yimethyl}-1H-imidazol-4-yi]-amide

1-(3-Methyi-oxetan-3-yimethyl)-4-nitro-1H-imidazole was reduced and then coupled
with 2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (U.S. Serial No,
11/078,898 filed March 11, 2005) to afford the title compound: MS 433.3 m/z (M+1).

Example 116

1H-imidazol-4-yf}-amide
1-(3-Methyl-oxetan-3-yimethyi)-4-nitro-1H-imidazole was reduced and then coupled

with 2-[2-(3,5-Diflucro-phenyl)-acetylamino]-pentanoic acid (U.S. Serilal No. 11/078,898 filed
March 11, 2005) to afford the title compound: MS 421.3 m/z (M+1).
Example 117
(8)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthaten-2-ylamino)-pentanoic acid {1-[1-(4-
trifluoromethyl-phenyl)-ethyl]-1H-imidazol-4-vl}-amide
4-Nitro-1-[1-{4-trifluoromethyl-phenyl)-ethyl]-1H-imidazole was reduced and then

coupled with 2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid (U.S.
Serial No. 11/078,898 filed March 11, 2005) to afford the title compound: MS 521.5 m/z
{M+1).

Example 118
(8)-2-2-(3,5-Diftuoro-phenyl)-acetylaminol-pentancic acid {1-[1-{4-trifluoromethyl-phenyl}-
ethyl]-1H-imidazol-4-yi}-amide
4-Nitro-1-[1-(4-trifluoromethyl-phenyh)-ethyl]- 1H-imidazole was reduced and then
coupled with with 2-{2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic acid (U.S. Serial No.
11/078,898 filed March 11, 2005) to afford the title compound: MS 509.5 m/z (M+1).
Example 120
{8)-2-[2-(3,5-Diflucro-phenyi}-acstylaminol-pentanoic acid [1-(2-pyrrolidin-1-vimethvi-
cyclobutyi)-1H-imidazol-4-yll-amide
4-Nitro-1-(2-pyrrolidin-1-ylmethyl-cyclobutyl)- 1H-imidazole was reduced and then
coupled with with 2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid (U.S. Serial No.
11/078,898 filed March 11, 2005) to afford the title compound: MS 474.6 m/z {M+1).
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Example 121
6.8-Difiucro-1.2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(2-

yimethyl-cyclobutyl)-1H-imidazol-4-vi}-amide
4-Nitro-1-(2-pyrrolidin-1-ylmethyl-cyclobutyl)-1H-imidazole was raduced and then
coupled with 2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (U.S.
Serial No. 11/078,898 filed March 11, 2005) to afford the title compound: MS 486.6 m/z
(M+1).

Example 122
(8}-2-(1.2 3 4-Tetrahvdro-naphthalen-2-ylamino)-pentanoic acid {1-{1,1-dimethyi-2-

[{tetrahydro-pyran-4-yimethy!)-aminol-ethyil-1H-imidazol-4-yi}-amide
[2-(4-Nitro-imidazoi-1-yi)-propyll-(tetrahydro-pyran-4-ylmethyl)-amine was reduced

and then coupled with 2-(1,2,3,4-Tetrahydro-naphthalen-2-ylamino)-pentanoic acid to afford
the title compound: MS 482.6 m/z (M+1).

Example 123

8)-2-(6.8-Difluoro-1,2.3 4-tetrahydro-naphthalen-2-vlamino)-pentanoic acld {1-[2-(2-ethoxy-
ethylamino}-1, 1-dimethyl-ethyl]-1H-imidazol-4-yl}-amide
(2-Ethoxy-ethyl)-[2-methyl-2-{4-nitro-imidazol-1-yl}-propyl]-amine was reduced and

then coupled with 2-(6,8-Difiuoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid
(U.S. Serial No. 11/078,898 filed March 11, 2005) to afford the title compound: MS 492.6 m/z
(M+1).

Example 124

(S5)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylaming WN-{1-{2-(2-ethoxy-ethylamino)-

1.1-dimethyl-ethyil-1H-imidazo!-4-yl}-propionamide

(2-Ethoxy-ethyl)-[2-methyi-2-(4-nitro-imidazol-1-yl)-propyl}-amine was reduced and
then coupled with 2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-propionic acid to
afford the title compound: MS 464.6 m/z (M+1).

The following Examples were prepared by methods analogous to those described
above for General Procedure A, method F

Example 125

(8)-2-(6,8-Difluoro-1.2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentanoic acid {1-{2-[(1-hydroxy-

cyclahexyimethyl)-carbamoyll-1,1-dimethyl-ethyt}-1H-imidazol-4-yl}-amide
3-{4-[2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoylamino}-

imidazol-1-yl}-3-methyl-butyric acid was coupled with the appropriate amine to afford the title
compound: MS 560.5 m/z (M+1).
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Example 126

cyclohexylmsthyl)-carbamoyil-1-methyl-ethyl}-1H-imidazol-4-yl)-amide
2-{4-[2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2- ylamino}-pentanoylamino]-
imidazol-1-yl}-2-methyl-propionic acid was coupled with the appropriate amine to afford the
tite compound: MS 546.6 m/z {M+1).

Example 127
S)-2-(6,8-Difluoro-1,2,3.4-tetrahydre-naphthalen-2-ylamino)-pentancic acid (1-{1-methyi-1-
tetrahydro-pyran-4-yimeth arbamoyl]-ethyl}-1H-imidazol-4-yl}-amide
2-{4-[2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanoylamino}-
imidazol-1-yl}-2-methyl-propionic acid was coupled with the appropriate amine to afford the
titte compound: MS 532.6 m/z (M+1).

methyi-benzylcarbamoyi}-ethyl]-1H-imidazoi-4-yl}-amide
2-{4-{2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoylamino}--

imidazol-1-yl}-2-methyl-propionic acid was coupled with the appropriate amine to afford the
tilte compound: MS 538.52 m/z (M+1).
Example 129
(S)-2-(6,8-Difluoro-1,2,3 4-tefrahydro-naphthalen-2-ylamino}-pentanoic acid {1-[1-(2-methoxy-
1-methyl-ethylcarbamowl)-1-methvi-ethyl]-1H-imidazol-4-yl}-amide

2-{4-[2-(6,8-Difluoro-1,2,3 4-telrahydro-naphthalen-2-ylamine}-pentanoylamino}-
imidazol-1-yl}-2-methyl-propionic acid was coupled with the appropriate amine to afford the
titte compaound: MS 505.9 m/z (M+1).

The foflowing Examples were prepared by methods analogous to those described

above for General Procedure O;
Example 128a

amino
tetrahydro-pyran-4-vimethyl}-aminaj-ethyl}-1H-imidazol-4-yl}-amide
Methanesulfonic acid 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylaminol-imidazol-1-yi}-propyl ester was reacted with appropriate amine to afford the

title compound: MS 504.6 m/z (M+1); The diastereomers were separated using Chiral HPLC
conditions (OD-H column (2.1 X 250 cm); 10 mL/min; 95/5 Heptane/EtOH + 0.2% DEA)
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Example 130

(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-2-f(1-hydroxy-
cyclohexyimethyl)-amino]-ethyi}-1H-imidazol-4-yh)-amide '
Methanesulfonic acid 2-{4-[2-(6,8-difluoro-~1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylaminol-imidazol-1-yi}-ethyl ester was reacted with the appropriate amine to afford
the tittle: MS 504.6 m/z (M+1).

Example 131
{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-{2-[(4-hydroxy-
tetrahydro-pyran-4-yimethvi}-aminol-ethvi}-1H-imidazol-4-yl)-amide

Methanesulfonic acid 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ytamino)-
pentanoylamino}-imidazol-1-yi}-ethyl ester was reacted with the appropriate amine to afford
the title: MS 506.6 m/z (M+1).

Example 132
(S)-2-(6,8-Diflucro-1,2.3 4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid (1-{2-[{tetrahydro-
ran-4-yimethyl)-aminol-ethyl}-1H-imidazol-4-yl)-amide :

Methanesuifonic acid 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino}-imidazol-1-yl}-ethyl ester was reacted with the appropriate amine to afford
the title: 490.5 m/z (M+1).

Example 133
(S}2-(6,8-Diflucro-1,2,3 4-tetrahydro-naphthalien-2-ylamino)-pentanoic acid (1-{2-[{3-methyi-

oxetan-3-yimethyl}-amino]-ethyt}-1H-imidazol-4-yi)-amide

Methanesulfonic acid 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-
pentanoylamino}-imidazol-1-yi}-ethyl ester was reacted with the appropriate amine to afford
the title: 476.6 m/z (M+1).

Example 133A
-2-(6,8-Diflucro-1,2,3.4-tetrahydro-naphthalen-2-

cyclohexylmethyl}-aminagl-1-methyl-ethyi}-1H-imidazol-4-yl}-amide
Methanesulfonic acid 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino]-imidazol-1-yl}-propyl ester was reacted with the appropriate amine to afford
the title: 518.3 mfz (M+1). '
Example 134

{8)-2-(6,8-Diflioro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid {1-[2-(2-ethoxy=-
ethylamino)-ethvij-1H-imidazol-4-vi}-amide

Methanesulifenic acid 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino]-imidazol-1-yl}-ethyl ester was reacted with the appropriate amine to afford
the title: 464.6 m/z (M+1).
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_ Example 135
(8)-2-(6 8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-vlamino)-pentanoic acid [1-(3-
benzylamina-propyl}-1H-imidazol-4-yi]-amide
Methanesulfonic acid 3-{4-{2-(6,8-diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoylamino]-imidazol-1-yi}-propyl ester was reacted with the appropriate amine to afford
the title: 496.3 m/z (M+1);
The following Examples were prepared by methods analogous to those described

above for General Procedure B;
Exampla 136
5)-2-(6,8-Difluoro-1,2 3,4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid (1-{1,1-dimethyl-
3-[(pyridin-2-yimethyi)}-amino]-propyl}-1H-imidazol-4-vi)-amide
2-Amino-pentanoic acid (1-{1,1-dimethyl-3-[(pyridin-2-yimethyl}-amino]-propyi}-1H-
imidazol-4-yl}-amide was reacted with 6,8-Difluoro-3,4-dihydro-1H-naphthalen-2-one to afford
the title: 525.5 mfz (M+1).

lamino)-pentanocic acid {1-[1,1-dimethyl-
3-((S)-2,2,2-trifluoro-1-phenyl-ethylamino)-propyll-1H-imidazo!-4-yl}-amide '
2-Amino-pentanoic acid {1-[1,1-dimethyl-3-(2,2,2-trifluoro-1-
phenyl-ethylamino)-propyl}-1H-imidazol-4-yl}-amide 6,8-Difluoro-3,4-dihydro-1H-naphthalen-
2-one to afford the title; 582.3 m/z (M+1).
Example 138

3-((R)}-1-phenyl-ethylamino}-propyi}-1H-imidazol-4-yi}-amide
2-Aminoc-pentanoic acid {1-[1,1-dimethyl-3-(1-phenyl-ethylamino)-propyi}-1H-imidazol-
4-yl}-amide was reacted with 6,8-Difiuoro-3,4-dihydro-1H-naphthalen-2-one to afford the title:
538.6 m/z (M+1).
Examie 139

4-yl)-1,1-dimethyl-ethyl]- 1 H-imidazol-4-yl}-amide .
2-Amino-pentanoic acid {1-[2-(2,6-dimethyl-morpholin-d-y1}-1,1-dimethyi-ethyi}-1H-
imidazol-4-yl}-amide was reacted with the appropriate aldehyde to afford the title compound:
510.5 m/z (M+1).
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Example 140
{S)-2-{[(2-Fluoro-3-trifluoromethyl-phenyvlimethyll-amino}-pentanoic acid {1-[2-((2R68}-2 6-

dimethyt-morpholin-4-yi}-1,1-dimethw-ethyil-1H-imidazol-4-yi}-amide
2-Amino-pentanoic acid {1-[2-(2,6-dimethyl-morpholin-4-yi)-1,1-dimethyl-ethyl]-1H-
imidazol-4-yi}amide was reacted with the appropriate aldehyde to afford the title compound:
528.6 m/z (M+1).
The following Examples were prepared by methods analogous to those described

above for the reduction of the appropriate nitrcimdiazole using Genera! Method G followed by
coupling to the appropriate acid using General Procedure A, method F.
Example 140g
(8)-2-[2-(3,5-Difluoro-phenyl}-acetylamino]-N-[1-{1,1-dimethyl-2-pyrrolidin-1-yl-ethyl)-1H-
imidazol-4-yi}-2-phenvi-acetamide
1-(2-methyl-1-(pyrfolidin-1 -yl)propan-2-yi}-4-nitro-1H-imidazole (U.S. Serial No.
11/078,898 filed March 11, 2005) was reduced and coupled with (8)-2-(2~(3,5-
difluorophenyl)acetamido}-2-phenylacetic acid to afford the titte compound: MS 496 m/z-
{(M+1).

Example 141 P :
(S}-2-[2-(3,5-Difluoro-phenvl}-acetylamino]-N-{1-[2-( (28,6R)-2.6-dimethyi-morpholin-4-yl)-1,1-
dimethyl-ethyi}-1H-imidazol-4-vi}-2-phenyl-acetamide
2,6-Dimethyl-4-{2-methyl-2-{4-nitro-imidazol-1-yl)-propyl}-morphaline (U.S. Serial No.
11/078,898 fited March 11, 2005) was reduced and coupled with (S)-2-(2-(3,5-
difluorophenyl}acetamido)-2-phenylacetic acid to afford the titile compound: MS 540 m/z
(M+1).

Example 142
(8)-2-(6,8-Difluoro-1,2,3.4-tetrahydro-naphthalen-2-yiamino)-N-{1-[2-(2,2-dimethyl-
propyiamino}-1,1-dimethyl-ethyl]-1H-imidazol-4-yi}-2-phenyl-acetamide
2-methyl-N-neopentyl-2-(4-nitro-1H-imidazol-1-yl)propan-1-amine (U.S. Serial No.
11/078,898 filed March 11, 2005) was reduced and coupled with (8)22-(5,7—diﬂuoro-1 2,34~
tetrahydronaphthalen-3-ylamino)-2-phenylacetic acid to afford the title compound: MS 524
miz (M+1).

Example 143
{8)-2-[2-(3,5-Diflucro-phenvi}-acetylaminol-pentanocic acid (1-indan-1-yl-1H-imidazoi-4-yl}-

amide
1-(2,3-dihydro-1H-inden-1-yl)-4-nitro-1H-imidazole was reduced and coupled with (S)-
2-[2-(3,5-Difluoro-phenyi}-acetylamino]-pentanoic acid (U.S. Seria! No. 11/078,898 filed
March 11, 2005) to afford the titte compound: MS 453 m/z (M+1).
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Example 144

(8)-2-[2-(3,5-Difluoro-phenyl)-acetylaminol-pentanoic acid [(S)}-1-{{(1S,2R})-2-hydroxy-indan-1-
1)-1H-imidazol-4-yll-amide
(18,2R)-2,3-dihydro-1-(4-nitro- 1H-imidazol-1-y1)-1H-inden-2-ol was reduced and

coupled with (S)-2-[2-(3,5-Difluoro-phenyl}-acetylamino]-pentanoic acid (U.S. Sesial No.
11/078,898 flled March 11, 2005) to afford the title compound: MS 469 m/z (M+1).

Example 145
{S)-2-[2-(3 5-Difluoro-phenyl}-acetylamino]-pentanoic acid [{R)-1-((1R,28}-2-hydroxy-indan-1-

yi>1 H-imidazol-4-yll-amide

(1R,28)-2,3-dihydro-1-(4-nitro-1H-imidazol-1-yl)-1H-inden-2-ol was reduced and
coupled with (S)-2-{2-(3,5-Diflucro-phenyl}-acetylamino]-pentanoic acid (U.S. Serial No.
11/078,898 filed March 11, 2005) to afford the title compound; MS 469 m/z (M+1).

Example 146

ethyil-1H-imidazol-4-yi}-amide

2-(4-amino-1H-imidazol-1-yl}-2-(4-fluorophenyt)ethano! was reduced and coupled
with (8)-2-[2-(3,5-Difluoro-phenyl}-acetylaminol-pentanoic acid (U.S. Serial No. 11/078,898
filed March 11, 2005) to afford the title compound: MS 475 m/z (M+1).
Example 147

hydroxy-ethyi]-1H-imidazol-4-yi}-amide

(R}-2-(4-amino-1H-imidazol-1-yi)}-2-(4-fluorophenyiJethanol was reduced and coupled
with (8)-2-[2-(3,5-Difluoro-phenyi)-acetylamino]-pentanoic acid (U.S. Serial No. 11/078,898
filed March 11, 2005) to afford the title compound: MS 475 m/z (M+1).
Example 148

Imidazol-4-yil-amide
(2-(4-nitro-1H-imidazol-1-yl)phenyl)methanol was reduced and coupled with (8)-2-[2-
(3,5-Difluaro-phenyt)}-acetyiamino}-pentanoic acid (U.S. Serial No. 11/078,898 filed March 11,
2005) to afford the title compound: MS 443 m/z (M+1),
Example 149
{8)-2-[2-(3,5-Difluore-phenyl}-acetylaminol-N-{1-[2-(2,2-dimethyi-propylamino)-1,1-dimethyl-

ethvl}-1H-imidazol-4-yl}-2-phenyi-acetamide
2-methyl-N-neopentyl-2-(4-nitro-1H-imidazol-1-yl)propan-1-amine (U.S. Serial No.
11/078,898 filed March 11, 2005) was reduced and coupled with (S)-2-(2-(3,5
difluorophenyl)acetamido)-2-phenylacetic acid to afford the title compound: MS 512 m/z
(M+1).
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Example 150
(S)-2-(6.8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {(S)-1-[2=(2.2-
dimethyl-propylamino}-1-phenyi-ethyl]-1H-imidazol-4-yl}-amide
(8)-2,2-dimethyl-N-(2-(4-nitro-1H-imidazol-1-yi)-2-phenyiethyl)propan-1-amine was
reduced and coupled with (S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-
pentanoic acid (U.S. Serial No, 11/078,898 filad March 11, 2005) to afford the titte compound:
MS 538 m/z (M+1).

Exampie 1514
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid {{S}-1-[2-(2 2-
dimethyl-propylamino}-1-phenyl-ethyil-1H-imidazol-4-yi}-amide

{R)-2,2-dimethyl-N-(2-(4-nitro- 1H-imidazol-1-yl}-2-phenylethyl)propan-1-amine was
reduced and coupled with (S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-
pentanoic acid {U.S. Serial No. 11/078,898 filed March 11, 2005) to afford the title compound:
MS 538 m/z (M+1).

Example 152

ethyl]-1H-imidazgl-4-yi}-2-{4-fluoro-phenyl}-acetamide
2-methyl-N-neopentyi-2-(4-nitro-1H-imidazol-1-yl)propan-1-amine (U.S. Serial No.

11/078,898 filed March 11, 2005) was reduced and coupied with (S)-2-(2-(3,5-
difluorophenyl)acetamido)-2-(4-fluorophenyl)acetic acid to afford the titte compound: MS 530
m/z (M+1). ‘

Example 153 .
2-12-(3,5-Difluoro-phenyl}-acetylamino]-N-{ 1-]2-(2 2-dimethyl-propylamino)-1,1-dimethyi-
ethvil-1H-imidazol-4-yi}-2-pyridin-3-yl-acetamide

2-methyl-N-neopentyl-2-(4-nitro-1H-imidazol-1-yl)prepan-1-amine (U.S. Serial No.
11/078,898 filed March 11, 2005) was reduced and coupled with (S)-2-(2-(3,5-
difluorophenyl)acetamido)-2-(pyridin-3-yl)acetic acid to afford the title compound: MS 513 m/z
(M+1),

The following Examples were prepared by methods analogous to those described
using General Method B

Example 154

dimethyl-propylamino)-methvll-phenvi}-1H-imidazol-4-yl)-amide
(25)-2-(5,7-difluoro-1 ,2,3,4-tetrah'ydronaphthalen-S-ylamino)-N-(1 -(2-formylphenyi)-
1H-imidazol-4-yl)pentanamide was treated with the appropriate amine to afford the title
compound: MS 524 m/z (M+1).
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Example 155

-2-(6,8-Difluoro-1,2 3 4-tetrahydro-naphthalen-2-
butylaming)-methyll-phenyl}-1H-imidazol-4-yl)}-amide

PCT/IB2006/002753

(25)-2-(5,7-dIfluoro-1,2,3,4-tetrahydronaphthalen-3-ylamino)-N-(1-(2-formylphenyl}-
5 1H-imidazol-4-yl)pentanamide was treated with the appropriate amine to afford the title

compound: MS 526 m/z (M+1).

The following Examples were prepared by methods analogous to those described above.

Ex Structure

MS or NMR
data

IUPACNAME

156

M+1 =532.6

| hydroxycyclohexyl)methyl)a

N-2-[(2S)-6,8-diflucro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-{1-(2-{(1-

mino}-11-dimethylethyl)-1H-
imidazol-4-yl}-L-
norvalinamide

157

M+1 = 488.5

N-2-[(3,5~
difluorophenyl)acetyl]-N-{1-
[1-(piperidin-1-
yimethyfcyclobutyl]-1H-
imidazol-4-yl}-L-
norvalinamide

158

M+1=486.5

N-2-{(25)-6,8-difluoro- -
1,2,34-
tetrahydronaphthalen-2-yi}-
N-{1-[1-{pyrrolidin-1-
yimethyl)cyclobutyf}-1H-
imidazol-4-yl}-L-
norvalinamide

159

M+1 = 480.1

N-2-[(3,5-
diftuorophenyl)acetyl]-N-[1-
(1412.2-
dimethylpropyl)amino]meth
yl}cyclebutyl)-1H-imidazol-
4-yi]-L-norvalinamide

160

M+1 = 490.1

N-2-[(3,5-
difluorophenyl)acetyl]-N-[1-
(1l(2,2-
dimethylpropyl)amino]meth
yl}cyclobutyl)-1H-imidazoi-
4-yl]-L-norvalinamide
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Ex

Structure

MS or NMR
data

IUPACNAME

161

M+1 = 502.6

N-2-[(25)-6,8-difluoro-
1,2,34- '
tetrahydronaphthalen-2-yi]-
N-[1-(1-{[(22-
dimethyipropyl)amino]meth
yijcyclobutyl)-1H-imidazol-
4-ylj-L-norvalinamide

162

M+1 = 538.26

N-2-[(2S)-6,8-difluoro-
1,2,3.4-
tetrahydronaphthalen-2-yi}-
N-{1{1,1-dimethyl-2-[(2-
methylbenzyl)amino]-2-
oxoethyl}-1H-imidazoi-4-yl)- |
L-norvaiinamide i

163

M+1 = 504.1

N-2-[(25)-6,8-difluoro-
1.2,3,4-
tetrahydronaphthalen-2-yi}-
N-(1-{1-methyl-2-
[(tetrahydro-2H-pyran-4-
yimethyl)amino]ethyl}-1H-
imidazol-4-yi)-L-
norvalinamide

164

M+1 = 506.52

N-2-[(25)-6,8-difluoro-
1,2,3.4-
tetrahydronaphthalen-2-yi]-
N-(1-{2-[(3-
methoxypropyl)amino]-1,1-
dimethyl-2-oxcethyl}-1H-
imidazol-4-yl}-L-
norvalinamide

165

F

M+1 = 526.64

N-2-[(25)-6,8-difluoro-
1.2,3.4-
tetrahydronaphthalen-2-yl]-
N-[1-(2[(2-
hydroxybutylJamino]methyi}
phenyl)-1H-imidazol-4-yl]-L-
norvalinamide
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Structure

MS or NMR
data

IUPACNAME

166

M+1 = 5185

tert-butyl 3-{[4-({N-[(25)-
6,8-difluoro-1,2,34-
tetrahydronaphthaien-2-yl]-
L-norvalyl}amino)-1H-
imidazol-1-
ylimethyl}azetidine-1-
carboxylate

167

M+1 = 488.5

N-2-[(2S)-5,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-(1-{[1-(2,2-
dimethylpropyt)azetidin-3-
yimethyl}-1H-imidazol-4-
yl)-L-norvalinamide

168

M+1 = 538.65

2-{4-({(28)-2-{(8,8-difluoro-..
1,2,34-
tetrahydronaphthalan-2-
yi)amino]-2-
phenytacetyl}amino)-1H-
imidazol-1-yl}-N-(2,2-
dimethylpropyl)-2-

169

M+1 = 593.09

methylpropanamide

N-(2-chlorobenzyt)-2-]4-
({(2s)-2-{(6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-
yl)amino]-2-
phenylacetyl}amino)-1H-
imidazol-1-yl}-2-
methylpropanamide
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90-
Ex Structure Mo orNMR | weacNAME
170 M+1 = 584.68
0~ _N :
2-[4-({{28)-2-[(6,8-difluoro-
7~ 1,2,3,4-
N>¢( tetrahydronaphthalen-2-
o, yl)amino]-2-
j‘” phenylacetyl}amino)-1H-
imidazol-1-yl]-N-(2,3-
F / dihydro-1H-Iinden-1-yl)-2-
@ methylpropanamide
F
171 F M+1 =578.72
F
N-[(1R)-1-cyclohexylethyl]--
2-[4-({(2S)-2-[(6,8-dfluoro-
e 1,2,3,4-
o tetrahydronaphthalen-2-
yl)amino]-2-
N phenytacetyl}amino)-1H-
1 imidazol-1-yl]-2-
\ methylpropanamide
>Twr
O
172 M+1 = 550.66
Os N
(28)-2-[(6,8-difluoro-
N NI\ 12,34
o >?‘ tetrahydronaphthalen-2-

yl)amino]-N-{1-[11-
dimethyl-2-(3-
methylpiperidin-1-yi)-2-
oxoethyl}-1H-imidazol-4-yl}-
2-phenylacetamide
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Structure

MS or NMR
data

IUPACNAME

173 F

M+1 = 564.69

2-[4-({(25)-2-[(6,8-dlfluoro-
1,2,3,4-
tetrahydronaphthalen-2-
yhaminoci-2-
phenylacetyllamino)}-1H-
imidazol-1-yi]-2-methyl-N-
(2-
methylcyclohexyl)propanam
ide

2

M+1 = 550.66

(2S)-2-[(6,8-dlfluoro-
1,2,3,4-
tetrahydronaphthalen-2-
ylyamino]-N-{1-[1,1-
dimethyl-2-(2-
methylpiperidin-1-yi)-2- .
oxoethyl]-1H-imidazol-4-yl}-
2-phenylacetamide

175 F

M+1 = 548.65

(2S)-N-(14{2-[(1R, 48)-2-
azabicyclo[2.2.1]hept-2-yi}-
11-dimethyl-2-oxoethyl}-1H-
imidazol-4-y1)-2-[(6,8-
difluoro-1,2,3,4-
tetrahydronaphthalen-2-
yl)amino}-2-
phenylacetamide
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Structure

MS or NMR
data

IUPACNAME

176

M+1 = 552,64

2-[4-({(2S)-2-[(6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-
yhamino}-2- -
phenylacetyl}amino)-1H-
imidazol-1-yl}-2-methyl-N-
(tetrahydro-2H-pyran-4-
yl)propanamide

177

m

M+1 = 598.71

(28)-2-[(6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-
yl)amino]-N-{1-][1,1-
dimethyl-2-ox0-2-(3-
phenylpyrrolidin-1-yl)ethyi}-
1H-imidazol-4-yl}-2-
phenylacetamide

178

M+1 = 594.62

N-(3,4-difluorobenzyl}-2-[4-
{{(28)-2-[(6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-
yl)amino}-2-
phenylacetyl}amino)-1H-
imidazol-1-yl]-2-
methylpropanamide

50
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PCT/IB2006/002753

Ex

Structure

MS or NMR
data

IUPACNAME

179 F

M+1 = 522.61

(28)-2-[(6,8-difluoro-
1,2,34-
tetrahydronaphthaien-2-
yl)amino)-N-[1-(1,1-
dimethyl-2-oxo-2-pyrrolidin-
1-ylethyl)-1H-imidazol-4-yi}-
2-phenylacetamide

180

M+1 = 538.65

2-{4-({(2S)-2-](6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-
ylJamino]-2-
phenylacetyl}lamino)-1H-
imidazol-1-yi{]-N-(2,2-
dimethylpropyl)-2-
methylpropanamide

181

M+1 = 550.66

N-cyclohexyl-2-[4-({(2S)-2-
[(8,8-difluoro-1,2,3,.4-
tetrahydronaphthalen-2-
ylYamino}-2-
phenylacetyl}amino)-1H-
imidazol-1-yl]-2-
methylpropanamide

182

M+1 =572.67

2-[4-({(2S)-2-[(6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-
yl)amino}-2-
phenylacetyljamino)-1H-
imidazol-1-yi]-2-methyl-N-
(2-
methylbenzyl)propanamide
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Structure

MS or NMR
data

IUPACNAME

183 F

M+1 = 562.67

{(28)-N-(1-{2-[(1S5R)-6-
azabicyclo[3.2.1]oct-6-yi]-
11-dimethyl-2-oxoethyi}-1H-
imidazol-4-yi)-2-[(6,8-~
difluoro-1,2,3,4-
tetrahydronaphthalen-2-
yl)amino]-2-
phenylacetamide

184

M+1 = 594.62

N-(2,4-difluorocbenzyl)-2-[4-
({(2s)-2-{(6,8-difluorc-
1,2,3,4-
tetrahydronaphthalen-2-
yl}Jamino}-2-
phenytacetyl}amino)-1H-
imidazol-1-yi]-2-
methyipropanamide

185

M+1 = 599.69

(28)-2-1(6,8-difluoro-
12,34
tetrahydronaphthalen-2-
ylyaminoj-N-{1-[1,1-
dimethyl-2-oxo-2-(3-pyridin-
4-ylpyrrolidin-1-yl)ethyl]-1H-
imidazol-4-yi}-2-
phenylacetarnide
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Structure

MS or NMR
data

IUPACNAME

186 F

M+1 = 564.69

2-[4-({(28)-2-{(6,8-difluoro-
12,34
tetrahydronaphthalen-2-
yl)amino}-2-
phenylacetyl}amino)-1H-
imidazol-1-yi}-2-methyl-N-
(4-
methylcyclohexyl)propanam
ide

187

M+1 =606.77

2-[4-({(25)-2-[(6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-
yl)amino]-2-
phenylacetyl}lamino)-1H-
imidazot-1-yll-2-methyl-N-
(3,3,5.5-
tetramethylcyclohexyl)prop
anamide-

188 F

M+1 = 540.04

O-methyl-L-serinamide

N-2-(6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yi)-
N-(1-{1,1-dimethyl-2-[(2-
methylbenzyl)amino]-2-
oxoethyl}-1H-imidazol-4-yl)-

189

M+1 =502.5

N-2-[(28)-6.8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
N-(1-{[1-(2,2-
dimethylpropyl)pyrrolidin-2-
yilmethyl}-1H-imidazol-4-
yl)-L-norvalinamide
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Structure

MS or NMR
data

IUPACNAME

190

M+1=516.5

N-2-[(2S)-6,8-diflucro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
N-(1{[1-(2,2-
dimethylpropanoyl)pyrrolidi
n-2-yljmethyl}-1H-imidazol-
4-yl)-L-norvalinamide

191

M+1 =516.4

(25)-2-{[(2S)-6,8-difluoro-
1,2,3.4-
tetrahydronaphthalen-2-
yllamino}-N-{1-[1-(2,2-
dimethyipropyl)-2-
oxopiperidin-3-yl]-1H-
imidazol-4-yl}pentanamide

192

M+1 = 536.3

{2S)-N-[1-(1-benzyt-2-
oxopiperidin-3-yl}-1H-
imidazol-4-yl}-2-{[(25)-6,8-
difluoro-1,2,3,4-
tetrahydronaphthalen-2-
yllamino}pentanamide

193

M+1 = 488.4

N-2-[(25)-6,8-difluoro-
1,2,34-
tetrahydronaphthalen-2-yt]-
N-(1-{[(2S)-1-(2,2-
dimethyipropyl)azetidin-2-
yllmethyl}-1H-imidazol-4-
yl)-L-norvalinamide

194

M+1 = 490.3

N-2-[(25)-6,8-difluora-
1,2,34-
tetrahydronaphthalen-2-yl]-
N-{1-({(25)-1-{(2S)-2-
hydroxybutyl]azetidin-2-
yl}methyl)-1H-imidazol-4-
yi}-L-norvalinamide
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Siructure

MS or NMR
data

IUPACNAME

195

M+1 =534.4

tert-butyt 3-{[4-({N-[(2S)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yl]-
L-norvalyl}amino)-1H-
imidazol-1-yljmethyl}-3-
hydroxyazetidine-1-
carboxylate

196

M+1 =504.4

N-2-[(2S)-6,8-difluoro-
1,2,34-
tetrahydronaphthalen-2-yi]-
N-(1-{{1-(2,2-
dimethylpropyl)-3-
hydroxyazetidin-3-
ylImethyl}-1H-imidazol-4-
yl}-L-norvalinamide

197

M+1 = 621.83

N-{1-[(38,4R)-1-benzyl-4-.
{2(2,2-
dimethylpropyl)aminojethyl}-
pyrrolidin-3-yl}-1H-imidazot-
4-yi}-N-2-[(2S)-6,8-difluoro-
1,2,3.4-
tetrahydronaphthalen-2-yi]-
L-norvalinamide

198

M+1 = 560.685

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
N-[1-(2-{[(2,2-
dimethylpropyl)amino]meth
yl}-45-difluorophenyl)-1H-
imidazol-4-yl)-L-
narvalinamide

199

M+1 =579.7

N-{1-[2-({3-
[acetyl{methyl)amino]pyrroli
din-1-ylimethyl)phenyi}-1H-
imidazol-4-yl}-N-2-[(28)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yl}-
L-norvalinamide
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Ex

Structure

MS or NMR
data

IUPACNAME

200

M+1 = 628.78

N-{1-[2-({[(1R,2R)-2-
{benzyloxy)cyclopentyl]lami
no}methyl)phenyl]-1H-
imidazol-4-yl}-N-2-[(2S)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yi}-
L_-norvalinamide

201

M+1 = 579.7

N-(1-{2-[(4-acetyl-1,4-
diazepan-1-
ybmethyl]phenyl}-1H-
imidazol-4-y1)-N-2-{(28}-
6,8-diftuoro-1,2,3,4-
tetrahydronaphthalen-2-yi]-
L-norvalinamide

202

M+1 = 581.72

N-2-[(2S)-8,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-ylj-
N-{1-[2-({[2-(3-
hydroxypiperidin-1-
yl)ethyljamino}methyi)phen
yi}-1 H-imidazol-4-yf}-L-
norvatinamide

203

M+1 = 579.75

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
N-{1-[2-({[(1-ethylpiperidin-
3-

ylimethyiJamino}methyl)phe
ny!]-1H-imidazol-4-yl}-L-
norvalinamide
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Ex MS or NMR
Structure data

204 CN 0 M+1 = 565.68

IUPACNAME

N-{1-[2-({[(3R)-1-
acetylpyrrolidin-3-
yllamino}methyl)phenyi}-
1H-imidazol-4-y1}-N-2-[{28)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yi}-
L-norvalinamide

205 M+1 = 551.69

) N-2-[(2S)-6,8-difluoro-
0 12,34- :
-y, leN <5 tetrahydronaphthalen-2-yi}--
Y N N-(1{2-[(4-ethylpiperazin-1.
@ ( . y)methyl]phenyl}-1H-
imidazol-4-yi)-L-
norvalinamide

206 M+1 = 586.7

N-2-[(28}-8,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
N-{1-[2-({[{(1S,2R)-2-
hydroxy-2,3-dihydro-1H-
inden-1-
ylJamino}methyl)phenyl]-
1H-imidazoi-4~yl}-L-
norvalinamide
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MS or NMR
data

IUPACNAME

207

M+1 = 524.63

N-2-[(2S)-6,8-difluoro-
1.2,34-
tetrahydronaphthalen-2-yl}-
N-{1-[2-(morpholin-4-
yimethyl)phenyl]-1H-
imidazol-4-yi}-L-
norvalinamide

208

M+1 = 567.69

N-2-{(2S)-6,8-difluoro-
1.2,3,4-
tetrahydronaphthalen-2-yi}-
N-[1-(2<{[{2-morpholin-4-
ylethyl}amino]methyl}phenyl
»1H-imidazol-4-yl)-L-
norvalinamide '

209

M+1 =581.68

N-2-[(25)-6,8-diflucro-
1.2,3.4-
tetrahydronaphthalen-2-yi]-
N-{1-[2-({[2-(2-0x0-1,3-
oxazinan-3-
yi)ethyljJamino}methyi)phen
yil-1H-imidazol-4-yi}-L-
norvalinamide

210

M+1 = 520.64

N-(1-{2-(bicyclo[1.1.1]pent-
1-ylamino)methyl]phenyl}-
1H-imidazoi-4-y1}-N-2-[(25)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yl}-
L-norvalinamide
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-101-

MS or NMR
data

Ex IUPAGNAME

211 M+1 = 540.67

N-2-{(28)-6 8-difluaro-
1,2,3,4-
tetrahydronaphthalen-2-yi)-
N-{1-(2-{](2- _
propoxyethyl)aminolmethyl}
phenyi)-1H-imidazoil-4-yl]-L-
norvalinamide

212 M+1 =621.78 N-2-[(2S)-6,8-difluoro-

1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-{1-{2-}[(1-
isobutyrylpiperidin-3-
yl)methylJamino}rethyl)phe
hyl]-1H-imidazol-4-yl}-L-
norvalinamide

213 M+1=642.8

N-{1-f2-({[(1R,2R)-2-
{benzyloxy)cyclohexyllamin
o)methyl)phenyl]-1H-
imidazol-4-yi}-N-2-[(2S)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-vl}-
L-norvalinamide
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MS or NMR
data
M+1 = 539.64

Ex IUPACNAME

Structure

|
O M
e

214

N-2-[(2S)-6.8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yiJ-
N-{1-[2-({f2-
(dimethylamino)}-2-
oxoethyllamino)methyl)phe
nyl]-1H-imidazol-4-yi}-L-
nervalinamide

215 M+1 = 556.67

N-2-[(2S)-8,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-{1-[2-(2,3-dihydro-1H-
indel-1-yimethyl)phenyi]-
1H-imidazol-4-yi}-L-
norvalinamide

216 M+1 = 580.64
N-{1-(2{i(2,4-
difluorobenzylyaminc]methy
(}phenyl)-1H-imidazol-4-vi]-
N-2-{(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
L-norvalinamide

217 M+1 = 592.67

N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
N-{1-{2-({[2-(2-
fluorophenoxy)ethyllamino}
methyl)}phenyl]-1H-
imidazol-4-yl}-L-
norvalinamide
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Structure

MS or NMR
data

IUPACNAME

218

Sane's

2
S
oy Nome

H

pre

M+1 = 553.71

N-{1-[2-({[2-
(diethylamino)ethyljamino}
methyl)phenyl]-1H-
imidazol-4-yl}-N-2-[(2S)-
6.8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yl}-
L-norvalinamide

219

M+1 = 567.65

N-2-[{28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl)- .
N-{1-[2-({[2-(2-0x0-1,3-
oxazolidin-3-
yl)ethyllamino}methyi)phen
yl-1H-imidazol-4-yl}-L-
norvalinamide

220

M+1 = 566.67

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
N-{1-[2-({{2-(2-
oxoimidazolidin-1-
ylethyllamino}methyl)phen
yll-1H-imidazol-4-yi}-L-
norvalinamide
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Ex

MS or NMR
data

IUPACNAME

221

M+1 = 562.68

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-{1-[2~({[2-(3-methyl-1H-
pyrazol-1-
yl)ethyllamino}methyl)phen
yl]-1H-imidazol-4-yl}-L-
norvalinamide

222

M+1 = 554.69

N-2-[(2S)-6,8-difluoro-
1,2,3.4-
tetrahydronaphthalen-2-yi]-
N-{1-[2~({{1-
(hydroxymethyl)pentyl]lamin
oymathy)phenyl]-1H-
imidazol-4-yl}-L-
norvalinamide

223

M+1 = 540.67

N-2-[(2S)-6,8-difluoro-
1,2,3.4
tetrahydronaphthalen-2-yl}-
N-[1-(2-{[(2-
isopropoxyethyl)aminojmet
hyl}phenyl}-1H-imidazol-4-
yl]-.-norvalinamide
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Structure

MS or NMR
data

IUPACNAME

224

o]

M+1 = 526.64

N-2-[(2S5)-6,8-difluoro-
1.2,3,4-
tetrahydronaphthalen-2-yi}-
N-{1-2-({I(1R)-1-
(hydroxymethyl)propyllamin
o}methyl)phenyl}-1H-
imidazol-4-yi}-L-
norvalinamide

225

M+1 = 623.16

N-{1-{2-({[1-(4-
chiorobenzyl)-2-
hydroxyethyllamino}methyt) -
phenyl]-1H-imidazol-4-yl}-
N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
L-norvalinamide

226

M+1 = 565.72

N-2-{2S)-6,8-difluoro-
1.2,3,4-
tetrahydronaphthalen-2-yi}-
N-{1-[2-({[(1.3-
dimethylpyrrolidin-3-
yl)methyllamino}methyl)phe
nyl]-1H-imidazol-4-yl}-L-
norvalinamide
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-106-

Ex MS or NMR

Structure data ! {[UPACNAME

227 ~N M+1 = 565.72

N-2-{(28)-8,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
NA{1-{2-({[(1.3-
dimethylpyrrolidin-3-
yl)methylJamino}methyl)phe
nyl]-1H-imidazol-4-yl}-L-
norvalinamide

228 M+1 = 565.68

N-{1-(2-[(4-acetylpiperazin-
1-yl)methyl]phenyl}-1H-
imlidazo!-4-yl)-N-2-[(28)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yi]-
L-norvalinamide

229 M+1 = 607.76

N-{1-[2-({[(1-tert-butyl-5-
oxopyrrolidin-3-
yl)methyllamino}methyl)phe
nyl]-1H-imidazol-4-yi}-N-2-
[(28)-6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yi}-
L-norvalinamide




WO 2007/034326

-107-
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Structure

MS or NMR
data

IUPACNAME

230

M+1 = 512.61

N-2-{{25)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-[1-(2-{[(2-
methoxyethyl)aminalmethyl
}phenyl)}-1H-imidazol-4-yi]-
L-norvalinamide

231

M+1 =526.64

N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-[1-(2-{[(2- '
ethoxyethyl)aminolmethyi}p
henyl)-1H-imidazo!-4-yl}-L-
norvalinamide

232

M+1 = 581.76

N-2-{(25)-6,8-difluoro-
1,2,34-
tetrahydronaphthalen-2-yl}-
N-{1-[2-{{[2-
(diisopropylamino)ethyllami
nojmethyl)phenyl]-1H-
imidazol-4-yl}-L- :
norvalinamide

<
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-108-

Ex Structure dM§a°' NMR | \UPACNAME

233 (I/\P} M+1 = 562.68

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
N-{1-[2-({i3-(1H-imidazol-1-
yl)propyl]lamino}methyl)phe
nyl}-1H-imidazol-4-yi}-L-
norvalinamide

234 M+1 = 554.69

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi)-
N-{1-{2-({[(1S)-1-
(hydroxymethyl)-2,2-
dimethylpropyllamino}meth
yl)phenyl]-1H-imidazol-4-
yl}L-norvalinamide
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Structure

MS or NMR
data

IUPACNAME

235

M+1 = 539.64

N-2-[(2S)-6,8-difluoro-
1,23,4-
tetrahydronaphthalen-2-yi]-
N-{1-[2-({[(1S)-1-methyl-2-
(methylamino)-2-
oxoethyljJamino}methyl)phe
nyl]-1H-imidazol-d-yi}-L-
norvalinamide

236

M+1 = 539.68

N-2-[(2S)-6,8-difluoro-
1.2,3,4-
tetrahydronaphthalen-2-yi}-
N-{1-{2-({[2-
(dimethylamino)-1-
methylethylJamino}methyl}p
henyi]-1H-imidazol-4-yl}-L-
norvalinamide

237

M+1 = 575.68

N-2-[(28)-6,8-difluaro-
1,2,34-
tetrahydronaphthalen-2-yi]-
N-(1-{2-[(3-methyl-5,6-
dihydro[1,2,4]triazolo[4,3-
alpyrazin-7(8H)-
ylymethyllpheny}-1H-
imidazol-4-yi)-L-
norvalinamide

&



WO 2007/034326 PCT/1IB2006/002753

-110-

Ex MS or NMR

Structure data [UPACNAME

238 M+1 = 550.62

N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-{1-[2-({[(3-methy!-1,2,4-
oxadlazol-5-
yl)methylJamine}methyi)phe
nyl}-1H-imidazol-4-yf}-L -
norvalinamide

239 M+1=57468
N-2-[(2S)-6,8-difluoro-
1,23,4-
tetrahydronaphthalen-2-yl]-
N-[1-(2-{[(2-
phenoxyethyl)amino]methyl
}phenyl)}-1H-imidazol-4-yi}-
L-norvalinamide

240 M+1 =551.68

N-2-[(2S)-6,8-diflucro-
1.2,3,4-
tetrahydronaphthalen-2-yl]-
N-[1-(2-{[methyl(1-
methylpyrrolidin-3-
yiJaminolmethyl}phenyl)-
1H-imidazol-4-yl}-L.-
norvalinamide




WO 2007/034326 PCT/IB2006/002753

A11-
Ex Structure L or MR jupACNAME
241 - M+1 = 536.56
FK/NQ
F
N-2-[(25)-6,8-difluoro-
Q 12,3,4-
tetrahydronaphthalen-2-yi}-
37\\/ N-[1-(2-{[(2.2.2-
0y trifluoroethyl)aminojmethyl}

W phenyi)-1H-imidazol-4-yl]-L-
" norvalinamide
F

242 M+1 = 554.69

N-2-[(28)-6,8-difluoro-
1,2,3.4-
tetrahydronaphthalen-2-yl]-
N-{1-[2-({[(1S,28)}-1-
(hydroxymethyl)-2-
methylbutytlamino}methyl)p
henyl]-1H-imidazol-4-yl}-L-
norvalinamide

243 M+1 = 565.68

N-2-[(2S}-6,8-difluoro-
1,2,3,4-
tetrahydronaphthaten-2-yi}-
N-{1-[2-({[2-(2-
oxopyrrolidin-1-
yl}ethyllamino}methyl)phen
yi]-1H-imidazol-4-yl}-L-
norvalinamide
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Ex Structure

MS or NMR
data

IUPACNAME

244

0

E Hnj)\‘N\
(

ae

M+1 = 570.7

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
N-(1-{2-[(2,3-dihydro-1H-
inden-2-
ylamino)methyilphenyl}-1H-
imidazol-4-yl)-L-
norvalinamide

245

M+1 = 539.64

N-{1-[2-({[2-
(acetylamino)ethyllamino}m
ethyi)phenyl]-1H-imidazol-
4-yi}-N-2-[(2S)-8,8-difluoro-
1,2,3.4-
tetrahydronaphthalen-2-yi]-
L-norvalinamide

246

M+1 = 52566

N-2.[(25)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
N-{1-{2-({[2-
(dimethylamino)ethylJamino
Jmethyl)phenyl]-1H-
imidazol-4-yl}-L-
norvalinamide

20
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Ex Structure

MS or NMR
data

IUPACNAME

247

M+1 = 588.71

N-{1-[2-({[{1R}-1-benzyl-2-
hydroxyethyllamino}methyl)
phenyl}-1H-imidazol-4-yl}-
N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
L-norvalinamide

248 N/Q

M+1 = 550.71

N-2-[(25)-6,8-diflucro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-{1-(2-{[(2-
methylcyclohexyl)amino]lme
thyl}phenyl)-1H-imidazol-4-
yi}-L-norvalinamide

249 01[/

M+1 = 540.67

N-2-[(25)-6,8-difluoro-
1,234-
tetrahydronaphthalen-2-yi]-
N-{1-[2-({[(15)-1-
(hydroxymethyl)-2-
methylpropyllaminojmethyl)
phenyl]-1H-imidazol-4-yi}-L -
norvalinamide
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-114-

Ex MS or NMR
Structure data

M+1 = 508.63

IUPACNAME

250

N-2-[(28}-6,8-difluoro-
1,2,34-
tetrahydronaphthalen-2-yl]-
N-{1-[2-(pyrrolidin-1-
ylmethyi)phenyl]-1H-
imidazo)-4-yi}-L-
norvalinamide

251 M+1=618.74

N-{1-[2-({[3-(benzyloxy)-2-
hydroxypropyllamino}methy
Nphenyl]-1H-imidazol-4-yl}-
N-2-[(25)-6,8-difluoro-
1,2,34-
tetrahydronaphthalen-2-yl]-
L-norvalinamide

252 M+1 = 604.71

N-2-[(2S8)-8,8-difluoro-
1,234-
tetrahydronaphthalen-2-yi}-
N-[1-(2{[(2-hydroxy-3-
phenoxypropyl)amino]meth
yl}phenyl)-1H-imidazol-4-
yl]-L-norvalinamide

253 M+1=510.64

N-(1-{2-[(tert-
butylamino)methyl]phenyl}-
1H-imidazol-4-yi}-N~2~-
[(2S5)-6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yi}-
L-norvalinamide
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-115-

Ex MS ar NMR

Structure data IUPACNAME

254 ' M+1 = 549.64

N-2-[(25)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-ylj-
N-{1-[2-({[(5-
methylisoxazol-3-

’ yimethyilamino}methyl)phe
nyi}-1H-imidazol-4-y1}-L-
norvalinamide

258 M+1 = 565.72

N-2-[(25)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yiJ-
N-(142-[({[(2R)-1-
ethylpyrrolidin-2-
ylimethyi}amino)methytlphe
nyl}-1H-imidazol-4-yl)-L-
norvalinamide

256 M+1 = 567.74

N-(1{2-{({2-
[butyl(methyl)aminolethyl}a
mino)methyl]phenyli}-1H-
imidazol-4-yl}-N-2-[(2S)-
6,8-diflugro-1,2,3,4-
tetrahydronaphthalen-2-yl}-
L-norvalinamide
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Structure

MS or NMR
data

IUPACNAME

257

M+1 = 567.74

N-(14{2-[({2-
[butyl{methyi)amino]ethyi}a
mino)methyllphenyl}-1H-
imidazol-4-yl)}-N-2-[(2S)-
6,8-diflucro-1,2,3,4-
tetrahydronaphthalen-2-yi]-
L-norvalinamide

258

M+1 = 492.58

N-2-[(28}-6,8-diflugro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
N-(1-{2-[(prop-2-yn-1-
ylamino)methyl]phenyl}-1H-
imidazol-4-yl}-L-
norvalinamide

259

M+1 = 563.66

N-2-{(28)-6,8-difluoro-
1.2,3,4-
tetrahydronaphthalen-2-yi}-
N-{1-[2-({[{3-ethylisoxazol-
yhirmethyilamino}methyl)phe
nyi]-1H-imidazol-4-yi}-L-
norvalinamide
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Ex

Structure

MS or NMR
data

IUPACNAME

260

M+1 = 567.74

N-{1-[2-({{2-
(diethylamino)ethyl](methyl)
amino)methyl}phenyl}-1H-
imidazol-4-yl}-N-2-[(2S)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yl]-
L-norvalinamide

261

M+1 = 554,69

N-[1-(2{[(2-tert-
butoxyethyl)amino]methyt}p
henyt)-1H-imidazol-4-yi}-N-
2-[(25)-6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yi}-
L-norvalinamide

262

M+1 = 5665.72

N-2-[(25)-6,8-dfluaro-
1,2.3,4-
tetrahydronaphthalen-2-yij-
N-(1-{2-[({[(2S)-1-
ethylpyrmrotidin-2-
yllmethyl}lamino)methyllphe
nyl}-1H-imidazol-4-yl)}-L-
norvalinamide
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-118-

Ex Structure 'c""asta“ NMR IUPACNAME

M+1 =607.76

263

N-2-[(25)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
N-{1-f2({[1-(2,2-’
dimethyipropanoyl)pyrrolidi
n-3-
yllamino}methyl)phenyl]-
1H-imidazol-4-yl}-L-
norvalinamide

264 M+1 = 540.67

N-2-{(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-{1-[2-({[(1-
(hydroxymethyl)butylJamino
Jmethyl)phenylj-1H-
imidazol-4-yl}-L-
norvatinamide

265 M+1 =572.69

N-2-{(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-[1-(2-{[(1.1-
dioxidotetrahydro-3-
thienyi)aminojmethyi}pheny
)-1H-~imidazol-4-yi]-L-
norvalinamide




WO 2007/034326
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Ex

MS or NMR
data

IUPACNAME

266

M+1 = 544 .28

N-[1-(2{{(1R)}-1-
cyclohexylethyljamino}-1,1-
dimethyl-2-oxoethyl}-1H-
imidazol-4-yl]-N-2-[(25)-6,8-
diflucro-1,2,3,4-
tetrahydronaphthalen-2-yl]-
L-norvalinamlide

267

M+1 = 564.29

N-2-[(2S)-6,8-difluoro-
1,2,3.4-
tetrahydronaphthalen-2-yl]-
N-{1-[1,1-dimethyl-2-0x0-2-
(3-phenylpyrrolidin-1-
yl)ethyl}-1H-imidazol-4-yl}-
L-norvalinamide

268

M+1 = 528.25

N-2-[(28)-8,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-[1-(1,1-dimethyi-2-{[(5-
methyl-2-
furyl)methyl]amino}-2-
oxoethyl)}-1H-imidazol-4-yl]-
L-norvalinamide ¢

269

M+1=520.3

N-2-[(25)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-[1-(2-{]1-
{methoxymethyl)propyllami
no}-1,1-dimethyl-2-
oxoethyl)-1H-imidazol-4-yi]-
L-norvalinamide

270

M+1 = 520.28

N-2-{(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-{1-(2{1-
(methoxymethyl)propyllami
no}-1,1-dimethyl-2-
oxoethyl)-1H-imidazol-4-yl}-
L-norvalinamide
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Ex

Structure

MS or NMR
data

IUPACNAME

27

N
OYK/\
N.__N

o ST
-

M+1 = 560.22

N-(1-{2-{(3.4-
difluorobenzyl)amino]-1,1-
dimethyl-2-oxoethyi}-1H-
imidazol-4-yl}-N-2-{(2S)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yi]-
L-norvatinamide

272

N

ey

M+1=1542.25

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi)-
N-(1-{2-[(4-
fluorobenzyl)aminol-1,1-
dimethyl-2-oxoethyl}-1H-
imidazol-4-yl}-L-
narvalinamide

273

M+1 = 528.28

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-[1-(2-{[2-(2-
furyl)ethyllamino}-1,1-
dimethyl-2-oxoethyl)-1H-
imidazol-4-yl]-L-
norvalinamide

274

M+1 =552.12

N-(1-{2-
[benzyl(ethyl)amino]-1,1-
dimethyl-2-oxoethyl}-1H-
imidazol-4-yi}-N-2-[(28)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yl]-
L-norvalinamide
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Ex

Structure

MS or NMR
data

IUPACNAME

275

M+1 = 548.25

.| norvalinamide

N-2-{(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-[1-(1,1-dimethyl-2-
{methyl{2-(1H-pyrazol-1-
yl)ethyllamino}-2-oxcethyl)-
1H-imldazol-4-yi}-L-

276

M+t = 544.31

N-[1-{2-{[(1S5)-1-
cyclohexylethyllamino}-1,1-
dimethyl-2-oxoethyl)-1H-
imidazol-4-y(]-N-2-[(2S5)-6,8-
difluoro-1,2,3,4-
tetrahydronaphthalen-2-yl}-
L-norvalinamide

217 F

M+1 = 560.2

N-(1-{2-[{2,4~
difluorobenzyl}amino}-1,1-
dimethyl-2-oxoethyl}-1H-
imidazol-4-y1)-N-2-[(2S)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yl]-
L-norvalinamide

278

M+1 =553.23

| N-2-[(2S)-6,8-difluoro-

1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-(14{1,1-dimethyl-2-
[methyl(2-pyridin-2-
ylethyl)aminoc]-2-oxocethyi}-
1H-imidazol-4-yl)-L-
norvalinamide

279

data not
available

N-2-[(2S)-8,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
N-[1-(2{[(4-
hydroxytetrahydro-2H-
thiopyran-4-
ymethyljaminc}ethyl)-1H-
imidazol-4-yi}-L-
norvalinamide
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Structure

MS or NMR
data

IUPACNAME

280

M+1 = 464.2

N-2-[(2S)-6,8-difluoro-
1.2,3.4-
tetrahydronaphthalen-2-yl}-
N-(1-{2-[(2-methoxy-1-
methylethyl)aminojethyl}-
1H-imidazol-4-yi)-L-
norvalinamide

281

data nof
available

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
N-(1-{2-[(2-methoxy-1-
methylethyl}aminojethyl}-
1H-imidazol-4-yl}-L-
norvalinamide

282

data not
available

N-2-{(25)-6,8-difluoro-
1,2,34-
tetrahydronaphthalen-2-yi]-
N-(1-{2-[(3-
sthoxypropyl)aminc]ethyf}-
1H-imidazol-4-yl)-L-
norvalinamide

283

M+1 = 464.3

N-2-[(25)-6,8-difluoro-
1,2,3,4- '
tetrahydronaphthalen-2-yl]-
N-(1-{2-{(3-

methoxypropyl}amino]ethyl} |-

-1H-imidazol-4-yl)-L-
norvalinamide
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Ex

Structure

MS or NMR
data

IUPACNAME

284

/’
lesa s

M+1 = 478.3

N-2-[(25)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yil-
N-(1-{2-[(2-
iscpropoxyethyl)yamino]ethy)
}1H-imidazol-4-yl}-L-
norvalinamide

285

data not
available

N-2-{(25)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
N-(1{2-[(2-
isopropoxyethyl)amino]ethyl
}-1H-imidazol-4-yl)-L-
norvalinamide

286

M+1=476.3

N-2-[(28)-6,8-diflucro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
N-[1-(2{[(2S)-
tetrahydrofuran-2-
yimethyljamino}ethyl)}-1H-
imidazol-4-yl}-L-
norvalinamide

287

ot

data not
avazilable

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-(1-(2{(2S)-
tetrahydrofuran-2-
ylmethyijJamino}ethyl)-1H-
imidazol-4-yl}-L-
norvalinamide
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-124-
Ex Structure MSorNMR — { upacNAME
288 F data not
available
F
= N N-{1-(2[(1R)-1-
cyclohexylethyl]amino}ethyl
}1H-imidazol-4-yl}-N-2-
0 [(2S)-6,8-dIfluoro-1,2,3,4-
N tetrahydronaphthalen-2-y1-
L-norvalinamide
N\ AN
L>
N :
289 data not
available
o\lﬁ
N N-2-[(28)-6,8-difluoro-
/\ 1 l213‘4-
NTS tetrahydronaphthalen-2-yl}-
\Q(‘I N-(1-{2-[(3-
N isopropoxypropyl)amino]eth
y yi}-1H-imidazol-4-yl)-L-
o N norvalinamide
N
F
290 data not
available N-2-[(2S)-6,8-difluoro-
1,234 .
@_N J R tetrahydronaphthalen-2-yl]-
A \g/\»C@' N-{1-(2-{[2- _
I (methylthio)ethyljJamino}eth
yl)-1H-imidazol-4-yi]-L-
norvalinamide
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IUPACNAME

291

7

¢

N

data not
available

N-2-[{25)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-(1-{2-{(tetrahydro-2H-
pyran-3-
yimethyl)amino]ethyl}-1H-
imidazol-4-yl}-L-
norvalinamide

292

data n:ot
available

N-2-{(25)-6,8-difluoro-
1.2,3,4
tetrahydronaphthalen-2-yl}-
N-[1-24[(2R)-
tetrahydrofuran-2-
yimethyljamino}ethyl}-1H-
imidazol-4-yi}-L-
norvalinamide

293

data not
available

N-2-{(28)-8,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-(1-{2-[(2-
methoxyethyl)amino]ethyl}-
1H-imidazol-4-yl)-L-
norvallnam‘ide

294

M+1 =504.4

N-2-{(25)-6,8-difluoro-
1,2,3,4- '
tetrahydronaphthalen-2-yl]-
N-T1-({1-[(2S)-2-
hydroxybutyl]pyrrolidin-2-
yiimethyl}-1H-imidazol-4-
yi]-L-norvalinamide
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Structure

MS or NMR
data |

IUPACNAME

285

M+1 =532.5

N-2-{(25)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-(1{[1-(2,2-
dimethylpropyl)-3-
hydroxypiperidin-3-
ylImethyl}-1H-imidazol-4-
yl}-L-norvalinamide

296

M+1 =504.4

N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
N-[1-({1-I(28)-2-
hydroxybutyllpyrrolidin-2-
yl}methyl)-1H-imidazol-4-
yli}-L-norvalinamide

297

M+1 = 601.7

N-2-[(2S)-6,8-difluoro-
1,2,3,4- '
tetrahydronaphthalen-2-yl)-
N-{1-[2-({I(1.3-
dimethyipyrrolidin-3-
yl)methyi]lamino}methyl)-
4,5-difluorophenyl]-1H-
imidazol-4-yl}-L-
norvalinamide

298

M+1 =603.72

N-(1-{2-{({2- -
[butyl(methyl)amino]ethyi}a .
mino)methyl]-45-
difluorophenyl}-1H- *
imidazol-4-yl)-N-2-[(28)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yi}-
L-norvalinamide

299

M+1=502.3

N-2-[(2S)-6,8-diffuoro-
1,2,3,4-
tetrahydronaphthalen-2-yil-
N+{1-[1-(2,2-
dimethylpropyl)-2-
oxopyrrolidin-3-yl]-1H-
imidazol-4-yl}-L-
norvalinamide
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Ex

Structure

MS or NMR
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IUPACNAME

300

/0\/\/’“)\
N

M+1 =478.3

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
N-(1-{(15)-2-[(3-
methoxypropyl)amino)-1-
methylethyl}-1H-imidazoi-4-
yl}-L-norvalinamide

301

M+1 =558.3

N-2-{(28)-6,8-difluoro-
1,2,3,4- ’
tetrahydronaphthalen-2-yi}-
N-{1-[2-({[(1-
hydroxycyclchexyl)methylla
mino}carbonyl)cyclobutyl]-
1H-imidazol-4-yt}-L~
norvalinamide

302

M+1 =572.29

Dhalil

N-[1-(2{[(3,4-
difluorobenzyl)amino]carbo.
nyl}cyclobutyl)-1H-imidazol-
4-yl}-N-2-{(2S)-6,8-diflucro-
1,2,3.4-
tetrahydronaphthalen-2-yl]-
L-norvalinamide

303

M+1 =510.23

N-2-[(25)-6,8-diftuoro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-(142-](2- -
methylbenzyl)amino]-2-
oxoethyl}-1H-imidazol-4-yl1)-
L-norvalinamide

304

M+1 =504.26

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-(1-{2-oxo-2-[{tetrahydro-~
2H-pyran-2-
yimethyi)aminolethyl}-1H-
imidazol-4-yl)-L-
norvalinamide
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Ex

Structure

MS or NMR
data

IUPACNAME

305

M+1 =532.22

N-(1-{2-[(34-
difluorobenzyl}amino}-2-
oxoethyl}-1H-imidazol-4-yl)-
N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
L-norvalinamide

306

M+1 =516.29

N-[1-(2-{[(18)-1-
cyclohexylethyllamino}-2-
oxoethyl)-1H-imidazol4-yl]- |
N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
L-norvalinamide

307

M+1 =514.22

N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-ylij-
N-(1-{2-[(4-
fluorobenzyl}amino]-2-
oxoethyl}-1H-imidazol-4-yl)-
L-norvalinamide

308

M+1 = 500.22

N-2-[(28)-6,8-difluoro-
1,.2,3,4-
tetrahydronaphthalen-2-ylj-
N-{1-(2-{[2-(2-
furyl)ethylJamina}-2-
oxoethyl)-1H-imidazol-4-yi]-
L-norvalinamide

309

M+1 =525.23

N-2-[(2S)-6,8-difluoro-
1.2,34-
tetrahydronaphthalen-2-yi}-
N-(1-{2-[methyl(2-pyridin-2-
ylethyl)amino]-2-oxoethyl}-
tH-imidazol-4-yi)-L-
norvalinamide

310

M+1 =500.22

N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthaten-2-yi}-
N-[1-(2-{[(5-methyl-2-
furyl)methyllamino}-2-
oxoethyl}-1H-imidazol-4-yl]-
L-norvalinamide
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Ex

Structure
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IUPACNAME

311

M+1 =532,21

N-(1-{2-[(24-
difilucrobenzyl)amino)-2-
oxoethyl}-1H-imidazol-4-yi)-
N-2-{(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
L-norvalinamide

312

M+1 =516.3

N-{1-(24{[(1R)-1-
cyclohexylethyl]amino}-2-
oxoethyl)-1H-imidazoi-4-yi}-
N-2-[(25)-6,8-difluoro-

0 1,2,3.4-

tetrahydronaphthalen-2-ylj-
L-norvalinamide

313

M+1 = 490.26

N-2-[(28)-6,8-diflucro-
1,234
tetrahydronaphthalen-2-yi]~
N-[1-(2-ox0-2-{[(2R})-
tetrahydrofuran-2- ‘
yimethyllamino}ethyl)}-1H-
imidazol-4-yl}-L-
norvalinamide

314

M+1 =524.27

N-(1-{2-
[benzyl(ethyl)amino]-2-
oxoethyl}-1H-imidazol-4-yi)-
N-2-[(2S)-6,8-diflucro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
L-norvalinamide

315

M+1 =502.2

N-2-[(25)-6,8-difluoro-
1,2,3,4- ‘
tetrahydronaphthalen-2-yi}-
N-{1-[1-(tetrahydro-2H-
pyran-4-ylimethyl)azetidin-3-
yi]-1H-imidazol-4-yi}-L-
norvalinamide

316

M+1 =476.3

N-2-[(2S)-6,8-diflucro-
1.2,3,4-
tetrahydrenaphthalen-2-yi}-
N-[1-({(28)-1-[(2S)-2-
hydroxypropyl]azetidin-2-
yl}ymethyl)-1H-imidazol-4-
yil-L-norvalinamide
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Ex
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IUPACNAME

317

M Nf%j" ol

M+1 =619.65

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-{1-[2-({[1-
(trifluoroacetyl)pyrrolidin-3-
yilamino}methyl}phenyi)-
1H-imidazol-4-yl}-L-
nervalinamide

318

M+1 = 605.66

N-2-[(25)-6,8-difluoro-
1,2,34-
tetrahydronaphthalen-2-yi]-
N-{1-[2-({I1-(2,2,2-
trifiuoroethyl)pyrrolidin-3-
yllamino}methyt)phenyi]-
1H-imidazol-4-yl}-L-
norvalinamide

319

M+1 =492.1

N-2-[(25)-6,8-difluoro-
1,234~
tetrahydronaphthalen-2-yl}-
N-(1{2-[(3-
methoxypropy!)amino}-1-

‘| methyl-2-oxoethyl}-1H-

imidazol-4-yl)-L-
neorvalinamide

320

M+1 =§38.65

N-2-[(25)-6,8-difluaro-
1.2,3,4~
tetrahydronaphthalen-2-yi}-
N-(1-{2-[(tetrahydro-2H-
pyran-4-
ylamino)methyijphenyl}-1H-
imidazol-4-yi)-L-
norvalinamide

321

M+1 =605.66

N-2-[(25)-6,8-diflucro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
N-[1-(2-{[4-(2,2,2-
triftuoroethyl)piperazin-1-
ylimethyi}phenyl}-1H-
imidazol-4-yi}-L-
norvalinamide

322

M+1 =619.65

N-2-[(25)-6,8-diflugro-
1.2,3.4-
tetrahydronaphthalen-2-yi}-
N-[1-(2-{[4-
(trifluoroacetyl)piperazin-1-
yllmethyi}phenyl)}-1H-
imidazol-4-yl]-L-
norvalinamide
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Ex Structure MSorNMR | luPACNAME
323 F M+1 =465.19
> F . | N-2-[(2S)-6,8-difluoro-
»—N 1,2,3,4-
—4—- ‘ tetrahydronaphthalen-2-yi]-
F.{q © N-(1-{(18)-2-[(2-
N methoxyethylYamino}-1-
n, N~ methylethyl}-1H-imidazol-4-
]: ' yl)-L-norvalinamide
NH
B Ny
324 N M+1 =514.25
g .
N~ N-2-{(2S)-6,8-diflucro-
H 12,34
N tetrahydronaphthalen-2-yi)--
€ N-{1-[(18)-1-methyl-2-
N {methyl[(1-methyl-1H-
o pyrazol-4-

N\ yl)methylJamino}ethyl]-1H-
imidazol-4-yl}-L-
norvalinamide

. )
. .
325 F M+1 =503.14
F .
N-2-[(2S)-6,8-difluoro-
j 1,2,3,4-
.. N tetrahydronaphthalen-2-yi]-
N-{1-[(1S)1-methyl-2-(5-
NT O oxo-14-diazepan-1-
g,k yethyl]-1H-imidazol-4-yi}-
,ﬂN L-norvalinamide
Lop
L/N
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Structure
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IUPACNAME

326 N

=

M+1 =514.25

N-2-[(25)-6,8-diflucro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-{1-[{1S8)-1-meihyl-2-
{methyi[2-(1H-pyrazol-4-
yl}ethyllamino}ethyl]-1H-
imidazol-4-yl}-L-
norvalinamide

327

M+1 =508.34

N-2-[(25)-6,8-diftuoro-
1.2,3,4-
tetrahydronaphthalen-2-yi}-
N-(1-{(18)-2-[(3-ethoxy-2-
hydroxypropyl)amino]-1-
methylethyi}-1H-imidazol-4-
yi)-L-norvalinamide

328

M+t =478.28

N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
N-{1-{(1S}-2-[(2-methoxy-1-
methyfethyl)amino}-1-
methylethyi}-1H-Imidazo!-4-
yl}-L-norvalinamide

80
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JUPACNAME

329

&

~o J\N
/\f‘ \-‘m

M+1 = 47822

N-2-{(28)-6,8-difluoro- .
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-{1-[(18)-2{{(1S)-2-
methoxy-1-
methylethyllamino}-1-
methylethyl}-1H-imidazol-4-
yl}-L-norvalinamide

330

M+1 =514.14

N-2-[(25)-8,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-{1-[(1S)}-1-msthyl-2-
{methyl[(1-methyl-1H-
imidazol-2-
yl)methyllamino}ethyl]-1H-
imidazol-4-yi}-L-
norvalinamide

331

M+1 =633.67

N-2-[(25)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-{1-[2-({[1-
(trifluoroacetyt)piperidin-4-
yllamino}methyl)phenyi]-
1H-imidazol-4-yl}-L-
norvaiinamide

332

M+1 =532.4

N-2-[(2S)-6,8-difluoro-
1,2,3.4-
tetrahydronaphthalen-2-yi}-
N-{1-(2-{[(1-
hydroxycyclopentylmethyl]
amino}-1,1-dimethyl-2-
oxoethyl}-1H-imidazol-4-yi]-
L-nervalinamide
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Structure
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IUPACNAME

333

M+1 =575.95 |

N-2-{(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-(1-{2-{4-(2-
methoxyethoxy)piperidin-1-
yil-1,1-dimethyl-2-oxoethyi}-
1H-imidazol-4-yl)-L-
norvalinamide

334

M+1 = 518.23

N-2-[(2S)-8,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-[1-(2-{t(1-
hydroxycyclobutyl)methyl]a
mino}-1,1-dimethyl-2- :
oxoethyl)}-1H-imidazol-4-yI}-..} -
L-norvalinamide

335

~

M+1 =582.28

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl)-
N-(1-{2-[(2-hydroxy-2-
phenylipropyl){(methyl)amino-
}-1,1-dimethyl-2-oxoethyl}-
1H-imidazol-4-yi)-L-
norvalinamide

336

M

n

M+1 =518.22

N-2-[(25)-6,8-difluoro-
1,2,3.4-
tetrahydronaphthalen-2-yl}-
N-{1-(2-{{(1-
hydroxycyclopentyl)methyl]
amino}-1-methyl-2-
oxoethyl}-1H-imidazol-4-yi]-
L-norvalinamide
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Ex Structure

MS or NMR
data

IUPACNAME

337

M+1 =504.17

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yiJ-
N-[1-2-[(1-
hydroxycyclobutyl)methyl]a
mino}-1-methyl-2-oxoethyl)-
1H-imidazol-4-yl}-L-
norvalinamide

338

M+1 = 568.23

N-2-[(2S)-6,8-difluoro-
12,34~
tetrahydronaphthalen-2-yl)-
N-{1-{2-[(2-hydroxy-2-
phenyipropyimethyl)amino."|,
]-1-methyl-2-oxoethyl}-1H-"
imidazol-4-yl)-L-
norvalinamide

339

M+1 =543.21

N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
N-(1-{1-methyl-2-oxo0-2-
[(tetrahydro-1H-pyrrolizin-
7a(5H)-
yimethyl}aminojethyl}-1H-
imidazol-4-yl)-L-
norvalinamide

340

M+1 =532.21

N-2-[(25}-8,8-difluoro-"
1.2,3,4-
tetrahydronaphthalen-2-yi]-
N-(1-{2-[2-(2-
hydroxyethyl)piperidin-1-yi}- |.
1-methyl-2-oxoethyl}-1H-
imidazol-4-yi)-L-
norvalinamide

M

M+1 = 520.2

‘| N-2-[(28)-8,8-difluoro-

1,2,3,4-
tetrahydronaphthalen-2-yij-
N-{(1-[1-({[1-
{methoxymethyl)propyijami
nojcarbonyl)propyl]-1H-
imidazol-4-yl}-L-
norvalinamide
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Structure
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IUPACNAME

342

borta™s

M+1 =506.1

N-2-[(2S)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yl}-
N-{1-[1-(([1-
(methoxymethyl)propyi]Jami
nolmethyl)propyl]-1H-
Imidazol-4-yl}-L-
norvalinamide

343

M+1 = 559.1

N-2-[(25)-6,8-difluoro-
1,23 ,4-
tetrahydronaphthalen-2-yi]-
N-{1-[(18,28)-2-{[(2-
morpholin-4-
ylethyl}amino]carbonyl}cycl
obutyl]-1H-imidazol-4-yi}-L-
norvalinamide

344

M+1 =532.1

N-2-[(28)-6,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi]-
N-{1{{(1R,2R}-2-({[1-
(methoxymethyl)propyllami
no}carbanyl)cyclobutyl]-1H-
imidazol-4-yi}-L-
norvalinamide

345

M+1 = 536.1

N-{1-[(1-benzyl-4-
ethylazetidin-2-yl)methyl]-
1H-imidazol-4-yi}-N-2-[(25)-
6,8-difluoro-1,2,3,4-
tetrahydronaphthalen-2-yi}-
L-norvalinamide

346

M+1 =518.2

N-2-[(28)-8,8-diftucro-
1,2,3,4-
tetrahydronaphthalen-2-yl]-
N-{1-[1-({f(1-
hydroxycyclobutyl)methyl]a
mino}carbonyl)propyl}-1H-
imidazol-4-yi}-L-
norvalinamide

347

M+1 =432

N-{1-[(4-benzylmaorpholin-3-
ylimethy!]-1H-imidazol-4-
yi}-N-2-{(25)-6,8-difluoro-
1.2,3,4-
tetrahydronaphthalen-2-yi]-
L-norvalinamide
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Structure
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IUPACNAME

348

= @)
,éo';“’“i?

M+1 = 502

N-(1-{[4-
{cyclopropyimethyl)morphol
in-3-yllmethyi}-1H-imidazol-
4-y1)-N-2-[(2S)-6,8-difluoro-
1,2,3.4
tetrahydronaphthalen-2-yl]-
L-norvalinamide

349

M+1 = 446.0

N-2-[(2S)-6,8-difluoro-
1,234
tetrahydronaphthalen-2-yl]-
N-(1-{1-
[(dimethylamina)methylicycl
opropyi}-1H-imidazol-4-yl)-
L-norvalinamide

350

M+1 =538

1

N-{1-[(4-benzylmarpholin:2= |
yl)methyl]-1H-imidazot-4-
yl}-N-2-[(2S)-6 ,8-difluoro-
1,2,3,4-
tetrahydronaphthalen-2-yi}-
L-norvalinamide

351

M+1 = 460.0

N-2-[(2S)-8,8-difluoro-
1,2,3.4-
tetrahydronaphthalen-2-yl}-
N-(1-{1-
[(isopropylamina)methyllcyc
lopropyl}-1H-imidazol-4-yl}-
L-norvalinamide

10

Example 352

The following compounds are prepared utilizing the procedures described above:

(8)-2-[2-(3,5-Difluorc-phenyi)-acetylamino}-pentanoic

propylamino}-ethyl]-1H-imidazol-4-yl}-amide;

(8)-2-{2-(3,5-Diflucro-phenyl)-acetylamino]-pentanoic

imidazol-4-yi]-amide;

(8)-2{2-(3,5-Difluoro-phenyl)-acetylamino)-pentanoic

imidazol-4-yl}-amide;

{S)-2-[2-(3,5-Diftuoro-phenyl)-acetylamino]-pentanoic

imidazol-4-yl]-amide;

acid {1-[2-(3-ethoxy-
acid [1-(2-flucro-benzyl)-1H-
acid [1-(3-fluoro-benzyl)-1H-

acid (1-(4-methyl-benzyl}1H-

(S)-2-[2-(3.5-Difluoro-phenyl)-acetylamino]-pentancic acid [1-(4-methoxy-benzyl)}-1H-

imidazol-4-yl}-amide;
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(S)-2-[2-(3,5-Diflucro-phenyl}-acetylamino]-pentanoic acid [1-(4-tert-butyl-benzyl)-1H-
imidazol-4-yl}-amide;
(S)-2{2-(3,5-Diflucro-phenyl}-acetylamino]-pentancic  acid  [1-(1-hydroxymethyl-
cyclobutyl)-1H-imidazol-4-yi]-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetyiamino}-pentanoic  acid  [1-(2-hydroxymethyl
cyclobutyl)}-1H-imidazol-4-yi]-amide;
(8)-2-[2~(3,5-Difluoro-phenyl}-acetylamino]-pentancic acid {1-(1-pyrrolidin-1-yimethyl-
cyclobutyl)-1H-imidazol-4-yl}-amide;
(S)-2-(6,8—Dlﬂuoro—1,2,3,4—tetrahydro-naphthaIen-z-yl%;\mino)—pentanoic acid {1-{2-
((R)-1-cyclohexyl-ethylamina)-1,1-dimethyi-ethyll- 1 H-imidazol-d4-yl}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylaminoj-pentanoic  acid  {1-[2-((R)-1-cyclohexyl-
ethylamino}-1,1-dimethyl-ethyl]-1H-imidazol-4-yi}-amide;
(S)-2-{2-(2,4-Difluoro-phenyl)-2-hydroxy-sthylamina]-pentanoic acid {1-(1,1-dimethyl-
2-pyrrolidin-1-yl-ethyl}-1H-imidazoi-4-yl}-amide;
(8)-2-[2-(3,4-Difluoro-phenyt)-2-hydroxy-ethylamino]-pentanoic acid [1-(1,1-dimethyl-
2-pyrrofidin-1-yl-ethyl}- 1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluore-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic acid (1+{1,1-
dimethyl-2-[(tetrahydro-pyran-4-yimethyl)-amino}-ethyi}- 1 H-imidazol-4-yl}-amide;
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid (1{1,1-dimethyl-2-
[(tetrahydro-pyran-4-yimethyl}-amino]-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acld. {1-{3-
((S)-1-phenyl-ethylamino)}-butyll-1H-imidazol-4-yl}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(3-
methyl-oxetan-3-ylmethyl)-1H-imidazol-4-yl]-amide;
(8)2-[2-(3,5-Difluoro-phenyl}-acetylamino]-pentanoic  acid  [1-(3-methyl-oxetan-3-
ylmethyl)-1H-imidazol-4-yi]-amide;
(S)-2-[2~(3,5-Difluoro-phenyl)-2-hydroxy-ethylamino]-pentanoic acid [1-(1,1-dimethyi-
2-pyrrolidin-1-yl-ethyl}-1H-imidazol-4-yi]-amide;
(S)-2-[2-(2,4-Difluoro-phenyl)-2-hydroxy-ethylamino]-pentanoic  acid {1-[2-((2R,8S)-
2,6-dimethyl-morpholin-4-yi}-1,1-dimethyi-ethyi}-1H-imidazol-4-yl}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino)-pentanoic acid {1-[2-{octahydro-
pyrazino[1,2-a]azepin-2-yl)-ethyl]-1H-imidazol-4-yl}-amide;
{S)-2-{2-(3,5-Diflucro-phenyl)-acetylamino]-pentancic  acid  {1-{2-([1,4]dioxan-2-
yimethyl-methyl-amino)-ethyl}-1H-imidazol4-yi}-amide;
(8)-2-[2-(3,5-Diflucro-phenyl)-acetylamina]-pentanoic acid {1-]2-(2-msthoxy-1-methyi-
ethylamino)-ethyl]-1H-imidazol-4-y{}-amide; *
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(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {1-[2-(3-oxo-piperazin-1-
yl)-ethyl]-1H-imidazol-4-yl}-amide;
) {S)-2-j2~(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [1-(2-benzylamino-ethyi)-
1H-imidazol-4-yl}-amide; ‘

(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {1-[2-(3-butoxy-
propylamino}-ethyl]-1H-imidazol-4-yl}-amide;

(8}-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {1-[2<((1R,28)-2-
hydroxymethyl-cyclohexylamino)-ethyl]-1H-imidazol-4-yi}-amide;

2-[2-(3,5-Difluoro-phenyl)-acetylaminol-pentanoic acid {1-[(4aS,8aS)-2-(octahydro-
isoquinolin-2-yl}-ethyl]-1H-imidazol-4-yl}-amide;

(S)-2-[2-(3,5-Difluoro-phenyl}-acetylamino}l-pentanoic  acid  {1-[2-(3-isopropoxy-
propylamino)-ethyl]-1H-imidazol-4-yl}-amids;
' (8)-2-[2-(3,5-Difluoro-phenyl}-acetylaminol-pentanoic acid {1-[2-{octahydro-
isoquinolin-2-yl)-ethyl]-1H-imidazol-4-yi}-amide; ‘

(S)-2-[2-(3,5-Difluoro-phenyl}-acetylamino]-pentanoic acid {1-[2-(3,4,5,6-tetrahydro-
2H-[4,4bipyridinyl-1-yl)-ethyl]-1H-imidazol-4-yl}-amide;

: S)-2—[2-(3.5-0'rﬁuoro-phenyl)—acetytamino]—pentanoic acid ‘{1-[2-(2-hydroxy-2—phenyl-
ethylamino)-ethyi]-1H-imidazol-4-yl}-amide; '

(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentancic acid {1-[2-(indan-1-ylamino)-
ethyl]-1H-imidazol-4-yl}-amide;

{8)-2-{2-(3,5-Difluoro-phenyl)-acetylamino}-pentancic  acid  {1-[2-(benzyl-methyi-
amino)-ethyl}-1H-imidazol-4-yl}-amide;

(8)-2-[2-(3,5-Difluoro-phenyl)-acetylaminol-pentanoic acid {1-[2-(indan-2-ylamino)-
ethyl]-1H-imidazoi-4-yl}-amide;

(S)-2-[2-(3,5-Difluoro-phenyi)-acetylamino]-pentanoic acid {1-[2-(3,4-dthydro-1#HI-
isoquinolin-2-vl)-ethyl}-1H-imidazol-4-yl}-amide;

(S)-2-[2-(3,5-Eiiﬂuoro-phenyl}acetylamIno]-pentanoic acid {1-[2-(2-propoxy-
ethylamino)-ethyl]-1H-imidazol-4-yl}-amide;

(8)-2-{2-(3,5-Difluoro-phenyl)-acetylamino)-pentanoic acid {1-]2-(3-benzyl-pyrrolidin-
1-yi}-ethyl]-1H-imidazol-4-yi}-amide;

(S)-2-[2-(3,5-Difluoro-phenyl)-acetylaminc]-pentanoic  acid  {1-[2~(3-pyridin-2-yl-
pyrrolidin-1-yl}-ethyi]-1H-imidazol-4-yl}-amide;

(8)-2-[2-(3,5-Diflucro-phenyl)-acetylamino]-pentancic acid {1-[2-(methyl-pyridin-4-
yimethyl-amino)-ethyi}-1H-imidazol-4-yl}-amide;

(S)-2-{2-(3,5-Difluoro-phenyi)-acetylamino]-pentanoic acid (1-{2-{(2-methanesulfonyl-
ethyl)-methyl-amino]-ethyi}- 1H-imidazol-4-yl)-amide;
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(S)-2-{2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic acid {1-[2-(2-tert-butoxy-
ethylaminao)-ethyl]-1H-imidazol-4-yl}-amide;
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic  acid  {1-{2-(3-pyridin-4-yl-
pyrrolidin-1-yl}-ethyl]-1H-imidazol-4-yl}-amide;
(8)-2-[(1-Hydroxy-cyclohexylmethyl)-amino]-pentanoic acid [1-(1,1-dimethyl-2-
pyrrolidin-1-yl-ethyl}-1H-imldazo!-4-yi]-amide; _
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-N-[1-(1,1-dimethyl-2-pyrrolidin-1 -yl-éthyl)—
1H-imidazol-4-yl]-2-phenyl-acetamide;
(8)-2-(Dicyclopropyimethyl-amino)-pentanoic  acid [1-(1,1-dimethyl-2-pyrrolidin-1-yi-
ethyl}1H-imidazol-4-yi]-amide;
(S)—2—(6,8»Diﬂdoro-1 ,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[3-
((R)-1-phenyl-ethylamino)-propyl]-1H-imidazol-4-yl}-amids;
(S)-2-(6,8-Difluoro-1,2,3,4-tefrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[{1-
hydroxy-cyctohexylmethyi)-amino]-1, 1-dimethyl-ethyl}-1H-imidazol-4-yt)-amide;
(8)-2-[2-(3,5-Difiuoro-phenyl)-acetylamino]-N-{1-[2~((2S,6R)-2,6-dimethyl-morpholin-
4-yl}-1,1-dimethyl-ethyl}-1H-imidazo!-4-yi}-2-phenyi-acetamide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanocic acid (1-{2-{(4-
hydroxy-tetrahydro-pyran-4-yimethyl}-amino}-1,1-dimethyl-ethyl}-1H-imidazol-4-yt)-amide;
(S)-2-{2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [1-(1-
dimethylaminomethyl-cyclobutyl)-1H-imidazol-4-yl}-amide;
{8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino)-pentancic acid [1-(1-piperidin-1-yimethyi-
cyclobutyl)-1H-imidazol-4-yij-amide; '
(8})-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [1-(1-morpholin-4-yimethyi-
cyclobutyl}1H-imidazol-4-yl]-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid (1-{1-[{(2R,68)-2,6-
dimethyl-morphclin-4-yt)methyl}-cyclobutyl}-1H-imidazal-4-yi}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic  acid  (1-{1-[(2,2,2-trifluoro-
ethylamino)-methyl}-cyclobutyl}-1H-imidazol-4-yl)-amide;
(S)—2-[2-(3,S-Diﬂuoro-bhenyl)-acetylamino]-pentanolc acid (1{1-[((R)-1-cyclohexyl-
ethylamino)-methyl]-cyclobutyl}-1H-imidazol-4-yi)}-amids;
(S)-2-(5,7-Difluaro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid  {1-(1-
hydroxymethyl-cyclobutyl)-1H-imidazol-4-yl}-amide;
(S)-2-(5,7-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid [1-(1-
pyrrolidin-1-yimethyl-cyclobutyl)-1H-imidazo!-4-yl]-amide;
{S)-2-[2-(3,5-Difluoro-phenyl)-acetylaminc]-pentancic ~ acid (1-{1-[(2,2-dimethyl-
propyiamino)-methyl]-cyclobutyl}-1 H-imidazol-4-yl)-amide;
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(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-N-{1-[2-(2,2-dimethyl-
propylarnino)-1,1-dimethyl-ethyl]-1H-Imidazol-4-yl}-2-phenyi-acetamide;

(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1-{4-
triflucromethyl-phenyl)-ethyl]-1H-imidazol-4-yl}-amide;

(S)-2-[2-(3.5-Diﬂuoro-phenyl)-acetylamino]Qpentanoic acld {1-[1-(4-trifluoromethyl-
phenyl}-ethyl]-1H-imidazol-4-yl}-amide;

{S)-2-~(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid {1-[2-(2-
methoxy-2-methyi-propylamino)-1,1-dimethyl-ethyl]- 1 H-imidazol-4-yl}-amide;

(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentanocic acid (1-{1,1-
dimethyl-2-[(3-methyl-oxetan-3-yimethyl}-amino]-ethyi}-1H-imidazol-4-yl }-amide;

(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentancic  acid {1-{2-
(cyclahexylmethyl-amino)-1,1-dimethyl-ethyl]- 1H-imidazol-4-yl}-amide; |

(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid (1-{1-
methyt-2-[(tetrahydro-pyran-4-yimethyi}-amino}-ethyi}-1 H-imidazol-4-yl)-amide;

(8)-2-[2-(3,5-Difluoro-phenyl}-acetylamino]-pentanocic acid (1-indan-1-yl-1H-imidazol-
4-yl)-amide;

(S)-2-[2-(3. 5-D|ﬂuoro-pheny1)-acetylammo] -pentanoic acid [(S)-1-{(1S,2R}-2-hydroxy-
indan-1-yl}-1H-midazol-4-yl]-amide;

' {8)-2-{2-(3,5-Difluaro-phenyl}-acetylamino)-pentanocic acid [(R)-1-{(1R,2S8)-2-hydroxy-

indan-1-yl)-1H-imidazol-4-yl}-amide;

{S)-2-[2-(3,5-Diflucro-phenyl}-acetylamino]-pentanoic acid [1-(2-pyrrolidin-1-ylmethyl-
cyclobutyl)-1H-imidazol-4-yl]-amide;

(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2- ylamino)-pentanmc acid [1-(2-

pyrrolidin-1-yimethyl-cyclobutyl)-1H-imidazol-4-yi}-amide;

(8)-2-{2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {1-[1-(4-fluoro-phenyl)-2-
hydroxy-ethyl]-1H-imidazol-4-yi}-amide;

(8)-2-(6,8-Difluoro-1,2,3.4-tetrahydro-naphthalen-2-ylamino)-pentanocic acid {1-[3-(3-
methyl-benzylamino}-propyl}-1H-imidazol-4-yl}-amide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid {1-[3-(2-
hydroxy-2-phenyl-ethylamino)-propyl]-1H-imidazol-4-yl}-amide; .

(5)-2-(8,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[3-(2-
chioro-benzylamino)-propyl]-1H-imidazol-4-yi}-amide;

(8)-2-(6,8-Difluoro-1 2,3 ,4-tetrahydro-naphthalen-2-ylamino)-pentancic  acid {13
(3.4-dihydro-1H-isoquinolin-2-yl}-propyl]-1H-imidazol-4-yl}-amide;

(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-yiamino)-pentancic acid {1-[3-
(indan-2-ytamino)-propyl]- 1H-imidazol-4-yl}-amide;
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(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
methoxymethyl-propylamino)-propyl]-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-yiamino)-pentanoic
chloro-benzylamino)-propyl]-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
methyl-benzylamino)-propyl]-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
methoxy-ethylamino)-propyl]-1H-imidazol-4-yi}-amide;
{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pantanoic
[(pyridin-3-yimethyl}-amino}-propyl}-1H-imidazol-4-yi}-amide,
(S)-2-(6,8-Difluorc-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
((S)-1-p-tolyl-ethylamino}-propyl}-1 H-imidazoi#yl}-amide;
(S)-2-(8,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
methoxy-benzylamino)-propyl]-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanoic
(cyclopropyimethyl-amino}-propyl]-1H-imidazo!-4-y{}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanolc
methyl-benzylamino)-propyl}-1H-imidazol-4-yl}-amide;

PCT/IB2006/002753

acid {1-[3-(1-
acid {1-[3-(d-
acid {1-[3-(2-
acid {1-[3-(2-
acid (13-
acld {1-[3-
acid {1-[3-(4-

acid- {1-[3-

acid {1-[3-(4-

(S)-2-(8,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-f(1-
hydroxy-cyclohexytimethyl)}-carbamoyi]-1,1-dimethyt-ethyl}-1H-imidazol-4-yl}-amide;
(8)-2-(1,2,3,4-Tetrahydro-naphthalen-2-ylamino)-pentancic acid (1-{1,1-dimethyi-2-

[{tetrahydro-pyran-4-ytmethyl)-amino)-ethyl}-1H-imidazol-4-yl)}-amide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic acid (1-{2-[(1-

hydroxy-cyclohexylmethyl}-aminoj-ethyl}-1H-imidazol-4-yl}-amide;
(8)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pantanoic
[(2,2,2-trifluoro-ethylamino)-methyl]-cyclobutyi}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic
[(2,2-dimethyl-propylamino}-methyl]-cyclobutyl}-1H-imidazol-4-yi)-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
{{(R}-1-cyclohexyl-ethylamino)}-methyl]-cyclabutyl}-1H-imidazol-4-yl}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
dimathylaminomethyl-cyclobutyl)-1H-imidazol-4-yl]-amide;
(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic
piperidin-1-yimethyl-cyclobutyl}-1H-imidazol-4-yi]-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanoic
morpholin-4-yimethyl-cyclobuty!)-1H-imidazol-4-yl]-amide;

acid

(1{1-
acid (1-{1-
acid (1{1-
acid [1-(1-
acid [1-(1-

acid [1-(1-
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(8)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {(1-{1-
[((2 R,6$)—2,6—dimethyl-morpholin~4~yl)mefhyl]-cyclobutyi}-1 H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic acid {1-{2-[(4-
hydroxy-tetrahydro-pyran-4-ylmethyl}-amino]-ethyl}-1H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid (1-{2-
[(tetrahydro-pyran-4-ylmethyi)}-amino)-ethyl}-1H-Imidazol-4-yl}-amide; ‘
(S)-2-(8,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[(3-
methyl-oxetan-3-yimethyl}-amino}-ethyl}-1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-{(1-
hydroxy-cyclohexylmethyl}-amino}-1-methyl-ethyi}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid {1-{1,1-
dimethyi-3-[(pyridin-2-yimethyl)-amino]-propyl}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentancic acid (1-{1-[(1-
hydroxy-cyclchexylmethyl)-carbamoyl}-1-methyl-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-{[(2-Fluoro-3-trifluoromethyl-phenyl)methyl]-amino}-pentancic  acid -. {1-[2-
((2R,68)-2,6-dimethyl-morpholin-4-yi)-1,1-dimethyi-ethyl]-1H-imidazoi-4-yl}-amide;
‘ (8)-2-(6,8-Difluora-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-3-((S)-2,2,2-trifluoro-1-phenyl-ethylamino)-propyl}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-3-((R)-1-phenyl-ethylamino)-propyi]-1H-imidazol-4-yl}-amide;
(S)-2-(2-Trifluoromethyl-benzylamino)-pentanocic acid {1-[2-{(2R,6S)-2,6-dimethyi-
morpholin-4-yl}-1,1-dimethyl-ethyl]-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid {1-{1-"
methyl-1-{{tetrahydro-pyran-4-yimethyl)-carbamoyli}-ethyl}-1H-imidazol-4-yl)}-amide;
{S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[2-(2-
ethoxy-ethylamino)-ethyi]-1H-imidazol-4-yl}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic  acid  {(R)-1-{(R)-1-(4-fluoro-
phenyl)}-2-hydroxy-ethyl]-1H-imidazol-4-yl}-amide; .
(S)-2-[2-(3.5-Diﬂuoro-phenyl)—aceiylamino}-pentanoic acid  [1-{2-hydroxymethyl-
phenyl)-1H-imidazol-4-yi]-amide; ’
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[2-(2-
ethoxy-ethylamino)-1,1-dimethyl-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-N-{1-[2-(2-ethoxy-
ethylamino)-1, 1-dimethyl-ethyl]-1H-imidazol-4-yi}-propionamide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-N-{1-[2-(2,2-dimethyl-propylamino)-1,1-
dimethyl-ethyl]-1H-imidazol-4-yl}-2-phenyl-acetamide;
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(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid  {1-[1-
methyl-1-(2-methyl-benzylcarbamoyl}-ethyl]-1H-imidazaol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1-(2-
methoxy-1-methyi-ethylcarbamoyl)-1-methyl-ethyl]-1H-imidazol-4-yi}~amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {(S)-1-[2-
(2,2-dimethyl-propylamino)-1-phenyl-ethyl}-1H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid [1-(3-
benzylamino-pr?pyl)-1H-imidazol-4-yi]—amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic acid (1-{2-
[(2,2-dimethyl-propylamino)-methyl]-phenyl}-1H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {(S)-1-[2-
(2,2-dimethyl-propylamino)-1-phenyl-ethyl]-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[(2-
hydroxy-butylamino)}-methyl]-phenyl}-1H-imidazol-4-yi}-amide; '
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-N-{1-[2-(2,2-dimethyl-propylamino}-1,1-
dimethyl-ethyi}-1 H-imidazol-4-)-/l}-2-pyrid in-3-yl-acetamide;
2-[2-(3,S-Diﬂuoro-phenyl)-a(.:etylamino]-N-{1 -[2-(2,2-dimethyl-propytamino}-1,1--
dimethyl-ethyl}-1H-imidazol-4-yl}-2-(4-fluorc-phenyl}-acetamide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1-
methyl-1-(methyl-phenethyl-carbamoyi}-ethyl]-1H-imidazol-4-yi}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1-
(1,3-dihydro-isobenzofuran-5-ylcarbamoyl}-1-methyl-ethyl}-1H-imidazol-4-yi}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic acid {1-[1-
(indan-1-ylcarbamoyl)-1-methyl-athyi]-1H-imidazol-4-y{}-amide;
' (S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-2-oxo0-2-(3-pyridin-4-yl-pyrrolidin-1-yi}-ethyl]-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid (1-{1-[2-
(3-fluoro-phenyl)-ethylcarbamoyl!]- 1-methyl-ethyl}- 1 H-imidazol-4-yl)-amide;
2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino]-
imidazol-1-yl}-N-indan-1-yi-isobutyramide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[2-(3-
cyano-piperidin-1-yl}-1,1-dimethyl-2-oxo-ethyl]-1H-imidazol-4-yf}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{1-
methyl-1-[methyl-{tetrahydro-pyran-2-yimethyl}-carbamoyl]-ethyl}- 1 H-imidazol-4-yl)-amide;
(8}-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1{1-
[ethyl-(2-pyrazol-1-yi-ethyi)-carbamoyi]-1-methyl-ethyl}- 1H-imidazol-4-yl }-amide;
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(S)-2-(6,8-Difluoro-1,2,3,4-letrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-2-ox0-2-{2-phenyl-pyrrolidin-1-yi}-ethyil-1H-imidazol-4-yl}-amide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-N-{1-[1,1-dimethyl-2-
0Xx0-2-(3-pyridin-4-yl-pyrrolidin-1-yl)-ethyl]-1H-imidazol-4-yl}-propionamide;

(S)-2-(6,8-Diftuoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid {1-{1-
[(furan-2-91methyl)—carbamoyl]-1 -methyl-ethyl}-1H-imidazol-4-yl}-amide;

(S)-2-(6,8-Difiuoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic acid (1-{2-[3-
(acetyl-methyl-amino}-pyrrolidin-1-yl}-1,1-dimethyl-2-oxo-ethyi}-1H-imidazol-4-yl)-amide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acld {1-[1-
methyl-1-((3R,4S)-4-methyisuifanyl-tetrahydro-furan-3-ylcarbamoyl)-ethyf]-1H-imidazol-4-yi}-
amide;

(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino}-pentanocic acid {1-[2-(4-
acetyl-[1,4]diazepan-1-yi}-1,1-dimethyl-2-oxo-ethyl]-1H-imidazol-4-yl}-amide;

2-{4-[(S)-2-(6,8-Difluaro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-propionylamino]-
imidazol-1-yl}-N-[2-(3-fluoro-phenyl)-ethyll-isobutyramide;

(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid {1-{1-
methyl-1-[1-(1-methyl-1H-pyrazol-4-yl}-ethylcarbamoyl]-ethyl}-1H-imidazol-4-yl}-amide;

2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydre-naphthalen-2-ylamino)-propionylamino}-
imidazol-1-yl}-N-methyl-N-phenethyl-isobutyramide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1-(3-
methoxy-propylcarbamoyl}-1-methyl-ethyl]- 1H-imidazol-4-yl}-amide;

(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid {1-{1-
methyl-1-[(3-methyi-[1,2,4]oxadiazo!-5-ylmethyl}-carbamoyl]-ethyl}-1H-imidazol-4-yi)-amide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{1-[{2-
cyano-ethyl}-methyl-carbamoyl]-1-methyl-ethyl}-1H-imidazol-4-yi}-amide;

2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamine)-propionylamino]-
imidazol-1-yl}-N-ethyl-N-(2-pyrazol-1-yl-ethyl}-isobutyramide;

{S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid {1-[1,1-
dimethyl-2-(3-methyl-5,6-dihydro-8H-[1,2,4]triazolo[4,3-a}pyrazin-7-yl}-2-oxo-ethyl]-1H-
imidazol-4-yl}-amide;

(5)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid {1-{1-
methyl-1-[methyl-(1-methyl-1H-imidazol-2-yimethyl}-carbamoyi}-ethyl}-1H-imidazol-4-yl)-
amide;

(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-N-{1-[2-(4-
hydroxymethyl-4-methyi-piperidin-1-yi}-1,1-dimethy!-2-oxo-ethyl}-1 H-imidazol-4-yl}-
propionamide,;

-
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2-{4-[(S)-2-(6,8-Difluora-1,2,3,4-tetrahydro-naphthalen-2-ylamina)-propionylamino}-
imidazol-1-yl}-N-(4-methyl-benzyl}-isobutyramide;
2-{4-[{S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-proplonylamino}-
imidazol-1-yi}-N-(1,3-dihydro-isobenzofuran-5-yl}-isobutyramide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-yiamino)-N-{1-[1,1-dimethyl-2-
0x%0-2-(2-phenyl-pyrrolidin-1-yl)-ethyl]-1H-imidazol-4-yl}-propionamide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrehydro-naphthalen-2-ylamino)-pentanoic acid (1-{1-{(2-
diethylamino-ethyl)-methyl-carbamoyi]-1-methyl-ethyl}-1H-imidazol-4-yl}-amide;
{S)-N-{1-[2-(3-Cyano-piperidin-1-yi}-1,1-dimethyl-2-oxo-ethyi]-1H-imidazol-4-yl}-2-
(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionamide;
(S)-N-(1-{2-[3-(Acetyl-methyl-amino)-pyrrolidin-1-yl}-1, 1-dimethyl-2-oxo-ethyi}-1H-
imidazol-4-yi}-2-(6,8-diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionamide;
2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylaminol-
imidazol-1-yl}-N-((1R,2S)-2-hydroxymethyl-cyclohexyl)-isobutyramide;
24{4-{(S)-2-(6,8-Difluoro-1,2,3 4—tetrahydro-naphthalen—2-ylamino)-propuonyiammo]—
imidazol-1-yi}-N-(3-methyl-[1,2,4]oxadiazol-5-ylmethyl }-isobutyramide;
2-{4-[(S)-2-(6,8-Difluoro-~1,2 3 4-tetrahydro-naphthalen-2-ylamino)-propionylaminol-
imidazol-1-yI}-N-((S)-2-methoxy-1-methyl-ethyi)-isobutyramide;
2-{4-{(8)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-yiamino)-propionylamino]-
imidazol-1-yi}-N-(3-methoxy-propvi)-isobutyramide;
2-{4-[(8)-2-(8,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino)-
imidazol-1-yl}-N-[1-(1-methyl-1H-pyrazol-4-yl}-ethyl]-iscbutyramide;
2-{4-[(8)-2-(8,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)- proplonyiamino]—

- imidazol-1-yl}-N-(3-imidazol-1-yl-propyl}-isobutyramide; and

2-{4-[{S)-2-(8,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-propicnylamino]-
imidazol-1-y1}-N-(3-morphoiin-4-yl-propyi)-isobutyramide;

The invention described and claimed herein is not to be limited in scope by the
specific embodiments herein disclosed, since these embodiments are intended as illustrations
of several aspects of the invention. Any equivalent embodiments are intended to be within the
scope of this invention. Indeed, various modifications of the invention in addition to those
shown and described herein will become apparent to those skilled in the art from the
foregoing description. Such modifications are also intended to fall within the scope of the
appended claims.
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What is claimed is:

What is claimed is:

1. A compound of Formula {
H
| R _R'| .
R—Ay N N R
Ile Nzy\Rs

Rgo 0O
T

L | I
wherein A is absent or is selected from 'J:' -N-C-, -Z-C-, -2-C- and 502;

Z is selected from ~CH, -CH(OH), —CH(C{-Cs alkyl) —CH(C,-Cs alkoxy),
-CH(NR’R'®), —CH(CH,(OH)), —CH(CH(C,-C. alkyl}(OH)) and —-CH(C(C-C, alkyl)(Cy-
Calky)(OH));

R’ is sefected from -C,-Cyy alkyl, -C-Czo alkenyl, -C-Co alkynyl, -C4-Cyy alkoxy, -Co-
Cx alkenoxy, -C4-Cyy hydroxyalkyl, -C5-Cy cycloalkyl, benzo(Cs-Cs cycloalkyl), benzo(C5-Cs
heterocycloalkyl), -C+-Cy cycloalkenyl, -(Cs~Cy)bl- or fricycloalkyl, benzo(Cs-Cyq)bi- or

" . tricycloalkyl, (C7-C11)bi- or tricycloalkenyl, (3-8 membered) heterocycloalikyl, -Ce-C14 aryl and (5-

15

20

25

30

14 membered) heteroaryl, wherein R' is optionally substituted by R™;

wherein R™ in each instance Is independently selected from —OH, halo, -C4-Ce
alkoxy, -CN, -NO,, -NR’R', -C(=0)NR°R"®, -C(=O)R"!, -C(=0)OR", -SO,-NR°R'’, -5(0),-
R", -C3-C,s cycloalkyl, -C4-Cys cycloalkenyl, -(Cs-Cq1)bi- or tricycloaikyl, -(C7Ciy)bi- or
tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Ce-Cys aryl, -(5-15 membered) heteroaryl,
-Cg-C;5 aryloxy and -(5-15 membered) heteroaryloxy;

wherein said alkoxy, cycloalkyi, cycloalkeny, bi- or tricycloatkyl, bi- or fricycloalkenyl, .

heterocycloalkyl, aryl, hetercaryl, aryloxy and heteroaryloxy of R are each optionally
independently substituted with from one to six substituents independently selected from the
group R'%;

wherein R' in each instance is independently selected frorp -CH, -C,-Cy; alkyl, -C2-
Cyz alkenyl, -C»-C,, alkynyl, -C,-Cq alkoxy, -C4-Cy2 alkoxyalkyl -C4-Cy2 hydroxyalkyl, -Co-Cq
alkenoxy, -C»-Ce alkynoxy, halo, -CN, -NO,, -NR°R', -C(=O)NR°R'®, -C(=O)R"", -C(=0)OR",
-80,-NR°R", -8(0),-R"", -C3-C1s cycloalkyl, -C4-Cqs cycloalikenyl, (Cs-C14)bi- or tricyeloalkyl, -
(CrCyi)bi- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Ce-Cys aryl, -(5-15
membered) heteroaryl, -Cg-C1s aryloxy and -(5-15 membered) heteroaryloxy;

R? is selected from H, -C,-Cg alkyl, -C,-Cq alkenyl, -Ca-Cs cycloalkyl and -C3-Cs
cycloalkenyl, wherein R® is optionally independently substituted with from one to three
substituents independently selected from -C4-C, alkyl optionally substituted with from one to

-
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three halo atoms, -C;-C, alkoxy optionally substituted with from one to three halc atoms, halo
and -OH;

or R! and R? together with the A group when present and the nitrogen atom to which
R? is attached, or R' and R? tagether with the nitrogen atom to which R* and R? are attached
when A is absent, may optionally form a four to eight membered ring;

R® is selected from H, -C4-Ce alkyl, -C2-C¢ alkenyl, -C»-Cg alkynyl, -C3-Cq cycloalkyl, -
Cs-Cg cycloalkenyl and (3-8 membered) heterocycloalkyl, -Cg-Cy4 aryl and -(5-14 membered)
heteroaryl, wherein said alkyl, atkenyl, alkynyl, cycloalkyl, cycloalkenyl, heterocycloalkyl, aryl
or heleroaryl are each optionally independently substituted with from one to three substituents
independently selected from -C,-C, alkoxy, halo, -OH, -8{C;-C,)alkyl, -C4-C, alkyl —C(=O)0R°.
-SO,R® and -(3-8 membered) heterocycloalkyl wherein said alkyl, alkoxy, and heterocyloalkyl
may be further substituted by one to six halo;

R* is H,-C,-Cs alkyl or halo;

or R® and R* may together with the carbon atom to which they are attached optionally
form a moiety selected from cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, morphoiino,
piperidino, pyrrolidino, tetrahydrofuranyl and perhydro-2H-pyran, wherein said moiety formed
by R® and R is optionally substituted with from one to three substituents independently
selected from -C4-Cg alkyl optionally substituted with from one to three halo atoms, -Cy-Cg
alkoxy optionally substituted with from one to three halo atoms, halo, -OH, -CN and allyi;

R? is selected from H, -C,-Cs alkyl, -C,-Cg alkylene, -C;-Cs atkoxy, haio, -CN, -C3-C12
cycloalkyl ,-C4-C4z cycloalkenyl (5-10 membered) heteroaryl and -Cs-Cyo aryl, wherein said
alkyl, alkylene and alkoxy of R® are each optionally independently substituted with from one to
three substituents independently selected from halo and —CN, and wherein said cycloalkyl,
cycloalkenyl, heteroaryl and aryl of R® are each optionally independently substituted with from
one to three substituents independently selected from -C,-C,4 alkyl optionally substituted with
from one to three halo atoms, -C-C, alkoxy optioﬁally substituted with from one to three halo
atoms, hale and —CN;

R is -C1-C4 alkyl substituted by -C3-C;, cycloalkyl, -C4-C,; cycloalkenyl, <(Cs-Cx) bi-
or tricycloalkyl, -(C;-Czo)bi- or tricycloaikenyl, 3-12 membered) heterocycloalkyl, ~(7-20
membered) heterobi- or heterotricycloaliyl, -Cs-Cy4 aryl, benzo(C;-Cp heterocycloalkyl), {(5-15
membered) heteroaryl, -Co-Cys aryloxy and -(5-15 membered) heteroaryloxy, wherein R’ is
independently substituted with from one to six substituents independently selected from R,

or R is ~Ca-Cyp cycloalkyl, -C;-Cm cycloalkenyl, -(C5-Cz) bl- or tricycloalkyl, -(Cs-
Cao)bi- or tricycloalkenyl, {3-12 membered) heterocycloalkyl, -(7-20 membered) heterobl- or
heterotricycloalkyl, -Ce-C14 aryl, benzo(Cs-C; cycloalkyl), -(5-15 membered) heteroaryl, -Cg-Cs
aryloxy and -(5-15 membered) heteroaryloxy substituted by at least one -C,-C alkyl, wherein
said cycloalkyl, cycloalkenyt, bi- or tricycloalkyt, bi- or tricycloalkenyl, heterocycloalkyl, heterobi-
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or heterotricycloalkyl, aryl, benzocycloalkyl, heteroaryl, aryloxy and heteroaryloxy is optionaily
independently substituted with from one to six substituents independently selected from R’
and wherein said alkyl is substituted by R”%;

wherein R™ in each instance is independently selected from -OH, -C;-C;, alkyl, -Co-
Ci2 alkenyl, -C,-C4, alkynyl, -C4-Cs alkoxy, -Cs-Cjy, alkoxyalkyl, -C4-C42 hydroxyalkyl, -C-Cg
alkenoxy, -C-Cs alkynoxy, hato, -CN, -NO,, -NR°R", -C(=ONR°R", -C(=0)R"", -C(=0)OR'"?,
-SO-NRR™, -5(0),-R"", -C4-Cs cycloalkyl, -C4-Cys cycloalkenyl, -(Cg-C11)bi- or tricycloalkyl, -
(CrCy)bi- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cs-Cis aryl, -(5-15
membered) heteroaryl, -C¢-Cys aryloxy and -(5-15 membered) heteroaryloxy; wherein said
alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl,
bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R™ are
each optldnally independently substituted with from one to six substituents independently
selected from the group R™;

wherein R™ in each instance is independently selected from -OH, -C;-Cy; alkyi, -C»-
C,2 alkenyl, -Co-Cy; alkynyl, -C-Cs alkoxy, -C4-C,2 alkoxyalkyl, -C+-C,2 hydroxyalkyl, -C-Cs
alkenoxy, -C,-Cs alkynoxy, halo, -CN, -NO,, -NR°R"’, -C(=ONR°R'®, -C(=0)R", -C(=0)OR",
-SONR R, -5(0)-R", -Ca-C1s cycloalkyl, -C4-C1s cycloalkenyt, (Cs-C11)bi- or tricycloalkyi, -
{Cy-Cy1)bi- or ftricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cs-Cys aryl, -(5-15
membered) heteroaryl, -C¢C45 aryloxy and -(5-15 membered) heteroaryloxy;

wherein R’C in each instance is independently selected from -C,-Cs alkoxy, -CN, -
NO,, -NR°R™, -C(=O)NR°R", -C(=0)R", -C(=0)OR", -SONR’R', -S(0)-R"", -C+Cis
cycloalkyl, -C4-Cis cycloalkenyl, ~(Cs-Cy4)bi- or tricycloalkyl, -(C7-C44)bi- or tricybloalkenyl, -(4-
20 membered) heterocycloalkyl, -Cs-Cys aryl, -(5-15 membered) heteroaryl, -Cs-Cy5 aryfoxy
and -(5-15 membered) heteroaryloxy; wherein said alkenoxy, cycloaikyl, cycloalkenyt, bi- or
tricycloalkyl, bi- or tricycloalkenyl, heteracycloalkyl, aryl, heteroaryl, aryloxy and heteroaryioxy
of R™® are each optionally independently substituted with from one to six substituents
independently selected from the group R™;

or R® and R’ may together with the carbon and nitrogen atoms to which they are
respectively attached optionally form a -(5-8 membered) heterocycloalkyl ring, a -(5-8
membered) heterocycloalkenyl ring or a -(6-8 membered) heteroaryl ring, wherein said
heterocycloalkyl, heterocycloalkenyl and heteroaryl rings are each optionally independently
substituted with from one to three substituents independently selected from halo,-C4-Cy alkyi,
optionally subsituted with from one to three halo atoms, -C,-Cs alkoxy optionally subsituted
with from one to three halo atoms, -C;-Cg hydroxyatky!, ~OH, -(CHz)zer-10NR*R™®, -(CHa2)zer-
10CEONRRY, -SONRPR™ and -C;-C,4, cycloaikyi;

R® and R" in each instance are each independently selected from H, -OH, -C1-Cs2
alkyl, -Co-Cy; alkenyl, -C-C,; alkynyl, -C,-Cg alkoxy, -C4-C;, alkoxyalkyl -C4-C,; hydroxyalkyl,
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-C2-Cs alkenoxy, -C»-Cs alkynoxy, -C(=O)NR"'R™2, -C{=O)R"", -C(=0)OR™ -SO-NR''R", -
S(0)-R", -C3Css cycloalkyl, -C4-C4s cycloalkenyl, -(Cs-Cq)bi- or tricycloalkyl, -(C;-C4)bi- or
tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cg-C,5 aryl, -(5-15 membered) heteroaryl,
-C¢-Cy5 aryloxy and -(5-15 membered) heteroaryloxy, wherein said alkyl, alkenyl, alkynyl,
alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl,
heterocycloalkyl, aryl, heteroaryt, aryloxy and heteroaryloxy of R® of R'® are each optionally
independently substituted with from one to six substituents independently selected from the
group R'%%;

wherein R'® in each instance is independently selected from ~OH, halo, -C4-Cy
hydroxyalkyl, -C4-Cq alkoxy, -CN, -NO,, -NR"'R'2, -C(=0)NR"'R"?, -C(=O)R"", -C(=0)OR'", -
S0,-NR"R", -5(0),R"!, -C3-C;5 cycloalkyl, -C4-Cy5 cycloalkenyl, «{Cs-Cy1)bi- or tricycloalkyl, -
(C+Cy1)bi- or tricycioalkenyl, -(4-20 membered) heterocycloatkyl, -Cg-Cys aryl, -(5-15
membered) heteroaryl, -C¢-C4s aryloxy and -(5-15 membered) heteroaryloxy; wherein said
alkoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl heterocycloalkyl, aryl,
heteroaryl, aryloxy and heteroaryloxy of R'® are each optionally independently substituted
with from one to six substituents independently selected from the group R';

wherein R'® in each instance is independently selected from -OH, halo; -C4-Cy; alkyl,
-C,-C12 alkenyl, -Cz-Cu alkynyl, -C4-Cg alkoxy, -C;-C,, alkoxyalkyl -C4-C;, hydroxyalkyt, -C»-
Ces alkenoxy, -C»Cs alkynoxy, halo, -CN, -NO, -NR"R', -C(=ONR''R'?, -C(=O)R"',
-C(=0)OR", -SO,-NR"'R", -S(0),R"", -C3-C1s cycloalkyl, -C4-C1s cycloalkenyl, (Cs-Ci1)bi- or
tricycloalkyl, -(C+~C14)bi- or tricycloalkenyt, -(4-20 membered) heterocycloalkyl, -Cs-Cys aryl, -
{5-15 membered) heteroaryi, -Ce-C4s aryloxy and -(5-15 membered) héteroaryloxy;

or NR’R'® may form a (4-20 membered) heterocycloalkyl, (5-18 membered) heterobi-
or tricycloalkyl (5-18 membered) heterobi- or tricycloalkenyl, or -(5-15 membered) heteréaryl.
wherein said heterocycloalkyl, heterobi- or tricycloalkyl, heterobl- or tricycloalkenyl or
heteroaryi are optionally independently substituted with from one to six substituents
independently selected from; -C4-Cs alkyl, -C>-Cg alkenyl, -C,-Cq alkenyl, -C;-Cq alkoxy, -C,-
Cs alkenoxy, -CrCg alkynoxy, -C4+Cs hydroxyalkyl, -CxCs hydroxyalkenyl, -Cx-Cg
hydroxyalkenyl, halo, -OH, -CN, -NO,, -NR"'R'3, -C(=0)NR''R", -C(=O)R"", -C(=0)OR",
-5(0)R"* and -S(0),-NR''R"%

" and R'? in each instance are each independently selected from H, -C,-Cs alkyl, -

Cs-Cs cycloalkyl, -C4-Cs cycloalkenyl, -(Cs-Cq4)bi- or tricycloalkyl, -(C~Cy4)bi- or tricycloalkenyl,
(3-8 membered) heterocycloalkyl,-Cs-C1o aryl and -(5-14 membered) heterbaryl. wherein said
alkyl of R is optionally independently substituted with from one to three substituents
independently selected from —OH, -CN and -C;-Cg cycloalkyl, and wherein each hydrogen
atom of said alkyl Is optionally independently replaced with a halo atom, and wherein said
cyicoalkyl, cycloalkenyl, heterocycloalkyl, aryl and heterecaryl of R'' are each optionally
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independently substituted with from one to thres substituents independently selected from
halo, -C4-Cs alkyl optionally substituted with from one to three halo atoms, -OH, -CN and -Ca-
Cs cycloakkyt; and

n is in each instance an integer independently selected from zero, 1 and 2;

or 2 pharmaceutically acceptable salt thereof.

2. The comgound of claim 1, wherein R’ is a -C,-Cs cycloalkyl, -(4-10
membered) heterocycloalkyl, -Ce-C14 aryl or -(5-15 membered) hetercaryl substituted by a -
C4-C, alkyl and wherein sald alky! is further substituted by R™®, wherein R’C is -NR°R'™.

3. The compound of claim 2, wherein R® is hydrogen or methyl, R is -C,-Cs
alkyl or -C4-Cs cycloalkyl, wherein said alkyl or cycloalkyl of R™ is optionally substituted with
from one to six substituents selected from R'*
atkyl, -C4-Cs cycloalkyl, -(5-15 membered) heteroaryl or -C,-C, hydroxyalkyl;

or -NR°R" is a -(4-6 membered) heterocycloalkyl optionally substituted with from one
to six substituents selected from halo, -C,-C, alkyl or -C4-C; hydroxyalkyl.

wherein R'™ is selected from halo, -C-C,

4. The compound of claim 1, wherein R’ is a -C-Cq alkyl substituted by a -C,4-Cqg
cycloalkyl; -(Cs-C) bi- or tricycloalkyl, -(4-8 membered) heterocycloalkyl, -{(7-12 membered)
heterobi- or heterotricycloalkyl, -C¢C,4 aryl, benzo(C,-Cs cycloatkyl), -(5-15 membered)
heteroaryl, wherein R’ is optionally independently substituted with from one to six substituents
independently selected from R’®, wherein R™ is -NR°R', halo, -C-C, alkyl or -C{-Cq
hydroxyalkyl.

5. The compound of Claim 4, wherein R is a -C4-Cs alkyl substituted by a -(4-8
membered) heterocycloalkyl or -Cg-C44 aryl, wherein R’ is optionally independently substituted
with from one to six substituents independently selected from R’®, wherein R™ is -NR°R™,
halo, -OH, -C4-C; alkyl or -C,-C,4 hydroxyalkyl, wherein said alkyl or hydroxyalkyl is optional
substituted with from one to six halo.

8. The compound of ciaim 1, wherein A is absent and R' is benzo(Cs-Cs
cycloalkyl) optionally substituted with from one to three substituents independently selected

A

from -C-Cy alkyl, halo and -OH; or A is —2C—.Zis —CHg, —CH(OH) or —CH(C+-Cq alkyl)
and R' is -C4-Cyp alkyl, -Co-C1o aryl or (6-10 membered) heteroaryl, wherein said alkyl, aryl
and heteroaryl are optionally independently substituted with from one to three substituents
independently selected from -C,-C; alkyl, halo and -OH; R® is H or -C;-Cs alkyl; R® is H, —
CH,CH,SCH; , -CH.CH,OCH; or -C,-C; alkyl; R* is H and R® is H or -C,-Ce alkyl.

7. A compound of Formula |
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&2 NJRS
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O

I& || It

-z-c- -Z-C-and SO,

wherein A is absent or is selected from

Z is selected from -CH, -—CH(OH), —CH(Ci-Cg alkyl), —CH'(C1-C5 alkoxy),
-CH(NR9R10), ~CH(CH,(OH)), —CH(CH(C;-Cs alkyi{CH)) and —-CH(C(CC; alkyl{Cs-

Caalkyl{OH));

R' is selected from -C4-Cyo alkyl, -C2-Cao alkenyl, -Cx-Cyp alkynyl, -C4-Coq alkoxy, -Co-
Cx alkenoxy, -G,-Cgo hydroxyalkyl, -Cs-Cs cycloalkyl, benzo{Cs-Cs cycloalkyl), benzo{Cs-Cs
heterocycloalkyl), -C4-Cs cycloalkenyl,, -(Cs-Cq4)bi- or firicycloalkyl, benzo(CsC.i )bl or
tricycloalkyl, (C-C,4)bk or tricycloalkenyl, (3-8 membered) heterocycloalkyl, -Ce-C44 aryl and -

(5-14 membered) heteroaryl, wherein R’ is optionally substituted by R'®;

wherein R" in each instance is independently selected from —OH, halo, -C4-Cg
alkoxy, -CN, -NOz, -NRR", -C(=O}NR°R", -C(=O)R"", -C(=0)OR", -SONR°R"", -5(0)s-
R", -C3-Cys cycloalkyl, -C,-Css cycloalkenyl, (Cs-Cqi)bi- or ftricycloalkyl, -(C7-Cyq)bl- or
tricycloalkenyl, -{(4-20 membered) heterocycloalkyl, -C¢-C1s aryl, -(5-15 membered) héteroaryl,

-Cg-Cy5 aryloxy and -(5-15 membered) heteroaryloxy;

wherein said alkoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl,
heterocycloalkyl, aryl, heteroaryl, aryioxy and heteroaryloxy of R are each optionally
independently substituted with from one to six substituents independently selected from the

group R™;

wherein R" in each instance is independently selected from -OH, -C;-Cy2 alkyl, -Ca-
Cy2 alkenyl, -Cx-C,2 alkynyl, -C4-Cs alkoxy, -C1+-Cyz alkoxyalkyl -C4-Cyz hydroxyalkyl, -C--Ce
alkenoxy, -C-Ca alkynoxy, halo, -CN, -NO,, -NR°R", -C(=0)NR°R'’, -C(=0)R"", -C(=O0)OR",
-SONRR", -8(0),-R", -C3-C1s cycloalkyl, -C4-Cs cycloalkenyl, -(Cs-Cs4)bi- or tricycloalkyl, -
{Cr-Cyi)bi- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Ce-Cys aryl, -(5-15

membered) heteroaryl, -C¢-Cys aryloxy and -(5-15 membered) heteroaryloxy;

R? is selected from H, -C,-Cs alkyl, -C»Cg alkenyl, -C35-C; cycloalkyl and C;-Cs
cycloalkenyt, wherein R* is optionally independently substituted with from one to three
substituents independently selected fram -C,-C,4 alkyl optionally substituted with from one to
three halo atoms, -C,-C, alkoxy optionally substituted with from one to three halo atoms, halo

and -OH;

ON
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or R' and R? together with the A group when present and the nitrogen atom to which
R? is attached, or R’ and R’ together with the nitrogen atom to which R’ and R? are aftached
when A is absent, may optionally form a four to eight membered ring;

R? is selected from H, -C,-Cg alkyl, -C>-Ca alkenyl, ‘CQ‘C'G alkynyt, -C5-C, cycloalky, -
C5s-Cg cycloalkenyl and (3-8 membered) heterocycloalkyl -Cs-Cy4 aryl and (5-14 membered)
heteroaryl, wherein said alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, heterocycloalkyi aryl
or heteroary! are each optionally independently substituted with from one to three substituents
independently selected from -C4-C; alkoxy, halo, -OH, -S(C4-C,)alkyt -G4-C, alkyl -C(=O)0R°,
-80,R’ and (3-8 membered) heterocycloalkyl wherein said alkyl, alkoxy, and heterocyloatkyl
may be further substituted by cne to six halo;

R*is H, -C,-Cs alkyl or halo;

or R? and R* may together with the carbon atom to which they are attached optionally
form a moiety selected from cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, morpholino,
piperidino, pyrrolidino, tetrahydrofuranyl and perhydro-2H-pyran, wherein said moiety formed
by R’ and R’ is optlonally substituted with from one to three substituents independently
selected from -C,-C4 alkyl optionally substituted with from one to three halo atoms, -C,-Cs
alkoxy optionally substituted with from one to three halo atoms, halo, -OH, -CN and allyl;

R®is selected from H, -C,-Cs alkyl, -C2-C;s alkylene, -C4-Cg alkoxy, halo, -CN, -C5-C;
cycloalkyl, -C4-C2 cycloalkenyl -(5—10 membered) heteroaryl and -C¢-Cyy aryl, wherein said
alkyl, alkylene and alkoxy of R® are each optionally independently substituted with from cne to
three substituents independently selected from halo and —CN, and wherein said cycloalky,
cycioalkenyl, heteroaryl and aryl of R? are each optionally independently substituted with from
one to three substituents independently selected from -C;-C, alkyl optionally substituted with
from one to three halo atoms, -C,-C; alkoxy optionally substituted with from one to three halo
atoms, halo and —CN,;

. R’ is selected from -C4-Cazo alkyl, -C,-Cy alkoxy, -C4-Caz hydroxyalkyl, -C3-Ci2
cycloalkyl, -C4-Cy, cycloalkenyl, ~(C5-C2q) bi- or tricycloalkyl, -(C~Cag)bi- or tricycloalkenyl, (3-12
membered) heterocycloalkyl, -(7-20 membered) heterobi- or heterotricycloalkyl, -Cg-Cq4 aryt, -
(5-15 membered) heteroaryl -C4s-C,g aryloxy and -(5-15 membered) heteroaryloxy, wherein
said alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynhoxy, cycloalkyl, cycloalkenyl, bi- or
tricycloalkyl, bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy
of R” are each independendly substituted with from one to six substituents independently
selected from the group R™ or are each independently opticnally substituted with from one to
six substituents independentiy selected from the group R™

wherein R in each instance is independently selected from -C;-Cg alkoxy, -C4-Cra
alkoxyalkyl, -NR°R", -C(=0)NR°R", -C5C1s cycloalkyl, -(4-20 membered) heterocycloalkyl, -
Ce-Cis aryl, -(5-15 membered) heteroaryl, -CB-C15 aryloxy and «(5-15 membered)
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hetercaryloxy, wherein said alkyl, alkoxy, alkoxyalkyl, cycloalkyl, heterccycloalkyl, aryl
heteroaryl, aryloxy, and hetercaryloxy of R’ are each independently substituted by R™ ;

wherein R™ in each instance is independently selected fram: -C»-Cj; élkenyl, -Co-Cyp
alkynyl, -C,-C;, hydroxyalkyl, -C,-Cs alkenoxy, -CCs alkynoxy, -NR°R™, -C(=O)NR’R'®, -
SO-NRR™, -C4-Cys cycloalkenyl, (Cs-C1)bl- or tricycloalkyl, -(C7-Cq4)bi- or tricycloalkenyl,
;wherein said alkenyl, alkynyl, hydroxyailkyl, alkenoxy, alkynoxy, cycloalkenyl, bi- or
tricycloalkyl, bi- or tricycloatkenyl, of R™are each optionally independently substituted with
from one to six substituents independently selected from the group R™;

wherein R™ in each instance is independently selected from -C-C,; alkenyl, -C;-Cy2
alkynyl, -C4-Cs alkoxy, -Ci-Ciz alkoxyalkyl -C,-C,2 hydroxyalkyl, -C»-Ce alkenoxy, -C2-Cs
alkynoxy, halo, -CN, -NO,, -NR°R™, -C(=O)NR’R", -C(=0)R"", -C(=0)OR", -SO,NR°R", -
S(0)R'", -C-Cy5 cycloalkyl, -C4-Cys cycloatkenyl, -{(Cs-Cay)bi- or tricycloatkyl, -(C~Cy)bi- or
tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cs-C1s aryl, -(5-15 membered) heteroaryl,
-Cs-C45 aryloxy and -(5-15 membered) heteroaryloxy;

or R® and R’ may together with the carbon and nitrogen atoms to which they are
respectively attached optionally form a (5-8 membered) heterocycloalkyl ring, a (5-8
membered) heterocycloalkenyl ring or a (6-8 membered) heteroaryl ring, wherein said
heterocycloalkyl, heterocycloalkenyl and heteroaryl rings are each optionally independently
substituted with from one to three substituents independently selected from halo, -C4-Cg alkyl,
optionally subsituted with from one to three halo atoms, -C4-Cg alkoxy optionally subsituted
with from one to three halo atoms, -C,-Cg hydroxyalkyl, -OH, ~(CH;)ser-10NR°R™®, ~(CHz)zero-
1CEONRR™, -SO,NRPR" and -C4-C,, cycloalkyk;

R® and R in each Instance are each independently selected from -H, -C{(=0)R" or -
C1-Cx alkyl, wherein at least one of R? and R' are -C(=O)R'® or -C,-Cy alkyl, and wherein
each -C-Cy alkyl is substituted with R'®

wherein R'™ in each instance is independently selected from -C,-C; alkoxy, -CN, -
NO,, -NR"R", -C(=O)NR''R', -C(=O)R"!, -C(=0)OR", -SO-NR'"'R'?, -S(0)s-R"", -C3-C1s
cycloalkyl, -C4-Cy5 cycloalkenyl, -(Cs-Cy4)bi- or tricycloalkyl, -(C7-Cy4)bi- or tricycloalkenyl, -(4-
20 membered) heterocycloalkyl, -C¢-C,s aryl, -(5-15 membered) heteroaryl, -C4-C15 aryloxy
and -(5-15 membe‘red) heteroaryloxy, wherein said alkoxy, cycloalkyl, cycloalkenyl, bi- or
tricycloalkyl, bi- or tricycloalkenyl, heteracycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy
of R are each optionally independently substituted with from one to six substituents
independently selected from the group R

wherein R'™ in each instance is independently selected from -OH, -C,-C, alkyl, -C»-
C2 alkenyl, -C,-C,; alkynyl, -C4-Cy alkoxy, -C4-Cy, alkoxyalkyl -C4-Cy» hydroxyalkyl, -C»-Cg
alkenoxy, -C»-Cs alkynoxy, halo, -CN, -NO, -NR'R™, -C(=O)NR'R®, -c(=O)R",
-C(=0)OR", -80,-NR"'R™, -S(0),R", -C5-Cy5 cycloalkyl, -C4-C,5 cycloalkenyl, -(Cs-Cy4)bi- or
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tricycloaikyl, -(C7-Cy4)bi- or tricycloalkenyi, ~(4-20 membered) heterocycloalkyl, -C¢-Cy5 arvl, -
(5-15 membered) heteroaryl, -C-C45 aryloxy and -(5-15 membered) heteroaryloxy

or NR’R'® may form a (4-20 membered) heterocycloalkyl, (5-18 membered) heterobi-
or tricycloalkyl, (5-18 membered) heterobi- or iricycloalkeny), or -(5-15 membered) heteroaryl,
wherein said heterocycloalkyt,r heterabi- or tricycloalkyl, heterobi- ar tricycloalkenyl or
heteroaryl are optionally independently substituted with from one to six substituents
independently selected from -C,-Cg alkyl, -C2-Cq alkenyl, -C2-Cq alkenyl, -C4-Cg alkoxy, -C2-Cq
atkenoxy, -Cx-Cs alkynoxy, -C4-Cg hydroxyalkyl, -C,-Ca hydroxyalkenyl, -C,-Cg hydroxyalkenyi,
halo, -OH, -CN, -NO,, -NR"'R%, -C(=0)NR"'R", -C(=0)R", -C(=0)CR", -S(0),R"* and
-S(O)NR''R'?%; ,

‘ R' and R" In each Instance are each independently selected from H, -C,-Cg alkyl, -
C3-Cs cycloalkyl, -C4-Cs cycloalkenyl, (Cs-C1,)bi- or tricycloatkyl, {C+~C,1)bi- or tricycloalkenyl,
(3-8 membered) heterocycloalkyl, -Ca-C+p aryl and (5-14 membered) heteroaryl, wherein said
alkyl of R" and R*%is optionally independently substituted with from one to three substituents
independently selected from -OH, -CN and -C3-Cy cycloalkyl, and wherein each hydrogen
atom of said alkyl is optionally independently replaced with a halo atom, and wherein said
cylcoalkyl, cycloalkenyl, heterocycloalkyl, aryi and heterecaryl of R and R' are each
optionaily Independently substlituted with from one to three substituents independently
selected from halo, -C4-Cjy alkyl optionally substituted with from one to three halo atoms, -OH,
-CN and -C3-C5 cycloalkyl;

R" is in each instance is independently selected from alkyi substituted by -C4-C;,
alkoxy, -Ca-C5 cycloalkyl, -C,-C,5 cycloalkenyl, -(Cg-Cq4)bi- or tricycloaliyl, -(C+-Cq1)bi- or
tricycioalkenyl, -(4-20 membered) heterocycloatkyl, -Cs-Cy5 aryl, -(5-15 membered) heteroaryl,
-C¢-C15s aryloxy and -(5-15 membered) heteroaryloxy; wherein said alkoxy, cycloalkyl,
cycloalkenyi, bi- or triéycloalkyl, bi- ar tricyctoalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy
and heteroaryloxy of R'® is optionally substituted by one o three substituents independently
selacted from halo, -C4-C, alkyl optionally substituted with from one to three halo atoms, -CH,
-CN and -Ca-Cy cycloalkyl;

n is in each instance an integer independently selected from zero, 1 and 2;

or a pharmaceutically acceptable salt thereof.

8. The compound of Claim 7, wherein R’ is a -C,-C; alkyl substituted by R™®; R”
is -NR°R'%; R%is H or methyl; R'is a -C,-C alkyi; R'™ is -C;-Cg alkoxy, ~Co-Cs cycloalkyl, -
(4-8 membered) heterocycloalkyl, -Co-Cs aryl or -(5-15 membered) hetefoaryi, whereln said
alkoxy, cycloalkyl, heterocycloalkyl, aryt, heteroaryl of R'® are each optionally independently
substituted with from one to six substituents independently selected from the group R'®:
wherein R'® is halo, -OH, -C,-C, alkyt or -C,-C, hydroxyalkyl, wherein said alkyl or
hydroxyalkyl of R'® is optionally substituted by one o six halo.



10

15

20

25

WO 2007/034326 PCT/IB2006/002753

-158-

g, The compound of Ciaim 7, wherein R is a -C;-C, alkyl substituted by R"%; R™
is ~C(=O)NRR'®; R® is H or methyl; R is a -C,-Cy alkyl; R"® is -C;-Cs alkoxy, -C4-Cs
cycloalkyl, -(4-8 membered) heterocycloalkyl, -Cs-Cs aryl or -(5-15 membered) heteroary,
wherein said alkoxy, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of
R'® are each optionally independently substituted with from one to six substituents
Independently selected from the group R'®: wherein R'® is halo, -OH, -C4-C; alkyl or -C4-Cs
hydroxyalkyl, wherein said alky! or hydroxyatkyl of R'® is optlonally substituted by one to six
halo.

10 The compound of claim 7, wherein A is absent and R' is benzo(Cs-Cs
cycioalkyl) optionally substituted with from one to three substituents independently selected

I

from -C4-Cg alkyl, halo and OH; or A is —ZC—; 7z is —~CH,, —CH{OH) or ~CH(C;-Cs alkyl)
and R' is -C4-Cyo alkyl, -Co-Cyo aryl or (6-10 membered) heteroaryl, wherein said alkyl, aryl
and heteroaryl are optionally independently substituted with from one to three substituents
independently selected from -1C1-Ce alkyl, halo and OH; R? is H or -C;-Cs alkyl; R® is H, —
CH,CH,SCH3 , -CH,CH,OCH; or -C;-Cg alkyl; R* is H and R® is H or -C,-Cg alkyl.

11. A compound of Formula |
. \ H
RL R .
R‘!/ A\N N\(\N’R
{ —TK 8
R? N=""R

Rso 0O
i [}

T I
wherein A is absent or is selected from 'L o N-C-, -Z-C-, -Z-C- and S02;

Z s selected from -CH,; -CH(OH), —-CH(C;-Cs alkyl), —CH(C,-Cs alkoxy),
-CH(NR’R'™), -CH(CH,{OH)), —CH(CH(C,-C; alkyl(OH)) and ~CH(C(C,-Cs alkyl)(C,-
C,alkyl)(OH)):

R' is sefected from -C,-Ca atkyl, -C~Cao alkenyl, -C-Cop alkynyl, -C4-Cy alkoxy, -Co-
Cx alkenoxy, -C4-Cz hydroxyatkyl, -Cs-Cg cycloalkyl, benzo(C;-Cy cycloalkyl), benzo(Cs-Cqy
heterocycloalkyl), -C4-Cp cycloalkenyl, -(Cs-Cyy)bk or fricycloalkyl, benzo(Cs-Cyy)bi- or
tricycloalkyt, -(C;-C44)bi- or tricycloalkenyl, -(3-8 membered) heterocycloalkyl, -Cs-C4 aryl and -
{5-14 membered) heteroaryl,wherein R1 is optionally substituted by R'3; '

wherein R'™ in each Instance is independently selected from ~OH, halo, -C,-Cq
alkoxy, -CN, -NO,, -NR°R", -C(FO)NR’R", -C(=0)R"", -C(=0)OR", -SO,NR°R™, -S{O)\
R", -C3-Cys cycloalky, -C4-Cys cycloalkenyl, ~(Cs-Ciq)bi- or ftricycloalkyl, -(C+Cy4)bi- or
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tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cg-Cy5 aryl, -(5-15 membered) heteroaryl,
-Cs-Cy5 aryloxy and -(5-15 membered) heteroaryloxy,

wherein said alkoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl,
heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryioxy of R™ are each optionally
independently substituted with from one to six substituents independently selected from the
group R'; .

wherein R"™ in each instance is independently selected from -OH, -C,-C, alky}, -C
C,2 alkenyl, -C-Cy» alkkynyl, -C4-Cg alkoxy, -C4-C4, alkoxyalkyl -C4-C42 hydroxyalkyl, -C2-Cg
alkenoxy, -C»~Cs alkynoxy, halo, -CN, -NO,, -NR°R™, -C(=0)NR®R'®, -C(=0)R"", -C(=O)OR™,
-SO-NR®R™, -8{0),R"", -C3-Cys cycloalkyl, -C4-C4s cycloalkenyl, -(Cs-C14)bl- or tricycloalky, -
(C+Cui)bi- or tricycioalkenyl, -(4-20 membered) heterocycloalkyl, -Ce-Cis aryl, -(5-15
membered) heterdaryl. -Ce-C 15 aryloxy and -(5-15 membered) heteroaryloxy;,

R? is selected from H, -C,-Cg alkyl, -C,-Cs alkenyl, -C3-C, cycloalkyl and -C3-Cs
cycloalkenyl, wherein R? is optionally independently substituted with from one.to.three
substituents independently selected from -C,-C; alkyl optionaily substituted with from- one to
three halo atoms, -C4-C, alkoxy optionally substituted with from one to three halo atoms, halo
and-OH;- ,

or R' and R? together with the A group when present and the nitrogen atom to which
R? is attached, or R' and R? together with the nitrogen atom to which R' and R? are attached
when A is absent, may optionally form a four to eight membered ring;

R® is selected from -Cg-Cy4 any} and (5-14 membered) heteroaryl, wherein said aryl or
heteroaryl are each optionally independently substituted with from one to three substituents
independently selected from -C,-C, alkoxy, halo, -OH, -S{(C,-C,)alkyl -C+-C, alkyl -C(=O)OR°.
-SO,R? and (3-8 membered) heterocycloalkyl wherain said alkyl, alkoxy, and heterocyloalkyl
may be further substituted by one to six halo;

R is H, -C4-Cs alkyt or halo;

or R® and R* may together with the carbon atom to which they are attached optionally
form a molety selected from cyclopropyi, cyclobutyl, cyclopentyl, cyclohexyl, morpholino,
piperidino, pyrrolidino, tetrahydrofuranyl and perhydro-2H-pyran, wherein said moiety formed
by R® and R is optionally substituted with from one to three substituents independently
selected from -C4-Cq alkyl optionally substituted with from one to three halo atoms, -C,-Cq
alkoxy optionally substituted with from one to three halo atoms, halo, -OH, -CN and allyl;

R® is selected from H, -C4-Cq alkyl, -C>-Cs alkylene, -C-Cg alkoxy, halo, -CN, -C3-Cy2
cycloalkyl, -C4-Cy2 cycloalkenyl (5-10 membered) hetercaryl and -Ce-C1o aryl, wherein said
alkyl, alkylene and alkoxy of R® are each optionally independently substituted with from one to
three substituents independently selected from halo and -CN, and wherein said cycloalkyl,
cycloalkenyl, heteroaryl and aryl of R® are each optionally independently substituted with from
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one to three substituents independently selected from -C4-C, alkyl optionally substituted with
from one to three halo atoms, -C4-C,4 alkexy optionally substituted with from one to three halo
atoms, halo and —CN;

R’ is selacted from H, -C,-C alkyl, -Cy-Cyq alkoxy, -C{-Cao hydroxyalkyl, -Cs-C1z
cycloalkyl, -C4-C42 cycloalkenyl, (C5-Cop) bi- or tricycloalkyl, -(C~Cag)bi- or tricycloalkenyl, (3-12
membered) heterocycloalkyl, -(7-20 membered) heterobi- or heterotricycloalkyl, -C¢-C44 aryl and
-(5-15 membered) heteroaryl, wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy,
cycloalkyi, cycloalkenyl, bi- or tricycloalkyl, bl or tricycloalkenyl, heterccycloalkyl, arvi,
heteroaryl, aryloxy and heteroaryloxy of R are each optionally independently substituted with
from one to six substituents independently selected from the group R

wherein R™ in each instance is independently selected from -OH, -C;-C;2 alkyl, -C»-
Cyz alkenyl, -C-C,; alkynyl, -C-Cg alkoxy, -C1-Cyz atkoxyalkyl, -C4-Cyz hydroxyalkyl, -C>-Cq
alkenoxy, -C-Cs alkynoxy, halo, -CN, -NO,, -NR’R", -C(=ONRR", -C(=O)R", -C(=O)OR",
-S0,-NR°R™, -8(0),-R"", -C3-C1s cycloalkyl, -C4-C1s cycloalkenyl, -(Cs-C11)bl- or tricycioalkyl, -
(Cr-Ci4)bi- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -C¢-Cys aryl; - -(5-15
membered) heteroaryl, -Ce-C+s aryloxy and -(5-156 membered) heteroaryloxy; wherein: said
alkyl, alkenyl, alkynyl, alkoxy, atkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl,
bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R™ are
each optionally independently substituted with from one to six substituents independently
selected from the group R™®;

' wherein R™ in each Instance is independently selected from -OH, -C4-C,. alkyl, -C»-
C,2 alkenyl, -C;~C4, alkynyl, -C4-Cg alkaxy, -Cs-Cyz alkoxyalkyl -C4-Cya hydroxyalkyl, -C2-Ca
alkenoxy, -C-Cs alkynoxy, halo, -CN, -NO,, -NR°R', -C(=O)NR°R"’, -C(=O)R"", -C(=0)OR"",
-S0,-NR°R™, -§(0),-R", -C3-C1scycloalkyl, -Cs-C15 cycloalkenyl, -(C5-C14)bi- or tricycloalky, -
(C+Ciy)bi- or ftricycloalkenyi, -(4-20 membered) heterocycloatkyl, -C¢Cis aryl, -(5-15

.membered) heteroaryi, -Cg-C45 aryloxy and -(5-15 membered) heteroaryloxy;

or R® and R” may together with the carbon and nitrogen atoms to which they are
respectively attached optionally form a (5-8 membered) heterocycloalkyl ring, a (5-8
membered) heterocycloalkenyl ring or a (6-8 membered) heteroaryi ring, wherein said
heterocycloalkyl, heterocycloalkenyl and heteroaryl rings are each optionally independently
substituted with from one to three substituents independently selected from halo, -C,-Cg alkyl,
optionally subsituted with from cne to three halo atoms, -C,4-Cg alkoxy optionally subsituted
with from one to three halo atoms, -C;-Cq hydroxyalkyl, -OH, (CHz)zer0-1o0NR’R™, “(CH2)zer0-
10C(=OINR’R", -SO,NR’R" and -C;-C4, cycloalkyl;

R® and R' in each instance are each independently selected from H, -OH, -C-Cs2
alkyl, -CC,2 alkenyl, -Cz-C4, alkynyl, -C4-Cq alkoxy, -C4-Cy, alkoxyalkyt -C,-C,; hydroxyalkyl,
-C2-Cs alkenoxy, -C,-Cs alkynoxy, -C{=0)NR''R'?, -C(=O)R"", -C(=0)OR", -SO-NR"R"Y, -
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S(0)+R"", -C5-C5 cycloalkyl, -C4-Cys cycloalkenyl, -(Cs-Cq4)bi- or tricycloalkyl, -(C-Cy4)bi- or
tricycloalkenyl, -{(4-20 membered) heterocycloatkyl, -Ce-C1s aryl, -(5-15 membered) heteroaryl,
-Ce-Cis aryloxy and -(5-15 membered) heteroaryloxy, wherein said alkyl, alkenyl, alkynwl,
alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloaikenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl,
heterccycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R® of R" are each optionally
independently substituted with from one to six substituents independently selected from the
group R'%,

wherein R'™ In each instance Is independently selected from —OH, halo, -C4-Cs

alkoxy, -GN, -NO,, -NR"'R™2, -C(=0)NR"'R"2, -C(=O)R"", -C(=0)OR", -SO,-NR"'R", -S(O),-

R", -C3-Css cycloalkyl, -C4-Cys cycloalkenyl, -(Cs-Cq)bi- or tricycloalkyl, ~(C:-Cy;)bi- or
tricycloalkenyt, -(4-20 membered) heterocycloalkyl, -Cs-Cys aryl, -(5-15 membered) heteroaryl,
-Cg-Cys aryloxy and -(5-15 membered) heteroaryloxy; wherein said alkoxy, cycloalkyl,
cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloatkenyi, heterocycloalkyl, aryl, heteroaryl, aryloxy
and hetercaryloxy of R'™ are each optionally independently substituted with from one:to six
substituents independently selected from the group R™;

wherein R'® in each instance is independently selected from -OH, hale; -C,-C,2 alkyl,
-C»Cy; alkenyl, -C,-C; alkynyl, -C4-Cq alkoxy, -C4-C,, alkoxyalkyl -C4-C,2 hydroxyalkyl, -Co-
Ca alkenoxy, -C»-Cs alkynoxy, halo, -CN, -NO, -NR''R'?, -C(=O)NR''R'?, -C(=O)R"",
-C(=0)OR", -SO-NR''R™, -§(0),-R"", -C3-C,s cycloalkyl, -C,-Cys cycloalkenyl, -(Cs-C1;)bi- or
tricycloalkyl, -(C+-C44)bi- or tricycloalkenyl, -(4-20 membared) heterocycloalkyl, -Cs-Cys aryl, -
(5-15 membered) heteroaryl, -C-C45 aryloxy and -(5-15 membered) heteroaryloxy;

or NR°R'® may form may form a -(4-20 membered) heteracycloalkyl, -(5-18
membered) heterobi- or tricycloalkyl, -(5-18 membered) heterobi- or tricycloalkenyl, or -(5-15
m‘embered) heteroaryl, wherein said heterocycloalkyl, heterobi- or fricycloalkyl, heterobi- or
tricycloalkenyl or heteroaryl are optionally independently substituted with from one to six
substituents independently sélected from -C,-Cq alkyl, -C,-Cq alkenyl, -C~Cg alkenyl, -C4-Cs
alkoxy, -C,-Cg alkenoxy, -C>-Csg alkynoxy, -C4-Cg hydroxyalkyl, -C»-Cq hydroxyalkenyl, -CCg
hydroxyalkenyl, halo, -OH, -CN, -NO,, -NR''R"?, -C(=O)NR''R", -C(=0)R"!, -C(=O)OR"",
-S(0),R"" and -S(O),NR''R'%; '

wherein R" and R™ in each instance are each independently selected from H, -C4-
Ca alkyl, -C5-C5 cycloalkyl, -C4-Cy cycloalkenyl, -(Cs-Cyy)bi- or tricycloalkyl, ~(C7-C,1)bi- or
tricycloalkenyi, -(3-8 membered) heterccycloalkyl, -Ce-Cyq aryl and -(5-14 membered)
heteroaryl, wherein said alkyt of R'" is optionally independently substituted with from one to
three substituents independently selected from —OH, -CN and -C;-C, cycloalkyl, and wherein
each hydrogen atom of said alkyl is optionally Independently replaced with a halo atom, and
wherein said cylcoalkyt, cycioalkenyl, heterocycloalkyl, aryl and hetereoaryl of R'! are each
optionally independently substituted with from one o three substituents inc}ependently
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selected from halo, -C4-C, alky! optionally substituted with from one to three halo atoms, -OH,
-CN and -C;-Cy cycloatkyl; and

n is in each instance an integer independently selected from zero, 1 and 2;
or a pharmaceutically acceptable sait thereof,

12. A compound of Formula |
4H
R _R*| ,
RI/‘A\N N\(\ —~R
| ~—7E 6
R? N="R

wherein A is absent;

R' is -C;-Cy alkyl; wherein R' Is independently substituted with from one to six
substituents independently selected from R',

wherein R in each instance is independently selected from -C;-Cq alkoxy, -CN; -Ca-
C,s cycloalkyl, -C4-C45 cycloalkenyl, -(Cs-C14)bi- or tricycloalkyl, -(Cy-C;¢)bi- or tricycloalkenyl, -
(4-20 membered) heterocycloalkyl, -C¢-C5 aryl, -(5-15 membered) heteroaryl, -Cy-C5 aryloxy
and -(5-15 membered) heteroaryioxy;

wherein sald cycloalkyl, cycloalkenyl, bi- or ftricycloalkyl, bi- or tricycloalkenwi,
heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R'® are each optionally
independently substituted with from one to six substituents independently selected from the
group R™;

wherein R™ in each instance is independently selected from -OH, -C;-C;» alkyi, -Co-
Ci2 alkenyl, -C>-C2 alkynyl, -C4-Cg alkoxy, -C4-C42 alkoxyalkyl -C4+-C;2, hydroxyalkyl, -Cz-Cg
alkenoxy, -Cz-Cs alkynoxy, halo, -CN, -NO,, -NR°R"™, -C(=O0)NR°R'®, -C(=O)R"", -C(=0)OR",
-S0NR°R™, -5(0),-R"", -C4-Cs cycloalkyl, -C4-Cys Cycloalkenyl, -(Cs-Cq)bi- or fricycloalkyl, -
(C-Cq1)bi- or ftricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cs-Cys aryl, -(5-15
membered) heteroaryl, -C¢-C,5 aryloxy and -(5-15 membered) heteroaryloxy;

R? is selected from H, -C,-Cg alkyl, -C»-Cs alkenyl, -Cs-Cs cycloalkyl and -C5-Cs
cycloalkenyl, wherein R? is optionally independently substituted with from one to three
substituents independently selected from -C4-C, alkyl optionally substituted with from one to
three halo atoms, -C4-C, alkoxy optionally substituted with from one to three halo atoms, halo
and-OH; '

R? is selected from H, -C,-Cq alkyl, -C-C5 alkenyl, -C»-Cs atkynyl, -C3-Cs Cycloaikyl, -
Cs-Cq cycloalkenyl and (3-8 membered) heterocycloalkyl, -Ce-Cy4 aryi and (5-14 membered)
heteroaryl, wherein said alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, heterocycloalkyl aryl
or heteroaryl are each optionally independently substituted with from one to three substituents
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independently selected from -C,-C, alkoxy, halo, -OH, -8(C,-C,)alkyl -C,-C,alkyl -C(=O)OR°, -
SO.R? and (3-8 membered) heterocycloalkyl wherein said alkyl, alkoxy, and heterocyloalkyl
may be further substituted by one to six halo;

R* Is H, -C,-Cq allkyl or halo;

orR*and R* may together with the carbon atom {o which they are attached optionally
form a moiety selected from cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, morpholino,
piperidino, pyrrolidino, tetrahydrofuranyl and perhydro-2H-pyran, wherein said moiety formed
by R® and R* is optionally substituted with from one fo three substituents independsntly
selected from -C,-Cg alkyl optionally substituted with from one to three halo atoms, -C,-Cs
alkoxy optionally substituted with from one to three halo atoms, halo, -OH, -CN and allyl;

R® is selected from H, -C,-Cq alkyl, -C,-Cg alkylene, -C;-Cg alkoxy, halo, -CN, -C5-C12
cycloalkyl, -C4-Cy2 cycloalkenyl (5-10 membered) heteroaryl and -Cg-Cyo aryl, whereln said
alkyl, alkylene and alkoxy of R® are each optionally independently substituted with from cne to
three substituents independently selected from hale and —CN, and wherein said cycloalkyl,
cycloalkenyl, heteroaryl and aryl of R® are each optionally independently substituted with fiom
one to three substituents independently selected from -C;-C, alkyl optionally substituted with

from one to three halo atoms, -C4-C, alkoxy optionally substituted with from one to three halo

atoms, halo and —CN; _

R’ is selected from H, -C1-Cx alkyl, -C4-Cyp alkoxy, -C4-Coo hydroxyalkyl, -C3-Ciz
cycloalkyl, -C4-C2 cycloalkenyl, -(Cs-Cap) bi- or tricycloalkyl, -{Cs-Cao)bi- or tricycloalkenyl, (3-12
membered) heterocycloalkyi, (-7-20 membered) heterobi- or heterotricycloalkyl, -Cs-C14 aryl and
(5-15 membered) heteroaryl, wherein said alkyl, alkenyl, alkynyi, alkoxy, alkenoxy, alkynoxy,
cycloalkyl, cycloatkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl, heterocycloalkyl, aryl,
heteroaryl, aryloxy and heteroaryloxy of R are each optionally independently substituted with
from one to six substituents independently selected from the group R™; .

wherein R In each instance is independently selected from -OH, -C4-C» alkyl, -C-
Ciz alkenyl, -C-Cy; alkynyl, -C-Cq alkoxy, -C4-Cyz alkoxyalkyl, -C4-C.2 hydroxyalkyl, -C2-Cs
alkenoxy, -Cz-Cs alkynoxy, halo, -CN, -NO, -NR°R", -C(=O)NR°R'’, -C(=0)R"", -C(=O)OR",
-80NR°RY, -5(0),-R", -C,-Cys cycloalkyl, -C4-Cys cycioalkenyl, -(Cs-Cq1)bi- or tricycloalkyl, -
(C~Cyq)bi- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cg-Cis aryl, -(5-15
membered) heteroaryl, -Cg-Cy5 aryloxy and -(5-15 membered) heteroaryloxy; wherein said
alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl,
bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R™ are
each optionally independently substituted with from one to six substituents independently
selected from the group R™;

wherein R” in each instance Is independently selected from -OH, -C4-C, alkyl, -Co-
Ci; alkenyl, -CC,; alkynyl, -C,-Cy alkoxy, -C;-Cy2 alkoxyalkyl -C4-Cy2 hydroxyalkyl, -C»-Cs

-
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alkenoxy, -C4-Cs alkynoxy, halo, -CN, -NO,, -NR°R', -C(=0)NR’R", -C(=O)R"", -C(=0)OR",
-S0,-NRR", -8(0)+-R", -C4-C;5 cycloalkyl, -C,-Cy5 cycloalkenyl, {(Cs-C,)bi- or tricycloaikyl, -
(CrCy)bi- or tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Ce-Cis aryl, -(5-15
membered) heteroaryl, -Cs-C1s aryloxy and -(5-15 membered) heteroaryloxy;

or R® and R’ may together with the carbon and nitrogen atoms to which they are
respectively attached optionally fom a -(5-8 membered) heterocycloalkyl ring, a -(5-8
membered) heterocycloalkenyl ring or a -(6-8 membered) heteroaryl ring, whereln said
heterocycloalkyl, heterocycloalkenyl and heteroaryl rings are each optionally independently
substituted with from one to three substituents independently selected from halo, -C,-C; alkyl,
optionally subsituted with from one to three halo atoms, -C4-Cg alkoxy optionally subsituted
with from one to three halo atoms, -C;-Cq hydroxyalkyl, -OH, «(CH2).0010NR’R"', -(CH2)zor-
CEOINRR', -SOMNRPR" and -C4-C4, cycloalkyl;

R® and R™ in each instance are each independently selected from H, -OH, -C4-C12
alkyl, -C>-C2 alkenyl, -C,-Cy, alkynyl, -C4-Cy alkoxy, -C4-C4, alkoxyalkyl -C4-C42 hydroxyalkyl,
-C»Cs alkenoxy, -C-Cs alkynoxy, -C(=OINR''R"?, -C(=0)R"", -C(=0)OR"", -SO-NR”RY, -
8(0)-R", -C5-C;5 cycloalkyl, -C4-C;s cycloalkeny!, -(Cs-Cq4)bi- or tricycloalkyl, -(C7-C14)bi- or
tricycloatkenyt, -(4-20 membered) heterocycloalkyl, -C5-C15 aryl, -(5-15 membered) heteroaryl,
-Cg-Cys aryloxy and -(5-15 membered) heteroaryloxy, wherein said alkyl, alkenyl, alkynyl,
alkoxy, alkenoxy, alkynoxy, cycloalkyl, cycloalkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl,
heterocycloalkyl, aryl, heteroaryl, aryloxy and heteroaryloxy of R® of R' are each optionaily
independently substiluted with from one to six substituenis independently selected from the
group R'%;

wherein R'™ in each instance is Independently selected from —OH, Halo, -C1-Cg
alkoxy, -CN, -NO2, -NR"'R™, -C(=0)NR"'R", -C(=0)R", -C(=0)OR™, -S0,NR"'R", -5(0)s-
R", -C3-Cys cycloalkyl, -C,-Css cycloalkenyl, -(Cs-Cyq)bi- Or tricycloalkyl, -(C7-Cyy)bi- or
tricycloalkenyl, -(4-20 membered) heterocycloalkyl, -Cs-C5 aryl, -(5-15 membered) heteroary,
-Ce-Cys aryloxy and -(5-15 membered) heteroaryloxy; wherein said alkoxy, cycloalkyl,
cycloatkenyl, bi- or tricycloalkyl, bi- or tricycloalkenyl, heterocycloalkyl, aryl, heteroaryl, aryloxy
and heteroaryloxy of R™® are each optionally independently substituted with from one to six
substituents independently selected from the group R'™;

wherein R'® in each instance is independently selected from -OH, halo; -C;-C,; alkyt,
-C,Cy; alkenyl, -C»-Cy, alkynyl, -C1-Cq alkoxy, -C,-C4, alkoxyalkyt -C-C42 hydroxyalkyl, -Cx-
Ce alkenoxy, -C~Cs alkynoxy, halo, -CN, -NO; -NR'R™ -C(=O0)NR''R', -C(=O)R",
-C(=0)OR"", -SO-NR'"'R™, -8(0)-R"", -C3-C;5 cycloalkyl, -C4-C1s cycloalkenyl, -(Cs-Cy4)bi- or
tricycloalkyl, -(C7-C44)bi- or tricycloalkenyl, -(4-20 membered) heterocycloatkyl, -C¢-Cy5 aryl, -
{5-15 membered) heteroaryl, -C¢-C;5 aryloxy and -(5-15 membered) heteroaryloxy,;
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or NR°R'® may form a (4-20 membered) heteracycloalkyl, (5-18 membered) heterobi-
or tricycloalkyl (5-18 membered) heterobi- or tricycloalkenyl, or -(5-15 membered) heteroaryl,
wherein said a heterocycloalkyi, heterobi- or tricycloalkyl, heterobi- or tricycloalkenyl or
heteroaryl are optionally independently substituted with from one to six substituents
independently selected from -C4-Cgy alkyl, -C-Cg alkenyl, -C»-C; alkenyl, -C4-Cy alkoxy, -C2Cs
alkenoxy, -C»-Cg alkynoxy,-C;-Cg hydroxyalkyl,-C>-Cg hydroxyaikenyl,-C»-Cg hydroxyalkenyl,
halo, -OH, -CN, -NO,, -NR''R*, .C(=O)NR''R'?, -C(=O)R", -C(=O)OR"!, -8(0),R"" and
-S(0),NR''R";

. R" and R'?in each instance are each independently selected from H, -C4-Cs alkyl, -

C3-Cs cycloalkyl,-C4-C, cycloalkenyl, -(Cs-Ci1)bi- or tricycloalkyl, (C7-Cy4)bi- or tricycloalkenyl, -
(3-8 membered) heterocycloalkyl, -C¢-C4q aryl and -{5-14 membered) heteroaryl, wherein said
alkyl of R" is optionally independently substituted with from one to three substituents
independently selected from —OH, -CN and-C;-C, cycloalkyl, and wherein each hydrogen
atom of said alkyl is optionally independently replaced with a halo atom, and wherein said
cycloalkyl, cycloalkenyl, heterocycloalkyl, aryl and hetereoaryl of R'' are each optionally
independently substituted with from one to three substituents independently selected from
halo,-C4-C, alkyl optionally substituted with from one to three halo atoms, -OH, -CN and-Ca-
Csg cycloalkyl; and

n is in each instance an integer independently selected from zero, 1 and 2;
or a pharmaceutically acceptable salt thereof.
13. A compound selected from the group consisting of:

(8)-2-[2-(3,5-Difluore-phenyi)-acetylamino}-pentanoic acid {1-{2-(3-ethoxy-
propylamino)-ethyl]-1H-imidazol-4-yl}-amide;

(S)-2-[2-(3,5-Difluoro-phenyl)}-acetylamino]-pentanoic acid {1-[2-(octahydro-
pyrazino{1,2-ajazepin-2-yl)-ethyl]-1H-imidazol-4-yi}-amide;

(S)-2-[2-(3,5-Difluoro-phenyl}-acetylamino}-pentancic  acid  {1-[2-([1,4]dioxan-2-
yimethyl-methyl-amino)-ethyl]-1H-imidazol-4-yi}-amide;

(S)-2-[2-(3,5-Difluoro-phenyi)-acetylamino]-pentanoic acid {1-[2-(2-methoxy-1-methy!-
ethylamino)-ethyl}-1H-Imidazo)-4-yl}-amide;

(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic  acid {1-12-(3-oxo-piperazin-1-
yt)-ethyl]-1H-imidazol-4-yl}-amide;

{8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic acid [1-(2-benzylaminc-ethyi)-
1H-imidazol-4-yl}-amide;

{8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic acid {1-[2-(3-butoxy-
propylamino)-ethyi}-1H-imidazol-4-yi}-amide;
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(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic

PCT/1B2006/002753

acid  {(12-((1R,25)-2-

hydroxymethyl-cyclohexylamino)-ethyl]-1H-imidazol-4-yl}-amide;
2-[2-(3,5-Difluoro-phenyl}-acetylamino}-pentanoic acid {1-[(4aS,8aS)-2-(octahydro-

isoquinolin-2-yl)-ethyi]-1H-imidazol-4-yl}-amide;
(S)-2-12-(3,5-Diflucro-phenyl)-acetylamino]-pentanoic
propylamino}-ethyl]-1H-imidazol-4-yi}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic
isoquinolin-2-yl)-ethyl]-1H-imidazol-4-yl}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic
2H-[4 4 Tbipyridinyl-1-yl}-ethyl}-1H-imidazol-4-yl}-amide;
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanaic
ethylamino)-ethyl}-1H-imidazol-4-yi}-amide;
(8)-2-[2-(3,5-Difluoro-phenyl}-acetylamino}-pentanoic
ethyl]-1H-imidazol-4-yl}-amide;
{S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic
amino)-ethyl}-1H-imidazol-4-yl}-amide; '
. (S)-2-[2-(3,5-Difluora-phenyl}-acetylaminol-pentanocic
ethyl]-1H-imidazol-4-yl}-amide;
(8)-2-[2-(3,5-Difluoro-phenyl)}-acetylamino)-pentanoic
isoquinolin-2-yl}-ethyl]-1H-imidazol-4-yl}-amide;
(S)-2-{2-(3,5-Difluoro-phenyl)-acetylamino)-pentanoic
ethylamino)-ethyl]-1H-imidazol-4-yl}-amide;
(S)-2-2-(3,5-Difluoro-phenyl}-acetylamina]-pentanoic
1-yl}-ethyl]-1H-imidazol-4-yl}-amide; .
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic
pyrrolidin-1-yi)-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-[2-(3,5-Difluoro-phenyf)-acetylamino]-pentanoic
yimethyl-amino)-ethyl}-1H-imidazol-4-yi}-amide;
(S)-2-2-(3,5-Difluoro-phenyi}-acetylaminol-pentanocic
ethyl)-methyl-amino]-ethyl}-1H-imidazol-4-yl)-amide;
(S)-2-[2-(3,5-Difluoro-phenyl}-acetylamino]-pentanoic
ethylamino}-ethyll-1H-imidazol-4-yi}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl}-acetylamino]-pentanoic
pyrrolidin-1-yl)-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic
imidazol-4-yll-amide;

acid {1-[2~(3-isopropoxy-

acid {142-(octahydro-

acid {1-{2-(3,4.5.6-tetrahydro-

acid {1-[2-(2-hydroxy-2-phenyl-

acid {1-[2~(indan-1-ylamino}-
acid {1-[2-(benzylsmethyl-
acid {1-[2<(indan-2-vi a;nino)-
acid {1-[2-(3,4-dihydro-1#H!-
acid {1-[2-(2-propoxy-
acid {1-[2-(3-benzyl-pyrrolidin-
acid  {1-[2-(3-pyridin-2-yl-
acid {1-[2-(methyl-pyridin-4-
acid (1-{2-[(2-methanesulfonyi-
acid  {1-[2-(2-tert-butoxy-
acid {1-[2-(3-pyridin-4-yl-

acid [1-{2-fluoro-benzyl}-1H-
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(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentancic  acid [1-(3-fluoro-benzyl)-1H-
imidazol-4-yi}-amide; ,

(8)2-[2-(3,5-Difluoro-phenyl}-acetylamino]-pentanocic acid {1-(4-methyl-benzyl)-1H-
imidazol-4-ylJ-amide;

(8)-2-{2-(3,5-Difluoro-phenyt)-acetylamino}-pentanoic acid [1-(4-methoxy-benzyi)-1H-
imidazol-4-yl]-amide;

(S)-2-[2-(3,5-Diflucro-phenyl)-acetylaminol-pentanocic acid [1-(4-tert-butyl-benzyi}-1 H-
imidazol-4-yi]-amide;

(S)-2-[2-(3,5-Difluoro-phenyl)}-acetylamincj-pentancic acid [1-(1-pyrrolidin-1-yimethyl-
cyclobutyl}1H-imidazol-4-yl]-amide;

(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [1-(1-
dimethylaminomethyl-cyclobutyl)-1H-imidazol-4-yi]-amide;

(S)-2-[2-(3,5-Diflucro-phenyl)-acetylamino]-pentanoic acid [1-(1-piperidin-1-yimethy}-
cyclobutyl}-1H-imidazol-4-yl}-amide;

(S)-2-[2-(3,5-Difluoro-phenyt)-acetylamino]-pentanoic acid [1-(1-morpholin-4-ylmethyi-
cyclobutyl)-1H-imidazol-4-yl}-amide; ,

(8)2-[2-(3,5-Difluora-phenyl)-acetylamino]-pentancic  acid {(1-{1-[((2R,65)-2,6-
dimethyl-morpholin-4-yl)methyi]-cyclobutyl}-1H-imidazal-4-yl)-amide;

(8)-2-{2-(3,5-Difluoro-phenyl)-acetylamino]-pentancic ~ acld  (1-{1-{(2,2,2-triftuoro-
ethylamino)-methyl}-cyclobutyl}-1H-imidazol-4-yl}-amide;

{S)-2-[2~(3,5-Difluoro-phenyl)-acetylamino}-pentancic acid (1-{1-[((R)-1-cyclohexyl-
ethylamino)—methyl]—cyclobutyI}-1 H-imidazol-4-yl}-amide;

(S)-2-(5,7-Difluoro-1,2,3,4-tefrahydro-naphthalen-2-ylamino)-pentanoic  acid [1-(1-
pyrrolidin-1-yimethyi-cyclobutyl)-1H-imidazol-4-yl]-amide;

(8)-2-[2-(3,5-Difluoro-phenyl)-acetylaminoj-pentanocic  acid  (1-{1-[(2,2-dimethyi-
prapylamino)-methyl]-cyclobutyi}-1H-imidazol-4-yl)-amids;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic  acid (1{1-
[(2,2,2-triflucro-ethylamino}-methyl]-cyclobutyl}-1H-imidazol-4-yi)-amide;

(8)-2-(6,8-Difluoro-1 ,2,3,4-tairahydro—naphthaien-2-ylamino)-pentanoic acid (1-{1-
[(2,2-dimethyl-propylamino)-methyi}-cyclobutyl}-1H-imidazol-4-yi)-amide;

(8)-2-{6,8-Diflucro-1,2,3.4-tetrahydro-naphthalen-2-ylamino)-pentanocic  acid  (1-{1-
[{(R)}-1-cyclohexyl-ethylamino)-methyl]-cyclobutyl}-1H-imidazol-4-yl)-amide;

(S)-2-(6,8-Difluore-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanolc  acid  [1-(1-
dimethylaminomethyl-cyclobutyl)-1H-imidazol-4-yl]-amide;

(S)-2-(6,8-Diﬂuoro-1,2,3,4-tetrahydro-naphthallen-z-ylamino)-pentanoic acid [1-(1-
piperidin-1-yimethyl-cyctobutyl)-1H-imidazol-4-yi}-amide;
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(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid  {1-(1-
morpholin-4-yimethyl-cyclobutyl)-1H-imidazol-4-yl]-amide; .
(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid  (1-{1-
[{(2R,65)-2,6-dimethyl-morpholin-4-yl)methyl]-cyclobutyl}-1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentancic  acid  {1-[2-
((R}-1-cyclohexyl-ethylamino)-1,1-dimethyl-ethyl]-1H-Imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-{1,1-
dimethyl-2-{(tetrahydro-pyran-4-yimethyl}amincl-ethyl}-1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[(1-
hydroxy-cyclohexylmethyi)-amino]-1,1-dimethyl-ethyl}-1H-imidazol-4-yi)-amide;
{8)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1{2-[(4-
hydroxy-tetrahydro-pyran-4-ylmethyl}-amino}-1, 1-dimethyl-ethyi}-1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Difluore-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentanoic acid {1-{2-(2-
methoxy-2-methyl-propylamino}-1,1-dimethyl-ethyl]-1 H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid' {(1-{f,1-
dimethyi-2-[(3-methyl-oxetan-3-yimethyl)}-amino]-ethyl}-1 H-imidazol-4-y!)}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-yilamino}-pentancic acid. {1-[2-
(cyclohexyimethyl-amino)-1,1-dimethyl-ethyf]-1H-imidazol-4-yi}-amide;
(8)-2-{2-(3,5-Difluoro-phenyl}-acetylamino]-pentanoic acid {1-[2-((R)-1-cyclohexyl-
ethylamino)-1,1-dimethyl-ethyl]-1H-imidazol-4-yl}-amide;
(S)-242-(3,5-Difluoro-phenyi)-acetylamino]-pentanocic acid (1-{1,1-dimethyi-2-
[(tetrahydro-pyran-4-yimethyl}amino]-ethyl}-1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid {1-[3-
((S)-1-phenyl-sethylamino)-butyl]-1H-imidazcl-4-yl}-amide;
(S)-2-(Dicyclopropylmethyl-amino)-pentancic acid [1-(1,1-dimethyl-2-pyrrolidin-1-yi-
ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-2-(3,5-Difluoro-phenyl}-acetylamino]-pentanoic  acid  [f-(t-hydroxymethyi-
cyclobutyl}-1H-imidazol-4-yl]-amids;
(8)-2-[2-(3,5-Difluoro-phenyl}-acetytaminc}-pentanoic  acid  [1-(2-hydroxymethyl-
cyclobutyl)-1H-imidazol-4-yi}-amide;
(S)-2-(5,7-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid [1-{1-
hydroxymethyl-cyclobutyl)- 1H-imidazol-4-yll-amide; ‘
‘ (S)-2-{2-(2,4-Difluoro-phenyl}-2-hydroxy-ethylamino]-pentanoic acid [1-(1,1-dimethyi-
2-pyrrolidin-1-yl-ethyl)-1H-imidazol-4-yl}-amide;
(S)-2-[2-(3,4-Difluoro-phenyl)-2-hydroxy-ethylamino]-pentancic acid [1-(1,1-dimethyi-
2-pyrrolidin-1-yl-ethyl)-1H-imidazol-4-yil-amide; '
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(8)-2-[2-(3,5-Diflucro-phenyl)}-2-hydroxy-ethylamino]-pentanoic acid {1
2-pyrrolidin-1-yi-ethyi)-1H-imidazol-4-yl]-amide;

PCT/IB2006/002753

-(1,1-dimethyl-

(S)-2-[2-(2,4-Diflucro-phenyl}-2-hydroxy-ethylamino]-pentanocic acid {1-{2-((2R,6S)-

2,6-dimethyl-morpholin-4-y1)-1,1-dimethyl-ethyl}-1H-imidazo~4-yi}-amide;
(S)-2-[(1-Hydroxy-cyclohexylmethyl}-amino]-pentanoic acld
pyrrolidin-1-yi-ethyl)-1H-imidazol-4-yi]-amide;
(S)-2-(6,8-Difluoro-1 ,2,3,4-tetrahydro-naphihalen-z-ylamino)-peﬁtanoic
{(R)-1-phenyt-ethylamino)-propyl]-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
methyl-benzylamino}-propyl}-1H-imidazol-4-yi}-amide;
(S)—2—(6,8-Diﬂu6ro-1 ,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
hydraxy-2-phenyl-ethylamino)-propyll-1H-imidazol-4-yi}-amide;
(S)-2-(6,8-Diftuoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
chloro-benzylamino)}-propyi]-1H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
(3,4-dihydro-1H-isoquinolin-2-y1)-propyl}-1H4-imidazoi-4-yl}-amide;
{8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
(indan-2-ylamino}-propyl]-1H-imidazol-4-yi}-amide; -
(S)-2-(8,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
methoxymethyl-propylamino)-propyl]-1H-imidazol-4-yl}-amide;
{S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro—naphthalen-2-ylammo)—pentanolc
chloro-benzylamino)-propyl]-1H-imidazol-4-yt}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
methyl-benzylamino}-propyl]-1H-imidazol-4-yl}-amide; :
(8)-2-(6,8-Difluoro-1 .2,3.4—tetrahydro—naphthalen-2-ylaniino)-pentanoic
methoxy-ethylamino)-propyl]-1H-imidazol-4-yl}-amide;
{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentanoic
[(pyridin-3-yimethyl}-amino]-propyl}-1H-imidazol-4-yl)-amide;
{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentanoic
({S)-1-p-totyl-ethylamino)-propyi]-1H-imidazol-4-yi}-amide;
(S)-2-(8,8-Difiuoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
methoxy-benzylamino)}-propyi]-1H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic
{cyclopropylmethyl-amino)-propyl]-1H-imidazol-4-yl}-amide; i
(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
methyl-benzylamino}-propyl}-1H-imidazol-4-yl}-amide;

[1-(1,1-dimethyl-2-

acid {1-[3-
acid {1-[3-(3-
acid {1-[3-(2-
acid {1-[3-(2-

acid {1[3-

acid {1-[3-
acld {1-[3-(1-
acid {1-[3-(4- .
acid {1-[3-(2-
acid {1—[3-(é-

acid (13-

acid {1-3-
acid {1-[3-(4-

acld {1-f3-

acid {1-[3-(4-
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(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid {1-[1-
methyl-1-(methyl-phenethyl-carbamoyl)-ethyl}-1H-imidazol-4-yl}-amide;
{S)-2-(6,8-Difluoro-1,2,3 4-tetrahydrc-naphthalen-2-ylamino)-pentanoic  acid  {1-[1-
{1,3-dihydro-isabenzofuran-5-ylcarbamoyl)-1-methyl-ethylj-1H-imidazol-4-yi}-amide;
(S)-é-(s,B-Diﬁuoro-1.2,3,4-tetrahydro-naphthalen-z-ylamino)—pentanolc acid {1-[1-
(indan-1-ylcarbamoyl)-1-methyl-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difiuoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-2-ox0-2-(3-pyridin-4-yl-pyrrolidin-1-yl }-ethyil-1 H-imidazol-4-yi}-amide; ‘
(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{1-[2-
(3-fluora-phenyl)-ethylcarbamoyl]-1-methyl-ethyi}-1H-imidazol-4-yt)-amide;
(S)-2-(6,8-Diflucro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[2-(3-
cyano-piperidin-1-yi}-1,1-dimethyl-2-oxo-ethyl]-1H-imidazol-4-yi}-amide;
(S)-2-(6.8-Diﬂuoro—1,2,3,4—tetrahydro-naphthaien-Z-ylamino)—penfanoic acld (1-{1-
methyl-1-[methyi-(tetrahydro-pyran-2-yimethyl)-carbamoyi]-ethyi}- 1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Diiiuoro-1_ ,2,3,4-tetrahydro-naphthalen-2-ylamino)—péntanoic acid™ -(1+{1-
[ethyt-(2-pyrazol-1-yl-ethyl)-carbamoyl]-1-methyl-ethyl}-1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-2-0x0-2-(2-phenyl-pyrrolidin-1-yi)-ethyl]-1H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic  acid (1-{1-
[{furan-2-yimethyl)-carbamoyl]-1-methyl-ethyi}-1H-imidazol-4-yl}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthaien-2-ylamino)}-pentanoic acid (1{2-3-
(acetyl-methyl-amino)-pyrrolidin-1-yi}-1,1-dimethyl-2-oxo-ethyl}- 1 H-imidazol-4-yl)-amide;
(S)-2-(6,8-Diftuoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid {1-[1-
methyl-1-((3R,4S)-4-methylsulfanyi-tetrahydro-furan-3-ylcarbamoyt)-ethyil-1H-imidazoi-4-yi}-
amide;
{8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[2-(4-
acetyl-[t 4]diazepan-1-yI}-1,1-dimethyl-2-oxo-ethyl]-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylaminoc)-pentanoic  acid (1-{1-
methyl-1-[1-(1-methyl-1H-pyrazol-4-yl)}-ethylcarbamoyl]-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1-(3-
methoxy-propylcarbamoyi}-1-methyl-ethyl}-1H-imidazol-4-yl}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid (1-{1-
methyl-1-[(3-methyl-[1,2,4]oxadlazol-5-yImethyl)}-carbamoyl]-ethyl}- 1H-imidazol-4-yi)-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {(1-{1-[(2-
cyano-ethyl)-methyl-carbamoyl]-1-methyl-ethyi}-1H-imidazol-4-yl)-amide;
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(5)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-2-(3-methyi-5,6-dihydro-8H-[1,2 4]triazolo[4,3-alpyrazin-7-yl)-2-oxo-ethyl]-1 H-‘
imidazol-4-yi}-amide;

{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid (1-{1-
methyl-1-[methyl-(1-methyl-1H-imidazol-2-yimethy!)-carbamoyl]-ethyl}- 1H-imidazol-4-yl)-
amide;

(S}-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{1-[(2-
diethylamino-ethyl)}-methyl-carbamoyi]-1-methyi-ethyi}-1H-imidazoi-4-yi)-amide;

2-{4-[(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-propionylamino)-
imidazol-1-yl}-N-indan-1-yl-isobutyramide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-N-{1-[1,1-dimethyl-2-
0x0-2-(3-pyridin-4-yl-pyrrolidin-1-yl}-ethyl}-1H-imidazol-4-yl}-propionamide;

(8)-2-(8,8-Difluora-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-N-{1-[2-(4-
hydroxymethyl-4-methyl-piperidin-1-yi}-1, 1-dimethyl-2-oxo-ethyl]-1H-imidazol-4-yi}-
propionamide;

2-{4-[{S)-2-(6,8-Difiuoro-1,2,3,4-tetrahydro-naphthalen-2-ytamino)-propionylamino}-
imidazol-1-yl}-N-methyl-N-phenethyl-isobutyramide; ‘

2-{4-[(S)-2-(6,8-Difluoro-1 .2.3,4-tetrahydro-naphthalen;2-ylarnino)—propionylamino]-
imidazol-1-yl}-N-ethyl-N-(2-pyrazol-1-yl-ethyi)-isobutyramide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-N-{1-[2-(4-
hydroxymethyl-4-methyl-piperidin-1-y1)-1,1-dimethyl-2-oxo-ethyl]-1 H-imidazol-4—yl}-
propionamide; '

2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-teirahydro-naphthalen-2-ylamino)}-propionylamino]-
imidazol-1-yt}-N-(4-methyi-benzyl)-isobutyramide;

2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino}-
imidazol-1 -yl}-N-(1,3-dihydro-isobenzofuran-5-yl}-isobutyramide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-N-{1-{1,1-dimethyl-2-
oxo0-2-(2-phenyl-pyrrolidin-1-yl}-ethyl]- 1 H-imidazol-4-yl}-propionamide;

(8)-N-{1-[2-(3-Cyano-piperidin-1-yt)-1, 1~-dimethyl-2-oxo-ethyl}-1H-imidazoi-4-yi}-2-
(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionamide;

(8)-N-(1-{2-[3-(Acetyl-methyl-amino)-pyrrolidin-1-yl]-1, 1-dimethyl-2-oxo-ethyl}-1 H-
imidazol-4-yi)-2-(8,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionamide; -

2+{4-({S)-2+(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-propicnylamino}-
imidazol-1-yi}-N-((1R,2S)-2-hydroxymethyl-cyclohexyl)-isobutyramide;

2-{4-[(S)-2~(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino}-
imidazol-1-yi}-N-(3-methyl-[1,2,4]oxadiazol-5-yimethyl)-lsobutyramide;
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2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino}-
imidazol-1-yl}-N-((8)-2-methoxy-1-methyl-ethyl)-isobutyramide;

2-{4-[(3)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-propionylamino]-
imidazol-1-yl}-N-(3-methoxy-propyl}-isobutyramide;

2-{4-[(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-propionylaminoc]-
imidazol-1-yi}-N-[1-(1-methyl-1H-pyrazol-4-yl}-ethyl]-iscbutyramide;

2-{4-[{S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-propionylamino]-
imidazol-1-yl}-N-(3-imidazol-1-yl-propyl}-isobutyramide;

2-{4-[(S)-2-(6,8-Diﬂuoro-1,2,3,4—tetrahydro-naphthalen-Z-ylamiho)—propiony|amino]— i
Imidazol-1-yl}-N-(3-morpholin-4-yl-propyl}-isobutyramide;

(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-z-ylammo)—pentanonc acid [1-(3-
methyl-oxetan-3-ylmethyl)-1H-imidazol-4-yi}-amide; :

(8)-2-[2-(3,5-Difluoro-phenyt}-acetylamino]-pentanolc  acid  [1-(3-methyl-oxetan-3-
yimethyl}-1H-imidazol-4-yl]-amide;

(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid" {1-{1-(4-
trifluoromethyl-phenyl)-ethyl]-1H-imidazol-4-yl}-amide;

" (S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentancic  acid  {1-[1-(4-trifluoromethyl-

phenyl)-ethyi]-1H-imidazol-4-yl}-amide; ‘

(S)-2-[2-(3,5-Difluoro-phenyi)-acetylamino]-pentanoic acid [1-(2-pyrrolidin-1-yimethyl-
cyclobutyl)-1H-imidazol-4-yl}-amide;

(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2—y|amnno}-pentanouc acid + [1-(2-
pyrrolidin-1-ylmethyl-cyclabutyl}-1H-imidazol-4-yl]-amide;

(S)»2-(1,2,3,4-Tetrahydro-naphthalen-2-ylamino)}-pentanoic acid (1-{1,1-dimethyl-2-
[(tetrahydro-pyran-4-yimethyl)-amino]-ethyi}-1H-imidazol-4-yl}-amide;

(8)-2-(6,8-Difluorg-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[2-(2-
ethoxy—ethylémino)-1 ,1-dimethyl-ethyl]-1H-imidazol-4-yi}-amide;

{S)-2-(6,8-Difluaro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-N-{1-[2-(2-ethoxy-
ethylamino)-1,1 -dimethyi-eti'lyl]-1 H-imidazol-4-yl}-propionamide;

(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[(1-
hydroxy-cyclohexylmethyl)}-carbameyl]-1,1-dimethyl-ethyl}-1 H-imidazol-4-yl)-amide;

{8)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{1-[(1-
hydroxy-cyclohexylmethyl}-carbamoyl]-1-methyl-ethyl}-1H-imidazol-4-yl}-amide;

(S')—2-(6,8-Diﬂuoro-1,2,3,4—tetrahydro—naphthalen-2—ylamino)-pentanolc acid (1-{1-
methyi-1-[(tetrahydro-pyran-4-yimethyl}-carbamoyl]-ethyl}-1 H-imidazol-4-yi}-amide;

(S)-2-{6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid {1-1-
methyl-1-(2-methyl-benzylcarbamoyt)-ethyl}-1H-imidazol-4-yi}-amide;
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(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic acid {1-[1-(2-
methoxy-1-methyl-ethylcarbamoyi)-1-methyl-ethyl]-1H-imidazol-4-yl}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid (1-{1-
methyl-2-[(tetrahydro-pyran-4-yimethyl)}-amino]-ethyl}-1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Difluoro-1 .2,‘3.4—tetrahydro-naphthaIen—2—ylamfno)—pentanofc acid (1-{2-[(1-
hydroxy-cyclohexylmethyl)-amino}-ethyi}-1H-imidazol-4-yf)-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[(4-
hydroxy-tetrahydro-pyran-4-ylimethyl}-aminol-ethyl}- 1 H-imidazol-4-yl}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic acid (14{2-
[(tetrahydro-pyran-4-ylmethyl }-amino]-ethyl}- 1H-imidazol-4-yi}-amide;
(S)-2-(6,8-D'iﬁuoro-1 ,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[(3-
methyl-oxetan-3-yimethyl}-amino]-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-(8,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[(1-
hydroxy-cyclohexylmethyl}-amino]-1-msthyl-ethyl}-1H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1 :2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid ' {1:[2-(2-
elhoxy-ethylamino)-ethyl}-1 H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid [1-(3- .
benzytamino-propyl}-1 H'-imidazol~4-y|]-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{1,1-
dimethyl-3-[(pyridin-2-ylmethyl)-amino]-propyl}- 1 H-imidazol-4-yl)}-amide;
(8)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthaien-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-3-((8)-2,2,2-triflucro-1-phenyl-ethylamino)-propyll-1H-imidazol-4-yl}-amide;
(S)-2-{6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-3-{(R)-1-phenyl-ethylamino)-propyl]- 1 H-Imidazol-4-yi}-amide;
(S)2-2-Trifluoromethyl-benzylamino)-pentancic  acid  {1-[2-((2R,6S)-2,6-dimethyi-
marphalin-4-yl}-1,1-dimethyl-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-{[(2-Fluoro-3-triftuoromethyl-phenyl)methyl}-amino}-pentanoic acid {1-[2-
((2R,68)-2,6-dimethyl-morpholin-4-y1}-1,1-dimethyt-ethyl}-1H-imidazol-4-yi}-amide;
{8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-N-[1-(1,1-dimethyl-2-pyrrolidin-1-yl-ethyl)-
1H-imidazol-4-yi]-2-phenyl-acetamide '
(8)-2-2-(3,5-Difluora-phenyl)-acetylamino]-N-{1-[2-((2S,6R)-2,6-dimethyl-morpholin-
4-yl)-1,1-dimethyl-ethyl]-1H-imidazol-4-yi}-2-phenyi-acetamide
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-N-{1-[2-(2,2-dimethyl-
propylamino)-1,1-d imethyl-ethyl]-1H-imidazol-4-yl}-2-phenyl-acetamide
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid (1-indan-1-yl-1H-imidazol-
4-yl}-amide;
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(8)-2-{2-(3,5-Difluoro-phenyl)-acetylamino}-pentancic acid {(S)-1-((1S,2R)-2-hydroxy-
indan-1-y!}-1H-imidazol-4-yil-amide;

(8)-2-[2-(3,5-Difluaro-phenyl)-acetylaminol-pentanocic acid [(R}-1-((1R,28)-2-hydroxy-
indan-1-yi)-1H-imidazol-4-yl}-amide;

(8)-2-[2-(3,5-Diflucro-phenyl}-acetylamino]-pentanoic acid {1-[1-(4-fluoro-phenyl)-2-
hydroxy-ethyl}-1H-imidazol-4-yi}-amide;

(S)-2-[2-(3,5-Diflucro-phenyt)-acetylamino}-pentancic  acld  {{R)-1-{(R)-1-(4-fluoro-
phenyl}-2-hydroxy-ethyl]-1H-imidazol-4-yi}-amide; '

(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic  acid  [1-(2-hydroxymethyl-
phenyl)-1H-imidazol-4-yl]-amide; ‘

(S)-2-[2-(3,5-Diftuoro-phenyl}-acetylamino)-N-{1-[2-(2,2-dimethyl-propylamino)-1,1-
dimethyl-ethyl]-1H-imidazol-4-yl}-2-phenyl-acetamide;

(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acld {(S)-1-[2-
(2,2-dimethyl-propylamino)-1-phenyl-ethyl}-1H-imidazol-4-yl}-amide;

(8)-2-{6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentanoic acid {(S)-1-[2-
(2,2-dimethyl-propylamino)-1-phenyl-ethyl]-1H-imidazol-4-yl}-amide;
' 2-[2-(3,5-Difluoro-phenyl}-acetylamino]-N-{1-[2-(2,2-dimethyl-propylamino)-1,1-
dimethyl-ethyl]-1H-imidazol-4-yi}-2-(4-fluoro-phenyl)-acetamide;

2-[2-(3,5-Difluoro-phenyl}-acetylamino]-N-{1-[2-(2,2-dimethyl-propylamino)-1,1-
dimethyl-ethyl]-1H-imidazol-4-yl}-2-pyridin-3-yi-acetamide; l

(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentancic acid (1-{2-
[(2,2-dimethyi-propylamino)-methyll-phenyl}-1H-imidazol-4-yt}-amide; . '

(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino}-pentanocic acid (1-{2-[(2-
hydroxy-butylamino)-methyl]-phenyl}-1H-imidazol-4-yl}-amide; (S)-2-[2-(3,5-Difluoro-phenyl)-
acetylamino]-pentanoic acid {1-[2-(3-ethoxy-propyiamino}-ethyl]-1H-imidazol-4-yl}-amide;

{S)2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic  acid '[1-(2-ﬂuoro—benzyl)-1H-
imidazol-4-yl}-amide;

(8)-2-[2-(3,5-Diflucro-phenyl)-acetylamino]-pentanoic  acid [1-(3-fluoro-benzyl)-1H-
imidazol-4-yl}-amide; _

(S)-2-12-(3,5-Diftucro-phenyl)-acetylamino]-pentanoic  acid [1-{(4-methyl-benzyi)-1H-
imidazol-4-yl]-amide;

(S)-2-[2-(3,5-Diflucro-pheny!)-acetylamino)-pentanoic acid [1-(4-methoxy-benzyl)-1H-
imidazol-4-ylJ-amide;

(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid [1-(4-tert-butyl-benzyl)-1H-
imidazol-4-yt}-amide;

(8)-2-[2-(3,5-Difluoro-phenyi}-acetylaminal-pentancic  acid  {1-(1-hydroxymethyi-
cyclobutyl)-1H-imidazol-4-yl}-amide; '
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(S)-2-[2-(3,5-Difluoro-phenyl)-acetylaming]-pentancic  acid  [1-(2-hydroxymethyi-
cyclobutyl)-1H-imidazol-4-yi}-amide;
(S)-2-[2-(3,5-Difluoro-phenyt)}-acetylamino]-pentanoic acid [1-(1-pyrrolidin-1-yimethyi-
cyclobutyl}-1H-imidazol-4-yl]-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic  acid {1-[2-
{(R)-1-cyclohexyl-ethylamino)-1,1-dimethyl-ethyl]-1H-imidazol-4-yi}-amide;
(8)-2-[2-(3,5-Diflucro-phenyl)-acetylamino]-pentancic  acid  {1-[2-((R)}-1-cyclohexyl-
ethylamino)-1,1-dimethyl-ethyl]-1H-imidazol-4-yl}-amide;
(8)-2-[2-(2,4-Difluoro-phenyl)-2-hydroxy-ethylamino]-pentanoic acid [1-(1,1-dimethyi-
2-pyrrolidin-1-yi-ethyl}-1H-imidazol-4-yl}-amide; /
{S)-2-[2-(3,4-Diftuoro-phenyl)-2-hydroxy-ethylamino}-pentanoic acid [1-(1.1-_dimethyl-
2-pyrrolidin-1-yl-ethyl)-1H-imidazol-4-yl]-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{1,1-
dimethyl-2-[(tetrahydro-pyran-4-ylimethyl)-amino]-ethyi}-1H-imidazol-4-yl)-amide;
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanoic acid (1-{1,1-dimethyl-2-
[(tetrahydro-pyran-4-ylmethyl)-amino]-ethyi}-1 H-imidazol-4-yl )—émide;
{8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic  acid  {1-[3-
{(S)-1-phenyk-ethylamino)-butyl}-1H-imidazok4-yl}-amide; '
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid [1-(3-
methyl-oxetan-3-ylmethyl)}-1H-imidazol-4-yl]-amide; .
(S)-2-{2-(3,5-Difluoro-phenyl)-acetylamino}-pentanocic  acid - [1-(3-methyl-oxetan-3-
yimethyl)-1H-imidazol-4-yl}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)}-2-hydroxy-ethylamino]-pentanoic acid [1-(1,1-dimethyi-
2-pyrrolidin-1-yl-ethyl}-1H-imidazol-4-yi]-amide; '
{S)-2-{2-(2,4-Diftuoro-phenyl)-2-hydroxy-ethylamino]-pentanoic acid {1-[2-{(2R,6S5)-
2,8-dimethyl-morpholin-4-yl}-1,1-dimethyl-ethyl]-1 H-imidazol-4-yl}-amide;
(S)-2-[2-(3,5-Diﬂuoro—phenyi)—aceiylamino]-pentanoic acid {1-[2-(octahydro-
pyrazino[1,2-alazepin-2-yi)-ethyl]-1H-imidazol-4-yl}-amide;
(S)-2-[2+(3,5-Difluoro-phenyi)-acetylamino}-pentanoic = acid  {1-[2-([1,4]dioxan-2-
yimethyl-methyt-amino}-ethyl])-1H-imidazol-4-yi}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino}-pentanocic acid {1-[2-(2-methaxy-1-methyl-
ethylamino)-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-{2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {1-[2-(3-oxo-piperazin-1-
yI}-ethyl}-1H-imidazol-4-yl}-amide;
(S)—2;[2-(3,5-D'rﬂuoro-phenyl)—acetyiamino]-pentanoi'c acid [|1 -(2-benzylamino-ethyi)-
1H-imidazol-4-yl}-amide;
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(8)-2-[2-(3,5-Diflugro-phenyl}-acetylamino]-pentanoic acid {1-[2-(3-butoxy-
propylamino}-ethyl]-1H-imidazol-4-y1}-amide;
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {1-{2-((1R,28)-2-
hydroxymethyl-cyclohexylamino)-ethyi]l-1H-imidazol-4-yl}-amide;
2-[2-(3,5-Diflucro-phenyl}-acetylamino]-pentanoic acid {1-[(4aS,8a8)-2-(octahydro-
isoquinolin-2-yl)-ethyl]-1H-imidazol-4-yl}-amide; '
(S)-2-[2-(3,5-Difluaro-phenyl)-acetylamino]-pentanoic acid {1-[2-(3-isopropoxy-
propylamino}-ethyl]-1H-imidazol-4-yi}-amide;
(8)-2-[2-(3,5-Difluoro-phenyi}-acetylaminol-pentanoic acid {1-[2-(octahydro-
Isoquinolin-2-yt)}-ethyl]l-1H-imidazol-4-yi}-amide;
(S)-2-{2-(3,5-Difluoro-phenyl)-acetylamino]-pentancic acid {1-[2-(3,4,5,6-tetrahydro-
2H-[4,4"]bipyridinyi-1-yl}-ethyl]-1H-imidazol-4-yl}-amide;
S)-2-[2-(3,5-Difluoro-phenyl}-acetylamino}-pentancic acid {1-[2-(2-hydroxy-2-phenyl-
ethylamino)-ethyi]-1H-imidazol-4-yl}-amide;
(8)-2-{2-(3,5-Difluoro-phenyl)-acetylaminc]-pentancic acld {1-[2-(Indan-1-ylamino)-
ethyi}-1H-Imidazol-4-yl}-amide;
(8)-2-[2-(3,5-Difluoro-phenyl}-acefylamincj-pentanoic  acid  {1-[2-(benzyl-methyl-
amino)-ethyl}-1H-imidazol-4-yl}-amide; '
(8)-2-{2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid {1-[2-{indan-2-ylamino)-
ethyl]-1H-imidazot-4-yl}-amide;
(S)-2-[2-(3,5-Difluoro-phenyi)-acetylamino}-pentanoic  acid {1-[2-(3,4-dihydro-1#H!-
isoquinolin-2-yi)-ethyl}-1H-imidazol-4-yl}-amide;
(8)-2-{2-(3,5-Difluoro-phenyl)-acetytaminol-pentanoic acid {1-[2-(2-propoxy-
ethylamino)-ethyl]-1H-imidazol-4-yl}-amide;
(8)-2-[2-(3,5-Difluoro-phenyf)-acetylamino}-pentancic acid {1-[2-(3-benzyl-pyrrolidin-
1-yl}-ethyl}-1 H-imidazol-4-yi}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl}-acetylaminol-pentancic  acid  {1-[2-(3-pyridin-2-yi-
pyrrolidin-1-yl}-ethyl}-1H-imidazol-4-y}-amide;
(S)-2-{2-(3,5-Diftuoro-phenyl}-acetylamino}-pentanoic  acid  {1-[2-(methyl-pyridin-4-
ylmethyl-amino)-ethyl]-1H-imidazol-4-yl}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentancic acid (1-{2-[(2-methanesulfonyl-
ethyl)-methyl-amino]-ethyl}- 1 H-imidazol-4-yl}-amide;
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentancic  acid  {1-{2-(2-tert-butoxy-
ethylamino)-ethyi}-1H-imidazol-4-yl}-amide;
{S)-2-[2-(3,5-Difluoro-phenyl}-acetylamino]-pentanoic  acid  {1-[2-(3-pyridin-4-yl-
pyrrolidin-1-yi}-ethyl]-1H-imidazol-4-yl}-amide;
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(S)-2-[(1-Hydroxy-cyclohexyimethyl)-amino]-pentanocic  acid  [1-(1,1-dimethyl-2-
pyrralidin-1-yi-ethyt}-1H-imidazol-4-yi]-amide;
(S)-2-[2-(3,5-Difluoro-phenyl}-acetylamino]-N-[1-(1,1-dimethyl-2-pyrrolidin-1-yl-ethyl)-
TH-imidazol-4-yi]-2-phenyl-acetamide;
(S)-2-(Dicyclopropyimethyl-amine)-pentanoic acid [1-(1,1-dimethyl-2-pyrrolidin-1-yl-
ethyl)-1H-imidazol-4-yl]-amide;
(S)-2-{6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamina)-pentanoic  acid  {1-[3-
({(R)}-1-phenyl-ethylamino)-propyl}-1H-imidazol-4-yl}-amide;
(8)-2-6,8-Difluoro-1 ,2,:’14—tetrahydro—naphthaIen-2-y1amino)—pentanoic acid (1-{2-{(1-
hydroxy-cyclohexylmethyi}-amino]-1,1-dimethyi-ethyl}-1H-imidazol-4-yt)-amide;
(S)-2-[2-(3,5-Diflucro-phenyl)-acetylamino}-N-{1-{2-((2S,6R})-2,8-dimethyl-morpholin-
4-y1)}-1,1-dimethyl-ethyi}- 1H-imidazol-4-yl}-2-phenyi-acetamide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[{(4-
hydroxy-tetrahydro-pyran-4-yimethyl}-amino]-1,1-dimethyl-ethyl}-1H-imidazol-4-yl}-amide;. -
(S)-2-[2-(3,5-Difluoro-phenyl)-acetytamino]-pentanoic acid [t-(1-
dimethylaminomethyi—cyclobutyl)—ﬁ H-imidazol-4-yi}-amide;
(8)-2-[2-(3,5-Diflucro-phenyl)-acetylamino}-pentancic acid [1-(1—piperidinﬂ-ylmethy_vl-
cyclobutyl)-1H-imidazol-4-yl]-amide; N
(8)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentancic acid [1-{1-morpholin-4-yimethyl-
cyclobutyl)-1H-imidazol-4-yl}-amide;
(S)-2-[2-(3,5-Difiucro-phenyl)-acetylamino)-pentanoic acid (1-{1-[{{2R,6S8)-2,6-
dimethyl-moﬁ:holin-4-yl)methy|]-cyclobutyi}-1 H-imidazol-4-yl)}-amide; -
(8)-2-[2-(3,5-Difluoro-phenyl}-acetylamino}-pentanoic  acid  (1-{1-}{2,2,2-trifluoro-
ethylamino)-methyl}-cyclobutyl}-1H-imidazo!-4-yl)-amide;
(8)-2-[2-(3,5-Diftuoro-phenyl)-acetyiamino}-pentancic acid (1-{1-[((R)-1-cyclohexyl-
ethylamino)-methyl]-cyclobutyl}-1H-imidazol-4-yl)-amide;
(8)-2-(5,7-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentancic  acid [1-(1-
hydraxymethyl-cyclobutyl)-1H-imidazol-4-yl}-amide;
(8)-2-(5,7-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid [1-(1-
pyrrolidin-1-yimethyl-cyclobutyl}- 1H-imidazol-4-yl]-amide;
(S)-2-2-(3,5-Difluoro-phenyl)-acetylamino]-pentancic  acid (1{1-[(2,2-dimethyl-
propylamino)-methyi]-cyclobutyl}- 1H-imidazol-4-yl)-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-N-{1-[2-(2,2-dimethyl-
propylamino}-1,1-dimethyl-ethyl]-1H-imidazol-4-yl}-2-phenyl-acetamide; '
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic acid {1-[1-(4-
trifluoromethyl-phenyl}-ethyil-1H-imidazol-4-yl}-amide;
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(S)-2-[2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic  acid  {1-[1-(4-trifluoromethyt-
phenyi)-ethyi]-1H-imidazol-4-yl}-amide;

(8)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[2-(2-
methoxy-2-methyi-propylamino)-1,1-dimethyl-ethyl}-1H-imidazol-4-yl}-amids;

(S)-2-(6,8-Difluore-1,2,3 4-tetrahydro-naphthalen-2-ylamino)}-pentanoic acid {1-{1,1-
dimethyl-2-[(3-methyl-oxetan-3-yimethyl)-amino]-ethyl}-1H-imidazol-4-yl}-amide;

(8)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid  {1-[2-
(cyclohexylmethyl-amino}-1,1-dimethyl-ethyl}- 1H-imidazol-4-yi}-amide;

(8)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acld  (1-{1-
methyi-2-{(tetrahydre-pyran-4-yimethyl)}-amino]-ethyl}- tH-imidazol-4-yl)-amide;

{S)-2-{2-(3,5-Difluoro-phenyl)-acetylamino]-pentanoic acid (1-indan-1-yl-1H-imidazol-
4-yiy-amide;

(S)-2-[2-(3,5-Diﬂﬁoro—phenyl)-acetylarnino]-pentanoic acid [(S)-1-((1S,2R)-2-hydroxy-
indan-1-yl)-1H-imidazol-4-yl}-amide;

(8)-2-[2-(3,5-Difluoro-phenyl)-acstylamino]-pentancic acid [(R)-1-((1R,2S)-2-hydFoxy-
indan-1-yi}-1H-imidazol-4-yi]-amide;

(8)-2-[2-{3,5-Difluoro-phenyl-acetylaminoj-pentanoic acid [1-(2-pyrrolidin-1-ylmethyl-
cyclobutyl)-1H-imidazol-4-yll-amide; o

(8)-2-{6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylaminc)-pentanoic  acid  [1-{2-
pyrrolidin-1-yimethyl-cyclobutyl)-1H-imidazol-4-yl}-amide;

(8)-2-12-(3,5-Diflucro-phenyl}-acetylaminol-pentanoic acid {1-[1-(4-fluoro-phenyl)-2-
hydroxy-ethyl}-1H-Iimidazol-4-yl}-amide;

(S)-2-{6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[3-(3-
methyl-benzylamino)-propyi]-1H-imidazol-4-yl}-amide; '

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[3-(2-
hydroxy-2-phenyl-ethylamino)-propylj-1H-imidazol-4-yi}-amide,

(S)-2-(6,8-Diﬂuoro-1.2,3,4-tetrahydro-naphthalen-2-y|émino)—pentanoic acid {1-[3-(2-
chloro-benzylamino)-propyl]-1H-imidazol-4-yi}-amide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic I acid {1-[3-
(3.4-dihydre-1H-isoquinolin-2-yl})-propyl]-1 H-imidazol-4-yl}-amide;

{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentancic  acid {1.[3-
(indan-2-ylamino)-propyl}-1H-imldazol-4-yl}-amide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[3-(1-
methoxymethyl-propylamine)-propyi}-1H-imidazel-4-yl}-amide;

(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthaien-2-ylamino)-pentanoic acid {1-[3-(4-
chloro-benzylamino)-propyi}-1H-imidazol-4-yl}-amide;
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(8)-2-(6,8-Difluorg-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid {1-[3-(2-

methyl-benzylamino)-propylj-1H-imidazoi-4-yl}-amide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[3-(2-

methoxy-ethylamino)-propyi}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthaien-2-ylamino)-pentanoic
[(pyridin-3-ylmethyl}-aminc]-propyl}-1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ytamino)-pentanoic
((S)-1-p-tolyl-ethylamino)-propyl]- 1H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
methoxy-benzylamino)-propyl]-1 H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentancic
(cyclopropylmethyl-amino)-propyl}-1 H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentanoic
methyl-benzylamino)-propyil-1H-imidazol-4-yl}-amide;

acid

acid

(1-{3-

{13

acid {1-{3-(4-

acld

{1-[3-

acid {1-[3-(4-

(8)-2-(6,8-Difluore-1,2,3,4-tetrahydro-naphthalen-2-yilamino)-pentanoic acid- {(1-{2-[(1-
hydroxy-cyclohexylmethyt)-carbamoyl]-1,1-dimethyl-ethyl}- 1 H-imidazol-4-yt}-amide; -
(S)-2-(1.2,3,4-Tetrahydro-naphthalen-2-ylamino)}-pentancic acid {1-{1,1-dimethyl-2-

[(tetrahydro-pyran—4—ylmeﬂ1y1)-ahino]-ethyl}-1 H-imidazol-4-yl}-amide;

{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[(1-

hydroxy-cyclohexylmethyl)}-amino]-ethyl}-1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic

(2.2 2-trifluoro-ethylamino)}-methyll-cyclobutyl}-1H-imidazol-4-yl}-amide;
(S)-2-(8,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic

[(2,2-dimethyl-propylamino)-methyl}-cyclobutyl}-1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic

' [{((R)-1-cyclohexyl-ethylamino)-methyi}-cyclobutyi}-1 H-imidazol-4-yi)}-amide;

(8)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic
dimethylaminomethyl-cyclobutyl)-1H-imidazol-4-yi]-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
piperidin-1-yimethyl-cyctobutyl)-1H-imidazol-4-yl}-amide;
(S)-2-(8,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic
morpholin-4-yimethyl-cyclobutyl)-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic

acid-

acid

acid

acid

acid

acld

acid

[((2R,8S8)-2,6-dimethyl-morpholin-4-yl)methyl]-cyclobutyl}-1H-imidazol-4-yl)-amide;
{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[(4~

hydroxy-tetrahydro-pyran-4-yimethyl)-amino}-ethyt}-1H-imidazol-4-yl)-amide;

(14

(11~

(1-{1-

[t-(1-

[-(1-

11-(1-

(1{1-
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(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino}-pentancic  acid (1-{2-
[{tetrahydro-pyran-4-yimethyl)}-amino}-ethyl}-1H-imidazol4-y1)}-amide;
(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid {(1-{2-[(3-
methyl-oxetan-3-yimethyl)-aminoj-ethyi}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Dlifluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanocic acid {1-{2-[{1-
hydroxy-cyclohexylmethyl)-amino]- 1-methyl-ethyl}-1H-imidazol-4-yl}-amide;
{S)-2-{6,8-Difluoro-1,2,3,4-tefrahydro-naphthalen-2-ylamino)-pentanocic acid (1-{1,1-
dimethyl-3-[(pyridin-2-yimethyl}-amino]-propyl}-1H-imidazol-4-yl)-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{1-[{(1-
hydroxy-cyclohexylmethyl)-carbamoyl]-1-methyl-ethyl}-1H-imidazo!-4-yl)-amide;
(S)-2-{[(2-Fluoro-3-trifluoromethyl-phenyl)methyl}-amino}-pentanoic acid {1-[2-
{(2R,68)-2,6-dimethyl-morpholin-4-yi}-1,1-dimethyl-ethyl}-1 H-imidazo!-4-yi}-amide;
(S)—2-(6,8—Diﬂuoro-1,2.3,4-tetrahydro-naphthalen-z-ylamino)fpentanoic acid {1-[1,1-
dimethyl-3-((S)-2,2,2-trifluoro-1-phenyl-ethylamino)}-propyl]-1H-imidazal-4-yl}-amide; .
(S)-2-(8,8-Difluoro-1,2,3 4-tefrahydro-naphthalen-2-ylaminao)-pentanoic acid* {1-[1,1-
dimethyl-3~((R}-1-phenyl-ethylamino)-propyl}-1 H-imidazol-4-yi}-amide;
(S)-2-(2-Trifluoromethyl-benzylamino)-pentanoic  acid {1-[2-((2R,68)-2,6-dimethyl-
morpholin-4-yl)-1,1-dimethyl-ethyl]-1H-irnidazol-4-yl}-amide;
{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid (1-{1-
methyl-1-[(tetrahydro-pyran-4-yimethyl}-carbamoyi]-ethyl}-1H-imidazol-4-yl}-amide;
(5)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalan-2-ylamino)-pentanoic acid {1-[2-(2-
ethoxy-ethylamino)-ethyi]-1H-imidazol-4-yi}-amide;
(S)-é-[Z-(3,5-Diﬂuoro-phenyl)—acétylamino]—pentanoic acid {(R)}-1-{(R)-1-(4-fluoro-
phenyl}2-hydroxy-ethyl]-1H-imidazol-4-yl}-amide;
(S)-2-[2-(3,5-Difluoro-phenyl}-acetylamino}-pentanoic  acid  [1-(2-hydroxymethyi-
phenyl}-1H-imidazol-4-yl]-amide;
(5)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)}-pentancic acid {1-[2-(2-
ethoxy-ethylamino)-1, 1-dimethyl-ethyl]-1H-imidazol-4-yl}-amide;
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-N-{1-[2-(2-ethoxy-
ethylamino)-1,1-dimethyl-ethyi]-1H-imidazol-4-yi}-propionamids;
(8)-2-[2-(3.5-Difluoro-phenyl}-acetylamino]-N-{1-[2-(2,2-dimethyl-propylaminec)-1,1-
dimethyl-ethyl]-1H-imidazol-4-yi}-2-phenyl-acetamide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid  {1-[1-
methyl-1-(2-methyl-benzyicarbamoyl}-ethyl]-1H-imidazol-4-yl}-amide; ‘
(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1-(2-
methoxy-1-methyl-ethylcarbamoyl}-1-methyl-ethyil- 1H-imidazol-4-yl}-amide;
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(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-yiamino)-pentanolic acid {(S)-1-[2-
(2,2-dimethyl-propylamino)-1-phenyl-ethyi}-1H-imidazol-4-yl}-amide;
(8)-2-(6,8-Difluoro-1,2,3,.4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid {1-(3-
benzylamino-propyl}-1H-imidazoi-4-yl]-amide; -
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid  (1-{2-
[(2,2-dimethyl-propﬂamino)—methyl]-phenyl}-1 H-imidazol-4-yl)-amide;
{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {(S)-1{2-
(2,2-dimethyi-propylamino)-t-phenyl-ethyll- 1H-imidazol-4-yi}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{2-[(2-
hydroxy-butylamino)}-methyl}-phenyi}- 1H-imidazol-4-yl}-amide;
2-[2-(3,5-Diflucro-phenyl)-acetylamino}-N-{1-[2-(2,2-dimethyl-propylamino)-1,1-
dimethyl-ethyl}-1H-imidazol-4-yl}-2-pyridin-3-yl-acetamide;
2-[2-(3,5-Difluoro-phenyl)-acetylamino]-N-{1-[2-(2,2-dimethyl-propylamino}-1,1-
dimethyl-ethyl]-1H-imidazol-4-yi}-2-(4-fluoro-phenyl)}-acetamide;
(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanocic  acid- {1-[1-
methyl-1-(methyl-phenethyl-carbamoyt)-ethyl)-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanocic  acid {1-[1-
(1,3-dIhydro-isobenzofuran-5-ylcarbamaoyl}-1-methyl-ethyl}-1H-Imidazol-4-yi}-amide;
{8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid {1-[1-
(indan-1-ylcarbamoyl)-1-methyl-ethyl]-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3 4-tefrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-2-oxo-2-(3-pyridin-4-yl-pyrrolidin-1-yt)-ethyl}-1H-imidazol-4-yi}-amide;
(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-yiamino)-pentanoic acid (1-{1-[2-
(3-fluoro-phenyl)-ethylcarbamoyl]-1-maethyl-ethyi}-tH-imidazol-4-yl)-amide;
2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-proplonylamino]-
imidazol-1-yl}-N-indan-1-yl-isobutyramide; '
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[2-(3-
cyano-piperidin-1-yl)-1,1-dimethyl-2-oxo-ethyi]-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1 ,2,3,4-tetrahydro~naphtha|en-2-y[amino)-pentan0ic acid  (1-{1-
methyl-1-Imethyl-(tetrahydro-pyran-2-yimethyl}-carbamoyl]-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid (1-{1-
[ethyl-(2-pyrazol-1-yi-ethyl}-carbamoyl]-1-methyl-ethyl}-1H-imidazol-4-yl}-amide;
(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-2-oxo0-2-(2-phenyl-pyrrolidin-1-yi)-ethyl}-1H-imidazol-4-yi}-amide;
(S)-2-(8,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-N-{1-[1,1-dimethy}-2-
0x0-2-(3-pyridin-4-yl-pyrrolidin-1-yl)-ethyl}-1H-imidazol-4-yl}-propionamide;
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(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic  acid {1-{1-
[(furan-2-yimethyl)-carbamoyl]-1-methyl-ethyl}-1H-imidazol-4-yl}-amide;

{S)-2-(6,8-Difluoro-1 ,2.3.4-tetrahydro—naphthalen-z-y|amino)—pentanoic acid {1-{2-[3-
(acetyl-methyl-amino}-pyrrolidin-1-yl]-1,1-dimethyl-2-oxo-ethyl}-1H-imidazol-4-yl)-amide;

{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentancic  acid {1-[1-
methyl-1-((3R,48)-4-methyisulfanyl-tetrahydro-furan-3-ylcarbamoyl)-ethyl}- 1 H-imidazol-4-yl}-
amide;

{8)-2-(6,8-Diflugro-1,2,3.4-tetrahydro-naphthalen-2-ylamino)-pentancic acid {1-{2-(4-
acetyl-{1,4]diazepan-1-yi}-1,1-dimethyl-2-oxo-ethyl]-1H-imidazol-4-yi}-amide,

2-{4-[(S}-2-(8,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-propionylamino}-
imidazol-1-yi}-N-[2-(3-fluoro-phenyl)-ethyl}-isobutyramide;

(S)-2-(6,8-Diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanocic acid (1-{1-
methyl-1-[1-(1-methyi-1H-pyrazol-4-yl}-ethylcarbamoyl]-ethyl}- 1 H-imidazol-4-yl}-amide;

2-{4-[{S}-2-(6,8-Difluoro-1,2,3 4-tetrahydro—naphthaIen-2-y|ammo)—propuonylammo]-
Imidazol-1-yl}-N-methyl-N-phenethyl-isobutyramide;

(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-{1-(3-
methoxy-propylcarbamoyl)-1-methyl-ethyll- 1H-imidazol-4-yi}-amide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1<{1-
methyl-1-[(3-methyi-[1,2,4]oxadiazol-5-yimethyl}-carbamoyl]-ethyi}-1H-imidazol-4-yl)-amide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{1-[(2-
cyano-ethyl}-methyl-carbamoyl}-1-methyi-ethyt}-1H-imidazol-4-yl)-amide;

2-{4-[(S)-2-(6,8-Difluorc-1,2,3,4-tetrahydro-naphthalen-2-ylamine}-propionylamino)-
imidazol-1-yl}-N-ethyl-N-(2-pyrazol-1-yl-ethyl}-isobutyramide;

(8)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid {1-[1,1-
dimethyl-2-(3-methyl-5,8-dihydro-8H-[1,2 4]triazolo[4, 3-a]pyrazin-7-yi}-2-oxo-ethyl]-1H-
imidazol-4-yl}-amide;

(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-pentanoic acid (1-{1-
methyl-1-[methyl-(1-methyl-1H-imidazol-2-yimethyl}-carbamoyi}-ethyf}-1H-imidazol-4-yl)-
amide; .

{S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-N-{1-[2-(4-
hydroxymethyl-4-methyl-piperidin-1-yl)-1,1-dimethyl-2-oxo-ethyl}-1H-imidazol-4-yl}-
propionamide;

2-{4-[(S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino)-prapionylamino}-
imidazol-1-yi}-N-(4-methyl-benzyl}-iscbutyramide;

2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino]-
imidazol-1-y1}-N-(1,3-dihydro-isobenzofuran-5-yf}-isobutyramide;
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{S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-N-{1-{1,1-dimethyl-2-
0x0-2-(2-phenyl-pyrrolidin-1-yi)-ethyi}-1H-imidazoi-4-y}-propionamide;
{S)-2-(6,8-Difluoro-1,2,3 4-tetrahydro-naphthalen-2-ylamino}-pentanoic acid (1-{1-{{2-
diethylamino-ethyl}-methyl-carbamoyl]-1-methyt-ethyl}-1H-imidazol-4-yi}-amide;
(S)-N-{1-[2-(3-Cyano-piperidin-1-yl)-1,1-dimethyi-2-oxo-ethyl]-1H-imidazol-4-yl}-2-
(6,8-diflucro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionamide;
{S)N-(1-{2-[3-(Acetyl-methyl-amino}-pyrrolidin-1-yi}-1,1-dimethyl-2-oxo-ethyl}-1H-
imidazol-4-yl)-2-(6,8-difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionamide;
2-{4-{(S)-2-(6,8-Diflugro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino])-
imidazol-1-yl}-N-{(1R,2S)-2-hydroxymethyl-cyclohexyl }-isobutyramide;
2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino}-
imidazol-1-yl}-N-(3-methyl-[1,2,4]oxadiazol-5-yimethyl kisobutyramide;
2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino}-
imidazol-1-yl}-N-((S)-2-mathoxy-1-methyl-ethyl)-isobutyramide;
2-{4-[{S)-2-(6,8-Difluoro-1 ,2,3,4-tetrahydro-naphthalen—2-y!amino)-propionylamiﬁo]-
imidazol-1-y1}-N-(3-methoxy-propyl -isobutyramide;
2-{4-[(8)-2-(6,8-Difluaro-1,2,3,4-tatrahydro-naphthalen-2-ylamina)-propionylamino}-
imidazol-1-yl}-N-[1-(1-methyl-1H-pyrazol-4-yi}-ethyl]-isobutyramide;
2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino]-
imidazol-1-yl}-N-(3-imidazol-1-yl-propyi)-isobutyramide;
2-{4-[(S)-2-(6,8-Difluoro-1,2,3,4-tetrahydro-naphthalen-2-ylamino)-propionylamino}-
imidazol-1-yl}-N-(3-morpholin-4-yl-propyl}-isobutyramide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-[1-(2-{[(1-
hydroxycyclochexyl)methyllamino}-11-dimethylethyl}-1H-imidazol-4-yi}-L-norvalinamide;
N-2-{(3,5-difluorophenyl)acetyl}-N-{1-{1-(piperidin-1-ylmethyl)cyclobutyl}-1H-imidazol-
4-yl}-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-{1-{1-{pyrrolidin-1-
yimethyl)cyclobutyl]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(3,5-difluorophenyl)acetyl]-N-{1-(1-{[(2,2-
dimethylpropyl}aminoimethylcyclobutyl}-1H-imidazol-4-yl}-L-narvalinamide;
N-2-[(3,5-difluorophenyl)acetyl]-N-{1-(1-{[(2,2-
dimethylpropyl)amino]methyl}cyclobutyl)-1H-imidazol-4-yi]-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-[1-(1-{[(22-
dimethylpropyl)amino]methyl}cyclobutyt)}-1H-imidazol-4-yi]-L-norvalinamide;
N-2-{(2S)-6,8-diflucro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-(1-{1,1-dimethyi-2-[(2-
methylbenzyl)amino]-2-oxoethyi}-1H-imidazol-4-yl}-L-norvalinamide;
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N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-(1-{1-methyl-2-
[(tetrahydro-2H-pyran-4-yimethyl)amino)ethyl}-1H-imidazoi-4-yl)-L-norvalinamide;
N-2-{(2S)-6,8-diflucro-1 ,2,3,4¥tetrahydronaphthalen-Z-yi]—N-(1 -{2-{(3-
methoxypropyt)amino}-1, 1-dimethyl-2-oxoethyi}-1H-imidazol-4-yl)}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-[1-(2-{[(2-
hydroxybutyl}amino]methyi}phenyl)-1 H-imidazo|-4-yl]'-L-norvaﬁnamide;
tert-butyl 3-{[4-({N-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-L-
norvatyljamino)-1H-imidazol-1-ylimethyl}azetidine-1-carboxylate;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-(1-{[1-(2,2-
dimethylpropyl)azetidin-3-y{jmethyl}-1H-imidazol-4-yl}-L-norvalinamide;
2-[4-({(2S)-2-[{6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl)Jamino]-2-
phenylacetyllamino)-1H-imidazol-1-yi]-N-(2,2-dimethylpropyl }-2-methylpropanamide;
N-(2-chlorobenzyl)-2-[4-({(25)-2-[(6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-
yl)amino}-2-phenylacetyl}lamino)-1H-imidazoi-1-yi]-2-methylpropanamide;
2-[4-({(25)-2-[(6,8-diflucro-1,2,3,4-tetrahydronaphthalen-2-ylyamino]-2-
phenylacetyl}amino)-1H-imidazol-1-yi]-N-(2,3-dihydro-1H-inden-1-yl}-2-methylpropanamide;
N-{(1R)-1-cyclohexylethyl]-2-{4-({(2S)-2-[(6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-
yhamino]-2-phenylacetylyamino)-1 H-ih'l idazol-1-ylj-2-methylpropanamide;
(28)-2-[(6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl)amino}-N-{1-[ 1 1-dimethyl-2-(3-
methylpiperidin-1-y1)-2-oxoethyi]-1H-imidazol-4-yl}-2-phenylacetamide;
2-{4-({(25)-2-{(6,8-diflucro-1,2,3,4-tefrahydronaphthalen-2-yl)Jamino)-2-
phenylacetyl}amino)-1H-imidazol-1-yl}-2-methyl-N-(2-methylcyclohexyl)propanamide;
(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-ylyamino}-N-{1-[1,1-dimethyl-2-
(2-methyipiperidin-1-yl}-2-oxoethyll-1H-imidazol-4-yi}-2-phaenylacetamide;
(28)-N{14{2-[(1R, 48)-2-azabicycioj2.2. 1]hept-2-yi]-11-dimethyl-2-oxoethyi}-1H-
imidazol-4-yi)-2-[(6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl)aminc}-2-phenylacetamide;
2-{4-({(28)-2-{{6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}amino}-2-
phenylacetyl}amino)-1H-imidazol-1-yl]-2-methyl-N-{tetrahydro-2H-pyran-4-yl)propanamide;
(25)-2-{(6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-ylyamino}-N-{1-{1,1-dimethyl-2-
oxo-2-(3-phenylipymrolidin-1-yl)ethyi]-1 H-imidazol-4-yl}-2-phenylacetamide;
N-(3.4-diflucrobenzyl)-2-[4-{{(2S)-2-[(8 8-difluoro-1,2,3 4-tetrahydronaphthalen-2-
yl)amino]-2-phenylacelyl}amino)-1H-imidazo!-1-yl}-2-methylpropanamide;
(2S)-2-{(6,8-diflucro-1,2,3,4-tetrahydronaphthalen-2-ylyamino]-N-[1-(1,1-dimethy}-2-
oxo-2-pyrrolidin-1-ylethyl}-1H-imidazol-4-yl}-2-phenylacetamide;
2-{4-({(23)-2-((6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl)aming]-2-
phenylacetyl}lamino)-1H-imidazol-1-yl]-N-(2,2-dimethylpropyl }-2-methylpropanamide;
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N-cyciohexyl-2-[4-({(25)-2-[(6,8-difluorc-1,2,3,4-tetrahydronaphthalen-2-yl)amino)-2
phenylacetyl}amino)-1H-imidazol-1-yi}-2-methylpropanamide;
2-[4-{{(28)-2-[(6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yllaminoj-2-
phenylacetyl}amino)-1H-imidazol-1-yl-2-methyl-N-(2-methylbenzyl)propanamide;
(2S)-N-(1-{2-[(185R)-6-azabicyclo[3.2. 1]oct-6-yi}-11-dimethyl-2-oxoethyl}-1H-
imidazol-4-yl)-2-[(6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl)amino]-2-phenylacetamide;
N-(2,4-diﬂuorobenzyi)-z-[:l-({(2S)-2—[(6,8—diﬂuoro-1 \2,3,4-tetrahydronaphthalen-2-
yl)amino]-2-phenylacetyl}lamino)-1H-imidazol-1-yi}-2-methylpropanamide;
(28)-2-{(6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl)amino]-N-{1-{1,1-dimethyl-2-
ox0-2-(3-pyridin-4-ylpyrrolidin-1-yl)ethyl]- 1 H-imidazol-4-yl}-2-phenylacetamide;
2-[4-({(25)-2-](6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl )Jamino]-2-
phenylacetyl}jamina}-1H-imidazol-t-y{]-2-methyl-N-(4-methyleyclohexyl)propanamide;
2-{4-({(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl)amino}-2-
phenylacetyl}amino}-1H-imidazol-1-yl]-2-methyl-N-(3,3,5,5-
tetramethylcyclohexyl)propanamide;
N-2-(6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl)-N-{1-{1,1-dimethyl-2-[(2-
methylbenzyl)amino]-2-oxoethyl}-1H-imidazol-4-yl)-O-methyl-L-serinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthaten-2-yi}-N-(1-{{1-(2,2-
dimethylpropy!)pyrreolidin-2-yljmethyl}-1H-imidazol-4-yl)-L-norvalinamide;
N-2-[(2S}-6,8-difluaro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-(1-{[1-(2,2-
dirnethylpropanoyl)pyrroﬁdin-2-y1]mathy|)-1 H-imidazol-4-yi}-L-norvalinamide;
{25)-2-{[(2S}-6,8-difluoro-1,2,3,4-tetrahydronaphthaten-2-ylJamino}-N-{1-{1-(2,2-
dimethylpropyl}-2-oxopiperidin-3-yi}- 1 H-imidazol-4-yl}pentanamide
{2S)-N-[1-(1-benzyi-2-oxopliperidin-3-yi}-1H-imidazol-4-yl]-2-{[(2S)-6,8-difluoro-
1,2,3,4-tetrahydronaphthalen-2-yljamino}pentanamide
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-(1-{{(2S)-1 ;(2.2-
dimethylpropffl)azetidin-2-y|]methyl}-1 H-imidazol-4-yi}-L-norvalinamide;
N-2-{(28)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl]-N-[1-({(2S)-1-[(2S)-2-
hydroxybutyl]azetidin-2-yl}methw)-1H-imidazol-4-yi]-L-narvalinamide;
tert-butyl 3-{[4-({N-[(2S)-6,8-diflucro-1,2,3,4-tetrahydronaphthalen-2-yl]-L-
norvalyllamino}-1H-imidazol-1-yljmethyl}-3-hydroxyazetidine-1-carboxylate
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-(1-{[1-(2,2-
dimethylpropyl}-3-hydroxyazetidin-3-yljmethyi}-1 H-imidazol-4-yl)-L-norvalinamide;
N-{1-[(3S,4R)-1-benzyl-4-{2-[(2,2-dimethylpropyl)amino]ethyl}pyrrolidin-3-yij-1H-
imidazol-4-yl}-N-2-[(28)-6,8-difluore-1,2,3 4-tetrahydronaphthajen-2-yi}-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-[1-(2-{[(2,2-
dimethylpropyl)amino]methyl}-45-difluorophenyl)-1H-imidazol-4-yi}-L-narvalinamide;
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N-{1-[2-({3-[acetyl(methyl)amino]pyrrolidin-1-yi}methyl)phenyl]-1H-imidazol-4-yt}-N-2-
[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-L-norvalinamide;
N-{1-[2-{{{(1R,2R)-2-(benzyloxy)cyclopentyllamina}methyl}phenyl}-1H-imidazol-4-y!}-
N-2-{(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-L-norvalinamide; |
N-(1-{2-[(4-acetyit-1,4-diazepan-1-yl)methyl]phenyl}-1H-imidazol-4-yl}-N-2-[{25)-6,8-
difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-L-norvalinamide;
N-2-[{2S)-6,8-diflucro-1,2,3 4-tetrahydronaphthalen-2-yi}-N-{1-[2-({]2-(3-
hydroxypiperidin-1-yl)ethyllJamino}methyl)phenyl]- 1 H-imidazol-4-yi}-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-{1-[2-({[(1-ethylpiperidin-3-
yl)methyllamino}methyl)phenyl]-1H-imidazol-4-yi}-L-norvalinamide;
N-{1-{2-({[(3R)-1-acetylpyrrolidin-3-yllamino}methyl)phenyl]-1H-imidazol-4-yi}-N-2-
[(25)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yf}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}]-N-(1-{2-[{4-ethylpiperazin-1- ’
yl)methyi]phenyl}-1H-imidazol-4-yl)-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-{1-[2-({[(1S,2R)-2-
hydroxy-2,3-dihydro-1H-inden-1-vijJamino}methyi)phenyi}-1H-imidazol-4-yi}-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yil-N-{1-{2-(morpholin-4-
yimethyl)phenyl]-1H-imidazol-4-yi}-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetfrahydronaphthalen-2-yl]-N-[1-(2-{[(2-morpholin-4-
ylethyl)amino]methyl}phenyl}-1H-imidazol-4-yl-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthaten-2-yi]-N-{1 —[2'—({[2-(2-oxo-1 3-
oxazinan-3-yl)ethyllamino}methyl)phenyl]-1H-imidazol-4-yt}-L.-norvalinamide;
N-(1-{2-{(bicyclo[1.1.1]pent-1-ylamino)methyl]phenyl}-1H-imidazol-4-yl)-N-2-[(25)-6,8-
difluoro-1 .2,3-,4-tetrahydronéphthalen-2-y|]-L-norvalinamide;
N-2-[(2S)-8,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-[1~(2-{[(2-
propaxyethyllaminolmethy!}phenyl)-1 H-imidazol-4-yl]-L-norvatinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthaten-2-yl}-N-{1-[2-({[(1-
isobutyrylpiperidin-3-yi)methyl]lamino}methyl)phenyl}-1H-imidazol-4-yi}-L-norvalinamide;
N-{1-[2-({[{1R,2R)-2-(benzyloxy)cyclchexyllamino}methyl)phenyl]-1B-imidazol-4-yl}-
N-2-[(28)-8,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-L-norvalinamide;
N-2-{(25}-8 8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl-N-{1-[2-({[2-(dimethylamino)-
2-oxoethyl]lamino}methyl)phenyl]-1H-imidazol-4-yi}-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl}-N-{1-{2-(2,3-dihydro-1 H-
indol-1-yimethyl)phenyi]-1H-imidazol-4-yl}-L-norvalinamide;
N-[1-(2-{[(2,4-difluorobenzyl)amino}methyi}phenyl)-1H-imidazol-4-yl]-N-2-[(25)-6,8-
difiuoro-1,2,3,4-tetrahydronaphthalen-2-yll-L-norvalinamide;
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N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-{1-[2-({[2-(2-
fluorophenoxy)ethyljaminomethyl)phenyl}-1H-Imidazol-4-yi}-L-norvalinamide;
N-{1-[2-({[2-(diethylamino)ethylJamino}methyl)phenyi]-1H-imidazol-4-yl}-N-2-{(25)-6,8-
difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-{1-[2-({[2-(2-ox0-1,3-
oxazolidin-3-yl)ethylJamino}methyl)phenyl]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-{{28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-y}-N-{1-{2-{{[2-(2-
oxoimidazolidin-1-yl)ethyllJamino}methyl)phenyl]- 1 H-imidazol-4-yi}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-{1-[2-({[2-(3-methyl-1 K-
pyrazol-1-yl)ethyllamino}methyl)phenyi]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(28)-6,8-difluorc-1,2,3,4-tetrahydronaphthalen-2-yI}-N-{1-[2-({[1-
(hydroxymethyi)pentyljamino}methyl)phenyl]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(2S)-8,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-[1-{2~{[(2-
isopropoxyethyl)amiho]methy\}phenylH H-imidazol-4-yl}-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-{1-[2-({[{(1R)-1-
{hydroxymethyl)propyijJamino}methyl)phenyi)-1H-imidazol-4-yl}-L-norvalinamidse;
N-{1-[2-{{[1-(4-chlorobenzyl}-2-hydroxyethyljamino}methyl)phenyi]- 1H-imidazol-4-yi}-
N-2-[(28)-6,8-difluoro-1,2,3.4-tetrahydronaphthalen-2-ylj-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl}-N-{1-{2-{{[(1,3-
dimethylpyrrolidin-3-yl)methyl]Jamino}methyl)phenyl]-1H-imidazol-4-yi}-L-norvalinamide;
N-2-{(28)-6,8-diflucro-1,2,3,4-tefrahydronaphthaten-2-yi}-N-{1-[2-({[{1,3-
dimethylpyrrolidin-3-yl)methyilamino}methyl)phenyl]-1H-imidazcl-4-yi}-L-norvalinamide;
N-(1-{2-[(4-acetylpiperazin-1-yl)methyl]phenyl}-1 H-imidazol-4~yl)-N-2-[(23)-6,8-
difluore-1,2,3,4-tetrahydronaphthalen-2-yl]-L-norvalinamide; 4
N-{1-[2-({[( 1-tert-butyl-5-oxopyrrolidin-3-yl)methyl]amino}methyi)phenyi]-1H-imidazol-
4-y(}-N-2-{(2S)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl]-L-norvalinamide;
N-2-{(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-[1-(2-{[(2-
methoxyethyl)aminojmethyl}phenyt}-1H-imidazol-4-yiJ-L-norvalinamide;
N-2-[(25)-6,8-diflucro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-[1-(2-{[(2-
ethoxyethyi)amino]methyl}phenyl)-1H-imidazol-4-yl]-L.-norvaiinamide;
N-2-[(2S)-8,8-difluore-1,2,3.4-tetrahydronaphthalen-2-yl}-N-{1-[2-{{[2-
(diisopropylamino)ethyllamino}methyl)phenyl]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}]-N-{1-[2-({[3-(1H-imidazol-1 -
yl)propyllamino}methyl)phenyl}-1 H-imidazol-4-yl}-L-norvalinamide;
N-2.{(28)-8,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-{1-[2-({[(1S)-1-
(hydroxymethyi)-2,2-dimethylpropyllamina}methyl)phenyl}-1H-imidazol-4-yl}-L-norvalinamide;
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N-2-[(25)-6,8-difluoro-1,23,4-tetrahydronaphthalen-2-yl]-N-{1-[2-({[(15)-1-methyl-2-
{methylamino)-2-oxoethyilamino}methyl)phenyl}-1 H-imidazol-4-yl}-L-norvalinamide;
N-2-{(25)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yi]-N-{1-[2-{{[2-(dimethylamino)-

- 1-methylethyllamino}methyl)phenyi]-1H-imidazol-4-yl}-L-norvalinamide;

N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yI]-N-(1-{2-[(3-methyl-5,6-
dihydro[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methyi]phenyl}-1H-Imidazol-4-yt)-L-
norvalinamide;

N-2-{(25)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-ylJ-N-{1-[2-({{(3-methyl-1,2 4~
oxadiazol-5-yl)methyl]Jamino}methyl)phenyi}-1H-imidazol-4-yi}-I -norvalinamide;

N-2-[(2S)-6,8-diftuoro-1,2,3,4-tetrahydronaphthaten-2-yi]-N-[1-(2-{[(2-
phenoxyethyl)amino]methyi}phenyl)-1H-imidazol-4-yl}-L-norvalinamide;

N-2-[(25)-8,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-[1-(2-{[methyl(1-
methylpyrrolidin-3-yl)amino]methyl}phenyl)-1H-imidazol-4-yl}-L-norvalinamide;

N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-[1-(2{[(2,2,2-
trifluoroethyl)amino]methyl}phenyl}- tH-imidazol-4-yi}-L-norvalinamide;

N-2-{(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-{1-[2-({[(18,28)-1-
(hydroxymethyl)-2-methylbutyljamino}methyl)phenyi]-1H-imidazol-4-yl}-L-norvalinamide;

N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-{1-[2-({[2-(2-oxopyrrolidin-
1-yl)ethyllamino}methyl)phenyl]-1H-imidazol-4-yi}-L-norvalinamide; »

N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-{1-{2-[(2,3-dihydro-1H-
inden-2-ylamino)methyfjphenyl}-1H-imidazol-4-yl}-L-norvalinamide;

N-{1-[2-({[2-(acetylamino)ethyl]amino}methy!)phenyl]-1H-imidazol-4-yI}-N-2-{(25)-6,8-
difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-L-norvalinamide;

' N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-{1-[2-({{2-
(dimethylamino)ethyflamino}methyl)phenyl]-1H-imidazol-4-yl}-L-norvalinamide;

N{1-[2-({{{1R}-1-banzyl-2-hydroxyethylJamino}methyi)phenyl]-1 H-imidazol-4-yi}-N-2-
[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-L-norvalinamide;

N-2-[(25)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yi}-N-[ 1-(2-{{(2-
methylcyclohexyl)amino]methyi}phenyi}-1H-imidazol-4-yi}-L-norvalinamide;

N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-{1-[2-{{[(1S)-1-
(hydroxymethyi}-2-methylpropyllamino}methyl)phenyl]-1 H-imidazol-4-yi}-L-norvalinamide;

N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-{1-[2-(pyrrolidin-1-
yimethyl)phenyl]-1H-imidazol-4-yl}-L-norvalinamide; :

N-{1-[2-({[3-(benzyloxy)-2-hydroxypropyllamino}methyl)phenyi]-1H-imidazol-4-yi}-N-2-
[(28)-6,8-difiuoro-1,2,3,4-tetrahydronaphthalen-2-yi]-L-norvalinamide;

N-2-[(25)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yi}-N-{1-(2-{{{2-hydroxy-3-
phenoxypropyl)amino]methyl}phenyl}-1H-imidazol-4-yi]-L-norvalinamide;
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N-(1-{2-[(tert-butylamino)methyl]phenyl}-1H-imidazol-4-yi)-N~2~-[(2S5)-6,8-difiucro-
1,2,3,4-tetrahydronaphthalen-2-yi}-L-norvalinamide;
N-2-[(2$)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yij-N-{1-[2-({{(5-methylisoxazol-
3-yl)methyllamino}methyl)phenyi]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-(1-{2-[({[{2R)-1-
ethylpyrrotidin-2-ylJmethyl}amino)methyljphenyf}- tH-imidazol-4-y!)-L-norvalinamide;
N-(1-{2-{({2-[butyl{methyl)aminolethyt}amino)methyllphenyl}-1 H-imidazal-4-yl )-N-2-
{(28)-8,8difluoro-1,2,3 4-tetrahydronaphthalen-2-yi}-L-nervalinamide;
N-{1{2-{({2-[butyl(methyl)amino]ethyl})amino)methyljphenyl}-1H-imidazol-4-yl}-N-2-
[{2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydranaphthalen-2-yl}-N-{(1-{2-[{prop-2-yn-1-
ylamino)methyljphenyi}-1H-imidazol-4-yi)-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-{1-[2-({[(3-ethylisoxazol-5-
ylmethyllamino}methyl)phenyl]-1H-imidazol-4-yi}-L -norvalinamide;
NH{1-{2-({[2-(diethylamino)ethyl}(methyl)amino}methyl)phenyl}-1H-imidazol-4-yi}-N-2-
[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-L-norvalinamide;
N-{1-(2-{[{2-tert-butoxyethyl)amino]methyl}phenyl}-1H-imidazol-4-yi]-N-2-{(2S)-6,8-
difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-y1}-N-{ 1-{2-[{{[(2S)}-1-
ethylpyrrolidin-2-yfjmethyl}amino)methyljphenyl}-1H-imidazol-4-yi)-L-norvalinamide;
N-2-[(2S)-6,8-diflucro-1,2,3,4-tetrahydronaphthalen-2-yl)-N-{1-[2-({[1-(2,2-
dimethylpropanoyl)pyrrolidin-3-yijamino}methyi}phenyl]- 1H-imidazol-4-yi}-L-norvalinamide;
N-2-{(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-{1-[2-({[1-
(hydroxymethyi)butyllamino}methyl)phenyl]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(2S}-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-[1-(2-{[{1,1-
dioxidotetrahydro-3-thienyl)aminojmethyi}phenyt)-1H-imidazol-4-yi]-L-norvalinamide;
N-[1-(2-{[(1R)-1-cyclohexylethyllamino}-1,1-dimethyi-2-oxoethyl}-1H-imidazol-4-yi}-N-
2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-{1-[1,1-dimethyl-2-oxo0-2-
(3-phenylpyrrolidin-1-yl)ethyl}-1H-imidazol-4-yi}-L-norvalinamide;
N-2-{(285)-6,8-aifluoro-1,2,3 4-tetrahydronaphthalen-2-yl}-N-[1-(1, 1-dimethyl-2-{[(5-
methyl-2-furyl)methyllamino}-2-oxoethyl}- 1H-imidazol-4-y(}-L.-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-[1-(2-{[1-
{methoxymethyli)propyllamino}-1,1-dimethyl-2-oxoethyl}-1H-imidazol-4-yl]-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-{1-(2{[1-
(methoxymethyl)propyllamino}-1,1-dimethyl-2-oxoethyl}-1H-imidazol-4-yi]-L-norvalinamide;
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N-(1-{2-[(3,4-difluorobenzyl)amino}-1,1-dimethyl-2-oxoethyi}-1H-imidazol-4-yt)-N-2-
[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-L.-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-(1-{2-[(4-
fluorabenzyl)amino]-1,1-dimethyl-2-oxoethyl}-1H-imidazol-4-yl)-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-[1-(2{[2-(2-
furyl)sethyllamino}-1,1-dimethyl-2-oxoethyl}-1H-imidazol-4-yl]-L-norvalinamide;
N-(1+{2-[benzyl(ethyl)amino]-1, 1-dimethyl-2-oxoethyl}-1 H-imidazol-4-y!)-N-2-{(2S)-6,8-
difluore-1,2,3 A-tetrahydronaphthaten-2-yil-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-[1-(1, 1-dimethy}-2-
{methyl[2-(1H-pyrazol-1-yl)ethylJamino}-2-oxoethyl}-1H-imidazol-4-yl]-L-norvalinamide,
N-[1-(2-{[(1S)-1-cyclohexylethyl]amino}-1,1-dimethyl-2-oxoethyl)-1H-imidazoi-4-yl]-N-
2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-L -norvalinamide;
N-(1-{2-[{2,4-difluorobenzyl)amino]-1,1-dimethyl-2-oxoethyl}-1H-imidazol-4-yl)-N-2-

[(2S)-6,8-difluoro-1 ,2,3,4-tetréhydronaphthaIen—2-yl}-L-norvalinamide;

N-2-[(2S)-8,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-(1~{1,1-dimethyl-2-
[methyl(2-pyridin-2-ylethyl)amino]-2-oxoethyl}-1 H-imidazol-4-vi)-L-norvalinamide;

N-2-[(28)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl}-N-[1-(2-{{(4-
hydroxytetrahydro-2H-thiopyran-4-yl)methyilamino}ethyl)-1H-imidazol-4-yl}-L-norvalinamide;

N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-(1-{2-[(2-methoxy-1-
methylethyl)amino]ethyt}-1H-imidazol-4-yl)-L-norvalinamide;

N-2-[(25)-6,8-difluoro-1,2,3 ,4-tetrgah ydronaphthalen-2-yl]-N-{1-{2-](2-methoxy-1-

- methylethyl)aminolethyl}-1H-imidazol-4-yi}-L-norvalinamide;

N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yll-N-(1-{2-[(3-
ethoxypropylJaminojethyf}-1H-imidazo!-4-yl}-L-norvalinamide;
N-2-[(25}-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-(1-{2-[(3-
methoxypropyl)amino]ethyl}-1H-imidazol-4-yl}-L-norvalinamide;
N-2-{(2S8)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-(1-{2-[(2-
isopropoxyethyljamino]ethyl}-1H-imidazol-4-yl}-L-norvalinamide;
N-2-{(25)-6,8-diflucro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-(1-{2-{{2-
isopropoxyethyl)amino]ethyl}-1H-imidazol-4-yl}-L-norvalinamide;
N-2-{(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-{1-(2-{[(2S)-
tetrahydrofuran-2-yimethyiJamino}ethyl)-1H-imidazol-4-yl]-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydranaphthalen-2-yi]-N-[1-(2-{I(2S)-
tetrahydrofuran-2-yimethyllamino}ethyl}-1H-imidazol-4-yi]-L-norvalinamide;
N-[1-{2-{[(1R)-1-cyclohexylethyllamino}ethyl)-1H-imidazol-4-yl]-N-2-[(2S)-6,8-difluoro-
1,2,3 4-tetrahydronaphthalen-2-yi}-L-norvalinamide;
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N-2-[(2S)-8,8-difluorc-1,2,3,4-tetrahydronaphthalen-2-yl}-N-(1-{2-[(3-
isopropoxypropyl)amino]ethyl}-1H-imidazol-4-yl)-L-norvalinamide;
N-2-[(25}-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl]l-N-[1-(2-{[2-
(methylthio)ethyljamino}ethyl}-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-~(1-{2- [(tetrahydro-ZH-
pyran-3-yimethyl)aminolethyl}-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-[1-(2-{[(2R)-
tetrahydrofuran-2-yimethyl]Jamino}ethyl)-1H-imidazol-4-yll-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-(1-{2-[(2-
methoxyethyl}amino]ethyl}-1H-imidazol-4-yl)-L-norvalinamide;
N-2-](25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-[1- ({1 -[(28)-2-
hydroxybutyl]pyrrolidin-2-yi}methyl}-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl]-N-(1-{[1-(2,2-
dimethylpropyl)-3-hydroxypiperidin-3-yllmethyf}- 1H-imidazol-4-yi)-L-norvalinamide;
N-2-[(2S}-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-[1-({1-{(2S)-2-
hydroxybutyllpyrrolidin-2-yi}methyl)-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yi]-N-{1-{2-({{(1.,3-
dimethylpyrrolidin-3-yt)methyllamino}methyl)-4,5-difluorophenyi]l-1H-imidazol-4-y}-L-
norvalinamide;
N-(1-{2-{({2-{butyi{methyl)amino]ethyl}amino)methyl]-45-difluorophenyi}-1H-imidazol-
4-yl}-N-2-[(28)-6,8-difluoro-1,2,3,4-1etrahydronaphthalen-2-yl}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3 4-tetrahydronaphthaten-2-yl}-N-{1-{1-(2,2-dimethylpropyl)-
2-oxopyrrolidin-3-yl]-1H-imidazol-4-y!}-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-(1-{{18)-2-[(3-
methoxypropyl)amino]-1-methylethyl}-1H-imidazol-4-yl)-L-norvalinamide;
N-2-{(28})-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-{1-[2-({[(1-
hydroxycyclohexyl)methyllamino}carbonyi)cyclobutyl]-1H-imidazol-4-yl}-L-norvalinamide;
N-[1-(2-{[(3,4-diflucrobenzyl)amino]carbonyl}cyclobutyl)-1H-imidazol-4-yl]-N-2-[(2S)-
6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-ylJ-N-(1-{2-[(2-
methylbenzyl)amino]-2-oxoethyl}-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-(1-{2-oxo-2-[(tetrahydro-
2H-pyran-2-yimethyl)amino)ethy!}-1H-im idazol-dﬂ'yl)-L-norvaIinamide;
N-(1-{2-[(34-difluorobenzyl)aminc]-2-oxoethy!}-1H-imidazol-4-yl}-N-2-[(2S)-6,8-
diftuoro-1,2,3,4-tetrahydronaphthalen-2-yi}-L-norvalinamide;
N-[1-(2-{[(15)-1-cyclohexylethyllamina}-2-oxoethyl}-1H-imidazol-4-yll-N-2-{{2S)-6 8-
difluoro-1,2,3 4-tetrahydronaphthalen-2-yl}-L-norvalinamide;
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N-2-[(25)-8,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl}-N-(1-{2-[(4-
fluorobenzyl}amino]-2-oxoethyi}-1H-imidazol-4-yi}-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1 ,2,3,4-tetrahydronaphthalen-z-yi]-N—[1-(2-{[2-(2-'
furyl)ethyllamino}-2-oxoethyl}-1H-imidazol-4-yl}-L-norvalinamide;
' N-2-[(28)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl}-N-(1-4{2-[methyl{2-pyridin-2-
ylethyl)amino]-2-oxoethyl}-1H-imidazol-4-yl)-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-[1-(2-{[(5-methy]-2-
furyl)methyllamino}-2-oxoethyl)-1H-imidazol-4-yl]-L-norvalinamide;
N-(1-{2-[(24-difiuorobenzyl)amino]-2-oxoethyi}-1H-imidazol-4-yi}-N-2-[(25)-6,8-
difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-L-norvalinamide;
N-[1-(2{[(1R)-1-cyclohexylethylJamino}-2-oxoethyl}-1H-imidazol-4-yi]-N-2-[(2S)-6,8-
difiuoro-1,2,3,4-tetrahydronaphthalen-2-yl]-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yi}-N-[1-(2-oxo-2-{[(2R)-
tetrahydrofuran-2-yimethylJaminc}ethyl)-1H-imidazol-4-yl]-L-norvalinamide;
N-(1-{2-[benzyl(ethyl)amino]-2-oxoethyl}-1H-imidazol-4-yl)-N-2-[(25)-6,8-difluoro-
1,2,3,4-tetrahydronaphthalen-2-yi]-L-norvalinamide;
N-2-{(2S8)-6,8-diflucro-1,2,3 4-tetrahydronaphthalen-2-yi}-N-{1-[1 (tetrahydro-2H-
pyran-4-yimethyl)azetidin-3-yl]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-{1-({(2S)-1-{{25)-2-
hydroxypropyl]azetidin-2-yl}methyi)}-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-{1-}2-({[1-
(trifluoroacetyl)pyrrolidin-3-yllamino}methyl)phenyl}-1H-imidazal-4-yl}-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl]-N-{1-{2-({[1-(2,2,2-
trifluorcethyl)pyrrolidin-3-yllamino}methyl)phenyl]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-{(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-(1-{2-[(3-
methoxypropyl)amino]-1-methyl-2-oxoethyl}-1H-imidazol-4-yi}-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yi]-N-(1-{2-[(tetrahydro-2H-
pyran-4-ylamino)methyljphenyl}-1H-imidazol-4-yi)-L-norvalinamide;
N-2-{(25)-6,8-dIfluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-[1-(2-{[4-(2,2,2-
trifluoroethyi)piperazin-1-yljmethyl}phenyl)-1H-imidazol-4-yi}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-[1-(2-{[4-
(frifluoroacetyl)piperazin-1-yijmethyl}phenyl}-1H-imidazol-4-yi]-L-norvalinamide;
N-2-[{28)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yi]-N-(1-{(1S)-2-[(2-
methoxyethyl)amino]-1-methylethyl}-1H-imidazol-4-yl)-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-{1-[(18)-1-methyl-2-
{methyl{(1-methyl-1H-pyrazol-4-yl)methyllamino}ethyl]- 1 H-imidazol-4-yl}-L-norvalinamide;
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N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-{1-[(1S)-1-methyl-2-(5-
oxo-14-diazepan-1-yl)ethyl]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl)-N-{1-{(1S)-1-methyl-2-
{methyi[2-(1H-pyrazol-4-yi)ethyllamino}ethyl]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(28)—6,8—d'rfluoro-1 ,2,3,4-tetrahydronaphthalen-2-yi]-N-(1-{(15)-2-[(3-ethoxy-2-
hydroxypropyl Jamino]-1-methyiethyt}- 1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-(1-{(15)-2-[(2-methoxy-1-
methylethyl)amino]-1-methylethyl}- 1 H-imidazol-4-yl}-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yi]-N-{1-[(1S)-2-{[(15)-2-
methoxy-1-methylethylJamino}-1-methylethyl]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-{1-[(1S)-1-methyi-2-
{methyl[(1-methyi-1H-imidazol-2-yi)metnyljlamino}ethyl]l-1H-imidazol-4-yi}-L-norvalinamide;
N-2-[(28)-6,8-diflucro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-{1-[2-({[1-
(trifluoroacetyl)piperidin-4-yllamino}methyi)phenyl]-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-[1-(2-{[(1-
hydroxycyclopentyl)methyljamino}-1,1-dimethyl-2-oxoethy!}-1H-imidazol-4-yi]-L-
norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-(1-{2-[4-(2-
methoxyethoxy)piperidin-1-yl}-1,1-dimethyl-2-oxoethwl}- 1H-imidazol-4-yl}-L -norvalinamide;
N-2-[(28)-8,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-[1-(2-{[(1-
hydroxycyclobutyl)methyllamino}-1,1-dimethyl-2-oxoethyl)-1 H-imidazol-4-yl]-L-norvalinamide;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-(1-{2-[(2-hydroxy-2-
phenyipropylt}{methyl)amino}-1,1-dimethyl-2-oxoethyl}- 1 H-imidazol-4-yt)-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl]-N-{1-(2-{[(1-
hydroxycyclopentyl)methyljamino}-1-methyl-2-oxoethyl)-1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(23)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-{ 1-(2-{[(1-
hydroxycyclobutyl)methytlamino}-1-methyl-2-oxoethyi)-1H-imidazol-4-yi]-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-( 1-{2-[(2-hydroxy-2-
phenylipropyl}(methyl)amino]-1-methyl-2-oxoethyl}- 1H-imidazol-4-yl}-L-norvalinamide;
N-2-[(2S)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl}-N-(1-{1-methyl-2-oxo-2-
[(tetrahydro-1H-pyrrolizin-7a{5H)-yimethyl)aminolethyl}-1H-imidazo!-4-yl}-L-norvalinamide;
N-2-[(285)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yi}-N-(1{2-[2-(2-
hydroxyethyl)piperidin-1-yi]-1-methyi-2-oxoethyl}- 1H-imidazoi-4-yl - -norvalinamide;
N-2-[(28}-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-{1-[1-({[1-
(methoxymethyl)propyllamino}carbonyl)propyl]- 1 H-imidazol-4-y{}-L-norvalinamide;
N-2-{(25)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl-N-{1-[1-({{1-
(methoxymethyl)propyllamino}methyl)propyi}-1H-imidazol-4-yi}-L-norvalinamide;
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N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahydronaphthalen-2-yl}-N-{1-[(15,28)-2-{[{2-
morpholin-4-ylethyl)amiho]carbonyljcyclobutyl]-1H-imidazol-4-yl}-L-norvalinamide;

N-2-[(25)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl}-N-{1-{(1R,2R}-2-({[1-
{methoxymethyl)propyllamino}carbonyi)cyclobutyl]-1H-imidazol-4-yi}-L-norvalinamide;

N-{1-[(1-benzyl-4-ethylazetidin-2-yl)methyl]-1H-imidazol-4-yl}-N-2-[(25)-6,8-difluoro-
1,2,3 4-tetrahydronaphthalen-2-yl}-L-norvalinamide;

N-2-[(25)-6,8-diflucro-1,2,3,4-tetrahydronaphthalen-2-yi]-N-{1-[1-({[{1-
hydroxycyclobutyl)methyijamino}carbanyl}propyl]-1H-imidazol-4-yi}-L-norvalinamide;

N-{1-[(4-benzyimorpholin-3-yt)methyl]-1H-Imidazol-4-yl}-N-2-[(28)-6,8-difluoro-

1,2,3 4-tetrahydronaphthalen-2-yl}-L-norvalinamide;

N-(1{j4-(cyclopropyimethyl)marpholin-3-yllmethyl}-1H-imidazol-4-yl}-N-2-{(25)-6,8-
difluoro-1,2,3,4-tetrahydronaphthalen-2-yil-L-norvalinamide;

N-2-[(28}-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl]-N-(1-{1-
[(dimethylamino)methyl]jcyclopropyi}-1H-imidazol-4-yi}-L-norvalinamide;

N-{1-[(4-benzyimorpholin-2-yimethyi]-1H-imidazol-4-yl}-N-2-[(2S)-6,8-dIfluoro-
1,2,3,4-tetrahydronaphthalen-2-yi]-L-norvalinamide;

N-2-[(28)-6,8-difluoro-1,2,3 4-tetrahydronaphthalen-2-yl}-N-(1-{1-
[(isopropylarnirio)methyl]cyclopropyl}-1 H-imidazol-4-yl)-L~-norvalinamide;

and pharmaceutically acceptable salts thereof.

14. A pharmaceutical composition for treating a disease or condition selected
from the group consisting of Alzheimers disease,' hereditary cerebral hemorrhage with
amyloidosis, cerebral amyloid angiopathy, a prion-mediated diseass, inclusion body myositis,
stroke, multiple sclerosis, head trauma, mild cognitive impairment and Down’s Syndrome in a
mammal, comprising an amount of the compound according to claim 1 that is effective in
inhibiting AB-peptide producticn or freating such disease or condition, and a pharmaceutically
acceptable carrier.

15. A pharmaceutical composition for treating a disease or condition selected
from the group consisting of Alzheimer's disease, hereditary cerebral hemonhage with
amyloidosis, cerebral amyioid angiopathy, a prion-mediated disease, inclusion body myasitis,
stroke, multiple sclerosis, head trauma, mild cognitive impairment and Down’s Syndrome in a
mammal, comprising -an amount of the compound according to claim 7 that is effective in
inhibiting AB-peptide production or treating such disease or condition, and a pharmaceutically
acceptable carrier.

16. = A method of treating a disease or condition selected from the group
consisting of Alzheimer's disease, hereditary cerebral hemorrhage with amyloidosis, cerebral
amyloid angiopathy, a prion-mediated disease, inclusion body myositis, siroke, multiple
sclerosis, head trauma, mild cognitive impairment and Down’s Syndrome in a mammal,

\ 0



WO 2007/034326

10

15

PCT/IB2006/002753

-193-

comprising administering to said mammal an amount of the compound according to claim 1
that is effective in inhibiting AB-production or treating such disease or condition.

17. A method of treating a disease or condition selected from the group
consisting of Alzhelmer's disease, hereditary cerebral hemorrhage with amyloidosis, cerebral
amyloid angiopathy, a prion-mediated disease, Inclusion body myositis, stroke, multiple
sclerosis, head trauma, mild cognitive impairment and Down’s Syndrome in a mammal,
comprising administering to said mammal an amount of the compound according to claim 7
that is effective in inhibiting AB-production or treating such disease or condition.

18. A pharmaceutical composition for treating a disease or condition associated
with the modulation of the Notch signaling pathway comprising the compound of Formula |
according to clairﬁ 1, or their pharmaceutically acceptable salts.

19. A pharmaceutical cemposition for treating a disease or condition associated
with the modulation of the Nofch signaling pathway comprising the compound of Formula |
according to claim 1, or their pharmaceutically acceptable saits.
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PC33065A |
COMPUESTOS DE IMIDAZOL PARA EL TRATAMIENTO DE TRASTORNOS
NEUROLOGICOS

Campo de la invencion

La presente invencion se refiere al tratamiento de trastornos
neurodegenerativos y/o neurolégicos, tal como enfermedad de Alzheimer, en
mamiferos, incluyendo seres humanos. Esta invencion también se refiere a la
inhibicién, en mamiferos, incluyendo seres humanos, de la produccion de AR -
péptidos que pueden contribuir a la formacion de depositos neurolégicos de la
proteina amiloide. Mas particularmente, esta invencion se refiere a compuestos
de imidazol, composiciones farmacéuticas gue comprenden tales compuestos y
procedimientos -.de uso de tales compuestos, en concreto, 'péra el tratamiento
de trastornos neurod_egenerativos y/0 neurologicos, tales como enfermedad de
Alzheimer, relacionados con la produccién de AR - péptidos.

Antecedentes de la invencion

La demencia se produce a partir de una amplia diversidad de procesos
patologicos distintos. Los procesos’ patologicos mas comunes que producen
demencia son enfermedad de Alzheimer (AD), angiopatia amiloide cerebral
(CAA) y enfermedades mediadas por priones. La AD afecta a casi la mitad de
todas las personas que pasan la edad de 85 anos, la parte que mas
rapidamente esta creciendo de la poblacion de Estados Unidos. Como tal, el
nimero de pacientes de AD en los Estados Unidos se espera que se
incremente entre aproximadamente 4 millones y aproximadamente 14 millones
a mediados del préximo siglo.

El tratamiento de la AD tipicamente es el apoyo proporcionado por un
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miembro de la familia en mision de asistencia. Los ejercicios de memoria
estimulados en base regular se ha mostrado que reducen, pero no detienen, la
pérdida de memoria. Unos pocos farmacos, por ejemplo, Aricept ™,
proporcionan tratamiento de la AD.

Un sello de la AD es la acumulacién en el cerebro de depdsitos

insolubles extracelulares llamados placas amiloides y lesiones anormales

dentro de las células neuronales llamadas marafias neurofibrilares. E)

incremento de la formacién de las placas esta asociado a un incremento de
riesgo de la AD. De hecho la presencia de placas amiloides, junto con marafias
neurofibrilares, es la base para la diagnosis patologica definitiva de la AD.

- Los componentes principales de las placas amiloides son los AB -
péptidos amiloides, también llamados AR - péptidos, que Constan de varias
proteinas incluyendo 38, 40, 42 6 43 aminoécidos, denominadas AR, . 33, ABj.
40, AB1- 42 Y AB1 - 43 péptidos respéctivamente. Los AB - péptidos se cree que
producen la destruccion de las céluias nerviosas, en parte, debido a que son
tdxicos para las neuronas in vitro e in vivo.

Los AB - péptidos se derivan de proteinas precursoras amiloides
(proteinas APP) mayores, que constan de cuatro proteinas que contienen 695,
714, 751 6 771 aminoacidos, denominadas APPgos, APP71s, APP75y vy APP774
respectivamente. Las proteasés se cree que producen los AP - _péptidos
mediante la escision de secuencias de aminoacidos especificas dentro de las
diversas proteinas APP. Las proteasas se llaman “secretasas” debido a que los
AB - péptidos que producen se secretan por las células en el entorno
extracelular. Estas secretasas se denominan cada una segun la (s) escision

(es) que realice (n) para producir los AB - péptidos. La secretasa que forma el
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extremo amino te_rminal de los AB - péptidos se llama la beta - secretasa. La
secretasa que forma el extremo carboxi terminal de los AR - péptidos se llama
gamma - secretfasa.

Esta invencion se refiere a compuestos novedosos que inhiben'la
produccién de AP - péptidos, a las composiciones farmacéuticas que
compreﬁden tales compuestos, y a los procedimientos de uso de tales

compuestos para tratar trastornos neurodegenerativos y/o neurologicos.

Resumen de la invencion

La presente invencion se refiere a fos compuestos de 1a formula |

RR__R'| i
L e

enlaqueR', R?, R?, R*, R®, R” y A son como se define mas adelante.

Los compuestos de férmula 1 tienen actividad inhibidora de la prbduccién de AR

- péptido. La invencion también se refiere a composiciones farmacéuticas y
procedimientos para tratar enfermedades y trastornos, por ejemplo, trastornos
neurodegenerativos y/o neurolégicos, por ejemplo enfermedad de Alzheimer,

en un mamifero que comprende compuestos de formula |.

Descripcion detallada de la invencion

En una realizacion, la presente invencion se refiere a compuestos de
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formuta | en la que A estda ausente o0 se selecciona entre

R O s
I R
-,-N-C-, -Z-C-,-Z-C- y S0;.

Z se selecciona entre -CH,, -CH(OH), -CH(alquilo C4 - Cg), -CH(alcoxi C4
- Cs), -CH(NR’R'®), -CH(CH2(OH)), -CH(CH(alquilo C; - Cs}OH)) y
CH(C(alquilo C1 - Cs)(alquilo C1 - C4)(OH));

R' se selecciona entre alquilo C; - Cy, alquenilo C; - Cyo, alquinilo C,

Ca20, alcoxi Cq - Cy, alquenoxi C; - Cy, hidroxialquilo Cq - Czp, cicloalquiio C,
Cs, benzo (cicloalquilo C; - Cs), benzo (heterocicloalquilo C; - Cg), cicloalguenilo
C4 - Cg, bi- o tricicloalquilo (Cs - C11), benzo bi- o tricicloalquilo (Cs - Cy4), bi- 0
tricicloalquenilo (C7 - C44), heterocicloalquilo de (entre 3 y 8 miembros), arilo Cg
- Cy4 ¥ heteroarilo de (entre 5 y 14 miembros), en el que R’ eété opcionaimente
sustituido con R

en la que R™ l'en cada caso se selecciona independientemente entre -
OH, halo, -alcoxi Cq - Cg, -CN, -NOz, NR°R'®, -C(=O)NR°R'®, -C(=O)R"!, -
C(=0)OR", - SO,-NR°R'", -5(0),-R", -cicloalquilo C3 - Cys, - cicloalquenilo Cs
- Cis, -bi- o tricicloalquilo (Cs - Cq4), - bi- o ftricicloalquenilo (C7 - Ci4), -
heterocicloalquilo (de 4 a 20 miembros}), -arilo Cg - C1s, -heteroarilo (de 5 a 15
miembros), ariloxi Cg - Cs, y -heteroariloxi (de 5 - 15 miembros);

en la que dicho alcoxi, cicloalquilo, cicloalquenilo, bi- o tricicloalquilo, bi-
o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de
R'® estdn cada uno opcionalmente independientemente sustituidos con entre
uno y seis sustituyentes seleccionados independientemente entre el grupo R™;

en la que R"™ se selecciona en cada caso independientemente entre -

OH, - alquiloe Cq - Cy, -alquenilo C; - Cy2, -alquinilo C; - Cyp, -alcoxi C, - Cg, -
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alcoxialquilo C4 - Cy3, -hidroxialquilo C, - Cy3, -alquenoxi C, - Cg, -alquinoxi C; -
Cs, halo, -CN, -NO,, -NR°R', -C-(=O)NR°R'®, -C(=O)R", -C(=O)OR"?, -S0,-
NR°R', -S(0)-R"", -cicloalguilo C3 - Cis, : cicloalquenilo C4 - Cis, -bi- 0
tricicloalquilo {(Cs - C44), -bi- o tricicloalquenilo (C; - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15 miembros), ariloxi Cs -
Cis, y -heteroariloxi (de 5 - 15 miembros),

R? se selecciona entre H, alquilo C; - Cs, alqueniio C, - Cs, cicloalquilo
Cs - Cg y cicloalquenilo C, - Cs, en el que R? esta sustituido opcional e
independientemente con entre uno a tres sustituyentes seleccionados

independientemente entre alquilo C; - C4 opcionalmente sustituido con entre

uno a tres atomos halo, alcoxi C, - C4 opcionalmente sustituido con entre uno a

tres atomos halo, halo y -OH.

o R' y R? junto con el grupo A cuando estd presente y el atomo de
nitrégeno al que R? esta unido, o R' y R? junto con el atomo de nitrégeno al que
R' y R? estan unidos cuando A esta ausente, pueden opcionaimente formar un
anillo de cuatro a ocho miembros;

R? se selecciona entre H, alquilo C4 - Cs, alquenilo C; - Cg, alquinito C; -
Cs, cicloalquilo C; - Cg, cicloalquenilo Cs - Cg y heterocicloalquilo de (entre 3y 8
miembros), -arilo Cs - C14 y heteroarilo de {entre 5 y 14 miémbros), en el que
dicho alquilo, alquenilo, alquinilo, cicloalquilo, cicloalquenilo, heterocicloalquilo,
arilo o heteroarilo estdn cada uno de ellos opcional e independientemente
sustituido - con entre uno a tres sustituyentes seleccionados
independientemente entre alcoxi C, - C4, halo, -OH, -S alquilo (C4 - C,), -alquilo
(C; - C4), -C(=0)OR®, -SO,R® y heteracicloalquilo de (entre 3 y 8 miembros) en

el que dicho alquilo, alcoxi, y heterocicloalquiioc puede estar adicionalmente
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sustituido con uno a seis halo;

R* es H, alquilo C; - Cs 0 halo;

o R? y R pueden junto con el atomo de carbono al que estan unidos
opcionalmente formar un resto seleccionado entre ciclopropilo, ciclobuitilo,
ciclopentilo, ciclohexilo, morfolino, piperidino, pirrolidino, tetrahidrofuranito y
perhidro-2H-pirano, en el que dicho resto formado por R® y R* esta
opcionalmente sustituido con entre uno a tres sustituyentes seleccionados
independientemente entre alquilo C4 - Cg opcionalmente sustituido con entre
uno a tres atomos halo, alcoxi C - Cgs opcionalmente sustituido con entre uno a
tres atomos halo, halo, -OH, -CN vy alilo;

R® se selecciona entre H, alguilo C4 - Cg, alquileno C; - Cg, alcoxi Cq -
Cs, halo, -CN, cicloalquilo C3 - C42, cicloalquenilo C4 - Cqz, heteroarilo de (entre
5 y 10 miembros) y arilo Cg - C1g, en el que dicho alquilo, alquileno y alcoxi de
R® estan cada uno de ellos opcional e independientemente sustituidos con
entre uno a tres sustituyentes seleccionados independientemente entre halo y -
CN, y en el que dicho cicloalquilo, cicloalquenilo, heteroarilo y arilo de R® estan
cada uno »de ellos opcional e independientemente sustituidos con entre uno a
tres sustituyéntes seleccionados independientemente entre -alquilo C4 - C4
opcionalmente sustituido con entre uno a tres atomos halo, -alcoxi C; - C4
opcionalmente sustituido con entre uno a tres atomos halo, halo y -CN;

R’ es alquilo C, - Cy sustituido con -cicloalquilo Cs - Cs2, cicloalquenilo
Cs - Ciz, bi- o tricicloalquilo (Cs - Cg), bi- o ftricicloalquenilo (C7 - Cag),
heterocicloalquiio de (entre 3 y 12 miembros), heterobi- o heterotricicloalquilo
de (entre 7 y 20 miembros), arilo Cg - C14, benzo (heterocicloalquilo C; - Cg),

heteroarilo de (entre 5 y 15 miembros), -ariloxi Cg - C1s y -heteroariloxi de (entre
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5 y 15 miembros), en el que R’ esta independientemente sustituido con entre
uno y seis sustituyentes seleccionados independientemente entre R™%;

oR’ es -cicldatquilo Cs - Cyo, -cicloalquenilo C4 - Cy2, bi- o tricicloalquilo
{Cs - Cz), bi- o tricicloalquenilo (C7 - Cz), -heterocicloalquilo de (entre 3 y 12
miembros), -heterobi o heterotricicloalquilo de (entre 7 y 20 miembros) , -arilo
Cs - C14, benzo (cicloalquilo C; - Cg), heteroarilo de (entre 5 y 15 miembros), -
ariloxi Cg - Cys5 y -heteroariloxi de (entre 5 y 15 miembros) éustituido con al
menos un -a!quflo C, - Cy, en el que dichos cicloalquilo, cicloalquenilo, bi- o
tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, hetercbi o
heterotricicloalquilo, arilo, benzocicloalquilo, heteroarilo, ariloxi y heteroariloxi
esta opcional e independientemente sustituido con entre uno y seis
sustituyentes seleccionados independientemente entre R’ en el que dicho
alquilo esta sustituido con R’;

en la que RT_a en cada caso se selecciona independientemente entre -
OH, -alquilo C4 - C4z, -alquenilo C; - C43, -alquinilo Cz - Cyz, -alcoxi Cq - Cg, -
alcoxialquilo C, - Cy3, -hidroxialquilo C4 - C12, -alquenoxi C; - Ce, -alquinoxi C; -
Cs, halo, -CN, -NO,, -NR°R'®, -C(=0)NR°R'®, -C(=O)R"!, -C(=0)OR"?, -SO,-
NR°R™, -5(0),-R"", -cicloalquilo Cs - C1s, - cicloalquenilo C4 - Cys, -bi- 0
tricicloalquilo {Cs - C41), - bi- o tricicloalquenilo (C7 - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cs - C;5, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, y -heteroariloxi (de 5 - 15 miembros); en la que dicho alquilo, alquenilo,
alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o
tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R estdn cada uno opcionalmente independientemente

sustituidos con entre uno y seis sustituyentes seleccionados
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independientemente entre el grupo R’®;

en la que R™ en cada caso se selecciona independientemente entre -
OH, -alquilo C, - C12, -alquenilo C, - Cy2, -alquinilo C, - C4, -alcoxi C; - Cg, -
alcoxialquilo C¢ - C42, -hidroxialquilo C, - Cy3, -alquenoxi C; - Cg, -alquinoxi C; -
Cs, halo, -CN, -NO,, -NR*R'®, -C(=O)NR°R'?, -C(=0)R"!, -C(=0)OR"?, -S0O,-
NR°R™, -S(0),-R!", -cicloalquilo C3 - Cis, - cicloalquenilo C4 - Cys, -bi- 0
tricicioalquilo (Cs - C14), - bi- o tricicloalquenilo (C; - C14), -heterocicloalquilo (de
4a20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15 miembros), ariloxi Cs -
C1s, Y -heteroariloxi (de 5 - 15 miembros);

en la que R’C en cada caso se selecciona independientemente entre -
alcoxi Cq - Ce, -CN, -NOz, -NR°R'®, -C(=O)NR°R’, -C(=O)R", -C(=0)OR'"?, i
S02-NR°R'"?, -5(0),-R"", -cicloalquilo Cs - Cys, - cicloalquenilo Cs - Cys, -bi- 0
tricicloalquilo {Cs - C41), - bi- o tricicloalquenilo (C; - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, y -heteroariloxi (de 5 - 15 miembros); en la que dicho alquenoxi,
cicloalquilo, cicloalquenilo, bi- o ftricicloalquilo, bi- o tricicloalquenilo,
heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de R’ estan cada uno
opcionalmente independientemente sustituidos con entre uno y seis
sustituyentes seleccionados independientemente entre el grupo R"®;

o R® y R’ pueden junto con los atomos de carboné y nitrégeno a los que
estan respectivamente unidos opcionaimente formar un anillo heterocicloalquilo
de {entre 5 y 8 miembros), un anillo heterocicloalquenilo de (entre 5 y 8
miembros) o un anillo heteroarilo de {(entre 6 y 8 miembros) , en el que dichos
anillos heterocicloalquilo, heterocicioalquenilo y heteroarilo estan opcional e

independientemente sustituidos cada uno con entre uno a tres sustituyentes
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seleccionados independientemente entre halo, -alquilo C, - Cg, opcionaimente
sustituido con entre uno a tres atomos halo, -alcoxi Cy - Cs opcionalmente

sustituido con entre uno a tres atomos halo, -hidroxialquilo Cy - Cs, -OH, -

(CHa)eero - 10 NR'R'®, +(CHz)cero - 10 C(=O)NR°R®, -SO.NR°R" y cicloalquilo C; -

Ci2;

R® y R'" se seleccionan en cada caso cada uno de ellos
independientemente entre H, -OH, -alquilo C, - C2, -alquenilo C; - Cy2, alquinito
C; - Cyz, -alcoxi Cq - Cg -alcoxialquilo Cq - Cya, -hidroxialquilo Cqi - Cyz, -
alquenoxi C;- Cg, -alquinoxi Cz- Cs, -C(=O)NR''R'?, -C(=0)R", -C(=0)OR"?, -
S0,-NR''R', -§(0),-R"", -cicloalquilo C3- Css, - cicloalquenilo C4 - Cqs, -bi- 0
tricicloalquilo (Cs - Cq4), - bi- o tricicloaiqt'_le_znilo (C7 - C14), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cs - Cs, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, Y -heteroariloxi (de 5 - 15 miembros); en la que dicho alquito, alquenilo,
alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo, cicloalquenilb, bi- o
tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R® y R'® estan cada uno opcionalmente independientemente
sustituidos con entre uno y seis sustituyentes seleccionados
independientemente entre el grupo R'%;

en la que R'® en cada caso se selecciona independientemente entre -
OH, halo, -hidroxialquilo Cy - Cyz, -alcoxi Cy - Cg, -CN, -NO,, -NR'R', -
C(=ONR''R™, -C(=0)R"", -C(=0)OR"", -80,-NR''R"?, -§(0),-R"", -cicloalquilo
Cs - Cys5, -cicloalquenilo C4 - Cys, -bi- o tricicloalquilo (Cs - Cy4), -bi- ©
tricicloalqueniio (C7 - Cy4), -heterocicloaiquilo (de 4 a 20 miembros), -arilo Cs;
Cs, -heteroarilo (de 5 a 15 miembros), ariloxi Cg- Cys, ¥ -heteroariloxi (de 5 - 15

miembros); en la que dicho alcoxi, cicloalquilo, cicloalquenilo, bi- o
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tricicloaiquilo, bi- o tricicloalquehilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R estan cada uno opcionalmente independientemente
sustituidos con entre uno y seis sustituyentes seleccionados
independientemente entre el grupo R'®:

en la que R en cada caso se selecciona independientemente entre -
OH, halo, -alquilo C4 - C13, -alquenilo C; - C,3, -alquinilo C; - C43, -alcoxi C4 - Cg,
-alcoxialquilo Cq - C42, -hidroxialquilo C, - Cy2, -alquenoxi C; - Cg, -alquinoxi C, -
Ce. halo, -CN, -NO, -NR'"'R™, -C(=0)NR''R"?, -C(=0)R"", -C(=0)OR"", -SO,-
NR''R', -8(0),-R", -cicloalquilo C3 - Cys, - cicloalquenilo C4 - Cys, -bi- 0
tricicloalquilo (Cs - C11), - bi- o tricicloalquenilo (C7 - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
C1s, ¥ -heteroariloxi (de 5 - 15 miembros);

o NR°R™ puede formar un heterocicloalquilo de (entre 4 y 20 miembros),
heterobi- o ftricicloalquilo de (entre 5 y 18 miembros), heterobi- o
tricicloalquenilo de (entre 5 y 18 miembros), o heteroarilo de (entre 5 y 15
miembros), en el que dicho heterocicloalquilo, heterobi- o tricicloalquilo,
heterobi- o ftricicloalqueniio o heteroariio estan opcionalmente e
independientemente sustituidos con entre uno y seis sustituyentes
seleccionados independientemente entre alquilo Cq - Cg -alquenilo C; - Cg, -
alquenilo C; - Cg, alcoxi Cy - Cg, alquenoxi C, - Csg, alquinoxi Cz - Cg,
hidroxialquito Cy - Cg, hidroxialquenilo C; - Cg, -hidroxialquenilo C, - Cg, halo, -
OH, -CN, -NO,, -NR''R"?, -C(=0)NR''R'?, -C(=0)R", -C(=0)OR"", - S(O).R"' y
-S(0).NR'"R"?;

R" y R" en cada caso se seleccionan independientemente cada uno

entre H, alquilo Cy - Cg, cicloalquilo C3 - Cg, cicloalquenilo C4 - Cg, bi- 0

2D
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tricicloalquilo (Cs - C44), bi- o tricicloalquenilo (C; - C44), heterocicloalquilo de
(entre 3 y 8 miembros), arilo Cg - Co y heteroarilo de (entre 5 y 14 miembros),
en el que dicho alquilo de R'" esta opcidnal e independientemente sustituido
con entre uno y tres sustituyentes seleccionados independientemente entre -
OH, - CN y cicloalquilo C3 - Cg, ¥ en el que cada atomo de hidrégeno de dicho
alquilo esta opcional e independientemente reemplazado con un atomo halo, y
en el que dicho cicloalquilo, cicloalquenilo, heterocicloalquilo, arilo y heteroarilo
de R'' estan cada uno de ellos opcional e independientemente sustituido con
entre uno a tres sustituyentes seleccionados independientemente entre halo,
alquilo C4 - Cg opcionalmente sustituido con entre uno a tres atomos halo, -OH,
-CN y cicloalquilo C3 - Cg; ¥

n es en cada caso un nimero entero seleccionado independientemente
entre cero, 1y 2;

0 una sal farmacéuticamente aceptable de los mismos.

En un aspecto de la realizacion anterior, R? es un -cicloalquilo C4 - Ca, -
heterocicloalquilo de (entre 4 y 10 miembros), -arilo Cg - C14, 0 -heteroarilo de
(entre 5 y 15 miembros), sustituido con un -alquilo Cy - C4 y en el que dicho
alquilo esta sustituido adicionaimente con R, en el que R’® es -NR°R'C.

En otro aspecto de la realizacion anterior, R® es hidrogeno o metilo, R™
es -alquilo C4 - Cs, 0 -cicloalquile C, - Cg, en el que dicho alquilo o cicloalquilo
de R estd opcionalmente sustituido con entre uno a seis sustituyentes
seleccionados entre R'® en el que R'%® se selecciona entre halo, -alquilo Cy—
C4, 0 -cicloalquilo C4 - Cg, -heteroarilo de (entre 5§ y 15 miembros), o -
hidroxialquilo Cy - C4; 0 -NR°R'® es un heterocicloalquilo de (entre 4 y 6

miembros) opcionalmente sustituido con entre uno y seis sustituyentes



10

15

20

12

seleccionados entre halo, -alquilo C4 - C4 0 -hidroxialquilo C4 - C,.

En otro aspecto de la realizacién anterior, R’ es un -alquilo C; - Cg
sustituido con un -cicloalquilo C; - Cg; -bi- 0 tricicloalquilo (Cs - Cazp),
heterocicloalquilo de (entre 4 y 8 miembros), -heterobi- o heterotricicloalquilo de
(entre 7 y 12 miembros), -arilo Cg - C14, -benzo(cicloalqu_ilo Cj - Cg), -heteroarilo
de entre (5 y 15 miembros), en el que R’ estd opcionalmente sustituido
independientemente con entre uno y seis sustituyentes seleccionados
independientemente entre R’2, en el que R? es -NR°R°, halo, -alquilo C;- C4 0
-hidroxialquilo C, - C,.

En otro aspecto de la realizacion anterior R’ es un -alquilo C; - Cs
sustituido con heterocicloalquilo de (entre 4 y 8 miembros) o -arilo Ce - C14, €n
el que R’ esta opcionalmente sustituido con independientemente entre uno y
seis sustituyentes seleccionados independientemente entre R™, en el que R™®
es -NR°R', halo, -OH, -alquilo C; - C4 o -hidroxialquilo C1 - C4, en el que dicho
alquilo o hidroxialquilo esta opcionalmente sustituido con entre uno y seis halo.

En otro aspecto de la realizaciéon anterior opcionalmente A esta ausente
y R es -benzo (cicloalquilo Cs - Cs) sustituido opcionalmente con entre uno a

tres sustituyentes seleccionados independientemente entre alquilo C; - Cg, halo

i

yOH: 0 Aes 2 ¢ Z es -CH,, -CH(OH) o -CH(alquilo C1 - Cg) y R' es
alquilo Cq - Cyq, arilo Cg - C4q, 0 heteroarilo de (entre 6 y 10 miembros}), en el
que dicho alquilo, arilo y heteroarilo estan opcionalmente sustituidos con entre
uno y tres sustituyentes seleccionados independientemente entre alquilo C; -
Ce, halo, y OH; R? es H o alquilo C; - Cg R® es H, -CH;CH,SCHs, -
CH,CH,OCHs, o alquilo Cy- Cs; R* es H y R® es H o -alquilo Cy - Cs.
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En otra realizacion, la presente invencion se refiere a compuestos de
formula | en la que A estd ausente o se selecciona entre

9
SR
-C-, -N-C-, -Z-C-, -Z-C- y SOZ;

Z se selecciona entre -CH,, -CH(OH), -CH(alquilo C1 - Cg), -CH(alcoxi
Ci - Cg), -CH(NR’R"), -CH(CH,(OH)), -CH(CH(alquilo C; - C4)(OH)) y -
CH(C(alquil C, - C4) (alquilo C - C4)(OH));

R' se selecciona entre -alquilo C; - Cag, -alquenilo C, - Czp, alquinilo C» -
Caq, -alcoxi Cq - Cyo, -alquenoxi C, - Cyg, -hidroxialquilo C, - Czq, -cicloalquilo C3
- Cg, benzo{cicloalquilo Cs - Cg), benzo(heterocicloalquilo Cz - Cg), -
cicloalquenilo C4 - Cg, -bi- o tricicloalquilo (Cs - C11), benzo bi o tricicloalquilo (Cs
- C11), - bi- o tricicloalguenilo (C7 - C11), -heterocicloalquilo (de 3 a 8 miembros),
-arilo Cg - Cq4 y -heteroarilo (de 5 a 14 miembros), en el que R' esta
opcionalmente sustituido con R'2

en ei que R’ se selecciona independientemente entre -OH, halo, -alcoxi
Ci- Cs -CN, -NO, -NR°R', -C- (=O)NRR"®, -C(=O)R'", -C(=O)OR"?, -S0,-
NR®R' -S(0),-R"", -cicloalquilo C; - Cys - cicloalquenilo C4 - Cys, -bi- 0
tricicloalquito (Cs - C11), -bi- o tricicloalquenilo (C7 - C1), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15 miembros), ariloxi Cs -
Cis, ¥ -heteroariloxi (de 5 - 15 miembros);

en la que dicho alcoxi, cicloaiquilo, cicloalquenilo, bi- o tricicloalquilo, bi-
o tricicloalquenilo, heterocicloatquilo, arilo, heteroérilo, ariloxi y heteroariloxi de
R'? estan cada uno opcionalmente independientemente sustituidos con entre
uno y seis sustituyentes seleccionados independientemente entre el grupo R™;

en la que R™ se selecciona en cada caso independientemente entre -
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OH, - alquilo C; - Cy3, -alquenilo C; - Cy2, -alquinilo C; - Cy3, -alcoxi Cy - Cs, -
alcoxialquilo C, - C42, -hidroxialquilo C, - C42, -alquenoxi C; - Ce, -alquinoxi C, -
Ce, halo, -CN, -NO;, -NR°R'?, -C-(=0)NR°R'?, -C(=0O)R", -C(=0)OR"'?, -SO,-
NR°R', -S(0),-R"", -cicloalquilo C3 - Cys, - cicloalquenilo Cq4 - Cys, -bi- 0
tricicloalquilo (Cs - Cy4), -bi- o tricicloalquenilo (C7 - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C15, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, y -heteroariloxi (de 5 - 15 miembros);

R? se selecciona entre H, -alquilo .C4 - Cg, -alquenilo C; - Cg, -cicloalquilo
C; - Cg y -cicloalquenilo C3 - Cg, en el que Rzlesté sustituido opcional e
inbdependientemente con entre uno a tres sustituyentes seleccionados
independientemente entre alquilo Cy - C4 opcionalmente sustituido con entre
uno a tres atomos halo, alcoxi C, - C4 opcionalmente sustituido con entre uno a
tres atomos halo, halo y —OH;

o R' y R? junto con el grupo A cuando esta presente y el atomo de
nitr()geho al que R? esta unido, o R' y Ré junto con el atomo de nitrégeno al que
R’ y R? estan unidos cuando A esta ausente, pueden opcionalmente formar un
anillo de cuatro a ocho miembros;

R? se selecciona entre H, -alquilo C, - Cs, -alquenilo C; - Cs, -alquinilo C,
- Cs, -cicloalquilo Cj - Cs, -cicloalquenilo Cs - Cs y heterodicloalquilo de (entre 3
y 8 miembros), -arilo Ce - C14 y heteroarilo de (entre 5 y 14 miembros), en el

que dicho alquilo, alquenilo, alquinilo, cicloalquilo, cicloalquenilo,

" heterocicloalquilo, arilo o heteroarilo estan cada uno de ellos opcional e

independientemente  sustituido con entre uno a tres sUstituyentes
seleccionados independientemente entre -alcoxi Cy - Cy4, halo, -OH, -S alquilo

(C4 - C4), -alquilo (Cy - Cy4), -C(=0)OR?, -SO,R® y heterocicloalquilo de (entre 3
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y 8 miembros) en el que dicho alquilo, alcoxi, y heterocicloalquilo puede estar
adicionalmente sustituido con uno a seis halo;

R* es H, alquilo C; - Cs 0 halo;

o R? y R? pueden junto con el atomo de carbono al que estan unidos
opcionalmente formar un resto seleccionado entre ciclopropilo, ciclobutilo,
ciclopentilo, ciclohexilo, morfolino, piperidino, pirrolidino, tetrahidrofuranilo y
perhidro-2H-pirano, en el que dicho resto formado por R® y R* esta
opcionalmente sustituido con entre uno a tres sustituyentes seleccionados
independientemente entre alquilo C; - C¢ opcionalmente sustituido con entre
uno a tres atomos halo, alcoxi C4 - Cs opcionalmente sustituido con entre uno a
tres atomos halo, halo, -OH, -CN y alilo;

R® se selecciona entre H, -alquilo C+ - Cs, -alquileno C; - Cg, -alcoxi Cy -
Ce, halo, -CN, cicloalquilo C3 - Cy5, cicloalquenilo C4 - Cy2, heteroarilo de (entre
5 y 10 miembros) y -arilo Cg - C40, €n el que dicho alquilo, alquileno y alcoxi de
R® estan cada uno de ellos opcional e independientemente sustituidos con
entre uno a tres sustituyentes seleccionados independientemente entre halo y -
CN, y en el que dicho cicloalquilo, cicloalguenilo, heteroarilo y arilo de R® estan
cada uno de ellos opcional e independientemente sustituidos con entre uno a
tres sustituyentes seleccionados independientemente entre -alquilo Cy - C4
6pcionalmente sustituido con entre uno a tres atomos halo, -alcoxi Cy - C4-
opcionalmente sustituido con entre uno a tres tomos halo, halo y -CN;

R’ se selecciona entre -alquilo C1 - Cao, -alcoxi Cy - Cyp, -hidroxialquilo C,
- Cyp, -cicloalquilo Ca - C43, -cicloaiquenilo C4 - Cy, -bi- o tricicloalquilo (Cs - Ca),
-bi- o tricicloalquenilo (C; - Cy), heterocicloalquilo de (entre 3 y 12 miembros),

-heterobi- 0 heterotricicloalquilo de (entre 7 y 20 miembros), -arilo Cg - Cis4,
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heteroarilo de (entre 5 y 15 miembros), -ariloxi Cg - C15 y -heteroariloxi de (entre
5 y 15 miembros), en el que dichos alquilo, alquenilo, alquinilo, alcoxi,
alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o tricfcloalquilo, bi- o
tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de R’
estan cada uno de ellos independientemente sustituidos con entre uno y seis
sustituyentes seleccionados independientemente entre el grupo de R™ o estan
cada uno de ellos opcional e independientemente sustituidos con entre uno y
seis sustituyentes seleccionados independientemente entre el grupo de R’;

en la que R en cada caso se selecciona independientemente entre -
alcoxi Cy - Cs, -alcoxialquilo Cy - Cqz, -NR°R'?, -C(=0)NR°R'®, -cicloalquilo Cs -
C1s, -heterocicloalquilo (de 4 a 20 miembros), -arilo Cg - C+s, -heteroarilo (de 5 a
15 miembros), ariloxi Cg - C1s, y -heteroariloxi (de 5 - 15 miembros); en la que
dicho alquilo, alcoxi, alcoxialquilo, cicloalquilo, heterocicloalquilo, arilo,
heteroarilo, ariloxi, y heteroariloxi de R™ estan cada uno independientemente
sustituidos con R®;

en la que R’ en cada caso se selecciona independientemente entre -
alquenilo Cz - C43, -alquinilo C; - Cy2, -hidroxialquilo C4 - Cy2, -alquenoxi C; - Cs,
-alquinoxi C; - Cs, -NRR', -C(=O)NR°R'®, -S0,-NR°R', -cicloalquenilo Cj -
C1s, -bi- o tricicloalquito (Cs - C41), - bi- o tricicloalguenito (C7 - Cy4), en el que
dicho alquenilo, alquinilo, hidroxialquilo, alquenoxi, alquinoxi, cicloalqueniio, bi-
o tricicloalquilo, bi- o tricicloalquenilo, de R’ estan cada uno de ellos
opcionalmente sustituidos independientemente con entre uno y seis
independientemente sustituyentes seleccionados entre el grupo R™;

en la que R™ en cada caso se selecciona independientemente entre -

alquenilo C; - Cy3, -alquinilo Cp - Cyz, -alcoxi Cq - Cg, -alcoxialquilo Cq - Cya, -
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hidroxialquilo Cq - Cq3, -alquénoxi Cz - G, -alquinoxi C; - Cg, halo, -CN, -NO,, -

"NR®°RY, -C(=0)NR°R"®, -C(=0)R"", -C(=0)OR", -S0,- NR°R", -S(0),-R"",

cicloalquilo' C3 - Cys, - cicloalquenilo C4 - Cy5, -bi- o tricicloalquilo (Cs - C14), -~ bi-
o tricicloalquenilo (Cy - Cy4), -heterocicloalquilo (de 4 a 20 miembros), -arilo Cg -
Cis, -heteroarilo (de 5 a 15 miembros), ariloxi Cg - C+s, y -heteroariloxi (de 5 - 15
miembros), |

o R® y R’ pueden junto con los atomos de carbono y nitrégeno a los que
estan respectivamente unidos opcionalmente formar un anillo heterocicloalquilo
de (entre 5 y 8 miembros), un aniillo heterocicloalquenilo de (entre 5 y 8
miembros) o un anillo heteroarilo de (entre 6 y 8 miembros) , en el que dichos
anillos heterocicloalquilo, heterocicloalquenilo y heteroarilo estan opcional e
independientemente sustituidos cada uno con entre uno a tres sustituyentes
seleccionados independientemente entre halo, -alquilo C4 - Cg, opcionalmente
sustituido con entre uno a tres atomos halo, -aicoxi Cy - Cg opcionalmente
sustituido con entre uno a tres atomos halo, -hidroxialquilo C; - Cg, -OH, -
(CH2)cero - 10 NR®R™, -(CHy)cers - 10 C(=OINRR', -SO,NR°R"’ y cicloalquilo Cs -
Ciz;

R y 'R se seleccionan en cada caso cada uno de elios
independientemente entre H, -C(=0)R" o —alquiio C - Cyp, en el que al menos
uno de R® y R'® son -C(=0)R" o -alquilo C - Cao, y en el que cada -alquilo Cs -
Ca0, esta sustituido con R'%;

en la que R'® en cada caso se selecciona independientemente entre -
alcoxi Cq - Cs, -CN, -NO,, -NR''R"!, -C(=0)NR'"'R"?, -C(=O)R"", -C(=0)OR"", -
SONR''R™, -8(0),-R", -cicloalquilo Cs - C1s, -cicloalquenilo C4 - Cs, -bi- 0

tricicloalquilo (Cs - C11), -bi- o tricicloalquenito (C; - C11), -heterocicloalquilo (de
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4 a 20 miembros), -arilo Cg - C+s5, -heteroarilo (de 5 a 15 miembros), ariloxi Cs -
C1s, ¥ -heteroariloxi {de 5 - 15 miembros); en la que dicho alcoxi, cicloalquilo,
cicloalguenilo, bi- o tricicloalquilo, bi- o tricicloalguenilo, heterocicloalquilo, arilo,
heteroarilo, ariloxi y heteroariloxi de R'® estan cada uno opcionaimente
independientemente sustituidos con entre uno y seis sustituyentes
seleccionados independientemente entre el grupo R'%;

en la que R'® en cada caso se selecciona independientemente entre -
OH, -alquilo C4 - C42, -alquenilo C, - Cyz, -alquiniio C; - Cs3, -alcoxi C; - Cg, -
alcoxialquilo C, - C42, -hidroxialquilo C4 - Cy42, -alquenoxi C; - Cg, -alquinoxi C; -
Ce, halo, -CN, -NO;, -NR'"R'?, -C(=0)NR"'R", -C(=0)R", -C(=0)OR"", -S0O,-
NR''R", -8(0),-R"", -cicloalquilo C5 - Cys, - cicloalquenilo C4 - Cis, -bi- 0
tricictoalquilo (Cs - C41), - bi- o tricicloalquenilo (C7 - C14), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15 miembros), ariloxi Cs -
Cis, y -heteroariloxi (de 5 - 15 miembros); ‘

o NR°R'? puede formar un heterocicloalquilo de (entre 4 y 20 miembros),
heterobi- o tricicloalquilo de (entre 5 y 18 miembros), heterobi- o
tricicloalquenilo de (entre 5 y 18 miembros), o heteroarilo de (entre 5 y 15
miembros), en el que dicho heterocicloalquilo, heterobi- o tricicloalquilo,
heterobi- o ftricicloalquenilo o heteroarilo estan opcionalmente e
independientemente sustituidos con entre uno y seis sustituyentes
seleccionados independientemente entre alquilo C4 - Cg, -alquenilo Cs - Ceg, -
alquenilo C; - Cg, alcoxi Cy - Cg, alquenoxi C; - Cg, alquinoxi Cs - Cg,
hidroxialquilo C, - Cg, hidroxialquenilo C; - Cg, -hidroxialguenilo Cz - Cs, halo,--
OH, -CN, -NO,, -NR''R"?, -C(=O)NR"'R'? -C{=0)R"", -C(=0)OR", - S(O),R"" y
-S(0),NR"'R'%
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R' y R en cada caso se seleccionan independientemente cada uno
entre H, alquilo Cy - Cg, cicloalquilo C; - Cg, cicloalquenilo C4 - Cg, bi- 0
tricicloatquilo (Cs - Cy4), bi- o tricicloalquenilo (C7 - C44), heterocicloalquilo de
(entre 3 y 8 miembros), arilo Cg - C1o Y heteroarilo de (entre 5 y 14 miembros),
en el que dicho alquilo de R'' y R'? esta opcional e independientemente
sustituido con entre uno y tres sustituyentes seleccionados independientemente
entre -OH, - CN y cicloalquilo C3 - Cg, y en el que cada atomo de hidrégeno de
dicho alquilo esta opcional e independientemente reemplazado con un atomo
halo, y en el que dicho cicloalquilo, cictoalquenilo, heterocicloaiquilo, arilo y
heteroariio de R'"' y R' estdn cada uno de ellos opcional e
independientemente sustituido con entre uno a tres sustituyentes
seleccionados independientemente entre halo, alquilo Cy - Cg opcionalmente
sustituido con entre uno a tres 4tomos halo, -OH, -CN vy -cicloalquilo C3 - Cg;

R' en cada caso se selecciona independientemente entre alquilo
sustituido con -alcoxi Cy - Cyp, cicloalquilo C3 — Cys, cicloalqueni|o‘C4 - Cis, bi-0
tricicloalquilo (Cs - C14), -bi- o -tricicloalquenilo (C; - Cy4), -heterocicloalquilo de
(entre 4 y 20 miembros), arilo Cs - C+s, heteroarilo de (entre 5 y 15 miembros), -
ariloxi Cg - C45 y -heteroariloxi de (entre 5 y 15 miembros); en el que dicho
alcoxi, cicloalquilo, cicloalquenilo, -bi- o -tricicloalquilo, -bi- o -tricicloalquenilo,
heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de R" esta
opcionalmente sustituido con entre uno a tres sustituyentes seleccionados
independientemente entre halo, -alquilo C; - Cg opcionalmente sustituido con
entre uno a tres atomos halo, -OH, -CN y -cicloalquilo C3 - Cg; y

n'es en cada caso un numero entero seleccionado independientemente

entre cero, 1y 2;
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0 una sal farmacéuticamente aceptabie de los mismos.
En un aspecto de la realizacion anterior, R’ es un -alquilo Cy - Cs

sustituido con R™; R’ es -NR°R'%; R? es H o metilo; R es un -alquilo C; - Cg;

0O

R'% es -alcoxi Cy - Ce, -cicloalquilo C4 - Cg, -heterocicloalquilo de (entre 4 y 8 -

miembros), arilo Cg - Cy5 0 heteroarilo de (entre 5 y 15 miembros), en el que
dicho aicoxi, cicloalquilo, heterocicloalquilo, arilo, heteroarilo de R'% estan cada
uno de ellos opcional e independientemente sustituidos con entre uno y seis
sustituyentes seleccionados independientemente entre el grupo de R'®; en el
que R'® es halo, -OH, -alquilo Cy - C4 0 -hidroxialquilo Cy - C4, en el que dicho
alquilo o hidroxialquilo de R'® esta opcionalmente sustituido con uno a seis
halo.

En otro aspecto de la realizacion anterior, R’ es un -alquilo Cq - Cg
sustituido con R™®; R™ es -C(=0)NR°R"'?; R? es H o metilo; R'® es un alquilo
C,-Cg; Rfoa es alcoxi C - Cg, -cicloalquilo C,4 - Cg, -heterocicloalquilo de (entre
4 y 8 miembros), arilo C¢ - C15 0 heteroarilo de (entre 5 y 15 miembros), en el
que dicho alcoxi, cicloalquilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R'% estan cada uno de ellos opcional e independientemente
sustiltuidos con entre wuno y seis sustituyentes seleccionados
independientemente entre el grupo de R'™; en el que R'® es halo, -OH, -
alquilo C4 - C4 0 -hidroxialquilo C4 - C4, en el que dicho alquilo o hidroxialquilo
de R'® esta opcionalmente sustituido con uno a seis halo.

En otro aspecto de la realizacion anterior, A esta ausente y R' es -benzo
(cicloalquilo Cs - Cg) opcionalmente sustituido con entre uno a tres sustituyentes

seleccionados independientemente entre aiquilo Cy - Cg, halo y OH; o A es
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—27C—: 7 es -CH,, -CH(OH) o -CH(alquilo C; - Cs) y R' es alquilo C; - Cqg,
arilo Cg - C1g, 0 heteroarilo de (entre 6 y 10 miembros), en el que dicho alquilo,
arilo y heteroarilo estan opcionalmente sustituidos independientemente con
entre uno y tres sustituyentes seleccionados independientemente entre alquilo
Cy - Cg, halo, y OH; R? es H o alquilo C, - Cg; R® es H, -CH,CH,SCH3, -
CH2CH,OCH,, o alquilo C;- Cg; R* es Hy R® es H o alquilo C+ - Cs.

En otra realizacion, la presente invencion se refiere a compuestos de
formula | en la que A esté ausente o se selecciona entre

o Ro o
LAY o
' ) ' y 2,

Z se selecciona entre -CHp, -CH(OH), -CH(alquilo C4 - Cg), -CH(alcoxi

" Cy - Cg), -CH(NR°R'), -CH(CH(OH)), -CH(CH(alquilo C; - C,)OH)) y -

CH(C(alquil C1 - Cy4) (alquilo C1 - C4){(OH));

R’ se selecciona entre -alquilo Cy - Cy, -alquenilo C; - Ca, alquinilo C; -
Cao, -alcoxi Cq - Cyp, -alquenoxi C; - Cyy, -hidroxialquilo C4 - Cy, -cicloalguilo Ca
- Cs,  benzo(cicloalquilo C3 - Cg), benzo(heterocicioalquilo C3 - Cg), -
cicloalquenilo C4 - Cg, -bi- 0 tricicloalquilo (Cs- C41), benzo bi o tricicloalquilo (Cs
- Cy4), - bi- o tricicloalquenilo (C7 - C44), -heterocicloalquilo (de 3 a 8 miembros),
-arilo Cg - C1a ¥ -heteroérilo (de 5 a 14 miembros), en el que R' esta
opcionalmente sustituido con R'2;

en el que R™ se selecciona independientemente entre -OH, halo, -alcoxi
Cy- Cs -CN, -NOg, -NR°R"®, -C- (=0)NR°R'®, -C(=O)R", -C(=0)OR"?, -SO,-
NRPR', -S(0),-R"', -cicloalquilo Cs - Cys, -cicloalquenilo Cs - Cys, -bi- o

tricicloalquilo (Cs - C11), -bi- o tricicloalquenilo (C7 - C44), -heterocicloalquilo (de
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4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, y -heteroariloxi (de 5 - 15 miembros); _

en la que dicho alcoxi, cicloalquilo, cicloalquenilo, bi- o tricicloalquilo, bi-
o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de
R' estan cada uno opcionalmente independientemente sustituidos con entre
uno y seis sustituyentes seleccionados independientemente entre el grupo R'®;

en la que R'™ se selecciona en cada caso independientemente entre -
OH, - alquilo C4 - Cs3, -alquenilo C; - Cyz, -alquinilo C; - Cy,, -alcoxi Cy - Cs, -
alcoxialquilo C1 - Cy3, -hidroxialquilo Cq - C42, -alquenoxi C; - Cg, -alquinoxi C; -
Ce, halo, -CN, -NO,, -NR°R®, -C-(=O)NR’R"%, -C(=O)R"', -C(=0)OR"?, -SO,-
NR°R', -S(0),-R"!, -cicloalquilo Cs - Cis, - cicloalquenilo Cs4 - Cys, -bi- o
tricicloalquilo (Cs - C11), -bi- o tricicloalquenilo (C7 - Cy4), -heterocicloalguilo (de
4 a 20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, Y -heteroariloxi (de 5 - 15 miembros);

R? se selecciona entre H, -alquile C; - Cs, -alquenilo C; - Cs, -cicloalquilo
Cs - Cs y -cicloalquenilo C; - Cg, en el que R? estd sustituido opcional e
independientemente con entre uno a tres sustituyentes seleccionados
independientemente entre alquilo C4 - C4 opcionalmente sustituido con entre
uno a tres atomos halo, alcoxi C4 - C4 opcionalmente sustituido con entre uno a
tres atomos halo, halo y -OH; .

o R' y R? junto con el grupo A cuando esta presente y el atomo de
nitrégeno al que R? esta unido, o R' y R? junto con el atomo de nitrégeno al que
R' y R? estan unidos cuando A esta ausente, pueden opcionalmente formar un
anillo de cuatro a ocho miembros;

R® se selecciona entre -arilto Cg - Cy4, y heteroarilo de (entre 5 y 14
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mierhbros), en el que dicho arilo o heteroarilo estan cada uno de ellos opcional
e independientemente sustituido con entre uno a - tres sustituyentes
seieccionados independientemente entre -alcoxi Cy - C,4, halo, -OH, -S alquilo
(C1 - C4), -alquiio (C; - C4), -C(=0)OR?, -SO,R® y heterocicloalquilo de (entre 3
y 8 miembros) en el que dicho alquilo, alcoxi, y heterocicloalquilo puede estar
adicionalmente sustituido con uno a seis halo;

R* es H, alquilo C, - Cg 0 halo;

o R?® y R* pueden junto con el atomo de carbono al que estan unidos
opcionalmente formar un resto seleccionado entre ciclopropilo, ciclobutilo,
ciclopentilo, ciclohexilo, morfolino, piperidino, pirrolidino, tetrahidrofuranilo y
perhidro-2H-pirano, en el que dicho resto formado por R? y R* esta
opcionalmente sustituido con entre uno a tres sustituyentes seleccionados
independientemente entre -alquilo C; - Cs opcionalmente sustituido con entre
uno a tres atomos halo, -alcoxi Cy - Cg opcionalmente sustituido con entre uno
a tres atomos halo, halo, -OH, -CN vy alilo; '

R® se selecciona entre H, -alquilo Cy - Cg, -alqujleno C; - Cs, -alcoxi Cq -
Ce, halo, -CN, cicloalquilo C3 - Cy2, cicloalquenilo C4 - Cy2, heteroarilo de (entre
5 y 10 miembros) y -arilo Cg - C1o, €n el que dicho alquilo, alquileno y alcoxi de
R® estan cada uno de ellos opcional e independienterhente sustituidos con
entre uno a tres sustituyentes seleccionados independientemente entre halo y -
CN, y en el que dicho cicloalquilo, cicloalquenilo, heteroarilo y arilo de R® estan
cada uno de ellos opcional e independientemente sustituidos con entre uno a
tres sustituyentes seleccionados independientemente entre -alquilo Cy - Cy4
opcionalmente sustituido con entre uno a tres atomos halo, -alcoxi Cy - C4

opcionalmente sustituido con entre uno a tres atomos halo, halo y -CN;
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R’ se selecciona entre H, -alquilo Cy - Cyg, -alcoxi Cq - Cao, -hidroxialquilo
C1 - Cy, -cicloalquilo C3 - C42, cicloalquenilo C4 - Cy, -bi- 0 tricicloalquilo (Cs -
Caz0), -bi- o tricicloalquenilo (C7 - Ca0), heterocicloalquilo de (entre 3 y 12
miembros), -heterobi- 0 heterotricicloalquilo de (entre 7 y 20 miembros), arilo
Cs - C14, ¥ heteroarilo de (entre 5 y 15 miembros), en el que dichos alquilo,
alguenilo, alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o
tricicloalquilo, bi- o tricicloalquenilo, heteracicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R’ estan cada uno de ellos opcional e independientemente
sustituidos con entre wuno y seis sustituyentes seleccionados
independientemente entre el grupo de R’ |

en la que R™ en cada caso se sefecciona independientemente entre

OH, -alquilo C4 - Cy3, -alquenilo Cg.- Ci2, -alquinilo C; - Cyp, - alcoxi Cq - Cs,

alcoxialquilo C4 - Cy2, -hidroxialquilo C4 - C42, -alquenoxi C, - Cs, -alquinoxi C,
Cs, halo, -CN, -NO,, -NR°R'®, -C(=O)NR°R", -C(=O)R"", -C(=0)OR"?, -SO,-
NRR'®, -S(0),-R"!, -cicloalquilo C3 - Cys, - cicloalquenilo C4 - Cis, -bi- 0
tricicloalquilo (Cs - C+4), - bi- o tricicloalguenilo (C; - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cs- Cis, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, y -heteroariloxi (de 5 - 15 miembros); en la que dicho alquilo, alquenilo,
alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o
tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi,
y heteroariloxi de R’® estan cada uno opcionalmente independientemente
sustituidos con entre uno y seis sustituyentes seleccionados
independientemente entre el grupo de R™;

en la que R.7b en cada caso se selecciona independientemente entre -

OH, -alquilo Ci -~ Cyq3, alquenilo Cz - Cyz, -alquinilo C; - Cy,, -alcoxi Cq - Cg, -
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alcoxialquilo C1 - C4s, - hidroxialquilo C1 - Cy2, -alquenoxi C; - Ce, -alquinoxi C; -
Ce, halo, -CN, -NO,, - NR°R', -C(=O)NR°R"’, -C(=0)R"", -C(=0)OR"", -SO,-
NR°R', -S(0),-R"", -cicloalquito Cj3 - Cis, - cicloalquenilo Cs4 - Cis, -bi- 0
tricicloalquito (Cs - C44), - bi- o tricicloalquenilo {C; - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15 miembros), ariloki Ce -
Cis, Y -heteroariloxi (de 5 - 15 miembros);

' o R® y R” pueden junto con los atomos de carbono y nitrogeno a los que
estan respectivamente unidos opcionaimente formar un anillo heterocicloalquilo
de (entre 5 y 8 miembros), un anillo heterocicloalquenilo de (entre 5 y 8
miembros) o un anillo heteroarilo de (entre 6 y 8 miembros) , en el que dichos
anillos heterocicloalquilo, heterocicloalquenilo y heteroarilo estan opcional e
independientemente sustituidos cada uno con entre uno a tres sustituyentes
seleccionados independientemente entre halo, -alquilo C, - Ce, opcionalmente
sustituido con entre uno a tres atomos halo, -alcoxi Cq - Cg opcionalmente
sustituido con entre uno a tres atomos halo, -hidroxialquilo Cy - Cg, -OH, -
(CH2)cero - 10 NR®R®, (CHz)cero - 10 C(=O)NR®R', -SO,NR°R" y -cicloalquilo Cs -
Cy2;

R® v R en cada caso se seleccionan cada uno de ellos
independientemente entre H, -OH, alquilo C4 - C,2, alquenilo C; - Cy2, -alquinilo
C; - Cya, -alcoxi 'C1 - Cs, -alcoxialquilo Cy - Cyp, - hidroxialquilo Cq - Cyz, -
alquenoxi C, - Cs, -alquinoxi Cs - Ce, -C(=0)NR''R'2, -C(=0)R", -C(=0)OR™, -
S0,- NR'"R™, -S(0).-R"", -cicloalquilo C3 - Cys, - cicloalquenilo C4 - C1s, -bi- 0
tricicloalquilo (Cs - C+4), - bi- o tricicloalquenilo (C; - C11), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - Css5, -heteroarilo (de 5 a 15 miembros), -ariloxi Cg -

Cis, Y -heteroariloxi (de 5 - 15 miembros), en el que dicho alquilo, alguenilo,
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alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o
tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R? y R'® estan cada uno de ellos opcionalmente sustituidos

independientemente con entre uno y seis sustituyentes seleccionados

independientemente entre el grupo de R'%:;

en la que R'® en cada caso se selecciona independientemente entre -
OH, halo, - alcoxi Cq - Cg, -CN, -NO,, -NR''R'2, -C(=O)NR''R'?, -C(=O)R"", -
C(=0)OR', -S0,-NR"'R"?, -§(0),-R"", -cicloalquilo C3- C;s, -cicloalquenilo Cq -
Cis, -bi- o tricicloalquilo (Cs - C41), -bi- o tricicloalquenilo (C; - Ci1), -
heterocicloalquilo (de 4 a 20 miembros), -arilo Cs - Cys, -heteroarilo (de 5 a 15
miembros), ariloxi Cg - C1s, y -heteroariloxi (de 5 - 15 miembros); en la que
dicho alcoxi, cicloalquilo, cicloalquenilo, bi- o tricicloaiquilo, bi- o
tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de
R'* estan cada uno opcionalmente independientemente sustituidos con entre
uno y :seis sustituyentes seleccionados independientemente entre el grupo R'%;

en la que R'® en cada caso se selecciona independientemente entre -
OH, halo, -alquilo C - C42, -alquenilo C; - C42, -alquinilo Cz - Cy2, -alcoxi C; - Cg,
-alcoxialquilo C4 - Cyz, -hidroxialquilo C - C43, -alquenoxi C; - Cs, -alquinoxi C; -
Ce. halo, -CN, -NO,, -NR"'R', -C(=O)NR''R'?, -C(=0)R"", -C(=0)OR"?, -SO»-
NR''R™, -5(0)-R", -cicloalquilo Cs - Cys, -cicloalqueniio Cq - Cis, -bi- 0
tricicloalquilo (Cs - C11'), - bi- o tricicloalquenilo (C7 - C11), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C15, -heteroarilo (de 5 a 15 miembros), -ariloxi Cg -
C1s, ¥ -heteroariloxi (de 5 - 15 miembros),

o NR°R'® puede formar un heterocicloalquilo de (entre 4 y 20 miembros),

heterobi- o fricicloalquilo de (entre 5 y 18 miembros), heterobi- o
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tricicloalquenilo de (entre 5 y 18 miembros), o heteroarilo de (entre 5 y 15
miembros), en el que dicho heterocicloalquilo, heterobi- o ftricicloalquilo,
heterobi- o tricicloalquenilo. o heteroarilo estan opcionalmente e
independientemente sustituidos con entre uno y seis sustituyentes
seleccionados independientemente entre -alquilo C4 - Cg, -alquenilo C; - Cg, -
alquenilo C; - Cg, - alcoxi Cy - Cg, -alquenoxi C, - Cs, -aiquinoxi C; - Cg, -
hidroxialquilo C1 - Cs, - hidroxialquenilo C; - Cs, - hidroxialquenilo C; - Cg, halo,
-OH, -CN, -NO,, -NR''R", -C(=0)NR''R"?, -C(=0)R"", -C(=0)OR", - S(O).R""
y -S(O):.NR"'R';

en el que R y R™ en cada caso se seleccionan independientemente
cada uno entre H, -alquilo C; - Cg, -cicloalquilo C3 - Cg, -cicloalquenilo Cy4 - Cg,
bi- o tricicloalquilo (Cs - C44), bi- o tricicloalquenilo (C7 - C41), heterocicloalquilo
de (entre 3 y 8 miembros), -arilo Cg - Cyo ¥ -heteroarilo de (entre 5 y 14
miembros), en el que dicho alquilo de R!" esta opcional e independientemente
sustituido con entre uno y tres sustituyentes seleccionados independientemente
entre - OH, - CN y cicloalquilo C3 - Cg, y en el que cada atomo de hidrégeno de
dicho alquilo esta opcional e independientemente reemplazado con un atomo
halo, y en el que dicho cicloalquilo, cicloalquenilo, heterocicloalquilo, arilo y
heteroarilo de R'' estan cada uno de ellos opcional e independientemente
sustituido con entre uno a tres sustituyentes seleccionados
independientem_ente entre halo, alquilo C; - Cs opcionalmente sustituido con
entre uno a tres atomos halo, -OH, -CN vy cicloalquilo C3 - Cg; vy

n es en cada caso un nimero entero seleccionado independientemente
entre cero, 1y 2;

0 una sal farmacéuticamente aceptable de los mismos.
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En otra realizacién, la presente invencion se refiere a compuestos de
formula |, en la que A esta ausente;

R' es -alquilo C1 - Cyo; en el que R’ esta sustituido independientemente
con entre uno y seis sustituyentes seleccionados independientemente entre
R1a;

en la que R en cada caso se selecciona independientemente entre -
alcoxi Cy - G, -CN, -cicloalquilo C3 - Cys, -cicloalquenilo C4 - Cys, -bi- ©
tricicloalquilo (Cs - C44), - bi- o tricicloalquenilo (C7 - C4,), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cs - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Cs -
Css, Y -heteroaritoxi (de 5 - 15 miembros);

en fa que dicho cicloalquilo, cicloalquenilo, bi- o tricicloalquilo, bi- o
tricicloalquenilo, heterocictoalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de
R'? estan cada uno opcionalmente independientemente sustituidos con entre
uno y seis sustituyentes seleccionados independientemente entre el grupo R'®;

en la que R™ se selecciona en cada caso independientemente entre -
OH, -alquilo C - Cz, -alquenilo C; - C42, -alquinilo C; - Cyz, -alcoxi Cy - Cs, -
alcoxialquilo C4 - Cy3, -hidroxialquilo C4 - Cy3, -alquenoxi C; - Cg, -alquinoxi C, -
Ce, halo, -CN, -NO,, -NR°R", -C-(=O)NR°R'®, -C(=O)R'"!, -C(=0)OR", -SO,-
NRR', -S(O}-R", -cicloalquilo C; - Cis, - cicloalquenilo Cq - Cis, -bi- 0
tricicloalquilo (Cs - C44), -bi- o tricicloalquenilo {(C7 - Cy1), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
C1s, ¥ -heteroariloxi (de 5 - 15 miembros);

R? se selecciona entre H, -alquilo C, - Cg, -alquenilo C, - Cs, -cicloalquilo
Cs - Cg y cicloalquenilo C3 - Cq, en el que R? esta sustituido opcional e

independientemente con entre uno a tres sustituyentes seleccionados
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independientemente entre alquilo Cy - C4 opcionalmente sustituido con entre
uno a tres atomos halo, -alcoxi C4 - C4 opcionalmente sustituido con entre uno
a tres atomos hélo, halo y -OH.

R? se selecciona entre H, -alquilo Cy - Cg, -alquenilo C; - Cs, -alquinilo C;
- Cs, -cicloalquilo Cs - Cg, -cicloalquenilo Cs - Cg y heterocicloalquilo de {(entre 3
y 8 miembros), -arilo Cg - C14 Y heteroarilo de (entre 5 y 14 miembros), en el
que dicho alquilo, alquenilo, alquinilo, cicloalqﬁilo, cicloalquenilo,
hetérocicloalquilo, arilo o heteroarilo estdn cada uno de ellos opcional e
independientemente sustituido con entre uno a tres sustituyentes
seleccionados independientemente entre alcoxi Cy - C4, halo, -OH, -S alquilo
(C1 - Cy), -alquilo (C1 - Cy4), -C(=0)OR®, -SO;R® y heterocicloalquilo de (entre 3
y 8 miembros) en el que dicho alquilo, alcoxi, y. heterocicloalquilo puede estar
adicionalmente sustituido con uno a seis halo;

R* es H, alguilo Cy - Cg 0 halo;

o R® y R* pueden junto con el atomo de carbono al que estan unidos
opcionalmente formar un resto seleccionado entre ciclopropilo, ciclobutilo,
ciclopentilo, ciclohexilo, morfolino, piperidino, pirrolidino, tetrahidrofuranilo y
perhidro-2H-pirano, en el que dicho resto formado por R® y R* esta
opcionalmente sustituido con entre uno a tres sustituyentes seleccionados
independientemente entre -alquilo C4 - Cg opcionalmente sustituido con entre

uno a tres atomos halo, -alcoxi C4 - Cg opcionalmente sustituido con entre uno

‘a tres 4tomos halo, halo, -OH, -CN y alilo;

R® se selecciona entre H, -alquilo C; - Cg, -alquileno C; - Cg, -alcoxi C1 -
Cs, halo, -CN, -ciclealquilo C; - Cy2, -cicloalquenilo Cq4 - Cqz, heteroarilo de (entre

5 y 10 miembros) y -arilo Cg - C40, €n €l que dicho alquilo, alquileno y alcoxi de
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R® estan cada uno de elios opcional e independientemente sustituidos con
entre uno a tres sustituyentes seleccionados independientemente entre halo y -
CN, y en el que dicho cicloalquilo, cicloalquenilo, heteroarilo y arilo de R® estan
cada uno de ellos opcional e independientemente sustituidos con entre uno a
tres sustituyentes seleccionados independientemente entre -alquilo C, - C4
opcionalmente sustituido con entre uno a tres atomos halo, -alcoxi C; - C,4
opcionalmente sustituido con entre uno a tres atomos halo, halo y -CN;

R’ se selecciona entre H, -alquilo C; - Cz, -alcoxi- Ci - Cp, -
hidroxialquitlo C4 - Cpo, -cicloalquilo C;3 - Cyz, -cicloalquenilo Cs4 - Cy2, bi- ©
tricicloalquilo (Cs - Cao), bi- o tricicloalquenilo {C7 - Cz), -heterocicloalquilo de
(entre 3 y 12 miembros), -heterobi o o heterotricicloalquilo de (entre 7 y 20
miembros) , -arilo Cg - C14, ¥ -heteroarilo de (entre 5 y 15 miembros) en el que

dichos alquilo, alquenilo, alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo,

cicloalquenilo, bi- o tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo,

heteroarilo, ariloxi y heteroariloxi de R’estan cada uno de ellos opcional e
independientemente  sustituido con entre uno y seis sustituyentes
seleccionados independientemente entre el grupo R’?;

en la que R’ en cada caso se selecciona independientemente éntre -
OH, -alquilo C4 - Cy3, -alquenilo C; - Cy;,, -alquinilo C; - Cy5, -atcoxi Cy - Cg, -
alcoxialquilo C - Cy2, -hidroxialquilo C4 - C42, -alquenoxi C; - Cs, -alquinoxi C; -
Cs, halo, -CN, -NO2, -NR°R'", -C(=0)NR°R", -C(=0)R"", -C(=0)OR"?, -SO,-
NR°R'®, -S(0)-R"", -cicloalquilo C; - Cys, - cicloalquenilo Cs - Cis, -bi- 0
tricicloalquilo (Cs - C44), - bi- o tricicloalquenilo {C; - Cy4), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Cs -

Cis, y -heteroariloxi (de 5 - 15 miembros); en la que dicho alquilo, alquenilo, '
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alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o
tricicloalquilo, bi- o tricicloaiquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R’ estdn cada uno opcionalmente independientemente
sustituidos con entre wuno y seis sustituyentes seleccionados
independientemente entre el grupo R,

en la que R™ en cada caso se selecciona independientemente entre -
O‘H, -alquilo Cq - Cy2, -alquenilo C, - C42, -alquinilo C; - C45, -alcoxi Cq - Cg, -
alcoxialquilo Cq ~ C42, -hidroxialquilo C4 - C42, -alquenoxi C; - Cg, -alquinoxi C; -
Cs, halo, -CN, -NO;, -NR°R', -C(=0)NR°R', -C(=0)R"", -C(=0)OR"", -SO,-
NR°R', -S(0).-R'", -cicloalquilo C; - Cis, - cicloalquenilo Cs - Cis, -bi- 0
tricicloalquilo (Cs - C14), - bi- 0 tricicloalquenilo (C7 - C14), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, vy -heteroaritoxi (de 5 - 15 miembros);

o R® y R pueden junto con los dtomos de carbono y nitrégeno a los que
estan respectivamente unidos opcionalmente formar un anillo heterocicloalquilo
de (entre 5 y 8 miembros), un anillo heterocicloalquenilo de (entre 5 y 8
miembros} o un anillo heteroarilo de (entre 6 y 8 miembros) , en el que dichos
anillos heterocicloalquilo, heterocicloalquenilo y heteroarilo estan opcional e
independientemente sustituidos cada uno con entre uno a tres sustituyentes
seleccionados independientemente entre halo, -alquilo C; - Cg, opcionalmente
sustituido con entre uno a tres atomos halo, -alcoxi Ci - Cg¢ opcionalmente
sustituido con entre uno a tres atomos halo, -hidroxialquilo C; - Cg, -OH, -
(CH2)eero - 10 NR®R'®, -(CH2)cero - 10 C(=OINR®R™, -SO,NR°R y cicloalquilo Cj -
Cia

R® vy R en cada caso se seleccionan cada uno de ellos

O
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independientemente entre H, -OH, -alquilo C4 - Cy, -alquenilo C; - Cy3, alquinilo
Cz - Cyz, -alcoxi Cy - Cg -alcoxialquilo C; - Cyp, -hidroxialquilo C; - Cy2, -
alquenoxi C;- Cg, -alquinoxi Cz- Cs, -C(=O)NR''R", -C(=0)R"", -C(=0)OR"", -
SO,-NR''R™, -8(0).-R"", -cicloalquilo Cs - Cys, - cicloalquenilo C4 - C1s, -bi- 0
tricicloalquito (Cs - C14), - bi- o tricicloalquenilo (C7 - Cy4), -heteracicloalquilo (de
4 a 20 miembros), -arilo Cg - Cys, -heteroarilo {de 5 a 15 miembras), ariloxi Cg -
Cis, Y -heteroariloxi (de 5 - 15 miembros); en la que dicho alquilo, alquenilo,
alquinilo, alcoxi, alquenoxi, alquinoxi, cic;loalquilo, cicloalquenilo, bi- o
tricicloalquito, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R® y R'® estan cada uno opcionalmente independientemente
sustituidos con entre wuno y seis sustituyentes seleccionados
independientemente entre el grupo R'%;

en la que R'® en cada caso se selecciona independientemente entre -
OH, halo, -alcoxi C; - Cs, -CN, -NO,, -NR''R'?, -C(=O)NR''R"?, -C(=O)R"", -
C(=0)OR", -SO,-NR''R"?, -5(0),-R", -cicloalquilo C3- Cys, -cicloalquenilo Cs -
Cis, -bi- o tricicloalquilo (Cs - Ci1), -bi- o tricicloalquenilo (C7; - Cy1), -
heterocicloalquilo (de 4 a 20 miembros), -arito Cg - Cy5, -heteroarilo (de 5 a 15
miembros), ariloxi Cg - C1s, y -heteroariloxi (de 5 - 15 miembros); en la que
dicho alcoxi, cicloalquilo, cicloalquenilo, bi- o ftricicloalquilo, bi- o

tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de

_R10a estan cada uno opcionalmente independientemente sustituidos con entre

uno y seis sustituyentes seleccionados independientemente entre el grupo R'%;
en la que R'™ en cada caso se selecciona independientemente entre -
OH, halo, -alquilo C1 - C1z, -alquenilo C; - C4z, -alquinilo C; - Cyz, -alcoxi Cq - Cg,

-alcoxialquilo C - C12, -hidroxialquilo C, - C;3, -alquenoxi C, - Cg, -alquinoxi C; -



10

15

20

25

33

Ce. halo, -CN, -NO;, -NR''R'?, -C(=0)NR"'R"?, -C(¥0)R1‘, -C(=0)OR", -S0,-
NR'R", -5(0),-R"', -cicloalquilo Cs - Cys, - cic!dalquenilo Cs - Cs -bi- 0
tricicloaiquilo (Cs - C11), - bi- o tricicloalquenilo (C; - C41), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C45, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
C1s, y -heteroariloxi (de 5 - 15 miembros);

o NR°R'® puede formar un heterocicloalquilo. de (entre 4 y 20 miembros),
heterobi- o0 ftricicloalquilo de (entre 5 y 18 miembros), heterobi- o
tricicloalquenilo de (entre 5 y 18 miembros), o heteroarilo de (entre 5 y 15
miembros), en el gque dicho heterocicloalquilo, heterobi- o tricicloalquilo,
heterobi- o ftricicloalquenilo o heteroarilo estan opcionalmente e
independientemente sustituidos: con entre uno y seis sustituyentes
seleccionados independientemente entre -alquilo C; - Cs -alquenilo C; - Cg, -
alguenilo C; - Cs, - alcoxi Cy - Cg, -alquencoxi C, - Cg, -alquinoxi C, - Cg, -
hidroxialquilo C4 - Cs, - hidroxialquenilo Cz - Ce, - hidroxialquenilo C; - Cg, halo,
-OH, -CN, -NO,, -NR''R"™2, -C(=0)NR''R"?, - C(=0O)R"", -C(=0)OR"", - S(O):R"’
y -S(0)NR'R';

R'" y R' en cada caso se seleccionan independientemente cada uno
entre H, alquilo C, - Cs, cicloalquilo C; - Ca, cicloalquenilo Cs - Cg, bi- ©
tricicloalquilo (Cs - Cy4), bi- o tricicloalquenilo (C7 - Cy), heterociclbalquilo de
(entre 3 y 8 miembros), arilo Cs - Cqp ¥ heteroarilo de (entre 5 y 14 miembros),
en el que dicho alquilo de R"" est4 opcional e independientemente sustituido
con entre uno y tres sustituyentes seleccionados independientemente entre -
OH, - CN y cicloalquilo C3 - Cs, y en el que cada atomo de hidrogeno de dicho
alquilo esta opcional e independientemente reemplazado con un atomo halo, y

en el que dicho cicloalquilo, cicloalquenilo, heterocicloalquilo, arilo y heteroarilo
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de R'"' estan cada uno de ellos opcional e independientemente sustituido con
entre uno a tres sustituyentes seleccionados independientemente entre halo,
alquilo C4 - Cg opcionaimente sustituido con entre uno a tres atomos halo, -OH,
-CN y cicloalquilo Cs - Cg; ¥

n es en cada caso un nimero entero seleccionado independientemente
entre cero, 1y 2;

o una sal farmacéuticamente aceptable de los mismos.

Los compuestos de la formula | pueden tener centros épticoé y por lo
tanto pueden aparecer en diferentes configuraciones enantioméricas y
diastereoméricas. La presente invencion incluye todos los enantidmeros,
diasteredmeros, y otros esterecisémeros de tales compuestos de la férmula |,
asi como compuestos racémicos y las mezclas racémicas y ofras mezclas de
estereoisomeros de los mismos.

Las sales farmacéuticamente aceptables de los compuestos de formula |

.incluyen las sales de adicion de acidos y basicas de los mismos.

Las sales de adicién de acidos adecuadas se forman a partir de acidos
due forman sales no toxicas. Los ejemplos incluyen, pero no se limitan a, las
sales acetato, adipato, aspartato, benzoato, besilato, bicarbonato/carbonato,
bisulfato/sulfato, borato, camsilato, citrato, ciclamato, edisilato, esilato, formiato,
fumarato, gluceptato, gluconato, glucuronato, hexafluorofosfato, hibenzato,
clorhidrato/cloruro, bromhidrato/bromuro, yodhidrato/yoduro, isetionato, lactato,
malato, maleato, malonato, mandelatos, mesilato, metilsulfato, naftilato, 2-
napsilato, nicotinato, nitrato, orotato, oxalato, palmitato, pamoato,
fosfato/fosfato acido/fosfato diacido, piroglutamato, salicilato, sacarato,

estearato, succinato, sulfonato, estannato, tartrato, tosilato, trifluoroacetato y
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xinofoato.

Las sales de base adecuadas se forman a partir de bases que forman
sales no toxicas. Los ejemplos incluyen, peroc no se limitan a, las sales de
aluminio, de arginina, de benzatina, de calcio, de colina, de dietilamina, de
diolamina, de glicina, de lisina, de magnesio, de meglumina, de olamina, de
potasio, de sodio, de trometamina y de cinc. |

También se pueden formar hemisales de acidos y bases, por ejemplo,
hemisulfatos y sales de hemicalcio.

Para una revision sobre las sales adecuadas, véase Handbook of
Pharmaceutical Salts: Properties, Selection, and Use por Stahi y Wermuth
(Wiley - VCH, 2002).

Las sales farmacéuticamente aceptables de los compuestos de formula |

se pueden preparar mediante uno o mas de tres procedimientos:

(i) hacer reaccionar el compuesto de formula | con el acido o base
~ deseado;
(i) retirar un grupo protector 1abil a acido o base de un precursor

adecuado del compuesto de formula | o mediante ia apertura
de anillo de un precursor ciclico adecuado, por ejemplo, una
lactona o lactama, usando el acido o base deseado; o
(iii) convertir una sal del compuesto de formula | en otra mediante
reaccion con un acido o base apropiado o mediante una
columna de intercambio iénico adecuada.
Tipicamente las tres reacciones se llevan a cabo en solucidn. La sal
resultante puede precipitar y recogerse por filtracion o se puede recuperar

mediante evaporacion del disolvente. El grado de ionizacion en la sal resultante



10

15

20

25

36

puede variar entre completamente ionizada y casi no ionizada.

Los compuestos de la invencién pueden existir en un continuo de
estados solidos que varia entre totalmente amorfo hasta totalmente cristalino.
El término ‘amorfo’ se refiere a un estado en el que el material carece de
ordenacién de alto rango a nivel molecular y, dependiendo de la temperatura,
puede mostrar las propiedades fisicas de un so6lido o un liquido. Tipicamente
tales materiales no proporcionan patrones de difraccion de rayos X
caracteristicos y, aunque muestran las propiedades de un sélido, se describen
mas formalmente como un liquido. Tras catentamiento, se produce un cambio
de las propiedades soélidas a liquidas que se caracteriza por un cambio de
estado, tipicamente de segundo orden (‘transicion al estado vitreo”). El término
‘cristalino’ se refiere a una fase sélida en la que el material tiene una estructura
interna ordenada regular a nivel molecular y proporciona un patrén de
difraccion de rayos X caracteristico con picos definidos. Tales materiales
cuandoe se calientan suficientemente también mostraran las propiedades de un
liquido, pero el cambio de solido a liquido se caracteriza por un cambio de fase,
tipicamente de primer orden (‘punto de fusion’).

Los compuestos de la invencion también pueden existir en formas no
solvatadas y solvatadas. El término ‘solvato’ se usa en esta memoria
descriptiva para describir un complejo molecular que comprende el compuesto
de la invencidon y una 0 mas moléculas de disolvente farmacéuticamente
aceptables, por ejemplo, etanol. El término ‘hidrato’ se emplea cuando dicho
disolvente es agua.

Un sistema de clasificacién actualmente aceptado para hidratos

organicos es uno que define hidratos de sitio aislado, hidratos de canal, o
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hidratos coordinados a iones metalicos - véase Polymorphism in Phamaceutical
Solids por K. R. Morris (Ed. H. G. Brittain, Marcel Dekker, 1995). Los hidratos
de sitio aislado son aquellos en los que las moléculas de agua esté'n aisladas
del contacto directo entre si mediante moléculas organicas que intervienen. En
los hidratos de canal, las moléculas de agua se encuentran en canales
reticulares donde estan cerca de otras moléculas de agua. En los hidratos
coordinados a iones metdlicos, las moléculas de agua estan unidas al ion
metalico.

Cuando el disclvente o agua estad estrechamente unido, el complejo
tendra una estequiometria bien definida independiente de la humedad. Sin
embargo, cuando el disolvente o agua esta débilmente unido, como en solvatos
de canal y compuestos higroscopicos, el contenido en agua/disolvente
dependera de la humedad y condiciones de secado. En tales casos, la no
estequiometria sera la norma.

Los compuestos de la invencién también pueden existir en un estado
mesomorfico (mesofase o cristal quuido) cuando se someten a condiciones
adecuadas. El estado mesor_nérfico es intermedio entre el verdadero estado
cristalino y el verdadero estado liquido (bien fundido o en solucion). El
mesomorfismo que surge como resultado de un cambio en la temperatura se
describe como ‘termotrdpico’ y el que resulta de la adicic';n de un segundo
componente, tal como agua u otro disolvente, se describe como ‘liotropico’. Los
compuestos que tienen el potencial para formar mesofases liotropicas se
describen como ‘anfifilicos’ y constan de moléculas que poseen un grupo de
cabeza idnico (tal como -COO'Na’, -COO'K", 0 -SOsNa*) o no iénico (tal como

-N'N* (CH3;) 3). Para mas informacion, véase Crystals and the Polarizing
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Microscope por N. H. Hartshorne y A. Stuart, edicién 42 (Edward Arnold, 1970).
De aqui en adelante todas las referencias a los compuestos de la
formula | incluyen las referencias a sales, solvatos, compiejos
multicomponentes y cristales liquidos de los mismos y a solvatos, complejos
multicomponentes y cristales liquidos de las sales de los mismos.

Los compuestos de la invencion incluyen los compuestos de la férmula |
como se ha definido en esta memoria descriptiva anteriormente, incluyendo
todos los polimorfismos y habitos cristalinos de los mismos, profarmacos e
isomeros de los mismos (incluyendo los isomeros Opticos, geométricos y
tautdmeros) como se define en esta memoria descriptiva posteriormente y los
compuestos marcados isotopicamente de la formula I.

Salvo que se indique otra cosa, como se usa en esta memoria

‘descriptiva, el término “A esta ausente” significa un enlace directo entre el

nitrégeno y R' (es decir -N-R").

Salvo que se indique otra cosa, como se usa en esta memoria
descriptiva, los términos “halégeno” y “halo” incluyen F, Cl, Br, y I.

Salvo que se indique otra cosa, como se usa en esta memoria
descriptiva, el término “alquile” incluye radicales hidrocarburos monovalentes
saturados que tienen restos lineales o ramificados. Los ejemplos de grupos
alquilo incluyen, pero no se limitan a, metilo, etilo, n-propilo, isopropild, y t-
butilo.

Salvo que se indique otra cosa, como se usa en esta memoria
descriptiva, el término “alquenilo” incluye restos alquilo que tienen al menos un

doble enlace carbono - carbonc en el que alquilo es como se ha definido

anteriormente. Los ejemplos de alquenilo incluyen, pero no se limitan a, etenilo
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y propenilo.

Salvo que se indique otra cosa, como se usa en esta memoria
descriptiva, el término “alquinilo” incluye restos alquilo que tienen al menos un
triple enlace carbono - carbono en el que alquilo es como se ha definido
anteriormente. Los ejemplos de grupos alquinilo incluyen, pero no se limitan a,
etinilo y 2-propinilo.

Salvo que se indique otra cosa, como se usa en esta memoria
descriptivla, el término “alcoxi”, significa “alquil-O-*, en el que “alquilo” es como
se ha definido anteriormente. Los ejemplos de grupos “alcoxi” incluyen, pero no
se limitan a, metoxi, etoxi, propoxi, butoxi, pentoxi y aliloxi.

Salvo que se indique otra cosa, comb se usa en esta memoria
descriptiva, el término “alquenoxi”, significa.“alquenil-O-*, en el que “alquenilo”
es como se ha definido anteriormente.

Salvo que se indique otra cosa, como se usa en ésta memoria
descripliva, el término “cicloalquilo” incluye restos‘ alquilo ciclicos saturados no
aromaticos en el que alquilo es como se ha definido anteriormente. Los
ejemplos de cicloalquito incluyen, pero no se limitan a, ciclopropilo, ciclobutilo,
ciclopentilo, ciclohexilo y cicloheptilo. Grupos “bicicloalquilo” y “tricicloalquilo”
son grupos carbociclicos saturados no aromaticos constituidos por dos o tres
anillos respectivamente, en los que dichos anillos comparten al menos un
atomo de carbono. Salvo que se indique otra cosa, para los propdsitos de la
presente invencion, grupos bicicioalquilo incluyen grupos espiro y grupos de
anillos condensados. Los ejemplos de grupos bicicloalquilo incluyen, pero no se
limitan a, biciclo[3.1.0]hexilo, biciclo-[2.2.1]hep-1-ilo, norbornilo,

espiro[4.5]decilo, espiro[4.4]nonilo, espiro{4.3]octilo, y espiro[4.2]heptilo. Un
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ejemplo de un grupo tricicloalquilo es adamantanilo. Otros grupos cicloalquilo,
bicicloalquilo, y tricicloalquilo se conocen en la técnica, y tales grupos estan
abarcados por las definiciones de “cicloalquilo”, “bicicloalquilo” y “tricicloalquilo”
en esta memoria descriptiva.

“Cicloalquenilo®, *“bicicloalquenilo”, y “tricicloalquenilo” se refieren a
restos no aromaticos carbociclicos cicloalquilo, bicicloalquile, y tricicloalquilo
como se han definido anteriormente, excepto que comprenden uno o mas
dobles enlaces carbono - carbono que conectan miembros de los anillos de
carbono (un enlace doble “endociclico”) y/o uno o mas dobles enlaces carbono
- carbono gue conectan un miembro de anillo de carbono y un carbono
adyacente que no es de anillo (un enlace doble “exociclico”). Los ejemplos de
grupos cicloalquenilo incluyen, pero no se limitan a, ciclopentenilo,
ciclobutenilo, y ciclohexenilo, y un ejemplo no limitante de un grupo
bicicloalquenilo es norbornenilo. Otros grupos cicloalquenilo, bicicloalquenilo, y
tricicloalquenilo se conocen en la técnica, y tales grupos se incluyen dentro de
las definiciones de "cicloéfquenilo", “bicicloalquenilo” y “tricicloalquenilo” en esta
memoria descriptiva. | ’

Los grupos cicloalquilo, cicloalquenilo, bicicloalquilo, y bicicloalquenilo
también incluyen grupos que estan sustituidos con uno 0 mas restos oxo. Los
ejemplos de tales grupos con restos oxo son oxociclopentilo, oxociclobutito,
oxociclopentenilo, y norcanforilo.

Como se usa en esta memoria descriptiva, el término “benzocicloalquilo”
incluye, sin limitacion, restos tales como tetrahidronaftilo, indanilo, 1,2-
benzocicloheptanilo y similares.

Salvo que se indique otra cosa, como se usa en esta memoria
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descriptiva, el término “arilo” incluye un radical organico derivado de un
hidrocarburo aromatico mediante la eliminacion de un hidrégeno, tal como
fenilo, naftilo, indenilo, indanilo, y fluorenilo. "_Arilo" abarca grupos de anillos
condensados en los que al menos un anillo es aromatico.

Salvo que se indique otra cosa, como se usa en esta memoria
descriptiva, los términos “heterociclico” y “heterocicloalquilo” se refieren a
grupos ciclicos no aromaticos que contienen uno o mas heteroatomos,
preferiblemente entre uno a cuatro heteroatomos, cada uno de ellos
seleccionados entre O, S y N. Los grupos “heterobicicloalquilo” son grupos
ciclicos de dos anillos no aromaticos, en los que dichos anillos comparten uno
0 dos atomos, y en los que al menos uno de los anillos contiene un
heteroadtomo (O, S, N). Los grupos heterobicicioalquilo para los propésitos de
esta invencion, y salvo que se indique otra cosa, incluyen grupos espiro y
grupos de anillos condensados. Los grupos “heterotricicioalquilo” son grupos
ciclicos de tres anillos no aromaticos, en los que dichos anillos estan
condensados entre si o forman un grupo espiro (en otras palabras, al menos
dos de dichos anillos comparten uno o dos atomos y el tercer anillo comparte
uno o dos atomos con al menos uno de dichos dos anillos). Los grupos
heterotricicloalquilo de los compuestos de la presente invencién pueden incluir
uno o mas heteroatomos O, S y/o N. En una realizacion, cada anillo en el
heterobicicloalquilo o heterotricicloalquilo contiene hasta cuatro heteroatomos
(es decir, cero a cuatro heteroatomos, con tal que al menos un anillo contenga
al menos un heteroatomo). Los grupos heterocicloalquilo, heterobicicloalquilo y
heterotricicloalquilo de la presente invencién pueden también incluir sistemas

de anillos sustituidos con uno 0 mas restos oxo. Los grupos heterociclicos, que
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incluyen los grupos heterobiciclicos y heterotriciclicos, pueden comprender
enlaces dobles 0 ‘triples, por  ejemplo heterocicloalquenilo,
heterobicicloalquenilo, y heterofricicloaiquenilo. Los ejemplos de grupos
heterociclicos no aromaticos son aziridinilb, azetidinilo, pirrolidinilo, piperidinilo,
azepinilo, piperazinilo, 1,2,3,6-tetrahidropiridinilo, oxiranilo, oxetanilo,
tetrahidrofuranilo, tetrahidrotienilo, tetrahidropiranilo, tetrahidrotiopiranilo,

morfolino, tiomorfolino, tioxanilo, pirrolinilo, indolinilo, 2H-piranilo, 4H-piranilo,

~ dioxanilo, 1,3-dioxelanilo, pirazolinilo, dihidropiranito, dihidrotienilo,

dihidrofuranilo, pirazolidinilo, imidazolinilo, imidazolidinilo,  3-
azabiciclo[3.1.0]hexanilo, 3-azabiciclo[4.1 .O]heptanilo, quinolizinilo,
quinuclidinilo, 1,4-dioxaespiro[4.5]decilo, 1,4-dioxaespiro[4.4]nonilo, 1,4-
dioxaespiro[4.3]octilo, y 1,4-dioxaespiro[4.2]heptilo.

Salvo que se indique ofra cosa, como se usa en esta memoria
descriptiva “heteroarilo” se refiere a los grupos aromético‘s que contienen uno o
mas hetercatomos (O, S, o N) preferiblemente entre uno a cuatro
heteroatomos. Un grupo multiciclico que contiene uno o mas heteroatomos en
los que al menos un anilio del grupo es aromatico es un grupo “heteroarilo”. Los
grupos heteroarilo de esta invencion también pueden incluir sistemas de anilios
sustituidos con uno o mas restos oxo. Los ejemplos de grupos heteroarilo son
piridinilo, piridazinilo, imidazolilo, pirimidinilo, pirazolilo, triazolilo, pirazinilo,
quinolilo, isoquinolilo, 1,2,3,4-tetrahidroquinolilo, tetrazolilo, furilo, tienilo,
isoxazolilo, tiazolilo, oxazolilo, isotiazolilo, pirrolilo, indolilo, bencimidazolilo,
benzofuranilo, cinnolinilo, indazolilo, indolizinilo, ftalazinilo, triazinilo, 1,2,4-
triazinilo, 1,3,5-triazinilo, isoindolilo, 1-oxoisoindolilo, purinilo, oxadiazolilo,

tiadiazolilo, furazanilo, benzofurazanilo, benzotiofenilo, benzotriazolilo,
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benzotiazolilo, benzoxazolilo, quinazolinilo, quinoxalinilo, naftiridinilo,

dihidroquinalilo, tetrahidroquinolilo, dihidroisoquinolilo, tetrahidroisoquinolilo,

benzofurilo, furopiridinito, pirrolopirimidinilo, y azaindolilo.

Salvo que de otra manera se indique lo contrario, todos los grupos

anteriores derivados de hidrocarburos pueden estar opcionalmente sustituidos

con uno o mas atomos de halégeno (por ejemplo, -CH,F, -CHF;, -CF3;, -PhCl,
etc.).

Salvo q.ue se indique otra cosa, el término “uno o mas sustituyentes”
como se usa en esta memoria descriptiva se refiere a entre uno y el nimero
maximo de sustituyentes posibles en base al nimero de sitios de unién
disponibles. |

Salvo que se indique de otra manera, todos los grupos anteriores
derivados de hidrocarburos pueden tener hasta aproximadamente 1 a
aproximadamente 20 atomos de carbono (por ejemplo, alquilo Cy - Cyy,
alquenilo C; - Cyp cicloalquilo C; - Cy, heterocicloalquilo de- 3 - 20 miembros;
arilo Cg - Cpp, heteroarilo de 5 a 20 miembros, etc.) o 1 a aproximadamente 15
atomos de carbono (por ejemplo, alquilo C4 - C4s, alquenilo C; - Cys, cicloalquilo
Cs - C45, heterocicloalquilo de 3 a 15 miembros, arilo Cgs - Cys heteroarilo de 5 a
15 miembros, etc.), o 1 a aproximadamente 12 atomos de carbono, 0 1 a
aproximadamente 8 atomos de carbono, o 1 a aproximadamente 6 atomos de
carbono.

Como aprecian los expertos en la técnica, el uso de la formula | es una
conveniencia, y la invencion se entiende que vislumbra y abarca cada una y
todas las especiés de mas adelante como no obstante se identifican

individuaimente y se exponen en esta memoria descriptiva. Asi pues, la

\6O
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presente invencion contemplé cada especie separadamente y cualquiera y
todas las combinaciones y permutaciones de especies que caen dentro de la
férmula I. |

Los grupos anteriores, por derivarse de los compuestos enumerados
anteriormente, pueden estar unidos por C o unidos por N cuando esto sea
posible. Por ejemplo, un grupo derivado de pirrol puede ser pirroi-1-ilo (unido
por N) o pirrol-3-ilo (unido por C). Los términos que se refieren a los grupos
también abarcan todos los tautdmeros posibles.

Como se ha indicado, los llamados ‘profarmacos’ de los compuestos de

formula | también estan dentro del ambito de la invencién. Asi pues ciertos

derivados de los compuestos de férmula | que pueden tener poca o ninguna
actividad farmacolégica por ellos mismos pueden, cuando se administran en el
interior 0 sobre el cuerpo, convertirse en compuestos de férmula | que tienen la
actividad deseada, por ejemplo, mediante escision hidrolitica. Tales derivados
se denominan ‘profarmacos’. Informacion adicional sobre el uso de
profarmacos se puede encontrar en Pro - drugs as Novel Delivery Systems, vol.
14, ACS Symposium Series (T. Higuchi y W. Stella) y Bioreversible Carriers in
Drug Design, Pergamon Press, 1987 (Ed. E. B. Roche, American
Pharmaceutical Association).

Los profarmacos de acuerdo con la invencion pueden, por ejemplo,
producirse reemplazando funcionalidades apropiadas presentes en los
compuestos de la férmula | con ciertos restos conocidos por los expertos en la
técnica como ‘pro - restos’ como se describe, por ejemplo, en Design of
Prodrugs por H. Bundgaard (Elsevier, 1985).

Algunos ejemplos de profarmacos de acuerdo con la presente invencion
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incluyen, pero no se limitan a, v

(i) cuando el compuesto de formula | contiene unar funcionalidad
acido carboxilico (-COOH), un éster del mismo, por ejemplo, un
compuesto en el que el hidrégeno de la funcionalidad acido
carboxilico del compuesto de la férmula (1) se reemplaza por
alquilo (C1 - Ca);

(i) cuando el compuesto de formula | contiene una funcionalidad
alcohol (-OH), un éter del mismo, por ejemplo, un compuesto
en el que el hidrageno de Ila funcionalidad alcohol del
compuesto de la formula | se reemplaza por alcanoil (C4 - Cg)
oximetilo; y

(iii) cuando el compuesto de férmuta | contiene una funcionalidad
amino primaria o secundaria (-NH2 o -NHR donde R # H), una
amida del mismo, por ejemplo, un compuesto en el que, como
puede sef el caso, uno o ambos hidrégenoé de la funcionalidad
amino del compuesto de la formula | se reemplaza/n por
alcanoilo (Cy - Cyo).

Los ejemplos adicionales de grupos de reemplazo de acuerdo con los
ejemplos anteriores y ejemplos de otros tipos de profarmacos se pueden
encontrar en las referencias anteriormente mencionadas.

Ademas, ciertos compuestos de férmula | pueden por ellos mismos
actuar como profarmacos de otros compuestos de formula |.

También incluidos dentro del ambito de la invencion estan los
metabolitos de los compuestos de formula |, esto es los compuestos formados

in vivo tras la administracién del farmaco. Algunos ejemplos de metabolitos de
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acuerdo con la invencién incluyen, pero no se limitan a,

(i)

(ii)

(i)

(v)

(vi)

cuando el compuesto de férmula | contiene un grupo metilo, un
derivado hidroximetilo qel mismo (-CHj; -> -CH,0OH);

cuando el compuesto de férmula | contiene un grupo alcoxi, un
derivado hidroxi del mismo (-OR -> -OH);

cuando el compuesto de formula | contiene un grupo amino
terciario, un derivado amino secundario del mismo (-NR'R? -> -
NHR' o -NHR?); |

cuando el compuesto de férmula | contiene un grupo amino
secundario, un derivado primario del mismo (-NHR' -> -NH,):
cuando el compuesto de formula | contiene un resto fenilo, un
derivado fenol del mismo (-Ph -> -PhOH); y

cuando el compuesto de férmula | contiene un grupo amida, un

derivado acido carboxilico del mismo (-CONH; -> -COOH).

Los compuestos de férmula | que contienen uno o mas atomos de

carbonos asimétricos pueden existir en forma de dos 0 mas estereoisomeros.

Cuando un compuesto de férmula | contiene un grupo alquenilo o alquenileno,

son posibles los isébmeros geométricos cis/trasn (o0 Z/E). Cuando los isomeros

estructurales son interconvertibles mediante una barrera de baja energia, se

puede producir isomeria tautomérica (“tautomeria”). Esto puede tomar la forma

de tautomeria de protén en compuestos de férmula | que contienen, por

ejemplo, un grupo imino, ceto, u oxima, o también la llamada tautomeria de

valencia en los compuestos que contienen un resto aromatico. A esto sigue que

un compuesto individual puede mostrar mas de un tipo de isomeria.

Incluidos dentro del ambito de la presente invencién estan todos los
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estereoisdmeros, isomeros geométricos y formas tautobmeras de los
compuestos de formula |, que incluyen los compuestos que muestran mas de
un tipo de isomeria, y las mezclas de uno o0 mas de los mismos. También se
incluyen las sales de adicion de acidos o basicas en las que el contraion es
opticamente activo, por ejemplo, d-actato o /lisina, o racémico, por ejemplo, di-
tartrato o d/-arginina.

Los isdémeros cisftrans se pueden separar mediante técnicas
convencionales bien conocidas por los expertos en la técnica, por ejemplo,
cromatografia y cristalizacién fraccionada.

Las técnicas convencionales para la preparacién/aislamiento de

enantiomeros individuales incluyen sintesis quiral a partir de un precursor

opticamente puro adecuado o resolucién del racemato (o el racemato de una

sal o derivado) usando, por ejemplo, cromatografia liquida de alta presién quiral
(HPLC).

Como alternativa, el racemato (o un precursor racémico) se puede hacer
reaccionar con un compuesto opticamente activo adecuado, por ejempio, un
alcohol, o, en el caso en el que el compuesto de la férmula | contenga un resto
acido o base, una base o acido tal como 1-feniletilamina o acido tartarico. La
mezcla diastereomérica resultante se buede separar mediante cromatografia
y/o cristalizacidn fraccionada y uno o ambos de los diastereoisémeros puede
convertirse en el (los) correspondiente (s) entantidmero (s) puros mediante
medios bien conocidos por los expertos en la técnica.

Los compuestos quirales de la invencién (y precursores quirales de los
mismos) se pueden obtener en forma enatioméricamente enriquecida usando

cromatografia, tipicamente HPLC, sobre una resina asimétrica con una fase
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movil constituida por un hidrocarburo, tipicamente heptano o hexano, que
contiene entre 0 y 50% en volumen de isopropanol, tipicamente entre 2% y
20%, y entre 0 y 5% en volumen de una alquilamina, tipicamente dietilamina al
0,1%. La concentracion del eluato produce la mezcla enriquecida.

Cuando cualquier racemato cristaliza, son posibles cristales de dos tipos
diferentes. El primer tipo es el compuesto racémico (verdadero racemato)

mencionado anteriormente en el que se produce una forma homogénea de

" cristal que contiene ambos enantibmeros en cantidades equimolares. El

segundo tipo es la mezcla racemica o conglomerado en el que se producen dos
formas de cristal en cantidades equimolares cada una comprendiendo un
enantiomero individual.

Aunque ambas formas cristalinas presentes en una mezcla racémica
tienen propiedades fisicas idénticas, pueden tener diferentes propiedades
fisicas comparadas con el verdadero racemato. Las mezclas racémicas se
pueden separar mediante técnicas convencionales conocidas por los expertos
en la técnica - véase, por ejemplo, Stereochemistry of Organic Compounds por
E. L. Eliel y S. H. Wilen (Wiley, 1994).

La presente invencién incluye todos los compuestos isotopicamente
marcados farmacéuticamente aceptables de férmula | en los que uno o mas
atomos se reemplazan por atomos que tienen el mismo nimero atémico, pero
una masa atémica o numero masico diferente de la masa atomica o numero
masico que predomina en la naturaleza.

Los ejemplos de isdétopos adecuados para inclusion en los compuestos
de la invencidn incluyen, pero no se limitan a, isotopos de hidrogeno, tal como

’H y 3H, carbono, tal como ''C, *C y '*C, cloro, tal como **CI, flior, tal como
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BF, yodo, tal como 2%l y "%, nitrégeno, tal como *N y "N, oxigeno, tal como
30, 70 y 80, fosforo tal como P, y azufre, tal como *°S.

Ciertos compuestos marcados isotdpicamente de férmula |, por ejemplo,
los que incorporan un isétopo radiactivo, son utiles en estudios de distribucion
en tejidos de farmacos y/o sustratos. Los is6topos radiactivos tritio, es decir, *H,
y carbono - 14, es decir '*C, son particularmente utiles para este propdsito en
vista de su facil incbfporacién y facil medio de deteccion.

La sustitucion con isdtopos mas pesados tal como deuterio, es decir, 2H,
puede producir ciertas ventajas terapéuticas que se producen por una mayor
estabilidad métabélica, por ejemplo, aumento de la semivida in vivo o
reduccion de los requerimientos de dosificacion, y por lo tanto se puede preferir
en algunas circunstancias.

La sustitucion con isétopos que emiten positrones, tales como ''C, '°F,
50 y *N, puede ser Uutil en los estudios de topografia de emisién de positrones
(PET) para examinar la ocupacion de receptores de sustratos.

Los compuestos marcados isotopicamente de féormula | se pueden
preparar generalmente mediante técnicas convencionales conocidas por los
expertos en la técnica o mediante procedimientos analogos a los descritos en
los ejemplos y preparaciones adjuntos usando un reactivo marcado
isotopicamente apropiado en lugar del reactivo no marcado previamente
empleado.

Los solvatos farmacéuticamente aceptables de acuerdo con la invencién
incluyen aquellos en los que el disolvente de cristalizacion puede estar
sustituido isotdpicamente, por ejemplo D;0, ds-acetona, dg-DMSO.

Las realizaciones especificas de la presente invencion incluyen los
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compuestos ejemplificados en los ejemplos méas adelante y las sales
farmacéuticamente aceptables de los mismos, los complejos de los mismos, y
los derivados de los mismos que se convieten en un compuesto
farmacéuticamente activo tras la administracion.

Los compuestos de la férmula | de esta invencién, y sus sales
farmacéuticamente aceptables, tienen propiedades farmacéuticas vy
medicinales utiles. Los compuestos de férmula |, y sus sales
farmacéuticamente aceptables inhiben la produccion de AB-péptido (asi pues,
actividad gamma-secretasa) en mamiferos, incluyendo seres humanos. Los
compuestos de la formula |, y sus sales farmacéuticamente aceptables, son por
lo tanto capaces de funcionar como agentes terapéuticos en el tratamiento de
los trastornos y enfermedades neurodegenerativos y/o neurolégicos
enumerados representativamente mas adelante, por ejemplo enfermedad de
Alzheimer, en un mamifero afligido, incluyendo un ser humano.

La presente invencibn también se refiere a una composicion
farmacéutica para inhibir la produccién de AB-péptidos en un mamifero,
incluyendo un ser humano, que comprende una cantidad de un compuesto de
la formula |, o una sal farmacéuticamente aceptable del mismo, que es eficaz
en la inhibicibn de la AB-produccion, y un vehiculo farmacéuticamente
aceptable.

La presente invencidn también se refiere a ﬁna COmMposicion
farmacéutica para tratar una enfermedad o afeccion seleccionada entre el
grupo constituido por enfermedad de Alzheimer, hemorragia cerebral
hereditaria con amiloidosis, angiopatia amiloide cerebral, una enfermedad

mediada por priones, miositis por cuerpos -de inclusion, accidente
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cérebrovascular, esclerosis multiple, trauma cefalico, alteracion cognitiva suave
y sindrome de Down en un mamifero, incluyendo un ser humano, que.
comprende una cantidad de un compuesto de la formula |, o una sal
farmacéuticamente aceptable del mismo, que es eficaz en la inhibicion de la
produccion de AB- péptidos, y un vehiculo farmacéuticamente aceptable.

La presente invencidon también se refiere a una composicion
farmacéutica para tratar una enfermedad o afeccion seleccionada entre el
grupo constituido por enfermedad de Alzheimer y sindrome de Down en un
mamifero, incluyendo un ser humano, que comprende una cantidad de un
compuesto de la férmula |, o una sal farmacéuticamente aceptable del mismo,
que es eficaz en la inhibicion de la produccidon de AR - péptidos, y un vehiculo
farmacéuticamente aceptable.

La presente invencién también se refiere a una composicion
farmacéutica para tratar una enfermedad o afeccién seleccionada entre el
grupo constituido por enfermedad de Alzheimer, hemorragia cerebral
hereditaria con amiloidosis, angiopatia amiloide cerebral, una enfermedad
mediada por priones, miositis por cuerpos de inclusion, accidente
cerebrovascular, esclerosis mdltiple, trauma cefalico, alteracién cognitiva suave
y sindrome de Down en un mamifero, incluyendo un ser humano, que
comprende una cantidad de un compuesto de la formula I, o una sal
farmacéuticamente aceptable del mismo, que es eficaz en el tratamiento de tal
enfermedad o afeccién, y un vehiculo farmacéuticamente aceptable.

La presente invencién también se refiere a una comgposicion
farmacéutica para tratar una enfermedad o afeccion seleccionada entre el

grupo constituido por enfermedad de Alzheimer y sindrome de Down en un
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mamifero, incluyendo un ser humano, que comprende una cantidad de un
compuesto de la féormula |, 0 una sal farmacéuticamente aceptable del mismo,
que es eficaz en el tratamiento de tal enfermedad o afeccion, y un vehiculo
farmacéuticamente aceptable.

La presente invencién también se refiere a un procedimiento de
inhibiciéon de la produccién de AB-péptidos en un mamifero, incluyendo un ser
humano, que comprende ta administracion a dicho mamifero de una cantidad
de un compuesto de la formula |, o una sal farmacéuticamente aceptable del
mismo, que es eficaz en la inhibicién de la AB-produccion.

La presente invencion también se refiere a un procedimiento de
tratamiento de una enfermedad o afeccion seleccionada entre enfermedad de
Alzheimer, hemorragia cerebral hereditaria con amiloidosis, angiopatia amiloide
cerebral, una enfermedad mediada por priones, miositis por cuerpos de
inclusiéon, accidente cerebrovascular, esclerosis multiple, trauma cefalico,
alteracién cognitiva suave y sindrome de Down en un mamifero, incluyendo un
ser humano, que comprende la administracion a dicho mamifero de una
cantidad de un compuesto de la formula I, 0 una sal farmacéuticamente
aceptable del mismo, que es eficaz en la inhibicion de la AB-produccién.

La presente invencion también se refiere a un procedimiento de
tratamiento de una enfermedad o afeccién seleccionada entre enfermedad de
Alzheimer y sindrome de Down en un mamifero, incluyendo un ser humano,
que comprende la administracion a dicho mamifero de una cantidad de un
compuesto de la férmula I, 0 una sal farmacéuticamente aceptable del mismo,
que es eficaz en la inhibicion de la AB-produccion.

La presente invencién también se refiere a un procedimiento de
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tratamiento de una enfermedad o afeccion seleccionada entre enfermedad de
Alzheimer, hemorragia cerebral hereditaria con amiloidosis, angiopatia amiloide
cerebral, una enfermedad mediada por priones, miositis por cuerpos de
inclusién, accidente cerebrovascular, esclerosis multiple, trauma cefalico,
alteracion cognitiva suave y sindrome de Down en un mamifero, incluyendo un
ser humano, que comprende la administracion a dicho mamifero .de una
cantidad de un compuesto de fa formula |, 0o una sal farmacéuticamente
aceptable del mismo, que es eficaz en el tratamiento de tal afeccion.

La presente invencion también se refiere a un procedimiento de
tratamiento de una enfermedad o afeccidon seleccionada entre enfermedad de
Alzheimer y sindrome de Down en un mamifero, incluyendo un ser humano,
que comprende la administracién a dicho mamifero de una cantidad de un
compuesto de la férmula [, 0 una sal farmacéuticamente aceptable del mismo,
que es eficaz en el tratamiento de tal afeccion.

Los compuestos de formula | se pueden usar solos o usarse en
combinacién con cualquier otro farmaco, incluyendo, pero no se limitan a,
cualquier agente potenciador de memoria, por ejemplo, Aricept ™ y/o Namenda
™ ~agente antidepresivo, por ejemplo, Zoloft ™, ansiolitico, agente
antipsicc’)tiéo, por ejemplo, Geodon ™, agente para el trastorno del suefo,
agente anti - inflamatorio, por ejemplo, Celebrex ™, Bextra ™, etc., agente
antioxidante, agente modulador de colesterol {por ejemplo, un agente que
reduce LDL o incrementa HDL), por ejemplo, Lipitor ™, Caduet ™, etc,,
antagonista de Histamina (H2), por ejemplo, Cimetadina ™, y agente anti -
hipertensivo, por ejemplo, Norvasc ™, Caduet ™, etc. De acuerdo a lo anterior,

la presente invencion también se refiere a las siguientes composiciones

7O
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farmacéuticas y procedimientos de tratamiento que comprenden un compuesto
de la formula | en combinaciéon con otros farmacos, tales como los del tipo
descrito anteriormente.

La presente invencién también se refiere a una composicion
farmacéutica para tratar una enfermedad o afeccion ‘asociada a la produccién
de AB-péptidos en un mamifero, incluyendo un ser humano, que comprende (a)
un compuesto de férmula |, o una sal farmacéuticamente aceptable del mismo;
(b) un agente potenciador de memoria, por ejemplo, Aricept ™ y/o Namenda
™ antidepresivo, por ejemplo, Zoloft ™, ansiolitico, agente antipsicético, por

ejemplo, Geodon ™, agente para el trastorno del suefio, agente anti -

-inflamatorio, por ejemplo, Celebrex ™, Bextra ™, etc.,, agente antioxidante,

agente modulador de colesterol (por ejemplo, un agente que reduce LDL o
incrementa HDL), por ejemplo, Lipitor ™, Caduet ™, etc., antagonista de
Histamina (H2), por ejemplo, Cimetadina ™, y agente anti - hipertensivo, por
ejemplo, Norvasc ™, Caduet ™, etc; y (c) un vehiculo farmacéuticamente
aceptable; en el que los agentes aclivos “a” y “b” anteriores estan presentes en
cantidades que hacen la composicién eficaz en el tratamiento de tal
enfermedad o afeccién.

La presente invencidbn también se refiere a una composicion
farmacéutica para tratar una enfermedad o afeccion seleccionada entre el
grupo constituido por enfermedad de Alzheimer, hemorragia cerebral
hereditaria con amiloidosis, angiopatia amiloide cerebral, una enfermedad
mediada por priones, miositis por cuerpos de inclusién, accidente

cerebrovascular, esclerosis multiple, trauma cefélico, alteracion cognitiva suave

y sindrome de Down en un mamifero, incluyendo un ser humano, que
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comprende (a) un compuesto de formula |, o una sal farmacéuticamente
aceptable del mismo; (b) un agente potenciador de memoria, por ejemplo,
Aricept ™ y/o Namenda ™, antidepresivo, por ejemplo, Zoloft ™, ansiolitico,
agente antipsicético, por ejemplo, Geodon ™, agente para el trastorno del
suefo, agente anti - inflamatorio, por ejemplo, Celebrex ™, Bextra ™, etc.,
agente antioxidante, agente modulador de colesterol (por ejemplo, un agente
que reduce LDL o incrementa HDL), por ejemplo, Lipitor ™, Caduet ™, etc.,
antagonista ae Histamina (H2), por ejemplo, Cimetadina ™, y agente anti -
hipertensivo, por ejemplo, Norvasc ™, Caduet ™, etc; y (c) un vehiculo
farmacéuticamente aceptable; en el que los agentes activos “a” y “b” anteriores
estan presenteslen cantidades que hacen la composicion eficaz en él
tratamiento de tal enfermedad o afeccion.

La presente invencién también se refiere a una composicion
farmacéutica para tratar una enfermedad o afeccion seleccionada entre el
grupo constituido por enfermedad de Alzheimer y sindrome de Down en un
mamjfero, incluyendo un ser humano, que comprende (a) un compuesto de
férmula |, o una sal farmacéuticamente aceptable del mismo; (b) un agente
potenciador de memoria, por ejemplo, Aricept ™ y/o Namenda ™,
antidepresivo, por ejemplo, Zoloft ™, ansiolitico, agente antipsicotico, por
ejemplo, Geodon ™, agente para el trastorno del suefio, agente anti -
inflamatorio, por ejemplo, Celebrex ™, Bexira ™, etc.,, agente antioxidante,
agente modulador de colésterol (por ejemplo, un agente que reduce LDL o
incrementa HDL), por ejemplo, Lipitor ™, Caduet ™, etc.,, antagonista de
Histamina (H2), por ejemplo, Cimetadina ™, y agente anti - hipertensivo, por

ejemplo, Norvasc ™, Caduet ™, etc; y (c) un vehiculo farmacéuticamente
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aceptable; en el que los agentes activos “a” y “b” anteriores estan presentes en
cantidades que hacen la compos_ici()n eficaz en el tratamiento de tal
enfermedad o afeccién.

La presente invencién también se refiere a un procedimiento de
tratamiento de una enfermedad o afeccién asociado con produccion de AB-
péptidos en un mamifero, incluyendo un ser humano, que comprende la
administracién a dicho' mamifero de (a) un compuesto de formula I, o una sal
farmacéuticamente aceptable del mismo; (b) un agente potenciador de
memoria, por ejemﬁlo, Aricept ™ y/o Namenda ™, antidepresivo, por ejemplo,
Zoloft ™, ansiolitico, agente antipsicético, por ejemplo, Geodon ™, agente para
el trastorno del sueino, agente anti - inflamatorio, por ejemplo, Celebrex ™,
Bextra ™, etc., agente antioxidante, agente modulador de colesterol (por
ejemplo, un agente que reduce LDL o incrementa HDL), por ejemplo, Lipitor ™,
Caduet ™, etc., antagonista de Histamina (H2), por ejemplo, Cimetadina ™, y
agente anti - hipertensivo, por ejemplo, Norvasc ™, Caduet ™, etc; en el que
los agentes activos "a” y “b” anteriores estan presentes en cantidades que
hacen la composicién eficaz en el tratamiento de tal enfermedad o afeccion.

La presenie invencidon también se refiere a un procedimiento de
tratamiento de una enfermedad o afeccién seleccionada entre el grupo
constituido por enfermedad de Alzheimer, hemorragia cerebral hereditaria con
amiloidosis, angiopatia amiloide cerebral, una enfermedad mediada por
priones, miositis por cuerpos de inciusién, accidente cerebrovascular,
esclerosis multiple, trauma cefélico, alteracion cognitiva suave y sindrome de
Down en un mamifero, incluyendo un ser humano, que comprende la

administracion a dicho mamifero de (a) un compuesto de férmula |, o una sal
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farmacéuticamente aceptable del mismo; y (b) un agente potenciador de
memoria, por ejemplo, Aricept ™ y/o Namenda ™, antidepresivo, por ejemplo,
Zoloft ™ ansiolitico, agente antipsicético, por ejemplo, Geodon ™, agente para
el trastorno del suefio, agente anti - inflamatorio, por ejemplo, Celebrex ™,
Bexira ™, etc., agente antioxidante, agente modulador de colesterol (por
ejemplo, un agente que reduce LDL o incrementa HDL), por ejemplo, Lipitor ™,
Caduet ™, etc., antagonista de Histamina (H2), por ejemplo, Cimetadina ™, y
agente anti - hipertensivo, por ejemplo, Norvasc ™, Caduet ™, etc; en el que
los agentes activos “a@” y “b” anteriores estan presentes en cantidades que
hacen la composicion eficaz en el tratamiento de tal enfermedad o afeccion.

La presente invencion también se refiere a un procedimiento de
tratamiento de una enfermedad o afeccion seleccionada entre el grupo
constituido por enfermedad de Alzheimer y sindrome de Down, en un
mamifero, incluyendo un ser humano, que comprende la administracién a dicho
mamifero de (a) un compuesto de formuia I, o una s_al farmacéuticamente
aceptable del mismo; (b) un agente potenciador de memoria, por ejemplo,
Aricept ™ ylo Namenda ™ antidepresivo, por ejemplo,.ZoIoft ™ ansiolitico,
agente antipsicotico, por ejemplo, Geodon ™, agente para el trastorno del
suefo, agente anti - inflamatorio, por ejemplo, Celebrex ™, Bextra ™, etc.,
agente antioxidante, agente modulador de colesterol (por ejemplo, un agente
que reduce LDL o incrementa HDL), por ejemplo, Lipitor ™, Caduet ™, etc.,
antagohista de Histamina (H2), por ejemplo, Cimetadina ™, y agente anti -
hipertensivo, por ejemplo, Norvasc ™, Caduet ™, etc; en el que los agentes
activos “a” y “b” anteriores estan presentes en cantidades que hacen la

composicién eficaz en el tratamiento de tal enfermedad o afeccion.
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Los compuestos de férmula |, o cualquiera de las combinaciones
descritas en los parrafos inmediatamente precedentes, se pueden
opcionalmente usar junto con un inhibidor de la P-glicoproteina cqnocido, tal
como verapamil.

Las referencias en esta memoria descriptiva a enfermedades y
afecciones “asociadas a la produccién de AB-peptidos” se refieren a las
enfermedades o afecciones que se producen, al menos en parte, por AB-
péptidos y/o la produccién de los mismos. Asi pues, el AB-péptido es un factor
contribuyente, pero no necesariamente el Unico factor contribuyente, a “una
enfermedad o afeccién asociada a la produccion de AB-péptidos”.

Los compuestos de formula |, o sus sales farmacéuticamente aceptables
también se pueden usar para modular o inhibir ia ruta de sefializacion de Notch
en organismos, incluyendo seres humanos. La ruta de sefializacién de Notch
es un mecanismo evolutivamente conservado utilizado por organismos, que
varian entre gusanos y seres humanos, para regular la determinacion del
destino de diversos linajes celulares. Notch pertenece a la familia de los genes
homedéticos del tipo del factor de crecimiento epidérmico, que codifica las
proteinas transmembrana con numeros variables de repeticiones del tipo de
factor de crecimiento epidérmico en el dominio extracelular. Existe una
creciente evidencia de un papel de la ruta de Notch en las enfermedades
humanas. Todos los componentes de la ruta se tienen que identificar todavia,
pero entre los identificados hasta la fecha, las mutaciones que afectan a su
interaccién entre si pueden conducir a una diversidad de sindromes y
afecciones patolégicas.

Por ejemplo, la sefalizacion de Notch esta tipicamente asociada a la
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decisién de predestinacion de la célula. El hallazgo de que la activacién de

" Notch estimula el crecimiento de capilares sugiere que los receptores de Notch

se deben activar para permitir que este proceso se produzca. Por lo tanto, la
modulacién de Notch proporciona un procedimiento para regular la
angiogenesis. Especificamente, la modulacién de la sefializacién de Notch se
puede usar para modular la angiogénesis (por ejemplo, bloqueo de la
sefalizacion de Notch para bloguear la angiogénesis). Esta inhibicién de
angiogénesis in vivo se puede usar como un medio terapéutico para tratar una
diversidad de enfermedades, incluyendo pero sin limitacion cancer, retinopatia
diabética, artritis reumatoide, psoriasis, enfermedad inflamatoria del intestino y
arteriosclerosis.

La ruta de Notch también esta implicada en el desarrolio y maduracion
de las células T, como se describe en Radtke, F. y col., Immunity 10: 547 -
5568, 1999. Los compuestos de formula |, y sus sales farmacéuticamente
aceptables son por lo tanto candidatos Utiles para modular el sistema inmune,
incluyendo el tratamiento de inflamacion, asma, rechazo de injertos,
enfermedad de injerto frente a huesped, enfermedad autoinmune y rechazo de
transplantes.

Ademas, numerosos estudios publicados entre 2002 y 2004 han
proporcionado evidencia convincente de que la senalizacion de Notch esta
frecuentemente elevada en una diversidad de tumores humanos (incluyendo,
pero sin limitacion a mama, préstata, pancreas y leucemia linfoblastica aguda
de células T). Un estudio clave proporciona una fuerte asociacion genética al
papel de Notch en los tipos importantes de tumores. Especificamente, Weijzen

y col., demostré que la sefalizacién de Notch mantiene el fenotipo neoplasico
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en las ceélulas transformadas Ras humanas. Weijzen y col., (2002) Nature Med
8: 979. Debido a que el 30% de las malignidades humanas pueden llevar
mutaciones activadoras en al menos una de las tres isoformas de Ras, este
hallazgo aumenta la posibilidad de que los inhibidores de Notch fueran una
potente adicidn para la terapia anti - cancer. Otros hailazgos de los estudios
soportan un papel central de la sefalizaciébn de Notch aberrante en la
patogénesis de la leucemia/linfoma linfoblastica aguda de células T humanas.
F_’ear y col., Current Opinion in Hematology (2004), 11 (6), 426 - 433.

De acuerdo a lo anterior, los compuestos de féormula |, o sus sales
farmacéuticamente aceptables, se pueden usar para tratar una enfermedad o
afeccion seleccionada entre el grupo constituido por cancer, arteriosclerosis,
retinopatia diabética, artritis reumatoide, psoriasis, enfermedad inflamatoria del
intestino, inflamacién, asma, rechazo de injertos, enfermedad de injerto frente a
huésped, enfermedad autoinmune y rechazo de transplantes.

Como se usa en esta memoria descriptiva, el término “tratando” se-

refiere a invertir, aliviar o inhibir el progreso de una enfermedad, trastorno o

" afeccion, o uno o mas sintomas de tal enfermedad, trastorno o afeccion, a la

que tal término se aplica. Como se usa en esta memoria descriptiva, “tratando”
también se puede referir a la disminucién de la probabilidad o incidencia de la
aparicion de una enfermedad, trastorno o afeccién en un mamifero comparado
a una poblacién control no tratada, o comparado con el mismo mamifero antes
de tratamiento. Por ejemplo, como se usa en esta memoria descriptiva,
“tratando” se puede referir a la prevencién de una enfermedad, trastorno o
afeccion, y puede incluir retraso o prevencidon de la aparicion de una

enfermedad, trastorno o afeccion, o retraso o prevencidn de los sintomas
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asociados a una enfermedad, trastorno o afeccion. Como se usa en esta
memoria descriptiva, “tratando” también se puede referir a la reduccién de la
gravedad de una enfermedad, trastorno o afeccidén o los sintomas asociados a
tal enfermedad, trastorno o afeccion antes de que el mamifero se vea aquejado
con la enfermedad, trastorno o afeccion. Tal prevencion o reduccidon de la
gravedad de una enfermedad, trastorno o afecciéon antes de la afliccion se
refiere a la administracion de la composicion de la presente invencién, como se
describe en esta memoria descriptiva, a un sujeto que no esta en e momento
de administracién aquejado con la enfermedad, trastorno o afeccién. Como se
usa en esta memoria descriptiva “tratando” también se puede referir a la
prevencién de la recurrencia de una enfermedad, trastorno o afeccion o de uno
o mas sintomas asociados con tal enfermedad, trastorno o afeccion. Los
términos “tratamiento” y “terapéuticamente”, como se usan en esta memoria
descriptivé, se reﬁeren‘al acto de tratar tal como “tratar” se ha definido
anteriormente.

Los compuestos de férmula |, y sus sales farmacéuticamente
aceptables, se pueden preparar como se describe en los esquemas de
reaccion y descripcion siguientes. Salvo que se indique otra cosa, como se
indica en los esquemas de reaccion y deécripcic‘)n que siguen, R', RZ, R?, R*,
R8 R’, R R% R'°, R"", A, Z y n son como se han definido anteriormente.

Los compuestos de formula | pueden tener atomos de carbono
asimétricos y por lo tanto pueden existir en forma de mezclas racémicas,
diasteredmeros, o isémeros opticos individuales.

La separaciéon de una mezcla de isomeros de compuestos de formula |

en isémeros individuales se puede llevar a cabo segun los procedimientos
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convencionales conocidos en la técnica.

Los compuestos de formula | se pueden preparar mediante los
procedimientos descritos mas adelante, junto con los brocedimientos de
sintesis conocidos en la técnica de la quimica organica, o las modificaciones y -
derivatizaciones que son familiares para los expertos en la técnica. Los
procedimientos preferidos incluyen, pero no se limitan, a los descritos mas
adelante.

Las reacciones descritas mas adelante se realizan en disolventes que
son apropiados para los reactivos y materiales empleados y que son
adecuados para uso en las reacciones descritas. En {a descripcion de los
procedimientos sintéticos descritos mas adelante, también se entiende que
todas las condiciones de reaccién, tanto reales como propuestas, incluyendo la
eleccién del disolvente, temperatura de reaccion, tiempo de duracion de la
reaccion, presion de la reaccion, y otras condiciones de la reaccion (tales como
condiciones anhidras, en argdn, en nitrégeno, etc.), y procedimientos de
tratamiento complementario, son condiciones que son las habituales para la
reaccion, como reconocerian faciimente los expertos en la técnica. También se
pueden usar procedimientos alternativos.

Los compuestos de la férmula Il en la que R contiene un resto alcohol
se pueden oxidar usando un procedimiento de oxidacidon convencional
conocido en la técnica, tal como, por ejemplo, reactivos Dess - Martin,
oxidacion de Swern, o uso de SOgs-piridina, CrOs;, para proporcionar
compuestos de férmula Il en la que R7 contiene una cetona o aldehido. Los
compuestos de formula Il en la que R’ es una cetona o aldehido se pueden’

convertir en los compuestos correspondientes de férmula il en la que R’ es una
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imina (mediante la reaccion con una amina), olefina (mediante una reaccion de
Wittig), alcohol (mediante una reaccién de Grignard), u otro derivado (mediante

reacciones habituales).

Los compuestos de féormula | de la presente invencion y sus sales se
pueden preparar mediante un procedimiento de reaccién que comprende un

compuesto de formula ll.

N==

N

con un compuesto de féormuta (il

1/A\

(1)

o haciendo reaccionar un compuesto de formula IV

\BO
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(V)
con un compuesto de férmula V
R—A—L
(V)

en la que R, R®, R* R® R’ y A son como se ha definido anteriormente y
L es hidroxi o un grupo saliente adecuado. Si se desea, el derivado 4-amino-
imidazol de formula | o0 un intermedio sintético de férmula IV se puede convertir
en una sal mediante procedimientos conocidos por los expertos en !a técnica.

Los ejemplos de los compuestos especificos de formula Il y V en las
que L es hidroxi o un grupo saliente adecuado son aquellos en los que L
representa un atomo de halégeno, tal como Cl, Br, o I, 0 A - L es un éster
alquilico o arilico.

Los compuestos en la férmula | se pueden preparar haciendo reaccionar
un compuesto de férmula Il y un acido carboxilico de féormula Ill, o un
compuesto de formula IV con un compuesto de férmula V. Los compuestos de
formula IV se pueden preparar haciendo reaccionar un compuesto de férmula |
con un compuesto de férmula VI.

La reaccién entre los compuestos de formula Il y los compuestos de

formula lll, entre los compuestos de férmula IV y los compuestos de férmula V,
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y entre los compuestos de formula Il y los compuestos de férmu.la VI, se
pueden llevar a cabo mediante procedimientos habituales. Por ejemplo, cuando
L es un grupo hidroxi, estas reacciones se pueden llevar a cabo en presencia
de un agente de acoplamiento o un agente de acoplamiento soportado por un
polimero, tal como, por ejemplo, carbodiimida, es decir 1,3-
diciclohexilcarbodiimida (DCCQC), 1,3-diisopropilcarbodiimida, 1-(3-
dimetilaminopropil)-3-etilcarbodiimida (EDC), N-ciclohexilcarbodiim.ida, o N'-
metilpoliestireno en presencia o ausenc-ia de HOBt, en un disolvente adecuado
tal como, por ejemplo, un disolvente individual o una combinaciéon de varios
disolventes seleccionados entre diclorometano (CH,Cl;), cloroformo (CHCI3),
tetrahidrofurano (THF), éter dietilico (Et,0), 1,4-dioxano, acetonitrilo, (CH;CN),
tolueno, N,N-dimetilformamida (DMF), o dimetilsulféxido (DMSQO), a una
temperatura adecuada tal como entre aproximadamente -10°C vy
aproximadamente reflujo, durante un tiempo adecuado controlado por
cromatografia o CL - EM. Un procedimiento alternativo en el que L es OH se
lleva a cabo convirtiendo OH en un grupo saliente mediante la reaccion con
cloruro de oxalilo, cloruro de tionilo o un procedimiento de mezcla de
anhidridos, usando un cloroformiato de alquilo, tal como cloroformiato de
alquilo C; - C4 en presencia de una base tal como trietlamina, N,N-
diisopropiletilamina, piridina, o dimetilaminopiridina, en un disolvente adecuado
tal como, por ejemplo, cloruro de metileno, cloroformo, tetrahidrofurano (THF),
tolueno, éter dietilico, acetonitrilo, 1,4-dioxano, N,N-dimetilformamida,
dimetilsulféxido (DMSQO), N-metilpirrolidinona (NMP), o xileno, a una
temperatura de entre aproximadamente -30°C y aproximadamente temperatura

ambiente.
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Como alternativa, se puede lograr un acoplamiento de aminoimidazol
como sigue. Un compuesto de formula | se puede preparar acoplando un

aminoimidazol It con Il en el que C(=0)L es un éster, en presencia de

trialquilaluminio preferiblemente trimetilaluminio en un disolvente apropiado tal

como cloruro de metileno, THF, dioxano, tolueno, etc., a una temperatura
apropiada, tal como entre aproximadamente temperatura ambiente vy

aproximadamente temperatura de reflujo, o en un reactor sellado (tal como un

‘tubo sellado o viales enroscados). De manera similar, el compuesto IV se

puede preparar haciendo reaccionar un aminoimidazol ll, triametilaluminio y N-
Boc de un éster de alfa - aminoacido, seguido de la eliminacion del grubo Boc
usando procedimientos habituales.

Los compuestos amino protegidos de formula VI, en la que P' es un
grupo blogqueante tal como un grupo N-Boc, se pueden preparar mediante
procedimientos bien coﬁocidos . en la bibliografia, por ejemplo los
procedimientos descritos en el libro de Theodora W. Greene “Protective Groups
in Organic Synthesis”. Los compuestos de formula IV se pueden preparar en un
procedimiento anaiogo como se ha descrito anteriormente haciendo reaccionar
un compuesto de formula Il con un compuesto de férmula VI, seguido del
desbloqueamiento del grupo P'. La desproteccion se puede lograr mediante
pracedimientos bien conocidos, por ejemplo cuando P' es N-Boc, mediante
eliminacion mediante cualquier procedimiento bien conocido en la bibliografia,
por ejemplo HCI(g) en un disolvente apropiado tal como 1,4-dioxano, dietiléter o
acido trifluoroacético en cloruro de metileno. Se conocen muchos otros grupos
aminoprotectores y también se pueden usar, tales como bencilo o p-

metoxibencilo, trimetilsililo, f-butildimetilsililo, etc. Los procedimientos para
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desbloquear tales grupos también se conocen bien en la bibliografia y también

se pueden usar.

4
RN R
1

N

R L

P

(V1)

Los compuestos de formula Wi, 1ll, IV, V y VI, en ciertas circunstancias,
son compuestos conocidos 0 se pueden obtener segin procedimientos bien
conocidos por los expertos en la técnica.

Los compuestos de formula Il y V, en las que L es un grupo saliente
como se ha definido anteriormente, se pueden obtener segun procedimientos
convencionales a partir de los acidos carboxilicos correspondientes de férmula
Il en la que X es hidroxi.

Los compuestos de féormula IV se pueden preparar haciendo reaccionar
un compuesto de férmula Ii con un compuesto de formula V usando
procedimientos conocidos.

Un grupo éster de R’ en los compuestos de formula | o Il se puede
convertir en la amida correspondiente usando un procedimiento similar para la
formacion de enlace amida, preferiblemente empleando trimetilaluminio en un
disolvente apropiado o una mezcla de disolventes, tales como THF/tolueno.

Un grupo ceto de R’ en los compuestos de féormula | o Il se puede

convertir en la correspondiente amina usando un procedimiento de aminacién
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reductora bien establecido haciendo reaccionar tal cetona con una arhina
apropiada, con o sin catalizador acido/acetato de amonio/agentes de secado
(tales como Na;SQ4 o MgSOy4 anhidros), y un agente reductor, tales como
triacetoxi borohidruro de sodio, cianoborohidruro de sodio, o borohidruro de
sodio, o los correspondientes NaBH, unido a polimero, NaBH:CN unido a
polimero, o NaB(OAc);H unido a polimero, o cualquier agente reductor (por

ejemplo, hidrogenacién) que se conoce en la bibliografia para reducir un

enlace imina a una amina, en un disolvente apropiado, tal como dicloroetano,
cloroformo, THF, MeOH, etanol, isopropanol, t-butanol o tolueno, a una
temperatlura enfre aproximadamente temperatura ambiente y aproximadamente
reflujo, preferiblemente entre aproximadamente temperatura ambiente y
aproximadamente 65°C.

Los compuestos en los que R® es un grupo halo se pueden generar
haciendo reaccionar el material de partida en el que R® es H con NBS (N-
bromosuccinamida), NCS (N-clorosuccinamida), o SO;Cly, |2, en un disolvente
apropiado tal como cloruro de metileno, tetracloruro de carbono o cloroformo.
El grupo halo se puede después reemplazar con otro grupo usando
procedimientos conocidos en la técnica, tal como intercambio halégéno - metal,
seguido de la inactivacion con un electréfilo, o usando condiciones de
acoplamiento de Suzuki tipicas que emplean un catalizador tal como un
complejo de paladio, por ejemplo, tetrakis (trifenilfosfina)paladio, con carbonato
de sodio como base, en un disolvente adecuado tal como THF, DME, o etanoi,
y un acido bérico.

El 4-aminoimidazol | se puede preparar mediante los siguientes

procedimientos conocidos en la biblicgrafia quimica (por ejempio, Tetrahedron,
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1995, 51, 2875 - 2894; J. Chem. Soc. Perkin 1, 1987, 2819 - 2828; Bull. Chem.
Soc. Fr. 1994, 131, 200 - 209; Tetrahedron Lett. 1996, 4423 - 4426;
Tetrahedron 1996, 37, 4423 - 4426; Tetrahedron, 1994, 50, 5741 - 5752,
Heterocycles, 1994, 37, 1511 - 1520; Tetrahedron Lett, 1999, 1623 - 1626;
Organic Lett. 2002, 4, 4133 - 4134; Organic Lett. 2000, 2, 1233 - 1236; J. Med.
Chem. 1990, 33, 1091 - 1097; o mediante los procedimientos descritos mas
adelante. _ |

El esquema 1 ilﬁstra los procedimientos adecuados para preparar'
compuestos aminoimidazol de formula 1. Con relacion al esquema 1, el
tratamiento de una solucién de 1,4-dinitroimidazol (J. Phys. Chem.. (1995) Vol.
99, pp. 5009 - 5015) en dimetilsulféxido (DMSO), piridina - agua, agua, un
alcohol, o un sistema de disolventes alcohol - agua, pero preferiblemente en un
alcohol inferior tal como metanol, entre aproximadamente -20°C vy
aproximadamente 50°C, preferiblemente entre aproximadamente -5°C y 35°C,
con una alquil o aril amina primaria (NR°R'®) produce 1-N-sustituido-4-
nitroimidazoles de formula 2A. 1,4-Dinitroimidazol es una sustancia aitamente
energética, semiestable y se debe almacenar en un congelador siempre que no
se use. Las med'iciones termodinamicas han mostrado que puede generar
potencialmente suficiente energia a 35°C en condiciones adiabaticas para
explotar violentamente. Se debe ejercer precaucién extrema siempre que se
use este material. La reduccion del compuesto nitro de formula 2A a la amina
de férmula 3A se puede llevar a cabo exponiendo una mezcla de un compuesto
de férmula 2A y un catalizador de metal noble, en un disolvente tal como
acetato de etilo, tetrahidrofurano, dioxano, o una mezcla de los mismos, a una

atmésfera de gas hidrogeno a una presion de aproximadamente 1 a 100
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atmésferas (101,325 a 10132,5 kPa), donde una presion preferida de gas
hidrogeno estd entre aproximadamente una y aproximadamente diez
atmosferas (101,325 a 1013,25 kPa). Paladio es el catalizador de metal noble
preferido. El metal se puede suspender convenientemente en un soporte solido
inerte tal como carbén y filtrarse para proporcionar la amina de férmula 3A.
Como alternativa, la conversion del grupo nitro de formula 2A a la amina de
formula 3A se puede lograr exponiendo una mezcla de un compuesto de
formula 2A a cinc/HCI o hierro/HCI 0 con NaBH4/NiCl; o con NaBH2Ss.

La amina resultante de férmula 3A se hace reaccionar inmediatamente
con un cloruro de acido, anhidrido de acido, o un derivado de écido carboxilico
activado (definido por la férmula Ill), en presencia de .una base, tal como
trietilamina, diisopropiletilamina, piridina, o 2,6-lutidina, entre aproximadamente
-78°C y 40°C. La reaccion entre compuestos de formula 3A y los compuestos
de formula I se puede llevar a cabo mediante procedimientos habituales. Por
ejemplo, cuando L de formula W es un grupo hidroxi, estas reacciones se
pueden llevar a cabo en presencia de un agente de acoplamiento o un agente
de acoplamiento soportado por polimero, tai como por ejemplo, carbodiimida,
es decir, 1,3-diciclohexilcarbodiimida (DCC), 1,3-diisopropilcarbodiimida, 1-(3-
dimetilaminopropil)-3-etilcarbodimida (EDC), N-ciclohexilcarbodiimida, o N'-
metilpoliestireno en presencia o ausencia de HOBt, en un disolvente adecuado
tal como, por ejemplo, un disolvente individual o una combinacién de varios
disolventes seleccionados entre diclorometano (CH.Cl,), cIorofqrmo (CHCI3),
tetrahidrofurano (THF), éter dietilico (Et,0), 1,4-dioxano, acetonitrilo (CH3CN),
tolueno, N,N- dimetilformamida (DMF), o dimetilsulfoxido (DMSQO), a una

temperatura adecuada  tal como entre aproximadamente -10°C vy
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aproximadamente reflujo, durante un tiempo adecuado controlado por
cromatografia o CL - EM. Un procedimiento alternativo en el que L es OH se
lleva a cabo convirtiendo OH en un grupo saliente mediante la reaccién con
cloruro de oxalilo, cloruro de tionilo o un procedimiento de mezcla de anhidrido,
usando un cloroform'iato de alquilo, tal como cloroformiato de alquilo C4 - C4, en
presencia de una base tal como trietilamina, N,N-diisopropiletilamina, piridina, o
dimetilaminopiridina, en un disolvente adecuado tal como, por ejemplo, cloruro
de metileno, cloroformo, tetrahidrofurano (THF), tolueno, éter dietilico,
acetonitrilo, 1,4-dioxano, N,N- dimetilformamida, dimetilsuféxido (DMSQO), N-
metilpirrolidinona (NMP), o xileno, a una temperatura de entre
aproximadamente -30°C y aproximadamente temperatura ambiente.

Como alternativa, se puede lograr un acoplamiento de aminoimidazol
como sigue. Un compuesto de formula | se puede preparar acoplando un
aminoimidazol 3A con un compuesto de formula lll en el que C(=O)L es un
éster, en presencia de trialquilaluminio preferiblemente trimetitaluminio en un
disolvente apropiado tal como cloruro de metileno, THF, dioxano, tolueno, etc.,
a una temperatura apropiada, tal como entre aproximadamente temperatura
ambiente y aproximadamente temperatura de reflujo, o en un reactor sellado
(tal como un tubo sellado o viales enroscados).

Como alternativa, la amina resultante de formula 3A se hace reaccionar
inmediatamente con un cloruro de acido, anhidrido de acido, o un derivado de
acido carboxilico activado (definido por la formula IV), en presencia de una
base, tal como ftrietilamina, diisopropiletilamina, piridina, o 2,6-lutidina, entre
aproximadamente -78°C y 40°C para formar un compuesto de formula 4A. La

reaccion entre los compuestos de féormula 3A y los compuestos de formula IV’
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se puede llevar a' cabo mediante procedimientos habituales. Por ejemplo,
cuando L de férmula IV es un grupo hidroxi, estas reacciones se pueden llevar
a cabo en presencia de un agente de acoplamiento o un agente de
acoplamiento soportado por polimero, tal como por ejemplo, carbodiimida, es
decir, 1,3- diciclohexilcarbodiimida (DCC), 1,3-diisopropilcarbodiimida, 1-(3-
dimetilaminopropil)-3-etilcarbodiimida (EDC), N-ciclohexilcarbodiimida, o N'-
metilpoliestireno en presencia o ausencia de HOBt, en un disolvente adecuado
tal como, por ejemplo, un disolvente individual o una combinacién de varios
disolventes seleccionados entre diclorometano (CHxCly), cloroformo (CHCI3),
tetrahidrofurano (THF), éter dietilico (Et;0), 1,4-dioxano, acetonitrilo (CH3CN),
tolueno, N,N- dimetilformamida (DMF), o dimetilsulféxido (DMSO), a una
temperatura adecuada tal como entre aproximadamente -10°C vy
aproximadamente reflujo, durante un tiempo adecuado controlado por
cromatografia o CL - EM. Un procedimiento alternativo en el que L es OH se
lleva a cabo convirtiendo OH en un grupo saliente mediante la reaccion con
cloruro de oxalilo, cloruro de tionillo o un procedimiento de mezcla de
anhidridos, usando un cloroformiato de alquilo, tal como cloroformiato de
alquilo C; - C4 en presencia de una base tal como trietilamina, N,N-
diisopropiletitamina, piridina, o dimetilaminopiridina, en un disolvente adecuado
tal como, por ejemplo, cloruro de metileno, cloroformo, tetrahidrofurano (THF),
tolueno, éter dietilico, acetonitrilo, 1,4-dioxano, N,N- dimetiiformamida,
dimetilsulféxido (DMSO), N-metilpirrolidinona (NMP), o xileno, a una
temperatura de entre aproximadamente -30°C y aproximadamente temperatura
ambiente.

Como alternativa, se puede lograr un acoplamiento de aminoimidazol
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como sigue. Un compuesto de féormula 4A se puede preparar acoplando un
aminoimidazol 3A con un compuesto de féormula IV en el que C(=O)L es un
éster, en presencia de trialquilaluminio preferiblemente trimetilaluminio en un
disolvente apropiado tal como cloruro de metileno, THF, dioxano, tolueno, etc.,
a una temperatura apropiada, tal como entre aproximadamente temperatura
ambiente y aproximadamente temperatura de reflujo, o en un reactor sellado
(tal como un tubo sellado o viales enroscados). Los compuestos amino
protegidos definidos como PG, tal como un compuesto con un grupo Boc, de
férmula IV se pueden preparar mediante procedimientos bien conocidos en la
bibliografia, por ejemplo los procedimientos descritos en el libro de Theodora
W. Greene “Protective Groups in Organic Synthesis”.

Los compuestos definidos por la formula 5A se pueden preparar a partir
de los compuestos de formula 4A desbloqueando el grupo PG. La
désproteccién se puede realizar mediante procedimientos bien conocidos, por
ejemplo, cuando PG es N-Boc, por eliminacibn mediante cualquier
procedimiento bien conocidq en la bibliografia, por ejemplo HCI(g) en un
disolvente apropiado tal como 1,4-dioxano, dietiléter o acido trifluoroacético en
cloruro de metileno. Se conocen muchos otros grupos amino protectores y
también se pueden usar, tales como bencilo o p-metoxibencilo, trimetilsililo, ¢-
butildimetilsillo, etc. Los procedimientos para desbloquear tales grupos se
conocen bien en la bibliografi'a y también se pueden usar.

Los compuestos de la formula | se pueden formar mediante reaccién
entre compuestos de férmula 5A y los compuestos de férmula V mediante
procedimientos habituales. Por ejemplo, cuando L es un grubo hidroxi, estas

reacciones se pueden llevar a cabo en presencia de un agente de

\uQ



10

15

20

25

74

acoplamiento o un agente de acoplamiento soportado por polimeros, tal como
por ejemplo, carbodiimida, es decir, 1,3-diciclohexilcarbodiimida (DCC), 1,3-
diisopropilcarbodiimida, 1-(3-dimetilaminopropil)-3-etilcarbodiimida (EDC), N-
ciclohexilcarbodiimida, o N'-metilpoliestireno en presencia o ausencia de HOB,
en un disolvente adecuado tal como, por ejemp['o, un disolvente individual o
una combinacion de varios disolventes seleccionados entre diclorometano
(CH2Cly), cloroformo (CHCI3), tetrahidrofurano (THF), éter dietilico (Et;0), 1.4~
dioxano, acetonitrilo (CHiCN), tolueno, N,N-dimetiformamida(DMF), o
dimetilsulféxido (DMSO), a una temperatura adecuada tal como entre
aproximadamente -10°C y aproximadamente reflujo, durante un tiempo
adecuado controlado por cromatografia o CL - EM. Un procedimiento
aiternativo en el que L es OH se lleva a cabo convirtiendo OH en un grupo
saliente mediante la reaccién con cloruro de oxalilo, cloruro de tionilo o un
procedimiento de mezcla de anhidridos, usando‘un cloroformiato de alquilo, tal
como cloroformiato de alquilo Cy - Cs, en presencia de una base tal como
trietilamina, N,N-diisopropiletilamina, piridina, o dimetilaminopiridina, en un
disolvente adecuado tal como, por ejemplo, cloruro de metileno, clofoformo,
tetrahidrofurano (THF), tolueno, éter dietilico, acetonitrilo, 1,4-dioxano, N,N-
dimetilformamida, dimetilsulféxido (DMSO), N-metilpirrolidinona (NMP), o
xileno, a una temperatura de entre aproximadamente -30°C vy
aproximadamente temperatura ambiente.

Como alternativa, se puede lograr un acoplamiento de aminoimidazol
como sigue. Un compuesto de férmula | se puede preparar acoplando un
aminoimidazol 5A con V donde L es un éster, en presencia de trialquilaluminio

preferiblemente trimetilaluminio en un disolvente apropiado tal como cloruro de
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metileno, THF, dioxano, tolueno, etc., a una temperatura apropiada, tal como

entre aproximadamente temperatura ambiente y aproximadamente temperatura

de reflujo, o en un reactor sellado (tal como tubo sellado o viales enroscados).
Como alternativa los compuestos de férmula | se pueden formar

mediante reaccion entre los compuestos de formula 5A y los compuestos de

formula V donde L es un aldehido o cetona usando un procedimiento de

aminacion reductora bien establecido haciendo reaccionar tal cetona o aldehido
con una amina aprapiada 5A, con o sin catalizador acido/acetato de
amonio/agentes de secado (tales como Na,SO4 o MgSQO4 anhidros), y un
agente reductor, tales como triacetoxi borohidruro de sodio, cianoborohidruro
de sodio, o borohidruro de sodio, o lbs correspondientes NaBH; unido a
polimero, NaBH3;CN unido a polimero, o NaB(OAc);H unido a polimero, o
cualquier agente reductor (por ejemplo, hidrogenacion) que se conoce en la
bibliografia para reducir un enlace imina a una amina, en un disolvente
apropiado, tal como dicloroetano, clorofoermo, THF, MeOH, etanol, isopropanal,
t-butanol o tolueno, a una temperatura entre aproximadamente temperatura
ambiente y aproximadamente reflujo, preferiblemente entre aproximadamente

temperatura ambiente y aproximadamente 65°C.
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El esquema 2 ilustra procedimientos adicionales para la sintesis de
compuestos imidazol definidos por la férmula 2A. El tratamiento del
nitroimidazol 6A con una base tal como hidruro de sodio, hidruro de potasio,
alquil litio, alcoxidos, en un disolvente tal como tetrahidrofurano,
dimetilformamida, cloruro de metileno, éter, preferiblemente dimetilformamida,
entre aproximadamente -60°C y 40°C, donde se prefiere entre -10°C y 20°C,
seguido de la adicion de R7-X en el que X se define como Cl, Br, |, F,

alquilsulfonato, o arilsulfonato seguido de calentamiento de la reaccién entre
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23°C y 150°C donde se prefiere 30 - 80°C, produce imidazoles de formula 2A.
La reduccion del compuesto nitro y reaccion de acoplamiento se lleva a cabo
de una manera similar a la descrita anteriormente y es util para preparar los
compuestos de férmula |. Como alternativa, R7 se puede funcionalizar
adicionaimente medianter procedimientos descritos en este documento o

usando procedimientos conocidos por los expertos en la técnica.

Esquema 2

z
Y
z

El esquema 3 ilustra procedimientos adicionales para la sintesis de
compuestos de nitroimidazol definidos por la férmula 2A. Un material de partida
clave para la sintesis es el compuesto de doble enlace (un compuesto de
féormula 16 6 17) sustituido con el grupo ER8 y uno a tres grupos seleccionados
entre R®, donde ER8 se define como un grupo atractor de electrones elegido
entre C(=O)R% C(=O)OR?, C(=ONR°R', S(=O);R°, S(=O):NR°R',
S(=0),0R?, ciano, y heteroarilo. Adicionalmente, los compuestos de formula 16
6 17 se pueden definir en los que ER8 se conecta a uno de los grupos R® o
directamente al doble enlace carbono - carbono para formar un anillo y asi

incluye compuestos tales como 2-ciclopenteno-1-ona y 2-ciclohexeno-1-ona.
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Como alternativa, los compuestos de féormula 17 donde L se define como Cl,
Br, I, OC(=0)R®, 0 OS(=0),R® se pueden usar como materiales de partida; los
gjemplos de tales compuestos son 3-cloro-1-ciclopentanona, 3-acetoxi-1-
ciclobutanona. Asi pues, con relacion al esquema 3, el tratamiento de -= 4-
nitroimidazol 6A, con una base tal como hidruro de sodio, hidruro de potasio,
carbonato de cesio, 1,8-diazabiciclo[5.4.0lundec-7-eno (DBU) o cloruro de
tetraalquilamonio, donde DBU es la base preferida, con los intermedios 16 6 17
en un disolvente tal como acetonitrilo, cloruro de metileno, 1,2-dicloroetano, o
cloroformo, donde acetonitrilo es el disolvente preferido, a una temperatura
entre aproximadamente -60°C y aproximadamente 50°C, donde -20°C a 23°C
es el intervalo preferido, produce los productos de adicién de férmula 2A. La
reduccion del compuesto nitro y el acoplamiento para dar los compuestos de

formula | se lleva a cabo de una manera similar a la descrita anteriormente.

Esquema 3 3

/)\gﬂ

R Ra Re
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L 2A NO,
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El esquema 4 mas adelante ilustra procedimientos adicionales para la
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sintesis de compuestos amino - imidazol definidos por la formula 2A. El
tratamiento de etil-2-isociano-3-N,N-dimetilamino acrilato o bencil-2-isociano-3-
N, N-dimetilaminoacrilato con una amina primaria, R7-NH2, en un disolvente tal
como n-butanol, n-propanol, /-propanol, o etanol, o en ausencia de disolvente,
donde se prefiere n-propanol o ningun disolvente, entre aproximadamente 23°C
Y aproximadamente 200°C, donde se prefiere entre aproximadamente 60°C y
150°C, produce imidazoles de formula 18. El tratamiento del éster 18 con una
base tal como hidréxido de potasio, hidréxido de litio, o hidroxido de sodio en
un disolvente tal como tetrahidrofurano, agua, metanol, etanol, propanol, en el
que se prefiere metanol proporciona el acido 19. El acido se convierte en la
acilazida 20 usando los procedimientos conocidos por los expertos en la
técnica tal como el tratamiento del acido 19 con cloruro de tionilo o cloruro de
oxalilo entre -20°C y 50°C seguido de la eliminacién del disolvente residual e
inactivando con azida de sodio o azida de potasio en un disolvente tal como
tolueno, tetrahidrofurano, cloruro de metileno, dioxano. La azida 20 se somete
a transposicién de Curtis para obtener el Boc 21 mediante calentamiento entre
5°C y 200°C en un disolvente tal como t-butanol, alcohol bencilico, y etanol. Si
se usa t-butanol, la desproteccion del grupo protector N-Boc se puede llevar a
cabo con HCl o acido trifluoroacético en un disolvente tal como éter,
tetrahidrofurano, donde se prefiere HCI en metanol, produce los compuestos
aminoimidazol preferidos de férmula 2A. Si se usa alcohol bencilico, la
desproteccion se puede llevar a cabo mediante el uso de un catalizador de
metal noble, en un disolvente tal como acetato de etilo, tetrahidrofurano,
dioxano, o una mezcla de los mismos, en una atmésfera de gas hidrogeno a

una presion de aproximadamente 1 a 100 atmoésferas (101,325 - 10132,5 kPa),
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donde una presion preferida de gas hidrogeno esta entreAaproximadamente
una (101,325 kPa) y aproximadamente 10 atmodsferas (1013,25 kPa) El
catalizador de metal noble preferido es el paladio que produce los compuestos
de aminoimidazol deseados de formula 2A. Como aiternativa, el éster 18 se
puede tratar con hidracina en un disolvente tal como agua entre una
temperatura de 50°C y 200°C donde ‘.se prefiere entre 80°C y 120°C y
proporciona Ia|hidrazida 22. La hidrazida 22 se puede convertir en la acilazida
20 usando nitrito de f-butilo en un disolvente o combinacion de disolventes tal
como éter, cloruro de metileno, dicloroetano, cloroformo, donde se prefiere en
éter/cloruro de metileno a una temperatura entre -50°C y 23°C donde se
prefiere entre -30°C y 10°C. Después la acilazida se convierte en los
compuestos de aminoimidazol de férmula 2A como se ha descrito

anteriormente.
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El esquema 5 mas adelante ilustra los procedimientos adicionales para
la sintesis de compuestos de aminoimidazol definidos por la formula I. El
tratamiento de clorhidrato de N,O-dimetilhidroxilamina con trimetilaluminio en
1,2- dicloroetano seguido de la adicion del éster 18, preparado como se ha
descrito anteriormente y calentando a entre aproximadamente 30°C vy
aproximadamente 80°C, donde se prefiere una temperatura de
aproximadamente 50°C, produce el imidazol 23. La adicion de un reactivo
organometalico 24 en el que Z se define como haluro de litio, haluro de

magnesio, haluro de potasio, donde se prefiere haluro de litio, a una solucién
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de la amida 23 en un disolvente tal como tetrahidrofurano, cloruro de metiteno,
o éter dietilico, entre una temperatura de aproximadamente -78°C vy
aproximadamente 30°C, donde se prefiere un intervalo de entre
aproximadamente -20°C y aproximadamente 0°C produce 25. La adicion de 25
a una mezcla de clorhidrato de hidroxilamina y acetato de potasio en un
disolvente de alcohol inferior donde se prefiere etanol, a aproximadamente
23°C, produce la oxima 26 en forma de una mezcla de isomeros. El tratamiento
de una solucion en acetona de la oxima 26 a aproximadamente 0°C con
hidréxido acuoso seguido de cloruro de paratoluenosulfonilo produce una
mezcla del compuesto de O-sulfonilo después de un tratamiento
complementario de extraccion. La disolucion del material bruto en un disolvente
no polar tal como benceno, hexanos, o tolueno, en el que se prefiere benceno,
y la aplicaciéon a una columna de alumina seguido de elucidn con cloroformo -
metanol (aproximadamente 10:1) después de aproximadamente cinco minutos

proporciona un compuesto de férmula i
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El esquema 6 ilustra procedimientos adecuados para preparar
compuestos de aminoimidazol de la férmula 1. El compuesto de férmula 1, 27 se
puede preparar usandc los procedimientos descritos anteriormente. La
conversion de éster |, 27 a alcohol de los compuestos |, 28 se puede lograr
mediante el tratamiento del éster I, 27 con un agente reductor apropiado tal
como bromuro sédico o hidruro de litio y aluminio usando condiciones bien
conocidas para un experto en la técnica. Los compuestos de férmula |, 28, se
pueden oxidar usando un procedimiento de oxidacidén habitual conocido en la
técnica, tal como, por ejemplo, reactivos de Dess - Martin, oxidacién de Swern,
o0 el uso de SOj; - piridina, CrOs, donde la oxidacion de Swern se prefiere para

proporcionar compuestos que contienen un aldehido. El aldehido se puede
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convertir en los compuestos de formula I, 29 usando un procedimiento de

~ aminacion reductora bien establecido haciendo reaccionar el aldehido con una

amina 5A apropiada, con o sin catalizador acido/acetato de amonio/agentes de
secado (tales como Na,SO4 0 MgSO, anhidros), y un agente reductor, tai como
triacetoxi borohidruro de sodio, cianoborchidruro de sodio, o borohidruro de
sodio, o los correspondientes NaBH; unido a polimero, NaBHiCN unido a
polimero, o NaB(OAc);H unido a polimero, o cualquier agente reductor {por
ejemplo, hidrogenacion) que se conoce en la bibliografia para reducir un
enlace imina a una amina, en un disolvente apropiado, tal como dicloroetano,
cloroformo, THF, MeOH, etanol, iscpropanol, t-butanol o tolueno, a una
temperatura entre aproximadamente temperatura ambiente y aproximadamente
reflujo, preferiblemente entre aproximadamente temperatura ambiente y
aproximadamente 65°C. Como alternativa, el alcohol de |, 28 se puede
convertir en el correspondiente sulfonato de alquilo o arilo 1, 30 mediante
tratamiento del alcohol con cloruro de alquilsulfonilo o de arilsuifonilo (donde se
prefiere en cloruro de mesilo) en un disolvente tal como cloruro dé metileno,
tetrahidrofurano, tolueno donde se prefiere cloruro de metileno en presencia de
una amina tal como ftrietilamina, diisopropilamiﬁa, piridina, 2,6-lutidina, donde
se prefiere trietilamina a una temperatura entre -50°C y 23°C en la que se
prefiere -0°C a 30°C. Después el sulfonato de arilo o alquilo se hace reaccionar
con una azida de metal alcalino (en el que se prefiere azida de sodio), en un
disolvente polar tal como dimetilformamida, dimetilsulféxido, alcohol, en el que
se prefiere etanol y produce un compuesto que contiene una azida. Esta azida
intermedia se puede reducir mediante la exposicion de la azida a un

catalizador de metal noble, en un disolvente tal como acetato de etilo,
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tetrahidrofurano, dioxano, o una mezcla de los mismos, en una atmésfera de
gas hidrogeno a una pensién de aproximadamente 1 (101,325 kPa) a 100
atmosferas (10132,5 kPa), donde una presion preferida de gas hidrégeno es de
aproximadamente 1 (101,325 kPa) a aproximadamente 10 atmosferas (1013,25
5 kPa). Paladio es el catalizador de metal noble preferido y la reaccion produce el
grupo amina. El grupo amina se puede después convertir en los compuestoé de
formula 1, 29 usando las condiciones de aminacion reductora descritas

anteriormente.

Esquema 6

10
Con relacion al esquema 7, el tratamiento de una solucion de

bromoimidazol 30 con una base, tal como hidruro de sodio, hidruro de potasio,

hidruro de litio, carbonato de cesio, hidroxido de sodio, hidréxido de potasio,
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hidroxido de cesio, diisopropilamiduro de litio, amiduro de sodio,
hexametildisilazida de potasio, hexametildisilazida de sodio, ferc-butoxido de
sodio, o terc-butéxido de potasio, en un disolvente inerte de reaccion tal como
tetrahidrofurano, 1,4-dioxano, N,N-dimetilformamida, dimetilsulféxido, o tolueno,
entre apro*imadamente‘ -20°C y 150°C, donde se prefiere entre 20°C y 100°C,
en la ausencia o presencia de un catalizador de transferencia de fase, tal como
cloruro de tetra-n-butilamonio, bromuro de tetra-n-butilamonio, yoduro de fetra-
n-butilamonio, cloruro de benciltrimetilamdnio, bromuro de benciltrimetilamonio,
o fluoruro de benciltrimetiiamonio, seguido de |a adicion de un cloruro, bromuro,
yoduro de alquilo, alilo, o bencilo, sulfonato de alquilo, suifonato de arilo, o
triflato, produce los imidazoles 31.

El tratamiento de 1-sustituido-4-bromoimidazol {31) con un intermedio de
formula 32 o PG-NH2 (donde PG se define como (C=0)alquilo o benzoilo) y un
catalizador de paiadio tal como acetato de paladio (ll), dimero de cloruro de
alilpaladio, tris(dibencilidenacetona)dipaladio (0), aducto de cloroformo de .
tris(dibencilidenacetona)dipaladio (0), o cloruro de paladio (ll), donde acetato
de paladio (Il), tris(dibencilidenacetona)dipaladio (0), y aducto de cloroformo de
tris(dibencilidenacetona)dipaladio (0) son los preferidos, y un ligando fosfina,
preferiblemente  9,9-dimetil-4,5-bis(difenilfosfino)xanteno  (XANTPHOS) se
prefiere, y una base, tal como carbonato de cesio, o fosfato de potasio (KaPOs),
donde se prefiere fosfato de potasio, en un disolvente inerte de reaccién tal
como tolueno, 1,4-diocxano, o tetrahidrofurano, entre aproximadamente 0°C y
150°C, donde se prefiere de 20°C a 110°C, produce el producto acoplado 1.
Como alternativa, el tratamiento de 1-sustituido-4-bromoimidazol (31) con un

intermedio de la féormula 32 o PG- NH2 (donde PG se define como (C=0)alquilo
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0 benzoilo) y wuna diamina, tal como 1,2-etlendiamina, NN*-
dimetiletilendiamina, o cis-1,2-diaminaociclohexano, preferibilemente N,N-
dimetiletilendiamina, y cloruro, bromuro o yoduro cuproso, preferiblemente
yoduro cuproso, en presencia de una pequefia cantidad de agua,
5 preferiblemente aproximadamente 1% a aproximadamente 4% de agua, en un
disolvente inerte de reaccion tal como 1,2-dimetoxietano, diglime, f-
butilmetiléter, tetrahidrofurano, benceno o tolueno, preferiblemente tolueno, a
una temperatura de aproximadamente 40°C a aproximadamente 150°C,
preferiblemente aproximadamente 80°C a aproximadamente 120°C para
10 producir el compuesto de formula l o los compuestoé de férmula 33. En el caso
del compuesto 33, éste se puede convertir en los compuestos de formula 2A

usando los procedimientos convencionales descritos anteriormente.

Esquema 7
Rs RG RG
RT R7
HN/< N N
\N \N \N
33
30 a5, NHPG
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 J
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Los materiales de partida usados en los procedimientos de los

15 esquemas anteriores, la sintesis de los cuales no se describe anteriormente,
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estan bien comercialmente disponibles, se conocen en la técnica o se obtienen
facilmente a partir de compuestos conocidos usando procedimientos que seran
evidentes para los expertos en la técnica.

Los compuestos de férmula |, y los intermedios mostrados en los
esquemas de reaccidn anteriores, se pueden aislar y purificar mediante
procedimientos convencionales, tales como recristalizacion o separacién
cromatografica, tal como sobre gel de silice, bien con un gradiente de elucién
de acetato de etilo/hexano, un gradiente de elucibn de cloruro de
metileno/metanol, o un gradiente de elucién de cloroformo/metanol. Como
alternativa, se puede usar una técnica de separacion de HPLC preparativa de
fase inversa o de HPLC quiral.

En cada una de las reacciones descrita o ilustrada anteriormente, la
presion no es critica salvo que se indique otra cosa. Las presiones entre
aproximadamente 0,5 atmdsferas y aproximadamente 5 atmadsferas (50,663
kPa a 506,63 kPa) son generalmente aceptables, y se prefiere presion
ambiente, es decir, aproximadamente 1 atmésfera (101,325 kPa) como una
cuestion de conveniencia.

Los compuestos de férmula | de la presente invencién son dtiles en la
inhibicién de la produccion de AB-péptidos (por lo tanto, actividad gamma -
secretasa) en mamiferos, y por lo tanto son capaces de funcionar como
agentes terapéuticos en el tratamiento de los trastornos y enfermedades
anteriormente mencionados en un mamifero aquejado.

Un compuesto especifico de la formula | se puede determinar para
inhibir la produccion de AB-péptidos usando ensayos bioldgicos conocidos por

los expertos en la técnica, por ejemplo los ensayos descritos mas adelante.
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Para ensayar la eficacia in vitro, se determino el efecto de los
compuestos de ensayo en la secrecion de AB desde las células en cultivo de
tejidos. Se transfectaron de manera estable células H4 (neuroglioma de
cerebro humano) con APP695 humano que contenia la mutacion de la
enfermedad de Alzheimer familiar sueca. Las células se distribuyeron en placas
de 96 pocillos a una densidad de aproximadamente 30.000 células/pocillo y se
dejé unir a la superficie de la placa durante aproximadamente 6 horas a 37°C.
Después de este tiempo, se lavaron las células para retirar AB secretado y se
anadio medio reciente que contenia el compuesto de ensayo. Después de la
incubacién con el compuesto durante toda una noche a 37°C, se recogio el
medio y se sometid a inmunoensayo para determinar la cantidad de AR
secretado desde las células. Se pueden aplicar a estas muestras diversos
ensayos para los péptidos AP conocidos por los expertos en la técnica para
cuantificacion de la secrecion de AB. En esta solicitud, tos inventores utilizaron
un ELISA de séndwich de dos sitios que utiliza anticuerpos monoclonales
comercialmente disponibles, 6E10 y 4G8-biotinilado para proporcionar una
estimacion de la cantidad de la mayoria de las formas fisiolégicamente
relevantes de AR, por ejemplo, AR 1-40, AR1-42. Las senales de estas
muestras se compararon con las curvas patrones generadas con péptido AR1-
40 sintético y se usaron para calcular los valores de Clsp para cada compuesto
de ensayo.

Usando tal ensayo, los compuestos de la presente invenciéon se
determiné que tenian una actividad Clsp para inhibir la actividad gamma
secretasa de menos de aproximadamente 800 micromolar. Los compuestos

preferidos de la invencion son compuestos que se determind que tenian una
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actividad Clsp para inhibir la actividad gamma - secretasa de menos que
aproximadamente 1 micromolar.

Los siguientes ejemplos ilustran la presente invencion. Sin embargo, se
debe entender que la invencion, como se describe en esta memoria descriptiva
y como se indica en las reivindicaciones, no se pretende que esté limitada por

los detalles de los siguientes ejemplos.

Ejemplos

Procedimiento general A:

Procedimiento de acoplamiento para formacién de amidas

a) Procedimiento de acoplamiento con EDC/HOBUtrialquilamina

Una mezcla de un acido carboxilico (1,0 eq.), amina (1,0 eq.), HOBt (1,1
- 15 eq) EDC (1,2 - 1,8 eq.) y una trialquilamina (trietilamina o
diisopropiletilamina) (3 - 6 eq.) en un disolvente apropiado o una mezclé de
disolventes, por ejemplo cloruro de metileno, dicloroetano, THF, o DMF, se
agitd a temperatura ambiente hasta la formacién de producto o desaparicion
del material de partida. El disolvente se retird a presion reducida, el residuo se
recogio en acetato de etilo (o disolvente seleccionado similar tal como cloruro
de metileno o cloroformo) y agua. Se separé la fase organica, se lavé con HCI
diluido (si el producto deseado contiene un grupo funcicnal basico, el lavado
con HCI diluido se puede omitir), salmuera, y se secd sobre sulfato sodico.
Después el disolvente se retird a presion reducida proporcionando el producto.

b) Procedimiento de acoplamiento con HATU/trialquilamina

Una mezcla de un acido carboxilico (1,0 eq.), amina (1,0 éq.), HATU

(1,1 - 1,5 eq.) y una trialquilamina (trietilamina o diisopropiletilamina) (3 - 6 eq.)
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en un disolvente apropiado 0 una mezcla de disolventes, por ejemplo cloruro de
metileno, dicloroetano, THF, o DMF, se agité a temperatura ambiente hasta la
formacion de producto o desaparicién del material de partida. El disolvente se
retird a presion reducida, el residuo se recoge en acetato de etilo (o disolvente
seleccionado similar tal como cloruro de metileno o cloroformo) y agua. Se
separdé la fase organica, se lavé con HCI diluido (si el producto deseado
contiene un grupo funcional basico, el lavado con HCI diluido se puede omitir),
salmuera, y se seca sobre suifato sédico. Después el disolvente se retiréo a
presion reducida proporcionando el producto.

¢) Procedimiento de acoplamiento con PyBOP/trialquilamina

Una mezcla de un acido carboxilico (1,0 eq.), amina (1,0 eq.), PyBOP
(1,1 - 1,5 eq.) y una trialquilamina (trietilamina o diisopropiletilamina) (3 - 6 eq.)
en un disolvente apropiado 0 una mezcla de disolventes, por ejemplo cloruro de
metileno, dicloroetano, THF, o DMF, se agité a temperatura ambiente hasta la
formacién de producto o desaparicién del material de partida. El disolvente se
retird a presion reducida, el residuo se recogié en acetato de etilo (o disolvente
seleccionado similar tal como cloruro de metileno o cloroformo) y agua. Se
separd la fase organica, se lavd con HCI diluido (si el producto deseado
contiene un grupo funcional basico, el lavado con HC! diluido se puede omitir),
salmuera, y se secod sobre sulfato sddico. Despuéls el disolvente se retiré a
presion reducida proporcionando el producto.

d) Procedimiento de acoplamiento con HBTU/trialguilamina

Una mezcla de un acido carboxilico (1,0 eq.), amina (1,0 eq.), HBTU
(1,1 - 1,5 eq.) y una trialquilamina (trietilamina o diisopropiletilamina) (3 - 6 eq.)

en un disolvente apropiado o una mezcla de disolventes, por ejemplo cloruro de
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metileno, dicloroetano, THF, o DMF, se agité a temperatura ambiente hasta la
formacion de producto o desaparicion del material de partida. El disolvente se
retird a presion reducida, el residuo se recogio en acetato de etilo (o disolvente
seleccionado similar tal como cloruro de metileno o cloroformo) y agua. Se
separd la fase organica, se lavd con HCI diluido (si el producto deseado
contiene un grupo funcional basico, el lavado con HCI diluido se puede omitir),
salmuera, y se sec6 sobre sulfato soédico. Después el disolvente se retiré a
presion reducida proporcionando el producto.

e) Procedimiento de acoplamiento con cloro - alguilformiato

Una mezcla de un acido carboxilico (1,0 eq.) y trietlamina (eq.) se
disolvié en un disolvente apropiado tal como DMF y se enfrié hasta -23°C. Se
anadio gota a gota formiato de iso-butilo (1 eq.) con agitacibn. Después de

agitar durante un periodo de tiempo (entre 15 minutos y 2 horas), se afiadio un

NO

2-aminotiazol o una amina (1 eq.) y se continud la agitacion durante 30 minutos ‘

adicionales a -23°C. Después la mezcla se calentd hasta temperatura ambiente
hasta la formaciéon de amida (tipicamente toda una noche). La mezcla se
inactivd con agua y salmuera y se extrajo con un disolvente apropiado tal como
adetato de etilo, cloruro de metileno o cloroformo. La fase organica se lavé con
NaHSOQ, diluido, NaHCO; y salmuera y se retird el disolvente a presion
reducida proporcionando el producto. Puede ser necesaria purificacion.

f) Procedimiento de acoplamiento con TPTU

Al acido (1 equiv.) suspendido en DMF seca, se anadieron
diisopropiletilamina (2 - 4 equiv.) y TPTU (1 equiv.) y la mezcla resultante se
agité a temperatura ambiente durante 1 a 2 horas. A una alicuota de esta

solucion se afnadid la amina apropiada y la mezcla se agitd a temperatura
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ambiente durante toda una noche. Se afadio NaOH 1 Ny la mezcla resultante
se éxtrajo con acetato de etilo. Los extractos organicos se cargaron en un
cartucho SCX SPE (Siliciclo, 1 g) que se lavd con MeOH. Después el producto
se eluyé con trietil amina 1 N en MeOH y se concentro |a fraccion resultante. La
purificacion se hizo sobre una columna Waters XTerra PrepsMS C18 OBD (19
x 100 hm) y proporcioné el compuesto del titulo. Gradiente de elucién con
agua / acetonitrilo (18 ml/min) con modificador acido trifluoroacético al 1% (2
ml/min).

Procedimiento general B:

Procedimienio para aminacion reductora

a) Triacetoxiborohidruro de sodio

Una amina (1 - 4 eq.) en dicloroetano o THF se anadioé a una solucion de

una cetona (1 eq.), NaBH(OAc); (1 - 3 eq.) y acido acético (1 - 3 eq.) en

dicloroetano o THF. La mezcla se agité a temperatura ambiente haSta la

15 formaciéon de producto o desaparicion del material de partida. La mezcla se

20

25

inactivé con base diluida, se extrajo con cloruro de metileno u otro disolvente
apropiado tal como cloroformo o acetato de etilo. Se separ6 la fase organica, se
seco y se concentré proporcionando la amida deseada. Puede ser necesaria

purificacién.

b) Cianoborohidruro de sodio

Una mezcla de una cetona o aldehido (1 eq.), una amina (1 - 20 eq.),
cianoborohidruro de sodio (1 - 5 eq.), acido acético (1 - 3 eq.), acetato de sodio
(1 - 3 eq.), sulfato sddico anhidro en dicloroetano o THF se agité a temperatura
ambiente hasta 60°C, preferiblemente se calentd a 35 - 50°C hasta la formacién

de producto. La mezcla se inactivé con base diluida, se extraje con cloruro de
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metileno u otro disolvente apropiado tal como cloroformo o acetato de etilo. Se
separ0 la fase organica, se secO y se concentré proporcionando la amida
deseada. Puede ser necesaria purificacion.

c) Formiato de potasio y acetato de paladio

Una soluciéon de un aldehido o una cetona (1 eq.) y una amina (1 eq.) en
DMF seca se agité a temperatura ambiente durante 4 horas, en presencia de
tamices moleculares. A la mezcla de reaccion resultante se afiadieron formiato
de potasio (2 eq.) y acetato de paladio (cantidad catalitica, 0,02 eq.). La mezcla
se calent6é a 40 - 60°C hasta que se completé la reaccion (TLC) y después de
enfriar se diluyd con agua de hielo. La mezcla se extrajo con d{solvente
apropiado (tal como cloruro de metileno, acetato de etilo, o cloroformo). La
fase organica se separo, se seco y se concentré proporcionando la amida
deseada. Puede ser necesaria purificacion.

Procedimiento general C:

Reduccion de cetona o aldehido con borohidruro de sodio

Una mezcia de un aldehido o cetona (1 eq.) y borohidruro de sodio (1 -
10 eq.) en un disolvente apropiado (metanoi o etanol) se agité a 0°C hasta
temperatura ambiente durante 10 minutos hasta que se completa la reaccion
(TLC). La mezcla se concentré hasta un pequefo volumen, se inactivé con
agua, se extrajo con un disolvente apropiado (tal como cloruro de metileno,
acetato de etilo, o cloroformo). La fase organica se separd, se secod y se
concentrd proporcionando la amida deseada. Puede ser necesaria purificacion.

Procedimiento general D:

Procedimiento de desproteccion de N-tBOC

A una solucién de compuesto N-tBOC en 1,4-dioxano (0,03 - 0,09 M) se
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" afadio HCI 4 N en 1,4 dioxano o gas HCI anhidro en nitrégeno. La mezcla de

reaccién se agitdé a temperatura ambiente durante 1 - 24 horas hasta que se
consumid todo el material de partida (TLC). La solucidn se concentrdé y se
bombed en. vacio. La sal final de HCI de 'Ia correspondiente amina se uso
tipicamente sin purificacion adicional.

Procedimiento general E:

Adicidon conjugada a nitroimidazol

A una suspension de 4-nitroimidazol (2,0 eq.) en acetonitrilo se anade
DBU (1,0 equiv.) seguido de enona (1,0 equiv.). La reaccion se calienta durante
12 - 24 horas y el disclvente se retira a vacio. Los sdlidos resultantes se retiran
mediante filtracién con cloruro de metileno y el aceite resultante se concentra y
se purifica mediante cromatografia sobre gel de silice proporcionando el
nitroimidazol deseado.

Procedimiento general F:

Alquilacién de nitroimidazol usando hidruro sédico

A una suspension de 4-nitroimidazol (1,0 eq.) en dimetifformamida a TA
en atmédsfera de nitrégeno se afiade hidruro de sodio (1,2 equiv.) por partes.
La reaccion se agita durante 15 - 30 minutos. Y después se afiade el haluro de
alquilo o mesilato de alquilo adecuado. La mezcla se agita durante 12 - 24
horas a 50°C, se enfria a 0°C, y se inactiva con agua. La fase acuosa se extrae
con cloruro de metileno, se seca, y se purifica mediante crométografia sobre
gel de silice proporcionando el nitroimidazol deseado.

Alquilaciéon de nitroimidazol usando carbonato potasico

A una suspension de 4-nitroimidazol (1,0 eq.) en dimetilformamida a

temperatura ambiente en una atmoésfera de nitrégeno se afade carbonato
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potéasico (1 - 4 equiv) por partes. La reaccion se agita durante 15 - 30 minutos.
Y después se aiiade el haluro de alquilo o mesilato de alquilo apropiado. La
mezcla se agita durante 12 - 24 h a 50°C a 90°C, se enfriaa T A, y se inactiva
con agua. La fase acuosa se extrae con cloruro de metileno, se seca y se
purifica mediante cromatografia sobre gel de silice o se recristaliza

proporcionando el nitroimidazol deseado.

Procedimiento general G:

Reduccion de nitroimidazol A

A una solucién del nitroimidazol (1,0 eq.) en acetato de etilo se afade
paladio sobre carbono (0,25 % en p/p). La reaccién se hidrogena @ 40 - 60 psi
(275,86 kPa - 413,79 kPa) durante 2 - 6 horas y se filtra sobre una capa de
celita usando acetato de etilo. La mayoria de acetato de etilo se retira a vacio y
la solucidon de la amina en el acetato de etilo restante se usa sin posterior
purificacion.

Reduccidn de nitroimidazol B

Se cargé una botella Parr con nitroimidazol (1 equiv.), dioxano, y (1 - 3
equiv) de niquel Raney que. se habia lavado con agua hasta que el
sobrenadante estaba a pH = 7. La mezcla se colocé a 50 psi (344,83 kPa) de
presion de hidrégeno y se agité durante 45 minutos. Después de ia filtracion y
evaporacion, el producto se usd directamente en la siguiente etapa sin
purificacion adicional.

Procedimiento general H:

Reduccién de éster de nitroimidazol sequido de aminacion reductora

A una solucion de éster apropiado tal como el éster metilico del acido 3-

metil-3-(4-nitroimidazol-1-il)butirico (1,0 equiv.) en cloruro de metiteno a -78°C
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se anade gota a gota DIBAL (2 equiv.). La reaccion se agita durante 1 hora, se
inactiva con acetato de etilo, se retira del bafio de enfriamiento, y se agita
durante 10 minutos. A la reaccion se afiade agua y se deja calentar hasta T Ay
se agita durante 1 hora. La reacciéon se diluye con cloruro de metileno, se
aflade Na;SQ, y la reaccion se filtra a través de celita. El disolvente se retira
proporcionando el aldehido 2-metil-2-(4- ﬁitroimidazol-1-il)propionaidehido que
se usa en la siguiente etapa sin purificacién adicional.

A una solucion del aldehido apropiado tal como 2-metil-2-(4-
nitroimidazol-1-il}-propionaldehido (1 equiv.) en cloruro de metileno se anade
una amina apropiada (2 equiv.) y tamices moleculares de 4 A. La reaccion se
agita durante 4 - 6 y se afiade un agente de reduccidn tipo hidruro apropiado tal
como triacetoxiborohidruro de sodio (2 equiv.). La reaccion se agita durante 6 -
24 horas, se inactivé con bicarbonato sodico, y la fase acuosa se exirae con
cloruro de metileno. Se retira el disolvente y se purifica el residuo médiante
cromatografia sobre gel de silice proporcionando el nitroimidazol deseado.

Procedimiento General |

Reduccion del éster

A una solucion del éster (1 equiv.) en un disolvente apropiado tal como
éter dietilico o tetrahidrofurano a -78°C a 0°C se anade hidruro de litio y
aluminio (1 equiv.) y la reaccion se agita a 0°C durante 15 minutos y se calienta
a T A durante 1 hora. La reaccién se inactiva lentamente con agua y acetato de
etilo. La reaccién se filtra y la fase acuosa se extrae con acetato de étilo, se
seca, y se concentra. Como alternativa, la reaccion se inactiva con agua, NaOH
1 N y agua, se agita y se filtra a través de Celita. El filirado se concentra hasta

sequedad.
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Usando cualquier tratamiento, el residuo resultante se purifica mediante
cromatografia de gel de silice proporcionando el alcohol del titulo.

Procedimiento general J

Oxidacion de Swern

A una solucion de cloruro de qxalild (1.2 équiv.) en cloruro de metileno a
-78°C se afiade DMSO (3 equiv) gota a gota. La reaccidn se agita durante 20
minutos y se afade el alcohol {1 equiv) en cloruro de metileno. La reaccion se
agita durante 1 hora, se anade trietiiamina (4 - 5 equiv), y la reaccion se
calienta a-0°C durante 20 minutos a 2 horas. La reaccion se inactiva con 100 ml
de bicarbonato sédico, se extrae con cloruro de metileno, se seca, y se

concentra produciendo el compuesto del titulo.

Oxidacién de Dess Martin

Una mezcia de 1 eq. de un alcohol y 1 a 1,5 eq. de agente de oxidacion
de Dess - Martin en cloruro de metileno (2 ml por mmol de reaccion) se agitd a
temperatura ambiente hasta que se realizé la reaccion. La mezcia se inactivo
con agua, se filtro. La fase organica se separd, se seco y se concentré
proporcionando el aldehido correspondiente.

Procedimiento general K:

Apertura de epdxido

Se afadid isopropanol a la amina apropiada seguido de la adicién de
base de Hunig (2 equiv.) y el epoxido apropiado (1 equiv.), la mezcla de
reaccion se calenté a 60 - 100°C durante toda una noche. La mezcla se
inactivd con solucion acuosa diluida de bicarbonato y se extrajo con

diclorometano. Se secaron los extractos organicos (Na,SQO,) y se concentraron
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produciendo 200 mg de material bruto que se purific6 sobre una columna
ultrarrapida de gel de silice produciendo el compuesto deseado.

Procedimiento general M:

Sustitucién de dinitroimidazol

Se agitdé una solucién de (1 eq.) de 1,4-dinitro-1H-imidazol (documento
WO 99/08699) y la amina apropiada {1 - 2 equiv.) en Metanol - agua 1:1 a
temperatura ambiente durante 48 horas. El disolvente se retiré a vacio. El

residuo se recogio en cloruro de metileno y se cromatografié sobre gel de silice
proporcionando el compuesto deseado.

Procedimiento general N:

Formacion de mesilato (A)

Se disolvié el alcohol apropiado (1 equiv.) en piridina y se tratd con
cloruro de metanosulfonilo (2,2 equiv.) a 0°C. La reaccion se calenté hasta T A
y se agito durante 4 horas, se inactivo con bicarbonato sadico, y se extrajo con
cloruro de metileno. Se secaron los extractos y se concentraron
proporcionando el mesilato apropiado que se usé sin purificacion adicional.

Formacién de mesilato B

El alcohol apropiado (1 equiv), cloruro de metanosulfonilo (1 equiv),
trietilamina (1 equiv) en cloruro de metileno se agité a T A durante 1 a 8 horas.
La mezcla de reaccion se inactivé con agua, se separé la fase organica y se
concentrd proporcionandc el mesilato deseado que se usd sin purificacion
adicional. -

Procedimiento general O:

Desplazamiento de! mesilato

Una solucién 0,1 M de mesilato en acetonitrilo se traté con 3 equiv. de
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amina y 3 equiv. de K;CQj3 y se calentd a 65 - 80 °C con agitacion durante 24 -

75 horas. Una vez que se juzgdé completa mediante APCIl o TLC, la reaccion se

inactivd con H,O y se extrajo con DCM. La cromatografia de gel de silice o

HPLC predujo el producto puro con un 30 - 75% de rendimiento.

Procedimiento general P:

Desplazamiento por haluro de bencilo

Una solucién 0,1 M de imidazol en DMF se traté con 1,1 - 2,1 equiv. de
haluro de bencilo y 2,1 equiv. de K;CO; y se calenté a 65 °C con agitacion
durante 18 - 30 horas. En algunos casos la reaccién se facilitd mediante la
adicion de 0,05 equiv. de EtsNBnCl. Una vez que se juzgd completa mediante
APCl o >TLC, la reaccion se inactivd con H;O y se extrajo con EtOAc. Los
extractos c'ombinados se lavaron con H,O y salmuera, se secaron sobre
MgSQ,, se filtraron y se concentraron. Como aiternativa, las reacciones se
tratan mediante extraccién con DCM. Los extractos se cargaron en un cartucho
de SCX SPE (1 g, Siliciclo). Después de lavar con MeOH, se eluy6 el producto
bruto con TEA 1 N en MeOH. La cromatografia de gel de silice o HPLC produjo

el producto puro con un 30 - 75% de rendimiento.

Procedimiento general R:

Hidrolisis de éster

El éster (1 equiv.) se disuelve en THF:agua (5:1) y se afade LiOH (1,2
equiv.). La reaccion se agita durante toda una noche a T A, se retira el
disolvente, se anade agua, y el pH se ajusta hasta 7 usando acido clorhidrico 1
N. Se filtra el sélido, se lava con agua y éter dietilico, y se seca produciendo el

acido deseado.
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Los siguientes intermedios se prepararon mediante procedimientos
analogos a los descritos anteriormente para el procedimiento general F;

1-(3-metil-oxetan-3-iimetil)-4-nitro-1H-imidazol; H1 RMN, (CDCI3, 400

MHz) 8 1,25 (s, 3 H), 4,28 (s, 2 H), 4,42 (dd, J = 6,6 Hz, 37,3 Hz, 4 H), 7,44 (s,
1H), 7,80 (s, 1 H). -

4-Nitro-1-[1-(4-trifluorometil-fenil)-etil]-1H-imidazol; H1 RMN, (CDCI3,
400 MHz) 8 1,96 (d, 3 H), 5,49 (c, 1 H), 7,33 (d, 2 H), 7,53 (s, 1 H), 7.67 (d, 2
H), 7,78 (s, 1H).

1-Bencil-4-nitro-1H-imidazol; se prepar6 de acuerdo con el

procedimiento de Searcey, M.; Pye, P. L.; Lee, J. B.; Synth. Commun.; EN.; 19;
7,8; 1989; 1309 - 1316.
Ester_metilico del acido 1-(4-nitro-imidazol-1-il)-ciclobutanocarboxilico.

EM 240 m/z (M + 1).

Ester metilico del acido 2-(4-nitro-imidazol-1-il)-ciclobutanocarboxilico.

EM 240 m/z (M + 1).

Los siguientes intermedios se prepararon a partir de dinitroimidazol
mediante procedimientos analogos a los descritos anteriormente para el
procedimiento general M;

1-Indan-1-il-4-nitro-1H-imidazol; EM 230 m/z (M + 1).

(1R, 2S)-(1~(4-nitro-imidazol-1-il)-indan-2-ol; EM 246 m/z (M + 1).

(18, 2R)-(1-(4-nitro-imidazol-1-il}-indan-2-ol; EM 246 m/z (M + 1).

2-(4-fluorofenil)-2-(4-nitro-1H-imidazol-1-il)-etanol; EM 252 m/z (M + 1).
(2-(4-nitro-1H-imidazo!-1-il)-fenil)metanol; EM 220 m/z (M + 1).

2-(4-nitro-1H-imidazol-1-il)-2-fenilacetato de metilo; EM 262 m/z (M + 1).

Los siguientes nitroimidazoles se prepararon mediante procedimientos
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analogos a los descritos anteriormente para el procedimiento general H:

2. 2-dimetil-N-(2-(4-nitro-1H-imidazol-1-il}-2-feniletil)propan-1-amina

2-(4-nitro-1H-imidazol-1-il)-2-fenilacetato de metilo se convirtié en el
compuesto del titulo usando un procedimiento analogoe al procedimiento
general H produciendo el compuesto del titulo.: EM 303 m/z (M + 1).

Lo siguiente se preparé como sigue:

4-Nitro-1-{2-pirrolidin-1-ilmetil-ciclobutil}-1H-imidazol

Una mezcla del éster metilico del acido 2-(4-nitro-imidazol-1-il)-
ciclobutanocarboxilico (2,640 g, 0,01105 mol), complejo borano-sulfuro de
dimetilo (1 M en tetrahidrofurano) (33,2 ml, 0,0332 mol) y tetrahidrofurano (10
ml) se calentd a reflujo durante 17 horas. La reaccidén se inactivd con agua. El
disclvente volatil se evapord a presién reducida. El residuo se diluyé con agua
y se extrajo con acetato de etilo tres veces. Se lavaron los extractos
combinados con salmuera y se secaron sobre sulfato de sodio. Después el
disolvente se evapord a presion reducida produciendo [2-(4-nitro-imidazol-1-il}-
ciclobutil]-metanol (0,825 g, 0,00419 mol) en forma de un sdlido de color
blanco. M+ 1 = 198,1.

Se convirtié [2-(4-nitro-imidazol-1-il)-ciclobutil]-metanol en el éster 2-(4-
nitro-imidazol-1-il)-ciclobutilmetilico del acido metanosulfénico siguiendo el
procedimiento general N; EM 276,3 m/z (M + 1).

Se convirtio el éster 2-(4-nitro-imidazol-1-il)-ciclobutilmetilico del acido
metanosulfénico en el compuesto del titulo siguiendo el procedimiento general
O; EM 251,5m/z(M + 1).

Los siguientes mesilatos se prepararon mediante procedimientos

analogos a los descritos anteriormente para el procedimiento general N:

"DD
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Ester 2-(4-{2-[2-(3,5-difluorofenil}acetilaminol-pentanoilamino}-imidazoi-

1-il)-etilico del 4cido metanosulfénico

Se convirtio la [1-(2-hidroxietil)-1H-imidazol-4-il]-amida del acido 2-[2-
(3,5-difluorofenil)acetilamino]-pentanoico (Documento U. S. n° de serie
11/078.898 presentado el 11 de marzo de 2005) en el compuesto del titulo; EM
459,0 m/z (M + 1).

Ester 3-{4-[2-(6,8-difluoro-1,2,3 4-tetrahidro-naftalen-2-ilamino)

pentanoilaminol-imidazol-1-il}-propilico del acido metanosulfénico

Se convirtid la [1-(3-hidroxipropil)-1H-imidazol-4-il]-amida del acido 2-
(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico en el compuesto

del titulo; EM 485 m/z (M + 1).
Ester 2-{4-[2-(6,8-difluoro-1,2,3.4-tetrahidro-naftalen-2-ilamino)

pentanoilaminol-imidazol-1-il}-propilico del acido metanosulfénico

Se convirtié la [1-(2-hidroxi-1-metil-etil)-1H-imidazol-4-il]-amida del acido
2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentancico en el compuesto
del titulo; EM 485,5 m/z (M + 1).

Ester 3-{4-[2-(6.8-difluoro-1,2 3 4-tetrahidro-naftalen-2-ilamino)

pentanoilaminol]-imidazol-1-il}-3-metil-butilico del acido metanosulfénico

Se convirtié la [1-(3-hidroxi-1, 1-dimetil-propil)-1H-imidazol-4-il]-amida del
acido 2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)-pentanoico en el
compuesto del titulo; EM 513 m/z (M + 1).

Los siguientes intermedios se prepararon mediante procedimientos
analogos a los descritos anteriormente para la reduccién del nitroimidazol
apropiado usando el procedimiento generai G seguido del acoplamiento con el

acido apropiado usando el procedimiento general A, procedimiento F.
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(1-bencil-1H-imidazol-4-il)-amida del acido 2-[2-(3,5-difluoro-fenil)-
acetilamino]-pentanoico.

Se redujo 1-bencil-4-nitro-1H-imidazol y se acopld con acido 2-[2-(3,5-
difluoro-fenil)acetilamino]}-pentanoico produciendo el compuesto del titulo; EM
470 m/z (M + 1).

Ester metilico del acido (4-{2-[2-(3,5-difluoro-fenil)-acetilamino]-
pentanoilamino}-imidazol-1-il)}-acético.

El éster metilico del acido (4-nitroimidazol-1-il}-acético se redujo y se
acoplé con acido 2-[2-(3,5-difluorofenil)-acetilamino]-pentanoico produciendo el
compuesto del titulo; EM 409,1 m/z (M + 1).

Ester metilico del acido _1-{4-{2-[2-(3,5-difluoro-fenil }-acetilamino]-

pentanoilamino}-imidazol-1-il)-ciclobutanocarboxilico.

El éster metilico del acido 1-(4-nitro-imidazol-1-il)-ciclobutanocarboxilico
se redujo y se acopld con acido 2-[2-(3,5-difluorofenil}-acetilamino]-pentanoico
produciendo el compuesto del titulo; EM 463,0 m/z (M + 1).

Ester metilico del acido 2-{4-{2-[2-(3,5-difluoro-fenil }-acetilamino]-

entanoilamino}-imidazol-1-il)-ciclobutanocarboxilico.

El éster metilico del acido 2-(4-nitro-imidazol-1-il)-ciclobutanocarboxilico
se redujo y se acopld con acido 2-[2-(3,5-difluorofenil)}-acetilamino]-pentanoico
produciendo el compuesto del titulo; EM 463,1 m/z (M + 1).

Ester metilico del acido 1-{4-[2-(5,7-difluoro-1,2,3,4-tetrahidro-naftalen-2-

ilamino)-pentanoilaminol-imidazol-1-il}-ciclobutanocarboxilico.

El éster metilico del acido 1-(4-nitro-imidazol-1-il)-ciclobutanocarboxilico
se redujo y se acopld con acido 2-(6,8-dif|uoro-1,2,3,4-tetrahidfonaftalen-2-

ilamino)-pentanoico produciendo el compuesto del titulo; EM 475,5 m/z (M + 1).
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Ester metilico del 4cido 2-{4—[2-(6,8-diﬂu0r0-1,2,3,4-tetrahidro-naftalen-z-

ilamino)-propionilaminol-imidazol-1-il}-2-metilpropiénico.

El éster metilico del acido 2—meti|—2-(4—nitro;imidazol-1-il)-propic’mico se
redujo y se acoplé con acido 2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-propionico produciendo el compuesto del titulo; EM 421,5 m/z (M + 1).

Ester metilico del acido 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-

ilamino)-pentanoilamino]-imidazol-1-il}-propionico.

El éster metilico del acido 2-(4-nitro-imidazol-1-il)- propiénico se redujo y
se acopldé con acido 2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico produciendo el compuesto del titulo; EM 435,5 m/z (M + 1).

Ester metilico del acido 3-{4¥[2-L6,8-difluoro-1I2,3,4-tetrahidro-naftalen-2-

ilamino)-pentanoilamino]-imidazoi-1-il}-3-metil-butirico.

El éster metilico del acido 3-metil-3-(4-nitro-imidazol-1-il)-butirico se
redujo y se acoplé con 3&cide 2-(6,8-difftuoro-1,2,3,4-tetrahidronaftalen-2-

ilamino)-pentanoico produciendo el compuesto dei titulo; EM 463,5 m/z (M + 1).

Ester metilico del acido 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-

ilamino)-pentancilaminol-imidazol-1-il}-2-metil-propidnico.

El éster metilico del acido 2-metil-2-(4-nitro-imidazol-1-il)-propidnico se
redujo y se acoplé con acido 2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoico produciendo el compuesto del titulo; EM 449,3 m/z (M + 1).

Ester terc-butilico del acido {1-[1-(3-oxo-butil}-1H-imidazol-4-ilcarbamoil]-

butil}carbamico

“4-(4-Nitro-1H-imidazol-1-il)-butan-2-ona se redujo y se acopld con acido
2-[(terc-butoxicarbonilyamino]pentanoico produciendo el compuesto del titulo;

EM 353 miz (M + 1).
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Ester metilico del acido 3-{4-[2-(6,8-difluoro-1,2,3.4-tetrahidronaftalen-2-

ilamino)-pentanoilaminol-imidazol-1-il}propiénico; EM 435 m/z (M + 1).

[1-({1-metil-3-oxo-butil}-1H-imidazol-4-ill-amida del acido 2-(6,8-difluoro-

1.2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico; EM 433 m/z (M + 1).

Los siguientes grupos Boc se retiraron siguiendo el procedimiento

general D;

Clorhidrato _de la [1-(3-oxo-butil)-1H-imidazol-4-il]-amida del acido 2-

amino-pentanoico; EM 253 m/z (M + 1).

{1-[2-{2 6-dimetil-morfolin-4-il}-1, 1-dimetil-etil]-1H-imidazol-4-il}-amida del

acido 2- amino-pentanoico; EM 352,3 m/z (M + 1).

{1-{1,1-dimetil-3-[(piridin-2-ilmetil}-amino]-propil}-1H-imidazol-4-il}-amida

del acido 2- amino-pentanoico; EM 359 m/z (M + 1).

{1-[1,1-dimetil-3-(2,2, 2-trifluoro-1-fenil-etilamino)-propilj-1H-imidazol-4-il}-

amida del acido 2- amino-pentanoico; EM 426 m/z (M + 1).

{1-[1,1-dimetil-3-(1-fenil-etiltamino)propill- 1H-imidazol-4-il}-amida del

acido 2- amino-pentanoico; EM 372 m/z (M+1).

Los siguientes alcoholes se prepararon mediante reduccién de los
ésteres correspondientes usando los procedimientos analogos a los descritos
anteriormente usando el procedimiento general |;

[1-(2-hidroxi-etil}-1H-imidazol-4-il]-amida del acido 2-[2-(3,5-difluoro-

fenil)-acetilaminol-pentanoico; EM 381,1 m/z (M + 1).

[1-(3-hidroxipropil}-1H-imidazol-4-il]l-amida del acido 2-(6,8-difluoro-

1,2,3.4-tetrahidronaftalen-2-ilamino)pentanoico; EM 407 m/z (M + 1).

[1-(2-hidroxi-1-metil-etil)-1H-imidazol-4-il]-amida del acido 2-(6,B-difluorp-

1,2 3 4-tetrahidronaftalen-2-ilamino)pentanoico; EM 407,5 m/z (M + 1).
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Ester terc-butilico del acido {1-[1-(3-hidroxi-1,1-dimetil-propil)-1H-

imidazol-d-ilcarbamoil}-butil}-carbamico; EM 369 m/z (M + 1).

Los siguientes aldehidos se prepararon mediante oxidacién a partir del
alcohol correspondiente usando los procedimientos analogos a los descritos
anteriormente usando el procedimiento general J;

[1-{1-formil-ciclobutil}-1H-imidazol-4-illamida de! acido 2-[2-(3.5—diflqoro-

fenil)acetilaminol-pentanoico; EM 419,1 m/z (M + 1).

[1-(1-formil-ciclobutil}-1H-imidazol-4-ilJamida del Aacido 2-(5,7-difluoro-

1.2 3 4-tetrahidro-naftalen-2-ilamino)-pentancico; EM 431,5 m/z (M + 1).

2S)-2-(5.7-difluoro-1,2.3 4-tetrahidronaftalen-3-ilamino)}-N-{1-(2-

formilfenil}-1H-imidazol-4-il)pentanamida;

Ester terc-butilico del acido {1-[1-(1,1-dimetil-3-oxo-propil)-1H-imidazol-4-

ilcarbamoil]-butil}-carbamico; EM 367 m/z (M + 1).

Los siguientes acidos se prepararon mediante hidrolisis de Iso ésteres
correspondientes usando procedimientos analogos a Iso descritos
anteriormente usando el procedimiento general R;

Ester metilico del acido 3-{4-{2-(6,8-difluoro-1,2,3. 4-tetrahidro-naftalen-2-

ilamino)pentanoilamino]-imidazol-1-il}-3-metil-butirico; EM 449,6 m/z (M + 1).

Acido 2-{4-[2-(6,8-difluoro-1,2,3.4-tetrahidro-naftalen-2-ilamino)

pentanoilamino]-imidazol-1-il}-2-metil-propionico; EM 435,4 m/z (M + 1).

Acido 2-{4-[2-(6 8-difluora-1,2,3,4-tetrahidro-naftalen-2-ilamino)

ropionilamino]-imidazol-1-il}-2-metil-propiénico; EM 407,5 m/z (M + 1).

Procedimiento para la sintesis de acido 2-(6,8-difluoro-1,2,3,4-tetrahidro-

naftalen-2-ilamino)-pentanoico, procedimiento general Q:

Combinar el clorhidrato del éster metilico de L-norvalina (1 equiv.) con



10

15

20

25

108

6,8-difluoro-3,4-dihidro-1H-naftalen-2-ona (1 equiv.) en cloruro de metileno y
agitar 30 min, y afadir triacetoxi borohidruro de sodio (1,1 equiv.) y agitara T A
durante toda una noche. La reaccién se inactiva con bicarbonato sédico
acuoso, se extrae con cloruro de metileno, sé seca y se concentra. El material
resultante se purifica mediante cromatografia en gel de silice produciendo los
diasteredmeros separados del éster metilico del acido 2-(6,8-difluoro-1,2,3,4-
tetrahidro-naftalen- 2-ilamino)-pentanoico. Diastereémero 1; '*C RMN (CDCls,
100 MHz) 14,0, 19,4, 27,7, 28,2, 29,5, 29,6, 36,3, 51,1, 58,7, 100,7, 100,9,
101,2, 110,5, 110,7, 110,8, 118,5, 118,6, 141,1, 159,7, 159,8, 162,1, 176,7; EM
m/z 298,3 (M + 1). Diasteredmero 2; Diagnostico 13C RMN (CDCI;, 100 MHz)
14,0, 19,3, 28,3, 28,4, 28,5, 30,3, 36,4, 51,1, 52,0, 58,5, 100,7, 100,9, 101,2,
110,5, 110,7, 176,8; EM m/z 298,3 (M + 1).

Se disuelve el éster metilico del acido 2-(6,8-difluoro-1,2,3,4-tetrahidro-
naftalen-2-ilamino)-pentanoico (1 equiv.) en THF: agua (5:1) y se afade LiOH
(1,2 equiv.) La reaccién se agita durante toda una noche a T A, el disolviente se
retira, se afnade agua, y el pH se ajusta hasta 7 usando acido clorhidrico 1 N.
Se filtra el sélido, se lavd con agua y éter dietilico, y se seca produciendo acido
2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen- 2-ilamino)—pentanoico. Acido
derivado del diasteredmero 1; H1 RMN (CD30D, 400 MHz) 0,99 (t, 3H, J =
7,5), 1,48 (m, 2H), 1,82 (m, 3H), 2,36 (m, 1H), 2,65 (m, 1H), 2,95 (m, 2H), 3,28
(s, 1H), 3,42 (m, 1H), 3,74 (m, 1H), 6,80 (m, 2H); (EM m/z 284,3 (M + 1). Acido
derivado del diasteredmero 2: H1 RMN (CD30D, 400 MHz) 0,94 (t, 3H, J =
7,6), 1,42 (m, 2H), 1,56 (m, 3H), 1,96 (m, 1H), 2,25 (m, 1H), 2,85 (m, 3H), 3,15
(m, 1H), 3,25 (m, 1H), 6,64 (m, 2H), EM m/z 284,2 (M + 1).

Los siguientes intermedios se prepararon de una manera analoga al
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procedimiento Q partiendo de un aminoacido y cetona apropiados o amino-
éster y cetona de partida; o el aminoéster se acila usando ei procedimiento

general A seguido de hidrolisis.

Acido (8)-2-(2-(3,5-difluorofenil)acetamido)-2-fenilacético; EM 304 m/z
(M -1).
Acido  (S)-2-(2-(3,5-difluorofenil}acetamido)-2-(piridin-3-il}-acética;: EM

305 miz (M - 1).

2-(3,5-difluorofenil)acetamido}-2-(4-fluorofenil)acético; EM

322m/z(M - 1)
Acido (S)-2-(6,8-difluoro-1,2,3.4-tetrahidronaftalen-3-ilamino)-2-

fenilacético; EM 316 m/z (M - 1).

Acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionico;
EM 256,5 m/z (M + 1).

Acido (S)-2-(1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico; EM 246,5

m/z (M - 1).
Los siguientes intermedios se prepararon de una manera analoga al
procedimiento B partiendo de una amina apropiada y cetona/aldehido.

Ester terc-butilico del acido (1-{1-[2(2,6-dimetil-morfolin-4-il}-1,1-dimetil-

etil]-1H-imidazol-4-ilcarbamoil}-butil)-carbamico; EM 452,1 m/z (M + 1).
[1-(3-oxobutil)-1H-imidazol-4-illamida__del acido 2-(6,8-difluoro-1,2,3.4-

tetrahidronaftalen-2-ilamino)-pentancico; EM 419 m/z (M + 1).

Ester terc-butilico det acido [1-(1-{1,1-dimetil-3-[(piridin-2-ilmetil}aminol-

propil}-1H-imidazol-4-iicarbamoil)-butil]-carbamico; EM 459 m/z (M + 1).

Ester terc-butilico del acido (1-{1-[1.1-dimetil-3-(2,2.2-trifluoro-1- fenil-

etilamino)-propil]-1H-imidazol-4-ilcarbamoil-butil)-carbamico; EM 526 m/z (M +
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1.

Ester terc-butilico del acido (1-{1-[1,1-dimetil-3-(1- fenil-etilamino)-propill-

1H-imidazol-4-ilcarbamoil}-butil)-carbamico; EM 472 m/z (M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos

analogos a los descritos anteriormente para el procedimiento general O;

Ejemplo 1
{1-12-(3-etoxi-propilaming)-etil]l-1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-

difluoro-fenil)acetilaminol-pentanoico

Se hizo reaccionar el ester 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con 3-etoxipropil
amina proporcionando el compuesto del titulo: EM 446,2 m/z (M + 1).

Ejemplo 2
{1-[2-(octahidro-pirazino[1,2-alazepin-2-il)etii]l-1H-imidazol-4-il}amida dei acido

(S)-2-]2-(3,5- difluoro-fenil)acetilamino]-pentanoico

Se hizo reaccionar el eéster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo; EM 517,2 m/z (M + 1),

Eiemplo 3

{1-12-([1,4]-dioxan-2-iimetil-metilamino)-etil]-1H-imidazol-4-ilYamida del acido

(S)-2-[2-(3,5- difluoro-fenil)acetilamino]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino}-
pentancilamino}-imidazol-1-il)etilico del acido metanosulfonico con la amina

apropiada proporcionando el compuesto del titulo: EM 494,2 m/z (M + 1).
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Eiemplo 4
{1-[2-(2-metoxi-1-metil-etilamino}-etil]-1H-imidazol-4-il}amida del acido {S)-2-[2-

{3,5- difluoro-fenil)acetilaminol]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 452,2 m/z (M + 1).

Ejemplo 5
{1-[2-{3-oxo-piperazin-1-il)-etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-

difluoro-fenil}acetilaminol-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino}-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 463,2 m/z (M + 1).

Ejemplo 6
[1-(2-bencilamino-etil)-1H-imidazol-4-illamida del acido (S)-2-[2-(3,5- difluoro-

fenil)acetilamino]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino}-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina
apropiada proporcionando el compuesto det titulo: EM 470,2 m/z (M + 1).

Ejemplo 7
{1-[2-{ 3-butoxi-propilamino)etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-

difluoro-fenil)acetilamino]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
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pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 494,2 m/z (M + 1).

' Ejemplo 8
{1-I12-((1R,28)-2-hidroximetil-ciclohexitamino)etil]-1H-imidazol-4-il}amida del

acido (8)-2-[2-(3,5- difluoro-fenil)acetilamino]-pentancico

S‘e hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenit)acetilamino]-
pentanocilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcicnando el compuesto del titulo: EM 492,2 m/z (M + 1).

Ejemplo 9
{1-[(4aS, 8aS)-2-(octahidro-isoguinolin-2-il)etil]-1H-imidazol-4-ii}amida del acido

2-[2-(3,5- difluoro—f_enil)acetilamino]—pentanoico

Se hizo reaccionar ei éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina
apropiada proporcionando el compuesto del titulo: EM 502,2 m/z (M + 1).

Ejemplo 10
{1-[2-(3-isopropoxi-propilamino)etil]-1H-imidazol-4-il}amida del acido {S)-2-[2-

{3,5-difluoro-fenil)acetilamino]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 480,2 m/z (M + 1).

Ejemplo 11
{1-[2-{octahidro-isoquinolin-2-il}etil]- 1H-imidazol-4-il}amida del acido (S)-2-[2-

2k
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(3,5-difluoro-fenil)acetilaminol-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 502,2 m/z (M + 1).

Ejemplo 12
{1-[2-(3,4,5,6-tetrahidro-2H-[4,4 Ibipiridinil-1-ilJetil]-1H-imidazol-4-il}amida del

acido (8)-2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 525,2 m/z (M + 1).

Ejempio 13
ﬂ-[2-(2-hidroxi-2-fen'|I-etilamino)etil]—1 H-imidazol-4-il}amida del acido (S)-2-[2-

(3,5-difluoro-fenil)acetilaminol-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 500,2 m/z (M + 1).

Ejemplo 14
{1-[2-(indan-1-ilamino)-etill-1H-imidazol-4-illamida del acido (S)-2-[2-(3,5-

difluoro-fenil)acetilamino]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 496,2 m/z (M + 1).
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Ejemplo 15
{1-[2-(bencil-metilamino)etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-

difluoro-fenillacetilamino]-pentanoico

Se hizo reaccionar el eéster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazotl-1-il)etilico del acido metanosuifénico con la amina

apropiada proporcionando el compuesto del tituio: EM 484,2 m/z (M + 1).

Ejemplo 16
{1-]2-(indan-2-ilamino}-etil]- 1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-

difluoro-fenil)acetilamino]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilaminc]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosuifénico con la amina

apropiada proporcionando el compuesto del titulo: EM 496,2 m/z (M + 1).

Ejemplo 17
{1-[2-{3,4-dihidro-1H-isoquinolin-2-il)etil]-1H-imidazol-4-il}amida de] acido (8)-2-

[2-(3,5-difluoro-fenil)acetilamino]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 496,2 m/z (M + 1).

Ejemplo 18
{1-[2-(2-propoxi-etilamino)-etill-1H-imidazol-4-illamida del acido (S)-2-[2-(3,5-

difluoro-fenil)acetilamingc}-pentanoico
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Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-iletilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 466,2 m/z (M + 1).

Ejemplo 19
{1-[2-(3-bencil-pirrolidin-1-il)-etil]-1H-imidazol-4-ilfamida del acido (S)-2-[2-(3,5-

diflucro-fenil)acetilamino]-pentancico

Se hizo reaccionar el eéster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfonico con la amina

apropiada proporcionando el compuesto del titulo;: EM 524,2 m/z (M + 1).

Ejemplo 20
{1-[2-(3-piridin-2-il-pirrolidin-1-il}-etil]-1H-imidazol-4-il}amida del dcido (S)-2-[2-

(3,5- difluoro-fenil)acetilaming]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-

pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 511,2 m/z (M + 1).

Ejemplo 21

{1-[2-(metil-piridin-4-iimetil-amino)-etil]-1H-imidazol-4-illamida del acido (S)-2-

[2-(3,5- difluoro-fenilacetilamino]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanocilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 485,2 m/z (M + 1).
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Ejemplo 22

(1-{2-[(2-metanosulfonil-etil metil-amino]-etil}-1H-imidazol-4-il }amida del acido

(S)-2- [2-(3,5-difluoro-fenil)acetilamino]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentancilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina

apropiada proporcionando el compuesto del titulo: EM 500,1 m/z (M + 1).

Ejemplo 23
{1-[2-{2-terc-butoxi-etilamino)-etil]-1H-imidazol-4-illamida del acido (S)-2-[2-

(3,5-difluoro-fenil}acetilamino]-pentanoico

Se hizo reaccionar el éster 2-(4-{2-[2-(3,5-difluoro-fenil)acetilamino]-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina
apropiada proporcionando el compuesto del titulo: EM 480,2 m/z (M + 1).

Ejemplo 23A
{1-[2-(3-piridin-4-il-pirrolidin-1-il)-etil]-1H-imidazol-4-il}lamida del acido (S)}-2-[2-

(3,5-difluoro-fenil)acetiiamino]-pentanocicao

Se hizo reaccionar el éstér 2-(4-{2-[2-(3,5-difluoro-fenil yacetilamino}-
pentanoilamino}-imidazol-1-il)etilico del acido metanosulfénico con la amina
apropiada proporcionando el compuesto del titulo: EM 511,2 m/z (M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos

analogos a los descritos anteriormente para el procedimiento general P;

Ejemplo 24
{1-(2-fluoro-bencil}-1H-imidazol-4-illamida del acido {(S)-2-[2-(3,5-difluoro-

fenil)acetilamino]-pentanoico
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Se hizo reaccionar la (1H-imidazoi-4-il)-amida del &cido 2-[2-(3,5-
difluoro-fenil)acetilaminol-pentanocico con el haluro de bencilo apropiado

proporcionando el compuesto del titulo: EM 445,1 m/z (M + 1).

Ejemplo 25
[1-(3-fluoro-benci!)-1H-imidazol-4-illamida del acido (S)-2-[2-(3,5-diflucro-

fenil)acetilamino]-pentanoico
Se hizo reaccionar la (1H-imidazol-4-il)-amida del acido 2-[2-(3,5-
difluoro-fenil)acetilamino}-pentanoico con el haluro de bencilo apropiado

proporcionando el compuesto del titulo: EM 445,1 m/z (M + 1).

Ejemplo 26
[1{4-metilbencil)-1H-imidazol-4-illamida del acido (8)-2-[2-(3,5-difluoro-

fenil)acetilamino]-pentanoico

Se hizo reaccionar la (1H-imidazol-4-il)-amida del acido 2-[2-(3,5-
difluoro-fenil)acetilamino]-pentanoico con el haluro de bencilo apropiado

proporcionando el compuesto del titulo: EM 441,1 m/z (M + 1).

Ejemplo 27
[1-({4-metoxibencil)-1H-imidazol-4-illamida del acido (S)-2-[2-(3,5-difluoro-

fenil)acetilamino]-pentanoico

Se hizo reaccionar la (1H-imidazol-4-il)-amida del acido 2-[2-(3,5-
_difluoro-fenil)acetilamino]-pentancico con el haluro de bencilo apropiado

proporcionando el compueste del titulo: EM 457,3 m/z (M + 1).
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Ejemplo 28
[1-(4-terc-butil-bencil}- 1H-imidazol-4-illamida del dcido (S)-2-[2-(3,5-diflucro-

fenilacetilaminol-pentanoico

Se hizo reaccionar la (1H-imidazol-4-il)-amida del acido 2-[2-(3,5-
difluoro-fenil)acetilamino}-pentancico con el haluro de bencilo apropiado
proborcionando el compuesto del titulo;: EM 483,3 m/z(M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos

analogos a los descritos anteriormente para el procedimiento general B;

Ejemplo 29
[1-(1-pirrolidin-1-ilmetil-ciclobutil}-1H-imidazol-4-ilJamida del acido (S)-2-[2-(3,5-

difluoro-fenil)acetilaminol]-pentanoico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il}-amida del
acido 2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico con la amina apropiada

proporcionando el compuesto del titulo: EM 474,1 m/z (M + 1).

_ Ejemplo 30
[1-(1-dimetilaminometil-ciclobutil)- 1H-imidazol-4-illamida del acido (S)-2-[2-(3,5-

difluore-fenil)acetilaminol-pentanocico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il]-amida del
acido 2-[2-(3,5-difluoro-fenil)acetiiamino]-pentanocico con la amina apropiada

proporcionando el compuesto del titulo; EM 448,5 m/z (M + 1).

Ejemplo 31
[1-(1-piperidin-1-ilmetil-ciclobutil})- 1H-imidazoi-4-illamida del acido (S)-2-[2-(3,5-
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difluoro-fenil}acetilamino]-pentanoico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il}-amida del
acido 2-[2-(3,5-difluoro-fenil)acetilamino}-pentancico con la amina apropiada

proporcionando el compuesto del titulo: EM 488,5 m/z (M + 1).

Ejemplo 32
[1-(1-morfolin-4-ilmetil-ciclobutil}-1H-imidazol-4-illamida del acido (S)-2-{2-(3,5-

difluoro-fenil}acetilaminol-pentanoico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il]-amida del
acido 2-[2-(3,5-difluoro-fenil)acetilamino}-pentancico con la amina apropiada

proporcionando el compuesto del titulo: EM 490,5 m/z (M + 1).

Ejemplo 31A
(1-{1-[((2R, 6S)-2,6-dimetil-morfolin-4-ilYmetil]-ciclobutil}-1H-imidazol-4-ilyamida

del acido (S)-2-[2-(3.5- difluoro-fenil)acetilamino]-pentanoico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il]-amida del
acido 2-[2-(3,5-difluoro-fenil)acetilaminoj-pentancico con la amina apropiada

proporcionando el compuesto del titulo: EM 518,5 m/z (M + 1).

Ejemplo 32A
(1-{1-[(2,2,2-trifluoro-etilamino}-metiil-ciclobutil}-1H-imidazol-4-il}amida del

acido (8)-2-[2-(3,5- difluoro-fenil)acetilaminol-pentanoico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il]-amida del
acido 2-[2-(3,5-difluoro-fenil)acetilamino}-pentanocico con la amina apropiada

proporcionando el compuesto del titulo: EM 502,4 m/z (M + 1).
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Ejemplo 33

(1-{1-[((R)-1-ciciohexil-etilamino)-metil]-ciclobutil}-1H-imidazol-4-ihamida del

acido {S)-2-[2-(3,5- difluoro-fenil)acetilamino]-pentanoico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-ill-amida del
acido 2-[2-(3,5-difluoro-fenil)acetilamino]-pentancico con la amina apropiada

proporcionando el compuesto del titulo: EM 530,5 m/z (M + 1).

Eiemplo 34
{1-(1-pirrolidin-1-ilmetii-ciclobuti}-1H-imidazol-4-ilJamida del acido (S)-2-2-(5,7-

difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino}pentanoico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il}-amida del
acido 2-(5,7-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentancico con la
amina apropiada proporcionando el compuesto del titulo: EM 486,5 m/z (M +

1).

Ejemplo 35

(1-{1-[(2,2-dimetil-propilamino)-metil]-ciclobutil}-1H-imidazgl-4-il)amida del acido

(S)-2-]2-(3,5- difluoro-fenil)acetilamino]-pentanocico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il}-amida del
acido 2-[2-(3,5-diflucro-fenil)acetilamino}-pentanoico con la amina apropiada

‘proporcionando el compuesto del titulo: EM 490,5 m/z (M + 1).

Ejemplo 36

(1-{1-[(2.2 2-trifluoroetilamino)metil]-ciclobutil}-1H-imidazol-4-il Jamida del acido




10

15

20

25

121

(S)-2-(6,8-difluoro-1 .2;3,4-tetrahidronaftalen-z-ilamino)-pentanoico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il]-amida del
acido 2-(5,7-difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)-pentanoico con la

amina apropiada proporcionando el compuesto del titulo: EM 514,5 m/z (M +

1),

Ejemplo 37

(1-{1-[(2,2-dimetil-propilamino)metil]-ciclobutil}-1H-imidazol-4-ilJamida del acido

(S)-2-(6,8-difluoro-1,2 3.4-tetrahidronaftalen-2-ilamino}-pentanoico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il]-amida del
acido 2-(5,7-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico con la

amina apropiada proporcionando el compuesto del titulo: EM 502,6 m/z (M +

1).

Eiemplo 38

(1-{1-[((R}-1-ciclohexil-etilamino)}-metil]-ciclobutil}-1H-imidazol-4-illJamida del

acido (S)-2-(6,8-difluoro-1,2, 3 4-tetrahidro-naftalen-2-ilamino)-pentanoico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il}-amida del
acido 2-(5,7-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanocico con la
amina apropiada proporcionando el compuesto del titulo: EM 5426 m/z (M +

1).

Ejemplo 39
I1-(1-dimetilaminometil-ciclobutil}-1H-imidazol-4-illamida del acido (S)-2-(6,.8-

difluoro-1,2,3.4-tetrahidro-naftalen-2-ilamino)-pentanqico
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Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il]-amida del
acido 2-(5,7-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanocico con la

amina apropiada proporcionando el compuesto del titulo: EM 460,6 m/z (M +

1).

Eiemplo 40
[1-(1-piperidin-1-ilmetil-ciclobutil)-1H-imidazol-4-illamida del acido (S)-2-(6,8-

difluoro-1,2, 3,4-tetrahidro-naftaien-2-ilamino)-pentanoico

Se hizo reaccionar la [1-(1-formil-ciclobutil)-1H-imidazol-4-il}-amida del
acido 2-(5,7-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico con la

amina apropiada proporcionando el compuesto del titulo: EM 500,6 m/z (M +

1).

Ejemplo 41
[1-(1-morfolin-4-iimetil-ciclobutil)-1H-imidazol-4-illamida del acido (S)-2-(6,8-

difluoro-112,3.4-tetrahidro-naftaien-2-iIamino)-pehtanoico
Se hizo reaccionar la [1-(1-formii-ciclobutil)-1H-imidazol-4-il]-amida de!
acido 2-(5,7-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico con la

amina apropiada proporcionando el compuesto del titulo: EM 502,6 m/z (M +

1).

Ejemplo 42
(1-{1-[({2R, 6S)-2,6-dimetil-morfolin-4-il iImetillciclobutil}-1H-imidazol-4-ilJamida

del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico

Se hizo reaccionar la [1-(1-formii-ciclobutii)-1H-imidazol-4-il]-amida del
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acido 2-(5,7-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico con la

amina apropiada proporcionando el compuesto del titulo: EM 530,6 m/z (M +

1),

Ejemplo 43
{1-[2-({R)-1-ciclohexil-etitamino}-1, 1-dimetil-etil}-1H-imidazol-4-il}amida del

acido (8)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentancico

Se tratd la [1-(1,1-dimetil-2-oxo0-etil)}-1H-imidazol-4-il]-amida del acido 2-
(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentancico (documento U.S.
N° de serie 11/078.898 presentado el 11 de marzo de 2005) con la amina

apropiada proporcionando el compuesto del titulo: EM 530,4 m/z (M + 1).

Ejemplo 44

(1-{1,1-dimetil-2-[(tetrahidropiran-4-iimetil Jaminol-etil}-1H-imidazol-4-iYamida

del acido (S)-2-(6,8-difluoro-1,2,3.4-tetrahidro-naftalen-2-ilamino)-pentanoico

Se tratd 1a [1-(1,1-dimetil-2-ox0-etil)-1H-imidazol-4-il]-amida del acido 2-
(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico (documento U.S.
N° de serie 11/078.898 presentado el 11 de marzo de 2005) con la amina

apropiada proporcionando el compuesto del titulo: EM 518,4 m/z (M + 1).

Ejemplo 45

(1-{2-I(1-hidroxi-ciclohexilmetil)-amino]-1,1-dimetil-etil}- 1 H-imidazol-4-il )Jamida

del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilaminc }-pentanoico

Se tratd la [1-(1,1-dimetil-2-oxo-etil)-1H-imidazol-4-il]-amida del acido 2-

(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanocico {documento U.S.
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N° de serie 11/078.898 presentado el 11 de marzo de 2005) con la amina

apropiada proporcionando el compuesto del titulo: EM §32,6 m/z (M + 1).

Ejemplo 46

(1-{2-[(4-hidroxi-tetrahidro-piran-4-ilmetil}-amino]-1, 1-dimetil-etil}-1H-imidazol-

4-iiYamida del acido (S)-2-(6.8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-

pentanoico
Se traté la [1-(1,1-dimetil-2-ox0-etil}-1H-imidazol-4-il]-amida del acido 2-
(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico (documento U.S.
N° de serie 11/078.898 presentado el 11 de marzo de 2005) con la amina

apropiada proporcionando el compuesto del titulo: EM 534,6 m/z (M + 1).

Ejemplo 47

{1-[2-(2-metoxi-Z2-metilpropilamino)-1.1-dimetil-etil]-1H-imidazol- 4-illamida del

acido (8)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilaming)- pentanoico

Se tratd la [1-(1,1-dimetil-2-oxo-etil}-1H-imidazol-4-ill-amida del acido 2-
(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentancico (documento U.S.
N° de serie 11/078.898 presentado el 11 de marzo de 2005) con la amina

apropiada proporcionando el compuesto del titulo: EM 506,5 m/z (M + 1).

Ejemplo 48

(1- {1,1-dimetil-2-[(3-metiloxetan-3-iimetil)-amino]etil}-1H-imidazol- 4-il)amida

del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)- pentanoico

Se tratd la [1-(1,1-dimetil-2-oxo-etil)-1H-imidazol-4-il]-amida del acido 2-

(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico {(documento U.S.

00
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N° de serie 11/078.898 presentado el 11 de marzo de 2005) con la amina

apropiada propofcionando el compuesto del titulo: EM 504,5 m/z (M + 1).

E'|emg' lo 49

{1-{2-(ciclohexilmetil-amino)-1,1-dimetil-etil]-1H-imidazol- 4-il}amida del acido

(8)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)- pentanocico

Se traté ta [1-(1,1-dimetil-2-oxo-etil)}-1H-imidazol-4-il]-amida del acido 2-
(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico (documento U.S.
N° de serie 11/078.898 presentado el 11 de marzo de 2005) con la amina

apropiada proporcionando el compuesto del titulo: EM 516,6 m/z (M + 1).

Ejemplo 50

1-[2- {(R)-1-ciclohexiletil-amino)-1, 1-dimetil-etil]-1H-imidazol- 4-il}lamida del

acido {8)-2-[2-(3,5-difluoro-fenit)acetilamino]- pentanoico

Se traté la [1-(1,1-dimetil-2-oxo-etil)-1H-imidazol-4-il]-amida del acido 2-
[2-(3,5-difluoro-fenil)acetitaminol-pentancico (documento U.S. N° de serie
11/078.898 presentado el 11 de marzo de 2005) con la amina apropiada

proporcionando el compuesto del titulo: EM 518,2 m/z (M + 1).

Ejemplo 51
(1-{1,1-dimetil-2-[(tetrahidro-piran-4-ilmetil)-amino]-etil}- 1H-imidazol-4-il Jamida

del acido (S)-2-[2-(3,5-difluoro-fenil}acetilamino]-pentanoico

Se trato la [1-(1,1-dimetil-2-oxo-etil)- 1H-imidazol-4-il]-amida del éci-do 2-
[2-(3,5-difluoro-fenil)acetilamino]-pentanoico (documento U.S. N° de serie

11/078.898 presentado el 11 de marzo de 2005) con la amina apropiada
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preporcionando el compuesto del titulo: EM 506,4 m/z (M + 1).

Eiemplo 52
{1-[3-((S)-1-fenil-etilamino)-butil]-1H-imidazol- 4-il}amida de! acido (S)-2-(6,8-

difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico

Se traté la [1-(3-oxo-butil}-1H-imidazol-4-il]-amida del acido 2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico con la amina apropiada

proporcionando e! compuesto del titulo: EM 524,1 m/z (M + 1).

Ejemplo 53
[1-(1,1-dimetil-2-pirrolidin-1-il-etil)-1-H-imidazol-4-ilJamida del acido (S)-2-

(diciclopropitmetil-amino)-pentanocico

Se tratd ta [1-(1,1-dimetil-2-pirrolidin-1-il-etil}- 1H-imidazol-4-il]-amida del
acido 2-amino-pentanoico (documento U.S. N° de serie 11/078.898 presentado
el 11 de marzo de 20035) con la cetona apropiada proporcionando el compuesto
del titulo: EM 402,6 m/z (M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos

analogos a los descritos anteriormente para el procedimiento generai |;

Ejemplo 54
[1-{1-hidroximetil-ciclobutil}-1-H-imidazol-4-illamida_del acido (S)-2-[2-(3,5-

difluoro-fenil)acetilamino]-pentanoico

Se redujo el éster metilico del acido 1-(4-{2-[2-(3,5-difluoro-fenil)

acetilamino]pentanoilamino}-imidazol-1-il}-ciclobutanocarboxilico

proporcionando el compuesto det titulo: EM 421,1 m/z (M + 1).
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Ejemplo 55
[1-(2-hidroximetil-ciclobutil}-1-H-imidazol-4-illamida_del acido (S)-2-[2-(3,5-

diflucro-fenil)acetilamino]-pentanoico

Se redujo el éster metilico del acido 2-(4-{2-[2-(3,5-diflucro-fenil)
acetilamino]pentanoilamino}-imidazot-1-il)-ciclobutanocarboxilico

proporcionando el compuesto del titulo: EM 421,1 m/z (M + 1).

Eiemg lo 56
[1-(1-hidroximetil-ciclobutil}-1-H-imidazol-4-illamida del acido (S)-2-(5,7-

difluoro-1.2, 3, 4-tetrahidronaftalen-2-ilamino)-pentanoico

Se redujo el éster metilico del acido 1-{4-[2-(5,7-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilamino)pentanoilamino}-imidazol- 1-il}-
ciclobutanocarboxilico proporcionando el compuesto del titulo: EM 433,5 m/z
(M+1).

Los siguientes ejemplos se prepararon mediante procedimientos

analogos a los descritos anteriormente para et procedimiento general K;

Ejemplo 57
[1-(1,1-dimetil-2-pirrolidin-1-il-etil}-1H-imidazol-4-il]-amida del acido (S}-2-[2-

(2,4- difluoro-fenil)-2-hidroxietilaminol-pentanoico

Se traté la [1-(1,1-dimetil-2-pirrolidin-1-il-etil)- 1H-imidazol-4-il]-amida del
acido 2-amino-pentancico (documento U.S. N° de serie 11/078.898 presentado
el 11 de marzo de 2005) con el epoxido apropiado proporcionando el

compuesto del titulo: EM 464,3 m/z (M + 1).
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Ejemplo 58
[1-(1,1-dimetil-2-pirrolidin-1-il-etil}-1H-imidazol-4-il]-amida del acido (S$)-2-[2-

(3,4- difluoro-fenil}-2-hidroxietilaminol]-pentanoico

Se traté la [1-(1,1-dimetil-2-pirrolidin-1-il-etil)}-1H-imidazol-4-il]-amida del
acido 2-amino-pentanoico (documentc U.S. N° de serie 11/078.898 presentado
el 11 de marzo de 2005) con el epdxido apropiado proporcionando el

compuesto del titulo: EM 464,3 m/z (M + 1).

Ejemplo 59
[1-(1,1-dimetil-2-pirrolidin-1-il-etil)-1H-imidazol-4-il]-amida del acido (S)-2-[2-

(3.5-difluoro-fenil)-2-hidroxietilamino]-pentanoico

Se tratd la [1-(1,1-dimetil-2-pirrolidin-1-il-etil}- 1H-imidazol-4-il}-amida del
acido 2-amino-pentanoico (documento U.S. N° de serie 11/078.898 presentado

el 11 de marzo de 2005) con el epédxido apropiado proporcionando el

compuesto del titulo: EM 4645 m/z (M + 1).

"Ejemplo 60
{1-[2-((2R, 6S)-2,6-dimetil-morfolin-4-il)-1, 1-dimetil-etil]- 1 H-imidazol-4-il}-amida

del acido (S)-2-[2- (2,4-difluoro-fenil}-2-hidroxietilamino]-pentanoico

Se traté la [1-(1,1-dimetil-2-(2,6-dimetilmorfolino-1-il-etil)-1H-imidazol-4-
ill-amida del acido 2-amino-pentanocico con el epdxido apropiado

proporcionando el compuesto del titulo: EM 508,5 m/z (M + 1).

Ejemplo 61
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[1-(1,1-dimetil-2-pirrolidin-1-il-etil}-1H-imidazol-4-il}-amida del acido (S)-2-[(1-

hidroxiciclohexilmetil)amino]-pentanoico
Se tratd la [1-(1,1-dimetil-2-pirrolidin-1-il-etil)- 1H-imidazol-4-il]-amida dei

acido 2-amino-pentanoico {documento U.S. N° de serie 11/078.898 presentado
el 11 de marzo de 2005) con el epoxido apropiado proporcionando el
compuesto del titulo: EM 420,6 m/z (M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos

analogos a los descritos anteriormente para el procedimiento general O;

Ejempio 62
{ 1—[3—((R)-1-fenil-etilamino)propill-1 H-imidazol-4-il}-amida del acido (S)-2-(6,8-

difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)}-pentanoico

Se tratd el éster 3-{4—[2-(6,8-difluoro-1,2,3,4—tetrahidronaftaleh-2-
ilamino)-pentanoilaminol-imidazol-1-il}-propilico del acido metanosulfénico con

la amina apropiada proporcionando el compuesto del titulo: EM 510,1 m/z (M +

1).

Ejemplo 63
{1-[3-(3-metil-bencilamino)-propil]-1H-imidazol-4-i1}-amida del acido (S)-2-(6,8-

difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

Se tratd el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilamino]-imidazol-1-il}-propilico del acido metanosulfénico con
la amina apropiada proporcionando el compuesto del titulo: EM 510,53 m/z (M

+1).



10

15

20

25

130

E'|emglo 64
{1-[3-(2-hidroxi-2-fenil-etitamino)-propil]-1H-imidazol-4-il}-amida del acido (S8)-2-

(6,8- difluoro-1,2,3,4-tetrahidrenaftalen-2-ilamino)-pentanoico

Se tratd ef éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilamino]-imidazol-1-il}-propilico del acido metanosulfénico con
la amina apropiada proporcionando el compuesto del titulo: EM 526,54 m/z (M

+1).

Ejemplo 65
{1-[3-{2-cloro-bencilamino)-propill-1H-imidazol-4-il}-amida del acido ($)-2-(6,8-

difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)}-pentanoico

Se trat6 el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilamino}-imidazol-1-il}-propilico del acido metanosulfénico con

la amina apropiada proporcionando el compuesto del titulo: EM 530,5 m/z (M +

1).

Ejemplo 66
{1-[3-(3,4-dihidro-1H-isoquinolin-2-il}-propiil-1H-imidazol-4-il}amida del acido

(S)-2-(6,8- difluoro-1,2,3.4-tetrahidronaftalen-2-ilamino)-pentanoico

Se tratdé el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilamino]-imidazol-1-il}-propilico del acido metanosulfénico con
la amina apropiada proporcionando el compuesto del titulo: EM 522,53 m/z (M

+1).

Ejemplo 67
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{1-[3-(indan-2-ilamino)-propill-1H-imidazol-4-il}amida del acido (S)-2-(6,8-

difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

Se trato el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilamino]-imidazol-1-il}-propilico del acido metancsulfénico con
la amina apropiada proporcionando el compuesto del titulo: EM 522,52 m/z (M

+1).

Ejemplo 68

{1-[3-(1-metoximetil-propilamino)-propill-1H-imidazol-4-il}lamida del acido (S)-2-

(6,8- difluoro-1,2. 3,4-tetrahidronaftalen-2-ilamino)-pentanoico

Se tratdo el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilaminol]-imidazol-1-il}-propilico del acido metanosulfénico con-
la amina apropiada proporcionando el compuesto del titulo: EM 492,53 m/z (M

+1).

Ejemplo 69
{1-[3-(4-cloro-bencilamino)-propill-1H-imidazol-4-il}famida del acido (S)-2-(6,8-

difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

Se ftratd el éster 3-{4-[2+(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilamino]-imidazol-1-il}-propilico del acido metanosulfénico con

la amina apropiada proporcionando el compuesto del titulo: EM 530,5 m/z (M +

1).

Ejemplo 70

{1-[3-(2-metilbencilamino)-propill-1H-imidazol-4-il}amida del acido (S)-2-(6,8-
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difluoro-1,2, 3, 4-tetrahidronaftalen-2-ilamino)-pentanoico

Se ftratd el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-

ilamino)-pentanoilamino]-imidazol-1-il}-propilico del acido metanosulfénico con
la amina apropiada proporcionando el compuesto del titulo: EM 510,5 m/z (M +

5 1)

Ejemplo 71
{1-[3-(2-metoxietilamino)-propil]-1H-imidazol-4-il}amida del acido {S)-2-(6,8-

difluoro-1,2, 3, 4-tetrahidronaftalen-2-ilamino)-pentanoico

10 Se tratd el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilamino]-imidazol-1-il}-propilico del acido metanosulfénico con
la amina apropiada proporcionando el compuesto del titulo: EM 464,2 m/z (M +

1).

15 Ejemplo 72
{1-{3-[(piridin-3-ilmetilJamino]-propil}-1H-imidazol-4-ilJamida del acido (§)-2-

(6,8- difluoro-1,2.3,4-tetrahidronaftalen-2-ilamino)-pentanoico

Se trato el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilaminol-imidazol-1-il}-propilico del acido metanosulfénico con

20 la amina apropiada proporcionando el compuesto del titulo: EM 4975 m/z (M +

1).

Ejemplo 73
{1-{3-((S)-1-p-tolil-etilamino)propil]-1 H-imidazol-4-il}amida del acido (S)-2-(6,8-

25 diflucro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico
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Se trato el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilamino}-imidazol-1-il}-propilico del acido metanosulfénico con
la amina apropiada proporcicnando el compuesto del titulo: EM 524,6 m/z (M +

1).

Ejemplo 74
{1-[3-(4-metoxibencilamino)-propill-1H-imidazol-4-il}amida del acido (8)-2-(6,8-

diﬂuoro—1,2l314-tetrahidronaftalen-z-ilamino)-pentanoico
Se traté el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilamino]-imidazol-1-il}-propilico del acido metanosulfénico con

la amina apropiada proporcionando el compuesto del titulo: EM 526,5 m/z (M +

1),

Ejemplo 75
{1-[3-(ciclopropilmetilamino)-propil]-1H-imidazol-4-il}amida del acido (S)-2-(6,8-

difluoro-1,2.3 4-tetrahidronaftalen-2-ilamino)}-pentanoico

Se ftraté el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentancilamino]-imidazol-1-il}-propilico del acido metanosulfénico con
la amina apropiada proporcionando et compuesto del titulo: EM 460,5 m/z (M +

1).

Ejemplo 76
{1-[3-(4-metilbencilamino)-propill-1H-imidazol-4-il}amida del acido (S)-2-(6.8-

difluoro-1,2,3,4-tetrahidronaftalen-2-ilaming)-pentanoico

Se tratdé el éster 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
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ilamino)-pentanoilamino}-imidazol-1-if}-propilico del acido metanosulfénico con

la amina apropiada proporcionando el compuesto del titulo: EM 510,5 m/z (M +

1).

Los siguientes ejemplos se prepai'aron mediante procedimientos
andlogos a los descritos anteriormente para el procedimiento general A,
procedimiento F usando el acido 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-

2-ilamino)-pentanoilamino]-imidazol-1-il}-2-metil-propidnico y una amina

apropiada.
Ejemplo 77

{1-[1-metil-1-{metilfenetil-carbamoil)-etil]-1H-imidazol-4-illamida del acido (S)-

2-(6.8- difluoro-1,2,3.4-tetrahidronaftalen-2-ifamino)-pentanoico

EM 552,58 m/z (M + 1).

Ejemplo 78

{1-[1-{1,3-dihidro-isobenzofuran-5-ilcarbamoil}-1-metil-etil]-1H-imidazol-4-

illamida del acido (S)-2-(6,8-difluoro-1,2.3.4-tetrahidronaftalen-2-ilamino)-

pentanoico
EM 552,55 m/z (M + 1).

Eiemplo 79
{1-[1-(indan-1-ilcarbamaoil)-1-metil-etil]-1H-imidazol-4- i{}amida del acido (S)-2-

{6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

EM 550,53 m/z (M + 1).

Ejemplo 80
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{1-[1 ,1-dimetil-2—oxo—2-(3-piridin-4—i1-pifro!idin-1-il)—etil]—1 H-imidazol-4- illamida

del acido (S)-2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico

EM 565,6 m/z (M + 1).

Ejemplo 81

(1-{1-[2-(3-fluoro-fenii }-etilcarbamoil]-1-metiletil}-1H-imidazol-4- ilJamida del

acido (S)-2-(6,8-difluoroc-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

EM 556,54 m/z (M + 1).

Ejemplo 82
{1-[2-(3-ciano-piperidin-1-il)-1,1-dimetil-2-oxo-etil]-1H-imidazol-4-il}amida del

acido (S)-2-(6,8-difluoro-1,2,3.4-tetrahidronaftalen-2-ilamino)-pentanoico

EM 527,57 m/z (M + 1).

Ejemplo 83

{1-{1-metil-1-[metil-(tetrahidro-piran-2-iimetil}carbamoill-etil}- 1H-imidazol-4-

iamida del acido (S)-2-(6,8-difluoro-1,2,3 4-tetrahidronaftalen-2-ilamino}-

pentanoico
EM 546,58 m/z (M + 1).

Eiemplo 84

{1-{1-[etil-(2-pirazol-1-il-eticarbamoil]-1-metiletil}-1H-imidazol-4-il}amida del

acido (S)-2-(6,8-difluoro-1,2,3 4-tetrahidronaftalen-2-ilamino)-pentanoico

EM 556,61 m/z (M + 1).
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Ejemplo 85
{1-[1,1-dimetil-2-ox0-2-(2-fenil-pirrolidin-1-il}-etil]- 1 H-imidazol-4-il}amida del

acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

EM 564,59 m/z (M + 1).

Ejemplo 86

(1-{1-[(furan-2-ilmeticarbamoil]-1-metiletil}-1H-imidazol-4-illamida del acido

(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

EM 514,51 miz (M + 1).

Ejemplo 87

(1-{2-[3-(acetil-metil-amino)pirrolidin-1-il]-1, 1-dimetil-2-oxo-etil}-1H-imidazol-4-

iNamida del acido (S)-2-(6,8-diflucro-1,2,3,4-tetrahidronaftalen-2-ilamino)-

pentanoico
EM 559,57 m/z (M + 1).

Ejemplo 88
{1-[1-metil-1-((3R, 4S)-4-metilsulfanil-tetrahidro-furan-3-ilcarbamoil)etil}-1H-

imidazol-4-iltamida del acido (8)-2-(6,8-difluoro-1,2,3 4-tetrahidronaftalen-2-

ilamino)-pentanocico

EM 550,53 m/z (M + 1).

Ejemplo 89
{1-[2-(4-acetil-[1,4]diazepan-1-il)-1, 1-dimetil-2-oxo-etil]-1H- imidazol-4-ilamida

del acido (8)-2-(6,8-difluoro-1,2,3.4-tetrahidronaftalen-2-ilamino)-pentanoico
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EM 559,31 m/z (M + 1).

Ejemplo 90
(1-{1-metil-1-[1-(1-metil-1H-pirazol-4-il Jetiicarbamoil]-etil}- 1H-imidazol-4-i)Jamida

del acido (S)-2+(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

EM 542,56 m/z (M + 1).

Ejemplo 91

{1-[1-(3-metoxi-propilcarbamoil}-1-metiletil]-1H-imidazol-4-il}amida del acido

(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

EM 506,52 m/z (M + 1).

Ejemplo 92
(1-{1-metil-1-}(3-metil-[1,2 ,4loxadiazol-5-iimetil)carbamoil]-etil}-1H-imidazol-4-

illamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino}-

pentanoico
EM 530,54 m/z (M + 1).

Ejemplo 93

1-{1-[(2-ciano-etil}-metilcarbamoil]-1-metil-etil —1H¥imidazol-4- ilJamida del

acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

EM 501,51 m/z (M + 1).

Ejemplo 94
{1-[1,1-dimetil-2-(3-metil-5,6-dihidro-8H-[1,2 4]triazolo[4,3-a]pirazin-7-il}-2-oxo-
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etil]-1H-imidazol-4-il}amida del acido (S)-2-(6,8-difluoro-1,2,3,4-

tetrahidronaftalen-2-ilamino)- pentanoico

EM 555,55 m/z (M + 1).

Ejemplo 95

(1-{1-metil-1-[metil-(1-metil-1H-imidazo!-2-iimetil\carbamaoil]-etil}- 1H-imidazol-4-

ilamida del acido (8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-

pentanoico
EM 542,48 m/z (M + 1).

Ejemplo 96

(1-{1-](2-dietilamino-etil)metil-carbamoil]-1-metil-etil}-1H-imidazol-4-il}amida del

acido (8)-2-(6,8-difluoro-1,2,3, 4-tetrahidronaftalen-2-ilamino)-pentanoico

EM 547,62 m/z (M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos
ahélogos a los descritos anteriormente para el procedimiento general A,
procedimiento F usando el acido 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-
2-ilamino)-propionilamino}-imidazol-1-il}-2-metil-propiénico y una amina

apropiada.

Ejemplo 97
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)propionilamino}-

imidazol-1-il}-N-indan-1-il-isobutiramida

EM 522,56 m/z (M + 1).
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Ejemplo 98
(S)-2-(6,8-diflucro-1,2,3,4-tetrahidronaftalen-2-ilamino) -N-{1- {1, 1-dimetil-2-0x0-

2-{3-piridin-4-il-pirrolidin-1-il)etil]-1H-imidazol-4-i}- propionamida
EM 537,53 m/z (M + 1).

Ejemplo 99
(S)-2-(6.8-difluoro-1.2,3.4-tetrahidronaftalen-2-ilamino) -N-{1- [2-(4-hidroximeti!-

4-metilpiperidin-1-il)-1, 1-dimetil-2-oxo-etil]l-1H-imidazol-4-il} propionamida

EM 528,51 m/z (M + 1).

Ejemplo 100
2-{4-[(S)-2-(6,8-difluoro-1.2.3.4-tetrahidronaftalen-2-ilamino)propionilamino]-

imidazol-1-il}-N-metil-N-fenetil-isobutiramida

EM 524,54 m/z (M + 1).

Ejemplo 101
2-{4-[(S)-2-(6,8-difluoro-1,2.3 4-tetrahidronaftalen-2-ilamino)propionilamino]-

imidazol-1-il}-N-etil-N-{2-pirazol-1-il-etil }-isobutiramida

EM 528,49 m/z (M + 1).

Ejemplo 102
{S)-2-{6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-[2-(4- hidroximetil-

4-metil-piperidin-1-il)-1, 1-dimetil-2-oxo-etil]-1H-imidazol-4-il}- propionamida

EM 518,53 m/z (M + 1).
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Ejemplo 103
2-{4-[(8)-2-(6,8-difluoro-1 ,2,3L4-tetrahidronafta!en-z-ilamino)—propionilamino]—

imidazol-1-il}-N-(4-metilbencil)}-isobutiramida

EM 510,49 m/z (M + 1).

Ejemplo_ 104
2-{4-1(5)-2-(6,8-difluoro-1 ,2,3.4—tetrahidronaﬂalen-Z-ilamino)-propiOniiaminbl-

imidazol-1-il}-N-( 1,3-dihidro-isobenzofuran-5-il}-iscbutiramida

EM 524,47 m/z (M + 1).

Eiemplo 105
{5}-2-(6,8-difluoro-1,2 3.4-tetrahidronaftalen-2-ilamino)-N-{1-[1, 1-dimetil-2-ox0-

2-(2-fenilpirrolidin-1-il)-¢til]-1H-imidazol-4-il}-propionamida

EM 536,55 m/z (M + 1).

Ejemplo 106
(S)-N-{1-[2-(3-ciano-piperidin-1-il)-1, 1-dimetil-2-oxo-etil]-1H-imidazol-4-il}-2-

(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propichamida

EM 499,46 m/z (M + 1).

Ejemplo 107
(8)-N-(1-{2-[3-{acetil-metil-amino)-pirrolidin-1-il]-1, 1-dimetil-2-oxo-etil}-1 H-

imidazol-4-il)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionamida

EM 531,53 m/z (M + 1).




10

15

20

25

141

Ejemplo 108
2-{4-[(S)-2-{6,8-difluoro-1,2.3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-

imidazol-1-il}-N-((1R, 2S5)-2-hidroximetil-ciclohexil)isobutiramida
EM 518,53 m/z (M + 1).

Ejemplo 109
2-{4-[(S)-2-(6,8-difluoro-1,2.3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-

imidazol-1-il}-N-{3-metil-[1,2, 4]oxadiazol-5-ilmetil)isobutiramida

EM 502,43 m/z (M + 1).

Ejemplo 110
2-{4-[(5)-2-(6,8-difluoro-1 ,2,3,4-tetrahidronaftalen-2-iiamino)—propionilamino]—

imidazol-1-il}-N-((S)-2-metoxi-1-metil-etil)iscbutiramida

EM 478,51 miz (M + 1).

Eiemplo 111
2-{4-[(S)}-2-(6,8-diflucro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-

imidazol-1-il}-N-(3-metoxipropilJisobutiramida

EM 478,58 m/z (M + 1).

Ejemplo 112
2-{4-[(S)-2-(6,8-difluoro-1,2,3 4-tetrahidronaftalen-2-ilamino)-propionilamino]-

imidazol-1-il}-N-[1-( 1-metil-1H-pirazol-4-il)-etil]-isobutiramida

EM 514,51 m/z (M + 1).
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Ejempio 113
2-{4-[({S)-2-(6,8-diflucro-1 ,2,314-tetrahidronaftalen-2-i|amino)-propionilamino]-

imidazol-1-il}-N-(3-imidazol-1-il-prepil)-isobutiramida

EM 514,56 m/z (M + 1).

Ejemplo 114
2-{14-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftaten-2-ilamino)-propionilaminol-

imidazol-1-il}-N-(3-morfolin-4-il-propil)-isobutiramida

EM 633,58 m/z (M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos
analogos a los descritos anteriormente para’la reduccion del nitroimidazol
apropiado usando el procedimiento general G seguido de acoplamiento con el

acido apropiado usando el procedimiento general A, procedimiento F.

Ejemplo 115
[1-{3-metil-oxetan-3-iimetil)-1H-imidazol-4-il]-amida del acido (S)-2-(6,8-

difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoice

Se redujo 1-(3-metiloxetan-3-ilmetil)-4-nitro-1H-imidazol y después se
acoplé con el acido 2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico (Documento U. S. n® de serie 11/078.898 presentado el 11 de
marzo de 2005) produciendo el compuesto del titulo; EM 433,3 m/z (M + 1).

Eiemplo 116
[1-(3-metil-oxetan-3-iimetil)}-1H-imidazol-4-ill-amida del acido (S)-2-[2-
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(3.5- difluoro-fenil)acetilamino]-pentanoico

Se redujo 1-(3-metiloxetan-3-iimetil)-4-nitro-1H-imidazol y después se
acoplé con el acido 2-[2—(3,5-difluoro-fenil)acetilamino]-pentanoico (Documento
U. S. n° de serie 11/078.898 presentado el 11 de marzo de 2005) produciendo
el compuesto del titulo; EM 421,3 m/z (M + 1).

Ejemplo 117
{1-[1-{4-trifluorometilfenil)etil]-1H-imidazol-4-il}-amida del acido (5)-2-

(6,8- difluoro-1,2.3,4-tetrahidronaftalen-2-ilamino)-pentanoico

Se redujo 4-nitro-1-[1-(4-trifluorometilfenil)etil]-1H-imidazotl y después se
acoplé con el acido 2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico {Documento U. S. n° de serie 11/078.898 presentado el 11 de

marzo de 2005) produciendo el compuesto del titulo; EM 521,5 m/z (M + 1).

Ejemplo 118
{1-[1-{4-trifluorometil-fenil)-etil]-1H-imidazol-4-il}~amida del acido (S)-2-[2-

(3,5- difluoro-fenil)acetilamino]-pentanocico

Se redujo 4-nitro-1-[1-(4-trifluorometilfenil)etil]-1H-imidazol y después se
acoplé con el acido 2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico (Documento
U. S. n° de serie 11/078.898 presentado el 11 de marzo de 2005) produciendo
el compuesto del titulo; EM 509,5 m/z (M + 1).

Eijemplo 120
[1-(2-pirrolidin-1-ilmetilciclobutil)-1H-imidazol-4-ill-amida del acido {S)-2-

[2-(3,5- difluoro-fenil)acetiiaminol-pentanoico
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Se redujo 4-nitro-1-(2-pirrolidin-1-ilmetil-ciclobutil}-1H-imidazol y después E:

se acopld con el acido 2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico

(Documento U. S. n® de serie 11/078.898 presentado el 11 de marzo de 2005)

~ produciendo el compuesto del titulo; EM 474,6 m/z (M + 1).

Ejemplo 121

irrolidin-~1-ilmetilciclobutil)-1H-imidazol-4-ill-amida _del acido (S

(6,8- difluoro-1.2.3.4-tetrahidronaftalen-2-ilamino)-pentanoico

Se redujo 4-nitro-1-(2-pirrolidin-1-ilmetil-ciclobutil)-1H-imidazol y después
se acopldo con el acido 2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico (Documento U. S. n® de serie 11/078.898 presentado el 11 de

marzo de 2005) produciendo el compuesto del titulo; EM 486,6 m/z (M + 1).

Ejemplo 122
(1-{1,1-dimetil-2-[(tetrahidro-piran-4-iimetil)}-aminc]-etil}-1H-imidazol-4-il)-

amida del acido (S)-2- (1,2,3.4-tetrahidronaftalen-2-ilamino)-pentanacico

Se redujo [2-(4-nitro-imidazol-1-il)propil]-(tetrahidropiran-4-iimetil}-amina
y después se acoplé con el acido 2-(1,2,3,4-tetrahidronaftalen-2- ilamino)-

pentanoico produciendo el compuesto del titulo; EM 482,6 m/z (M + 1).

Ejemplo 123

{1-12-(2-etoxi-etilamino)-1,1-dimetil-etil]-1H-imidazol-4-il}-amida de! acido

(S)-2-(6,8- difluoro-1,2,3.4-tetrahidronaftalen-2-ilamino)-pentancico

Se redujo (2-etoxi-etil)-[2-metil-2-(4-nitroimidazol-1-il)-propil}-amina y

después se acoplé con el acido 2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
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ilamino)-pentanoico (Documento U. S. n® de serie 11/078.898 presentado el 11

de marzo de 2005) produciendo el compuesto del titulo; EM 4926 m/z (M + 1).

Ejemplo 124

(S)-2-(6,8-difluoro-1,2, 3,4-tetrahidronaftalen-2-ilamino)-N-{1-[2-(2-etoxi-

etilamino)-1,1-dimetil-etil}-1H-imidazol-4-il}-propionamida

Se redujo (2-etoxi-etil)-[2-metil-2-(4-nitroimidazol-1-il)-propil]-amina y

después se acoplé con el acido 2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-

ilamino)-propidnico produciendo el compuesto del titulo; EM 464,6 m/z (M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos

andlogos a los descritos anteriormente para el procedimiento general A,

procedimiento F

Ejemplo 125

{1-{2-{(1-hidroxi-ciclohexiimetil}-carbamoil]-1, 1-dimetil-etil}-1 H-imidazol-4-

illamida __ del

acido

(8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-

pentanoico

Se acopld el

acido 3-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-

i|aminb)—pentanoiIamino]-imidazol-1—iI}—3-metiI-butirico con la amina apropiada

produciendo el compuesto del titulo; EM 560,5 m/z (M + 1).

Ejemplo 126

(1-{1-](1-hidroxi-ciclohexilmetil}-carbamaoil]-1-metil-etil}-1H-imidazol-4-

ilamida _ del

acido

(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-

pentanoico
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Se acoplé el acido 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino}-pentanoilamino}-imidazol-1-il}-2-metil-propidnico con la amina

apropiada produciendo el compuesto de! titulo; EM 546,6 m/z (M + 1).

Ejemplo 127
(1-{1-metil-1-{{tetrahidro-piran-4-ilmetil)-carbamoil]-etil}- 1H-imidazol-4-

ilamida del Aacido (S)-2-(6,8-difluoro-1.2,3 4-tetrahidronaftalen-2-ilamino)-

pentanoico
Se acopldo el acido 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-

ilamino)-pentanoilaminol-imidazol-1-il}-2-metil-propiénico con la amina

apropiada produciendo el compuesto del titulo; EM 532,6 m/z (M + 1).

Ejemplo 128

{1-[1-metil-1-{2-metil-bencilcarbamacil})-etil]-1 H-imidazol-4-il}amida del

acido (S)-2-(6,8-difluore-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

Se acopld el acido 2-{4-[2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilamino]-imidazol-1-il}-2-metil-propiénico con la amina

apropiada produciendo el compuesto del titulo; EM 538,52 m/iz (M + 1).

Ejemplo 129

-{1-11-(2-metoxi-1-metil-etilcarbamoil)- 1-metil-etil]-1H-imidazol-4-il}amida

del &cido (S)-2-(6,8-difluoro-1,2.3.4-tetrahidronaftalen-2-ilamino)- pentanoico

Se acoplé el acido 2-{4-[{2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoilamino]-imidazoi-1-il}-2-metil-propiénico con la amina

apropiada produciendo él compuesto del titulo; EM 505,9 m/z (M + 1).
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Los siguientes ejemplos se prepararon mediante procedimientos

andlogos a los descritos antericrmente para el procedimiento general O;

Eiemplo 129 a

(1-{1-metil-2-[{tetrahidropiran-4-ilmetilJamino]-etil}-1H-imidazol-4-il}Jamida

del acido (S)-2-(6,8-difluoro-1,2,3 4-tetrahidronaftalen-2-ilamino)- pentanocico

Se hizo reaccionar el éster 2-{4-[2-(6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-itamino)-pentanoilamino]-imidazol-1-il}-propilico del acido
metanosulfonico con la amina apropiada produciendo el compuesto dei titulo;
EM 504,6 m/z (M + 1); los diasteredbmeros se separarcn usando condicicnes de
HPLC quiral (columna OD-H (2,1 x 250 c¢m); 10 ml/min; 95/5 Heptano/EtOH +
DEA al 0,2%)

Ejemplo 130

{1-{2-[(1-hidroxi-ciclohexilmetil)-aminol-etil}-1H-imidazol-4-ilamida del

acido (8)-2-(6,8-difluoro-1 12,3,4—tetrahidronaftalen-z-ilamino)-pentanoico'

Se hizo reaccionar el éster 2-{4-[2-(6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilamino)-pentancilamino]-imidazol-1-il}-etilico del acido
metanosulfénico con la amina apropiada produciendo el compuesto del titulo;

EM 504,6 m/z (M + 1).

Ejemplo 131

(1-{2-I(4-hidroxi-tetrahidropiran-4-ilmetil}-amino]-etil}-1H-imidazol-4-

ilamida del Aacido (S)-2-{6.8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
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pentanoico

_Se hizo reaccionar el éster 2-{4-[2-(6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilamino)-pentanoilamino]-imidazol-1-il}-etilico  del  acido
metanosulfonico con la amina apropiada produciendo el compuesto del titulo;

EM 506,6 m/z(M + 1).

Ejemplo 132
(1-{2-I(tetrahidro-piran-4-ilmetil}-aminoi-etil}-1H-imidazol-4-ilJamida  del

acido (S)-2-(6,8-difluoro-1,2,3.4-tetrahidronaftalen-2-ilamino)-pentanoico

Se hizo reaccionar el ester 2-{4-[2-(6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilamino)-pentanoilamino]-imidazol-1-il}-etilico del acido
metanosulfonico con la amina apropiada produciendo el compuesto del titulo;

EM 490,5 m/z (M + 1).

Ejemplo 133

(1-{2-[(3-metil-oxetan-3-iimetil)}-amino]-etil}-1H-imidazol-4-iJamida del

acido (8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanocico

Se hizo reaccionar el éster 2-{4-[2-(6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilamino)-pentanoilamino]-imidazol-1-il}-etilico ~ del  acido
metanosulfénico con la amina apropiada‘ produciendo el compuesto del titulo;

EM 476,6 miz (M + 1).

Ejemplo 133 A

(1-{2-[(1-hidroxi-ciclohexilmetil}-amino]-1-metil-etil}-1H-imidazol-4-

ilamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
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pentanoico

Se hizo reaccionar el éster 2-{4-{2-(6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilamino)-pentanoilamino]-imidazol-1-il}-propitico del acido
metanosulfénico con la amina apropiada produciendo el compuesto del titulo;

EM 518,3 m/z (M + 1).

Ejemplo 134
- {1-[2-(2-etoxi-etilamino)etil]-1H-imidazol-4-illamida del acido (S)-2-(6,8-

difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico

Se hizo reaccionar el éster 2-{4-[2-(6,8-difluoro-1,2,3,4-
tetrahidronaﬂalen-z-ilamino)-pentanoilamino]-imidazol-1-il}-etilico del acido
metanosulfdnico con la amina apropiada produciendo el compuesto del titulo;

EM 464,6 m/z (M + 1).

Ejemplo 135
[1-(3-bencilamino-propil)-1H-imidazol-4-illamida del acido ($)-2-(6,8-

difluoro-1,2,3 4-tetrahidronaftalen-2-ilaminc)- pentanoico

Se  hizo reaccionar el  éster  3-{4-[2-(6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilamino)-pentanoilamino]-imidazol-1-il}-propilico del acido
metanosulfénico con la amina apropiada produciendo el compuesto del titulo;
EM 496,3 m/z (M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos

analogos a los descritos anteriormente para el procedimiento generai B;

Ejemplo 136
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(1-{1,1-dimetil-3-[{ piridin-2-ilmetil Jamino]-propil}- 1H-imidazol-4-ilJamida

del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico

Se hizo reaccionar la (1-{1,1-dimetil-3-[(piridin-2-iimetil)-amino]-propil}-
1H-imidazol-4-il)Jamida del acido 2-amino-pentancico con 6,8-difluoro-3,4-
dihidro-1H-naftalen-2-ona produciendo el compuesto del titulo; EM 525,5 m/z

(M+1).

Ejemplo 137
{1-[1,1-dimetil-3«((S)-2,2, 2-trifluoro-1-fenil-etilamino)propil]- 1H-imidazol-
4-illamida del acido (S)-2-(6.8-difluoro-1,2,3 4-tetrahidronaftalen-2-ilamino)-

pentanoico

Se hizo reaccionar la  {1-[1,1-dimetil-3-(2,2,2-trifluoro-1-fenil-
etilamino)propil]-1H-imidazol-4-il}amida del acido 2-amino-pentanoico con 6,8-
difluoro-3,4-dihidro-1H-naftalen-2-ona produciendo el compuesto del titulo; EM

5923 mfz(M + 1).

Ejemplo 138
{1-[1,1-dimetil-3-({R)-1-fenil-etilamino )propill-1H-imidazol-4-il}lamida _ del

Acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- penfanoico

Se hizo reaccionar la {1-[1,1-dimetil-3-(1-fenil-etilamino)-propil]-1H-
imidazol-4-il}amida del acido 2-amino-pentanoico con 6,8-difluoro-3,4-dihidro-
1H-naftalen-2-ona produciendo el compuesto del titulo; EM 538,6 m/z (M + 1).

Ejemplo 139
{1-[2-((2R.65)-2,6-dimetilmorfolin-4-il }-1, 1-dimetiletil]-1H-imidazoi-4-

illamida del acido (S)-2-(2-trifluorometil-bencilamino)-pentanoico
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Se hizo reaccionar la {1-[2-(2,6-dimetilmorfolin-4-il)-1,1-dimetil-etii}-1H-
imidazol-4-ilJamida del acido 2-amino-pentanoico con el aldehido apropiado

produciendo el compuesto del titulo; EM 510,5 m/z (M + 1).

Ejemplo 140
{1]2-((2R,6S)-2,6-dimetilmorfolin-4-il)-1, 1-dimetiletil]-1H-imidazol-4-

ilamida del acido (8)-2-{[{2-flucro-3-trifluorometil-fenil)metill-amino}pentanoico

Se hizo reaccionar la {1-[2-(2,6-dimetilmorfolin-4-il)-1,1-dimetil-etil]-1H-
imidazol-4-il}Jamida deil acido 2-amino-pentancico con el aldehido apropiado
produciendo el compuesto del titulo; EM 528,6 m/z (M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos
andlogos a los descritos anteriormente para la reduccion del nitroimidazol
apropiado usando el procedimiento general G seguido del acoplamiento con el

acido apropiado usando el procedimiento general A, procedimiento F.

Ejemplo 140 a

(S)-2-[2-(3,5-difluoro-fenil)acetilamino]-N-[1-(1,1-dimetil-2-pirrolidin-1-il-

etil)-1H-imidazol-4-il]-2-fenilacetamida

Se redujo 1-(2-metil-1-(pirrolidin-1-il)propan-2-il)-4-nitro-1H-imidazol
(Documento U. S. n° de serie 11/078.898 presentado el 11 de marzo de 2005)
y se acopid con el acido (S)-2-(2-(3,5-difluorofenil)acetamido)-2-fenilacético

produciendo el compuesto del tituio; EM 496 m/z (M + 1).

Ejemplo 141
(8)-2-[2-(3,5-difluoro-fenil)acetilaminol-N-{1-[2-((2S, 6R)-2,6-dimetil-
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morfolin-4-il}-1,1-dimetil-etil]-1H-imidazol-4-il}-2-fenilacetamida

Se redujo 2,6-dimetil-4-[2-metil-2-(4-nitro-imidazo!-1-il)-propil]-morfolina
(Documento U. S. n° de serie 11/078.898 presentado el 11 de marzo de 2005)
y se acoplé con el &cido (S)-2-(2-(3,5-difluorofenil)acetamido)-2-fenilacético

produciendo el compuesto del titulo; EM 540 m/z (M + 1).

Ejemplo 142
(8)-2-(6,8-difluoro-1,2,3.4-tetrahidronaftalen-2-ilamino)-N-{1-[2-(2,2-

dimetil-propilamino)-1,1-dimetil-etil}-1H-imidazol-4-il}-2-fenilacetamida

Se redujo 2-metil-N-neéopentil-2-(4-nitro-1H-imidazol-1-il)propan-1-amina
(Documento U. S. n° de serie 11/078.898 presentado el 11 de marzo de 2005)
y se acoplé con el acido (S)-2-(5,7-difluoro-1,2,3,4-tetrahidronaftalen-3-ilamino)-

2-fenilacético produciendo el compuesto del titulo; EM 524 m/z (M + 1).

Ejemplo 143

1-indan-1-il-1H-imidazol-4-il)-amida _del 3,5-diflucro-

fenil)acetilaminolpentanoico

Se redujo 1-(2,3-dihidro-1H-inden-1-il)-4-nitro-1H-imidazol y se acopld
con el acido (S)-2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico (Documento U.
5. n° de serie 11/078.898 presentado el 11 de marzo de 2005) produciendo el
compuesto del titulo; EM 453 m/z (M + 1).

Ejemplo 144
[(S)}1-({(1S, 2R)-2-hidroxi-indan-1-i}-1H-imidazol-4-ill-amida _del acido

(8)- 2-[2-(3,5-difluoro-fenil)acetilamino]pentanoico
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Se redujo (1S, 2R)-2,3-dihidro-1-(4-nitro-1H-imidazol-1-il}-1H-inden-2-ol
y se acoplé con el acido (S)-2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico
(Documento U. S. n° de serie 11/078.898 presentado el 11 de marzo de 2005)

produciendo el compuesto del titulo; EM 469 m/z (M + 1).

Ejemplo 145
(R)-1-((1R, 28)-2-hidroxi-indan-1-il)-1H-imidazol-4-il]-amida del acido

(S)- 2-[2-(3,5-difluoro-fenil)acetilamino]pentanoico

Se redujo (1R, 2S8)-2,3-dihidro-1-(4-nitro-1H-imidazol-1-il)-t1H-inden-2-ol
y se acoplé con el acido (S)-2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico
(Documento U. S. n° de serie 11/078.898 presentado el 11 de marzo de 2005)
produciendo el compuesto del titulo; EM 469 m/z (M + 1).

Eiemplo 146
{1-[1-(4-fluorofenil )-2-hidroxi-etil]- 1H-imidazol-4-il}-amida del acido (S)-2-

[2-(3,5-difluoro-fenil)acetilamino]pentanoico

Se redujo 2-(4-amino-1H-imidazol-1-il)-2-(4-fluorofenit)etanol y se acoplo
con el acido (S)-2-[2+3,5-difluoro-fenil)acetilamino}-pentanoico {Documento U.
S. n°® de serie 11/078.898 presentado el 11 de marzo de 2005) produciendo el
compuesto del titulo; EM 475 m/z (M + 1).

Ejemplo 147
{{R)-1-[(R)-1-(4-fluoro-fenii)-2-hidroxi-etill-1H-imidazol-4-il}-amida del

acido (S)-2- [2+(3,5-difluoro-fenil)acetilamino]pentanoico

Se redujo (R)-2-(4-amino-1H-imidazol-1-il)-2-(4-fluorofenil)etanol y se
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acopldé con el &cido (S)-2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico
(Documento U. S. n° de serie 11/078.898 presentado el 11 de marzo de 2005)
produciendo el compuesto del titulo; EM 475 m/z (M + 1).

Ejemplo 148
[1-(2-hidroximetil-fenil)-1H-imidazol-4-ill-amida del acido (S)-2-[2-(3,5-

difluoro-fenil)acetilaminolpentanoico

Se redujo (2-(4-nitro-1H-imidazol-1-il)-fenil)metanol y se acopld con el
acido (S)-2-{2-(3,5-difluoro-fenil)acetitamino]-pentanoico (Documenfo U S. n°
de serie 11/078.898 presentado el 11 de marzo de 2005) produciendo el
compuesto del titulo; EM 443 m/z (M + 1).

Ejemplo 149
(S)-2-[2-(3,5-difluoro-fenilacetilamino]-N-{1-[2-(2,2-dimetil-propilamino)-

1,1-dimetil-etil]-1H-imidazol-4-il}-2-fenil-acetamida

Se redujo 2-metil-N-neopentil-2-(4-nitro-1H-imidazol-1-il)propan-1-amina
{Documento U. S. n°® de serie 11/078.898 presentado el 11 de marzo de 2005)
y se acoplé con el acido (S)-2-(2-(3,5-difluoro-fenil)acetamido]-2-fenilacético

produciendo el compuesto del titulo; EM 512 m/z (M + 1).

Ejemplo 150
{(S)-1-[2-(2,2-dimetilpropilamino)-1-fenil-etil]-1H-imidazol-4-il}-amida__del

acido (5)-2-(6,8-difluoro-1,2,3 4-tetrahidronaftalen-2-ilamino)-pentanoico

Se redujo (S)-2,2-dimetil-N-(2-(4-nitro-1H-imidazol-1-il)-2-feniletil}propan-

1-amina y se acoplé con el acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-

LXO
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2-ilamino)-pentanoico (Documento U. S. n° de serie 11/078.898 presentado el

11 de marzo de 2005) produciendo el compuesto del tituio; EM 538 m/z (M +
1).

Ejemplo 151
{(S)-1-[2-(2,2-dimetilpropilaminag)-1-fenil-etil]-1H-imidazol-4-il}-amida__del

acido (8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino}-pentanocico

Se redujo {R)-2,2-dimetil-N-(2-(4-nitro-1H-imidazol-1-il}-2-feniletil)propan-

1-amina y se acoplé con el acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-
2-ilamino)-pentanoico (Documento U. S. n° de serie 11/078.898 presentado el

11 de marzo de 2005) produciendo el compuesto del titulo; EM 538 m/z (M +
1).

Ejemplo 152
2-[2-(3,5-difluoro-fenil)acetilaminol-N-{1-[2-(2, 2-dimetilpropilamino}-1,1-

dimetil-etil]-1H-imidazol-4-il}-2-(4-fluoro-fenil)acetamida

Se redujo 2-metil-N-neopentil-2-(4-nitro-1H-imidazoi-1-il)propan-1-amina
(Documento U. S. n° de serie 11/078.898 presentado el 11 de marzo de 2005)
y se acoplé con el écido (8)-2-(2-(3,5-difluorofenil}acetamido)-2-(4-

fluorofenil)acético produciendo el compuesto del titulo; EM 530 m/z (M + 1).

Ejemplo 153
2-]2-(3,5-difluoro-fenil)acetilamino]-N-{1-[2-(2,2-dimetilpropilamino}-1,1- dimetil-

etil]-1H-imidazol-4-il}-2-piridin-3-il-acetamida

Se redujo 2-metil-N-neopentil-2-(4-nitro-1H-imidazol-1-il)propan-1-amina
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(Documento U. S. n°® de serie 11/078.898 presentado el 11 de marzo de 2005)
y se acopldé con el acido (S)-2-(2-(3,5-difluorofenil)acetamido)-2-(piridin-3-

ilyacético produciendo el compuesto del titulo; EM 513 m/z (M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos

analogos a los descritos usando el procedimiento general B

Ejemplo 154
(1-{2-[(2,2-dimetil-propilamino)-metil]-fenil}-1H-imidazol-4-il)amida del acido (S)-

2-(6,8-difluoro-1,2.3,4-tetrahidronaftalen-2-ilamino)-pentanoico

Se tratd (25)-2-(5,7-difluorc-1,2,3,4-tetrahidronaftalen-3-itamino)-N-(1-(2-
formilfenil}-1H-imidazol-4-il)pentanamida con la amina apropiada produciendo

el compuesto del titulo: EM 524 m/z (M + 1).

Ejemplo 155
Q~{2-[(2-hidroxi-butilamino)—metiI]-feni|}-1 H-imidazol-4-il}Jamida del acido (S)-2-

(6,8-difluoro-1,2,3.4-tetrahidronaftalen-2-ilamino}-pentanaico

Se trato (25)-2-(5,7-difluoro-1,2,3,4-tetrahidronaftalen-3-ilamino)-N-(1-(2-
formilfenil}-1H-imidazol-4-il)pentanamida con la amina apropiada produciendo
el compuesto del titulo: EM 526 m/z (M + 1).

Los siguientes ejemplos se prepararon mediante procedimientos

andlogos a los descritos anteriormente.



157

Ej Estructura Datos Nombre IUPAC
de EM o
RMN
156 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
F \/E\ ,NC,\ N{Nfb 532,6 tetrahidronaftalen-2-il]-N-[1-(2-{[(1-
m § Y. > hidroxiciclohexil)metilJamino}-1,1-
F r dimetiletil)-1H-imidazol-4-il]-L-
norvalinamida
157 - M + 1 =| N-2-[(3,5-difluorofenil)acetil]-N-{1-[1-
F N\:jLNJ%/Np 488,5 (piperidin-1-ilmetil)ciclobutil]-1H-
m l’/ ) imidazol-4- il}-L-norvalinamida
F
158 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3 4-
Fo N=Y
mn:\/ﬁ\“ Ny N‘(O 486,5 tetrahidronaftalen-2-il]-N-{1-[1-
L N (pirrolidin-1-ilmeti)ciciobutil]-1H-
£ pirrolidin-1-ilmetil)ciciobutil}-1H
g @
imidazol- 4-if}-L-norvalinamida
159 . M + 1 = | N-2-[(3,5-difluorofenibacetil]-N-[1-(1-
P "\/E\NA/N 490,1 {{(2,2-dimetilpropil)
I H
o H
: [/ N;\ amino]metil}ciclobutil)-1H-imidazol-4-
il]-L-norvalinamida
160 M + 1 = | N-2-[(3,5-difluorofenil)acetil]-N-[1-(1-
N=\
Fa N N 4901 {[{2.2-dimetilpropil)
I & o r N;\ amino]metil}ciclobutil)-1H-imidazol-4-
F if-L-norvalinamida
161 . M + 1 = | N-2-[(2S)-8,8-difluoro-1,2,3.4-
N "20 502,6 tetrahidronaftalen-2-il}-N-[1-(1-{[(2,2-

dimetilpropil)amino]metil}ciclobutil)-

1H-imidazol-4-il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
162 D M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
o 538,26 | tetrahidronaftalen-2-il]-N-(1-{1,1-
N)’/:JNI dimetil-2-[(2-metilbencil)amino]-2-
e oxoetil}-1H-imidazol-4-il)-L-
F :¢ ( norvalinamida
v
F
163 ) M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
£ =\ o i ~2.i-N-(1-{1- i1-2-
"\/ﬁ\u N _<—~’_"C 5041 | tetrahidronaftalen-2-il]-N-(1-{1-metil-2
I/ [(tetrahidro-2H-piran-4-
iimetil)aminojetil}-1H-imidazol-4-il)-L-
norvalinamida
164 . M + 1 = | N-2-[(2S)-6 8-diflucro-1,2,3 4-
F ’ 506,52 | tetrahidronaftalen-2-il}-N-{1-{2-[(3-
N\
—~ N—(\:}“Z/ﬁ‘u’\/\o’ metoxipropil)amina]-1,1-dimetil-2-
: oxoetil}-1H-imidazol-4-il)-L-
norvalinamida
165 M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
° 526,64 tetrahidronaftalen-2-il}-N-[1-(2-{[(2-

hidroxibutil}amino]-metil}fenil)-1H-

imidazol-4-il}-L-norvalinamida




159

Ej Estructura Datos Nombre [UPAC
de EM o
RMN
166 Q M + 1 =| 3-{[4-({N-[(25)-8,8-difluoro-1,2,3,4-
‘;j)L‘X\ 518,5 tetrahidronaftalen-2-il]-L-
F NER
(I:O/M\‘/ﬁ\" = norvalil}amino}-1H-imidazol-1-
¢ g ilmetilazetidina-1-carboxilato de terc-
butilo
167 : M + 1 = | N-2-[(25)-6,8-diflucro-1,2,3,4-
i — 4885 | tetrahidronaftalen-2-ill-N-(1-{(1-(2.2-
"\_/ﬂ\'(Lw
I/ dimetilpropil)azetidin-3-ilJmetil}-1H-
imidazol-4-il)-L- norvalinamida
168 o M + 1 = | 2-[4-({(25)-2-[(6,8-difluoro-1,2,3.4-
f N 7?‘“ : 538,65 | tetrahidronaftalen-2-il)amino)-2-
N NJﬁ/
m fenitacetilfamino)-1H-imidazol-1-il}-
]
@ N-(2,2-dimetilpropil)-2-
metilpropanamida
169 GD M + 1 = | N-(2-clorobencil)-2-[4-({(2S)-2-[(6,8-
593,09 difluoro-1,2,3 4-tetrahidronaftalen-2-

ilJamino]-2-fenilacetillamino}-1H-

imidazol-1-il]-2-metilpropanamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
170 » M + 1 = 2-[4-({(25)-2-[(6,8-difluoro-1,2,3,4-
O N 584,68 tetrahidronaftalen-2-ilyamino]-2-
. ";)"I fenilacetil}amino)-1H-imidazol-1-i]-
F g \ N-(2,3-dihidro-1H-inden-1-il)-2-
6 J - metilpropanamida
171 F M + 1 = | N-[(1R)-1-ciclohexiletil]-2{4-({(2S)-2-
glg 578,72 [(6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilyamino]-2-
@ §=o fenilacetil}amino)-1H-imidazol-1-il}-
;ir N\’/O 2-metilpropanamida
0
172 M+ 1 = | (25)-2-[(6,8-diflucro-1,2,3,4-
é 550,66 tetrahidronaftalen-2-il)amino]-N-{1-

[1.1-dimetil-2-(3-metilpiperidin-1-ii)-2-
oxoetil]-1H-imidazol-4-il}-2-

fenilacetamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
173 F M+ 1 = 2-[4-({(25)-2-[(6,8-difluoro-1,2,3 4-
F
564,69 tetrahidronaftalen-2-ilJamino]-2-
fenilacetil}amino}-1H-imidazol-1-il]-2-
N
©S=° metil-N-(2-metilciclohexil)
AN propanamida
‘- '
N _
>'\(~
F0
174 M + 1 = | (25)-2(6,8-difluoro-1,2,3,4-
. \lj (28)-2(
MI 550,66 | tetrahidronaftalen-2-ihamino}-N-{1-
N
}J’j {1,1-dimetil-2-(2-metilpiperidin-1-il)-2-
. / \ oxoetil]-1H-imidazol-4-il}-2-
= fenilacetamida
F
175 N M + 1 = | (28)-N-{(1-{2-[(1R,4S)-2-
F
¢ 548,65 azabicicio[2.2.1]hept-2-il}-1,1-dimetil-
N 2-oxoetil}-1H-imidazol-4-il)-2-{(6,8-
@...S:O difluoro-1,2,3,4-tetrahidronaftalen-2-
N,
7Y illamino]-2- fenilacetamida
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Ej Estructura Datos Nombre IUPAC
deEMo
RMN
176 @ M + 1 = | 2-[4-({(2S)-2-[(6,8-difluoro-1,2,3,4-
o 562,64 tetrahidronaftalen-2-il)amino]-2-
N,;\NI fenilacetil}amino)-1H-imidazol-1-il}-2-
—‘}_N)J metil-N-(tetrahidro-2H-piran-4-
. @ il)propanamida
F
177 ? M+ 1 =] (25)-2-[(6,8-diflucro-1,2,3,4-
N
‘% 598,71 tetrahidronaftalen-2-iljamino]-N-{1-
OTC [1,1-dimetil-2-oxo-2-(3-fenilpirrolidin-
SN
. 1-il)etil}-1H-imidazol-4-il}-2-
N
: N, fenilacetamida
g @ O
F
178 Lo, M + 1 = | N-«(3,4-difluorobencil)-2-[4-({{2S)-2-
,ﬁj 594,62 | [(6,8-diflucro-1,2,3,4-
0, N
I tetrahidronaftalen-2-il)amino]-2-
P Vil
_0)\"};’ fenilacetil}amino)-1H-imidazo!-1-il}-2-
; / N metilpropanamida
Yale
F
179 F M+ 1= (25)-2-((6,8-difluoro-1,2,3,4-
& N ‘
e N o 522,61 | tetrahidronaftalen-2-iljamino}-N-[1-

(1,1-dimetil-2-ox0-2-pirrolidin-1-iletil)-

1H-imidazol-4-il]-2-fenilacetamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
180 M+ 1 =1 2[4-({(2S)-2-[(6,8-difluoro-1,2,3,4-
A i -2 inol-2-
: /ﬂ_ “\j . 538,65 tgtrahldronaﬁalenZ|I)am|no]2
i \j,)l/l />< fenilacetil}amino)-1H-imidazol-1-il]-N-
N
@ (2,2-dimetilpropil)-2-
metilpropanamida
181 M + 1 = | N-ciclohexil-2-[4-({(25)-2-[(6,8-
Q 550,66 difluoro-1,2,3,4-tetrahidronaftalen-2-
[a} N
j‘: illaminol-2-fenilacetil}amino)-1H-
NN
} >,—;/ imidazol-1-il]-2-metilpropanamida
N
. s
. -
F
182 M + 1 =| 24{4-{{(25)-2-[(6,8-difluoro-1,2,3,4-
|: : 572,67 tetrahidronaftalen-2-il)Jamino]-2-

fenilacetil}amino)-1H-imidazol-1-il}-2-

metil-N-(2-metilbencil}propanamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
183 F M+ 1= (28)-N-(1-{2-[(1S5,5R)-8-
* 562,67 azabiciclo[3.2.1}oct-6-il]-1,1-dimetil-2-
oxoetil}-1H-imidazol-4-il)-2-{(6 8-
N
@g; difluoro-1,2,3.4-tetrahidranaftalen-2-
Q
illamino]-2-fenilacetamida
N\/_’\? illJamino]-2-fenilace!
£, g Q
{oH
>kn/N
0
184 F F M + 1 = | N+2,4-difluorobencil)-2-[4-({(2S)-2-
o Ni 594,62 [(6,8-difluoro-1,2,3,4-
%l tetrahidronaftalen-2-il)Jamino]-2-
N )
}3"" fenilacetil}amino)-1H-imidazol-1-il]-2-
til i
. : metilpropanamida
F
185 -"I M+ 1 =1 (25)-2-[(6,8-difluoro-1,2,3,4-
Y
éj 599,69 tetrahidronaftalen-2-ityamino]-N-{1-
0, N.

.

[1,1-dimetil-2-oxo-2-(3-piridin-4-
ilpirrolidin-1-il)etil]- 1H-imidazol-4-il}-2-

fenilacetamida




165 -

Ej Estructura Datos Nombre IUPAC
de EM o
RMN
186 N M+ 1 =] 2{4-({(2S)-2-[(6,8-diflucro-1,2,3,4-
F
\ _{ 564,69 tetrahidronaftalen-2-ilJamino}-2-
’ fenilacetil}amino)-1H-imidazol-1-il]-2-
@ """ gﬁo metil-N-(4-metilciclohexil)
N .
Z—g propanamida
N
>krr~
L
187 M + 1 = | 2-[4-({(2S)-2-[(6,8-difluoro-1,2,3 4-
; 606.77 tetrahidronaftalen-2-il)Jamino]-2-
0. N
I fenitacetil}amino})-1H-imidazol-1-il}-2-
AN
_o)\}” metil-N-(3,3,5,5-
N
tetrametilciclohexil)propanamida
O
F
188 F M + 1 = | N-2-(6,8-difluoro-1,2,3,4-
F
%" £ 540,04 tetrahidronaftalen-2-il)-N-(1-{1,1-
e
/ f dimetil-2-{(2-metilbencil)amino}-2-
Qe oxoetil}-1H-imidazol-4-il)-O-metil-L-
serinamida
189 M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
502,5 tetrahidronaftalen-2-il]-N-(1-{[1-{2,2-

dimetilpropil)pirrolidin-2-iljmetil}-1H-

imidazol-4-il)-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
190 M + 1 = { N-2-[(2S)-6,8-difluoro-1,2,3,4-
] . MQ 516,5 tetrahidronaftalen-2-il]-N-(1-{[1-(2,2-
m“\(ﬂ*n& o)’é- dimetilpropanoil)pirrolidin-2-ilimetil}-
) " 1H-imidazol-4-il)-L-norvalinamida
191 M + 1 = | (28)-2-{[(25)-6,8-difluoro-1,2,3 4-
Ff N Nf\w\&/\e 516,4 tetrahidronaftalen-2-ilJamino}-N-{1-[1-
F ( " (2,2-dimetilpropil)-2-oxopiperidin-3-il}-
1H-imidazol-4-il}pentanamida
192 M + 1 =| (25)-N-[1-(1-bencil-2-oxopiperidin-3-
v "f\.%“@ 536,3 ih-1H-imidazol-4-il}-2-{{(2S)-6,8-
F r difluoro-1,2,3,4-tetrahidronaftalen-2-
illamino}pentanamida
193 T M + 1 = | N-2-[(28)-6,8-difluoro-1,2,3,4-
N 488.4 tetrahidronaftalen-2-il-N-(1-{[{25)-1-
,éQ/N\:iN hf\"‘)j (2,2-dimetilpropil)azetidin-2-iljmetil}-
F r 1H-imidazol-4-il)-L-norvalinamida
194 . M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
k[‘o 490,3 tetrahidronaﬂalen-2-il]-N-[1;({(28)-1-

[(2S)-2-hidroxibutillazetidin-2-ilmetil}-

1H-imidazol-4-il]-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
195 i M + 1 = | 3-{[4-({N-[(25)-6,8-difluoro-1,2,3,4-
. \),L E“ f)Q* /19\ 534,4 tetrahidronaftalen-2-il)-L-
/CO’N NS norvalil}amino)-1H-imidazol-1-
F
( illmetil}-3-hidroxiazetidina-1-
carboxilato de terc-butilo
196 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
[+]
E : WA )@Nﬂ o ‘5044 | tetrahidronaftalen-2-it]-N-{(1-{[1-(2.2-
F |/ dimetilpropil)-3-hidroxiazetidin-3-il]-
metil}-1H-imidazol-4-il)-L-
norvalinamida
197 , sl . M + 1 = | N-{14(35,4R)-1-bencil-4-{2-[(2,2-
¢ ﬁ \L?DJ 621,83 dimetilpropil)amino]etil}pirrolidin-3-il}-
L@ 1H-imidazol-4-il}-N-2-[(25)-6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-
ill-L-norvalinamida
198 W ﬂ M+ 1= N-2-[(25)-6,8-difluoro-1,2,3,4-
: !_ N N
. w I,? N 560,65 tetrahidronaftalen-2-il]-N-{1-(2-{[(2,2-
dimetilpropil)amino]metil}-4,5-
F F

difluorefenil)-1H-imidazol-4-il]-L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
199 M+ 1 = | N-{1-[2-({3-
579,7 [acetil(metil)amino]pirrolidin-1-il}-
metil)fenil]-1H-imidazol-4-il}-N-2-
[(25)-6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-il}-L-
norvalinamida
200 0 M+ 1 = | N-{1-[2-({{('R,2R)-2-
:,\D 628,78 (benciloxi)ciclopentillJamino}metil)fenil]
e -1H-imidazol-4-il}-N-2-[(25)-6,8-
ing difluoro-1,2,3,4-tetrahidronaftalen-2-
W
& ill-L-norvalinamida
Fy# \
201 P M + 1 = | N-(1-{2-[(4-acetil-1,4-diazepan-1-
Q\_Q 579,7 imetiljfenit}-1H-imidazol-4-il}-N-2-
;3 [(2S)-6,8-difluoro-1,2,3,4-
0{ tetrahidronaftalen-2-if)-L-
NN’\,
) norvalinamida
202 °\O M + 1 = | N-2-{(2S)-6,8-difluoro-1,2,3,4-
TW 581,72 tetrahidronaftalen-2-il]-N-{1-[2-({[2-(3-
ey 'Aj\\n hidroxipiperidin-1-

\?é

il)etilJamino}metil)fenil)-1H-imidazol-4-

il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
203 ',O M + 1 = | N-2-[{25)-6,8-difluoro-1,2,3,4-
Mo
. ""ll""{jé‘ 579,75 tetrahidronaftalen-2-il}-N-{1-[2-({{{1-
@ ( etilpiperidin-3-
imetillamino}metil)fenil)-1H-imidazol-
4-il}-L-norvalinamida
204 ___C~,<° M + 1 = | N-{1-[2-({{(3R)-1-acetilpirrolidin-3-
565,68 ilamino}metil)fenil]-1H-imidazol-4-il}-
e N-2-[(25)-6,8-difluoro-1,2,3,4-
[of
:_j"'\\ tetrahidronaftalen-2-il]-L-
. norvalinamida
205 y M + 1 = | N-2-[(25)-6.8-diflucro-1,2,3.4-
»
r oy 3}.,,_@ \6 551,69 tetrahidronaftalen-2-il]-N-(1-{2-{(4-
fﬂ ( etilpiperazin-1-il)metilJfenil}- 1H-
¥
imidazol- 4-il)-L-norvalinamida
206 P M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
N 586,7 tetrahidronaftalen-2-il]-N-{1-[2-
0
g ({[{18,2R)-2-hidroxi-2,3-dihidro-1H-

»;
7

[f

2

A

inden-1-ilJamino}metil)fenil]-1H-

imidazol- 4-il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
' RMN
207 M + 1 = | N-2-{(2S)-6,8-difluoro-1,2,3,4-
. 15\\“ {5 524,63 | tetrahidronaftalen-2-il-N-{1-[2-
( (morfolin-4-ilmetil)fenil]- 1H-imidazol-
F 4-il}-L-norvalinamida
208 [:) M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
N 567,69 | tetrahidronaftalen-2-ill-N-{1-(2-{[(2-
P ﬂ-@é morfolin-d-iletilyaminojmetil}fenil)-1H-
> | P
Fﬁ: ( imidazol- 4-il]-L-norvalinamida
209 I; M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
o
& 5 581,68 | tetrahidronaftalen-2-il]-N-{1-{2-({[2-(2-
F H N ’N:ﬁ .
dj’ ( s oxo-1,3-oxazinan-3-
» :
f il)etilJamino}metit)fenil]- 1H-imidazol-
4-il}-L-norvalinamida
210 W‘u M + 1 = [ N-{1-{2-[(biciclo[1.1.1]pent-1-
d N 520,64 ilamino}metillfeni!}-1H-imidazol-4-il)-

N-2-[(25)-6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-il}-L-

norvalinamida
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Ej Estructura Dato; Nombre IUPAC
de EM o
RMN
211 M + 1 =] N-2-[(25)-6,8-difluoro-1,2,3,4-

540,67 tetrahidronaftalen-2-il]-N-[1-(2-{[(2-
propoxietilyamino]metil}fenil)-1H-
imidazol- 4-il]-L-norvalinamida

212 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
p To(k 621,78 tetrahidronaftalen-2-il]-N-{1-[2-({[{1-
. (, »_@é isobutirilpiperidin-3-
r ilimetilJamino)metil}fenil]-1H-imidazol-
4-il}-L-norvatinamida
213 M+ 1 = | N-{(1-[2<({[(1R,2R)-2-

642,8 (benciloxi)ciclohexillamino}metil)fenil]-
1H-imidazol-4-il}-N-2-[(25)-6.8-
difluoro-1,2,3,4-tetrahidronaftalen-2-
ill-L-norvalinamida

214 M + 4 =| N-2-[(25)-6,8-difluoro-1,2,3,4-

539,64 | tetrahidronaftalen-2-il]-N-{1-[2-({[2-

(dimetilamino)-2-
oxoetillamino}metil)fenil]-1H-imidazol-

4-il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
215 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3.4-
A 556,67 tetrahidronaftalen-2-il)-N-{1-[2-(2,3-
Foud™
. H Nv‘“&nwé dihidro-1H-indol-1-ilmetil)fenit]-1H-
m ( imidazol-4-il}-L-norvalinamida
3
216 E el M+ 1= N-[1-(2-{f(2,4-
D/ 580,64 diflucrobencillamino]metil}fenil)-1H-
lj‘* Ny N - . .
g 1l n—@ imidazol-4-i1]-N-2-[(28)-6,8-difluoro-
fp/ ( [5’ 1,2,3,4-tetrahidronaftalen-2-il}-L-
f norvalinamida
217 FD M + 1 = | N-2-[(2S)-6,8-diflucro-1,2,3,4-
(? 592,67 tetrahidronaftalen-2-il]-N-{1-[2-({[2-(2- .
N fluorofenoxi)etillamino}metilYfenil]-1H-
T Sy o o
( N imidazol-4-il}-L-norvalinamida .
F
218 \/@ M+ 1 = | N{1-[2-({[2-
N
TN (dietilamino)etillamino}metil)fenil]-1H-

553,71

imidazol-4-il]-N-2-[(2S)-6,8-difluoro-
1,2,3,4-tetrahidronaftalen-2-il]-L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
219 M + 1 = | N-2{(25)-6,8-difluoro-1,2,3,4-
567,65 | tetrahidronaftalen-2-il]-N-{(1-[2-{{[2-(2-
oxo-1,3-oxazolidin-3-
iletillamino}metil)fenil]- 1H-imidazol-4-
if}-L-norvalinamida
220 M + 1 = { N-2-{(2S)-6,8-difluoro-1,2,3.4-
566,67 tetrahidronaftalen-2-ill-N-{1-{2-({{2-(2-

oxoimidazolidin-1-
il)etilJamino}metil)fenit)-1H-imidazol-4-

il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
221 M + 1 = | N-2-[(2S)-6 8-difluoro-1,2,3,4-

562,68 tetrahidronaftalen-2-il}-N-{1-[2-({[2-(3-
metil-1H-pirazol-1-il])etillamino}-
metil)fenil]-1H-imidazol-4-il}-L-

norvalinamida

222 M + 1 = | N-2-{(2S)-6,8-difluoro-1,2,3,4-
?”\/Q 554,60 | tetrahidronaftalen-2-il]-N-{1-[2-({[1-

E ‘% (hidroximetil)pentillamino}metil Yfenil}-
;7\\/ 1H-imidazol-4- il}-L-norvalinamida
O H
N
"
F
F

223 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
540,67 tetrahidronaftalen-2-il]-N-[1-(2-{[(2-
isopropoxietil)amino]metil}fenil)-1H-

imidazol-4- il]-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
224 M+ 1 =) N-2-[(25)-6,8-difluoro-1,2,3 4-
526,64 tetrahidronaftaten-2-il]-N-{1-[2-({[{1R)-
1-(hidroximetil)propillamino}
metil)fenil]-1H-imidazol-4-il}-L-
norvalinamida
225 a M + 1 = | N-{1-[2-({{1-(4-clorobencil)-2-
623,16 hidroxietillamino}metil)fenil]-1H-
imidazol-4-il}-N-2-[(25)-6,8-difluoro-
\"{EL N*] N ' 1,2,3,4-tetrahidronaftalen-2-il}-L-
A HoN N—‘(\/N norvalinamida
F (
226 ~N M + 1 = | N-2{({25)-6,8-difluoro-1,2,3,4-
565,72 | tetrahidronaftalen-2-il}-N-{1-[2-({[(1,3-

dimetilpirrolidin-3-
il)metillamino}metil)fenil}-1H-imidazol-

4-il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
227 ~N M + 1 = | N-2-{(2S)-6,8-difluoro-1,2,3 4-
565,72 tetrahidronaftalen-2-#}-N-{1-[2-({{(1,3-
dimetilpirrolidin-3-
illmetillJamino}metil)fenil]-1H-imidazol-
4-if}-L-norvalinamida
228 M + 1 =] N-(1-{2-{(4-acetilpiperazin-1-
565,68 | il)metiilfenil}-1H-imidazol-4-il)-N-2-

[(25)-6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-il)-L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
229 X o M + 1 = | N{1-[2-({[(1-terc-butil-5-oxopirrolidin-
607,76 3-il)metillamino}metil)fenil]- 1H-
N imidazol-4-if}-N-2-[(25)-6,8-difluoro-
g 1,2,3,4-tetrahidronaftalen-2-il}-L-
norvalinamida
230 Aoy M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
)& 512,61 | tetrahidronaftalen-2-il}-N-{12-{[(2-
::'j\\ metoxietil)aminao]metil}fenil)-1H-
,g imidazol- 4-il}-L-norvalinamida
:
231 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
- O’V"‘Q 526,64 | tetrahidronaftalen-2-il}-N-[1-(2-{[(2-

etoxietil)amino]metil}fenil)-1H-

imidazol- 4-il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
232 \/@ M + 1 = | N-2-{(25)-6,8-difluoro-1,2,3,4-
)\ v . .
)"\ 581,76 tetrahidronaftalen-2-il}-N-{1-[2-({[2-
"“(‘? (diisopropilamino)etillamino}metil)
N
)7\\/ fenil]-1H-imidazol-4-i}-L-
a y N
% norvalinamida
F
F
233 ;‘3 M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
L 562,68 tetrahidronaftalen-2-il]-N-{1-[2-({[3-
(1H-imidazol-1-
iNpropillamino}metil}fenill-1H-
imidazol-4-il}-L-norvalinamida
234 2 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
NI 554,69 tetrahidronaftalen-2-il}-N-{1-[2-({[(1S)-

1-(Hidroximetil)-2,2-
dimetilpropillamino}metil)fenil]-1H-

imidazol-4-il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
235 M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
539,64 tetrahidronaftalen-2-il-N-{1-[2-({[(1S)-
1-metil-2-(metilamino)-2-
oxoetillamino}metil)fenil}-1H-
imidazol-4-il}-L-norvalinamida
236 M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
539,68 | tetrahidronaftalen-2-il}-N-{1-[2-({[2-
(dimetilamino)-1-
metiIetillamino}metil)fenil]-1 H-
imidazol-4-il}-L-norvalinamida
237 - M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
sl | )
J 575,68 tetrahidronaftalen-2-il]-N-(1-{2-[(3-

metil-5,6-dihidro[1,2,4]triazolo[4,3-
a]pirazin-7(8H)-il)metillfenil}-1H-

imidazol-4-il)-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
238 M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3 4-
i’\>\= NO 550,62 tetrahidronaftalen-2-il}-N-{1-[2-({[(3-
metil-1,2,4-oxadiazol-5-
N ilmetillamino}metil}fenill-1H-
imidazol-4-il}-L-norvalinamida
239 M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3.4-
574,68 | tetrahidronaftalen-2-il-N-[1-(2-{[(2-

fenoxietilyamino]metil}fenit)-1H-

imidazol-4-il]-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
240 M + 1 = | N-2-[(28)-6,8-difluoro-1,2,3,4-
551,69 tetrahidronaftalen-2-il}-N-{1-(2-
{[metil{1-metilpirrolidin-3-
illaminojmetil}fenil)-1H-imidazol-4-il]-
L-norvalinamida
241 M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
536,56 tetrahidronaftalen-2-il]-N-{1-(2-
{l(2,2,2-trifluoroetil)amino]metil}fenil)-
1H-imidazol-4-il}-L-norvalinamida
242 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
554,69 tetrahidronaftalen-2-il}-N-{1-{2-({[(1S,

2S)-1-(hidroximetil)-2-
metilbutillamino}metil)fenil}-1H-

imidazoi-4-if}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
243 M + 1 = | N-2{(28)-6,8-difluore-1,2,3,4-
565,68 tetrahidronaftaien-2-if)-N-{1-{2-({[2-(2-
oxopirrolidin-1-il)etillamino}metilYfenil]-
1H-imidazol-4-il}-L-norvalinamida
244 M + 1 =] N-2-[(25)-6,8-difluoro-1,2,3,4-
570,7 tetrahidronaftalen-2-il}-N-(1-{2-{(2,3-
dihidro-1H-inden-2-ilamino)metil}fenil}
-1H-imidazol-4-il)-L-norvalinamida
245 M+ 1 =| N-{1-[2-({[2-
539,64 (acetilamino)etillamino}metil)fenil}-1H-

imidazol-4-il}-N-2-[(2S)-6,8-difluoro-
1,2,3,4-tetrahidronaftalen-2-il}-L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
| de EM o
RMN
246 M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
525,66 tetrahidronaftalen-2-il]-N-{1-[2-({[2-
/rN (:? (dimetilamine)etiljJamino}metil)fenil]-
N
N 1H-imidazol-4-il}-L-norvalinamida
I 37__.‘\/
247 M + 1 = | N-{1-[2-({[{1R)-1-bencil-2-

588,71 hidroxietilJamino}metil)fenil]-1H-
imidazol-4-il}-N-2-[(25)-8,8-difluoro-
1,2,3,4-tetrahidronaftalen-2-il]-L-
norvalinamida

F
248 /@ M + 1 = | N-2-{(28)-6,8-diflucro-1,2,3,4-
550,71 tetrahidronaftalen-2-il]-N-[1-(2-{[{2-

Z/) Z

metilciclohexil)amino]metil}fenil)-1H-

imidazol-4-il]-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
249 0\/ M + 1 = | N-2-[(25)-6,8-diflucro-1,2,3 4-
: y 540,67 | tetrahidronaftalen-2-iJ-N-{1-[2-({[(1S)-
NSy 1-(hidroximetil)-2-
\=(N ( )
=0 metilpropillJaminc}metil)fenil]-1H-
S imidazol-4-il}-L-norvalinamida
F
250 O M + 1 = N-2-[(28)-6,8-difluoro-1,2,3,4-

N 508,63 tetrahidronaftalen-2-il]-N-{1-[2-
{pirrolidin-1-ilmetil}fenil]-1H-imidazol-
4-il}-L-norvalinamida

251 M + 1 = | N-{1-[2-({[3+(benciloxi)-2-
(£> 618,74 hidroxipropillJamino}metil)fenil]-1-H-

imidazol-4-il}-N-2-[(2S)-6,8-difluoro-
1 ,2,3,4-tetrahidronaftalen-2-in—L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
252 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
Q 604,71 tetrahidronaftalen-2-il)-N-[1-(2-{[(2-
o}
)\’ hidroxi-3-fenoxipropil}
N ! amino]metil}fenil)-1H-imidazol-4-il}-L-
N\.
£ H NJ}‘N—@ . norvalinamida
Qj ( ED
253 M + 1 = | N-{(1-{2-[(terc-butilamino)metil]fenil}-
><N 510,64 1H-imidazol-4-il)-N-2-[(25)-6,8-

difluore-1,2,3,4-tetrahidronaftalen-2-

il]-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
254 M + 1 = | N-2-[(28)-6,8-difluoro-1,2,3 4-
/C}:I 549,64 | tetrahidronaftalen-2-il]-N-{1-[2-({[(5-
metilisoxazol-3-il)metil]
N amino}metil)fenil]l-1H-imidazol-4-il}-L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN

255 //' M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
565,72 tetrahidronaftalen-2-il}-N-(1-{2-

[({[(2R)-1-etilpirrolidin-2-
illmetil}amino)metil]fenil}-1H-imidazol-

4-il)-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
256 M+ 1 =| N-(1-{2-[({2-
567,74 [butil{metil)Jamino]etil}amino)metil]

fenil}-1H-imidazol-4-il)-N-2-[(2S)-6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-

ill-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
257 M+ 1 = [ N-(1-{2-[({2-
567,74 [butil{metil)amino]etil}lamino)metil]fenil
N ) 1H-imidazol-4-il)-N-2-{(2S)-6.8-
I difluoro-1,2,3,4-tetrahidronaftalen-2-
N ill-L-norvalinamida
258 M + 1 =| N-2-[(2S)-6,8-difluoro-1,2,3 4-
\”VQ 492,58 | tetrahidronaftalen-2-ill-N-(1-{2-[(prop-

2-in-1-ilamino)metif]fenil}-1H-imidazol-

4-il)-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
259 M+ 1 =] N-2-[(25)-6,8-difluoro-1,2,3,4-
/N__ 563,66 tetrahidronaftalen-2-il]-N-{1{2-({[(3-
G etilisoxazol-5-il)metillamino}metil)fenil)]
-1H-imidazol-4-il}-L-norvalinamida
N
260 F M + 1 = | N-{1-[2-({[2-
F
567,74 (dietilamino)etil](metil)amino}metil}
H
N fenil]-1H-imidazol-4-il}-N-2-[(25)-6,8-
H
0 difiuora-1,2,3,4-tetrahidronaftaten-2-
ﬁ/\ N ill-L-norvalinamida
N
4
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
261 M+ 1 = | N-[1-(2-{[(2-terc-
><O/\’N\/© 554,69 | butoxietil)amino]metil}fenil}-1H-
y imidazol-4-il}-N-2-{(25)-6,8-difluoro-
N o 12,3 a-tetrahidronaftalen-2-il}-L-
0w Nﬂ% norvalinamida
. F
262 M + 1 = | N-2-[(2S)-6 8-difluoro-1,2,3,4-
565,72 tetrahidronaftalen-2-il}-N-(1-{2-

[({{{2S)-1-etilpirrolidin-2-
illmetilyamino)metil]fenil}-1H-imidazol-

4-jil}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN

263 M + 1 = | N-2-[(28)-6,8-difluoro-1,2,3,4-
607,76 tetrahidronaftalen-2-il}-N-{1-[2-({[1-

(2,2-dimetilpropancil)pirrolidin-3-
illamino}metil)fenil]-1H-imidazol-4-il}-

L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN

264 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
540,67 tetrahidronaftalen-2-il}]-N-{1-{2-({[1-

(hidroximetil)butillamino}metil Yfenil]-

‘iH-imidazol-4-il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
265 Osg M + 1 = | N-2-[(28)-6,8-difluoro-1,2,3 4-
@ 572,69 | tetrahidronaftalen-2-il}N-[1-(2-{{(1,1-
' dioxidotetrahidro-3-
tienil)amino]metil}fenil)-1H-imidazol-4-
il]-L-norvalinamida 7
266 M + 1 = | N-[1-(2-{[(1R)-1-ciclohexiletilJaminc}-
3 = 544,28 1,1-dimetil-2-oxoetil}- 1H-imidazol-4-il}-

N-2-[(2S)-6,8-difluorc-1,2,3,4-
tetrahidronaftalen-2-ilJ-L-

norvalinamida
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Ej Datos Nombre IUPAC
de EM o
RMN
267 M + 1 = | N-2-{{25)-6,8-difluoro-1,2,3,4-
564,29 tetrahidronaftalen-2-il]-N-{1-[1,1-
dimetil-2-oxo-2-(3-fenilpirrolidin-1-
ilyetif]-1H-imidazol-4-il}-L-
norvalinamida
268 M + 1 = | N-2-{(28)-8,8-difluoro-1,2,3,4-
528,25 tetrahidronaftalen-2-il}-N-[1-(1,1-
dimetil-2-{[(5-metil-2-
furilmetillamino}-2-oxoetil)-1H-
imidazol-4-il}-L- norvalinamida
269 M + 1 = | N-2-{(25)-6,8-diflucro-1,2,3 4-
0 -
= - 520,3 tetrahidronaftalen-2-il}-N-[1-(2{[1-
“vﬁ\.. L\N_R-?_Jo rahidr I-N-[1-(2]
') (metoximetil)propillJamino}-1,1-dimetil-
2-oxoetil)-1H-imidazol-4-ii}-L-
norvalinamida
270 M + 1 = | N-2-(28)-6,8-difluoro-1,2,3,4-
520,28 tetrahidronaftalen-2-il}-N-[1-(2-{[1-

(metoximetil)propiljamino}-1,1-dimetil-
2-oxoetil)-1H-imidazol-4-il]-L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EMo
RMN
271 Egjﬁ M + 1 = | N-(1-{2-[(3,4-difluorobencil)amino]-
°y(/\ 560,22 1,1-dimetil-2-oxoetil}- 1H-imidazol-4-
‘&? ) i1)-N-2-[(2S)-6,8-difluoro-1,2,3,4-
C; tetrahidronaftalen-2-il]-L-
¢ % norvalinamida
272 F M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
542,25 tetrahidronaftalen-2-il]-N-{1-{2-[(4-
N fluorocbencilyamino]-1,1-dimetil-2-
o}
Y\/\ oxoetil}-1H-imidazol-4-il)-L-
N N
4 norvalinamida
o T
N
F
273 . M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3 4-
mkih’j@«% 528,28 | tetrahidronaftalen-2-il]-N-[1-(2-{[2-(2-
. r y furil)etillamino)-1, 1-dimetil-2-oxoetil)-
> 1H-imidazol-4-il]-L-norvalinamida
274 M + 1 = | N-(1-{2-[benciletillamino]-1,1-dimetil-
552,12 2-oxoetil}-1H-imidazol-4-il)-N-2-[(28)-

LorAETe

F

6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilJ-L-

norvalinamida
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Ej Estructura Datos Nombre {UPAC
de EM o
RMN
275 9 M + 1 = | N-2-[(28)-6,8-difluore-1,2,3,4-
F N=Y N
A N\)iN \“% 2 548,25 | tetrahidronaftalen-2-if-N-[1-(1,1-

7 K . Nf':‘\ dimetil-2-{metit[2-(1H-pirazol-1-
illetilJamino}-2-oxoetil)- 1H-imidazol-4-
ifl-L-norvalinamida

276 - M+1= ‘N-[1-(2-{[(1S)—1-ciclohexiletil]amino}-
f "\J\N j‘\f/\% /_O 544,31 1,1-dimetil-2-oxoetii)-1H-imidazol-4-
F/C‘Ij ,/ il]-N-2-[(25)-6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-il}-L-
norvalinamida
277 FQD M + 1 = | N«(1-{2-{(2,4-difluorobencil)aming)]-
I “\:\K_ 560,2 1,1-dimetil-2-oxoetit}-1H-imidazol-4-
QQ; il)-N-2-[(28)-6,8-difluoro-1,2,3,4-
F tetrahidronaftalen-2-il}-L-
norvalinamida
278 o M + 1 = | N-2-[(25)-6,8-diflucro-1,2,3,4-
f : v /’:/“7% ? 553,23 | tetrahidronaftalen-2-i-N1-{1,1-
s ( ;\ dimetil-2-[metil(2-piridin-2-
iletillamino]-2-oxoetil}-1H-imidazol-4-
il)-L- norvalinamida
279 -8 datos N-2-[(25)-6,8-difluoro-1,2,3,4-
L, . \i 3 no tetrahidronaftalen-2-il]-N-[{1-(2-{[(4-
FI\;kj( ;/ “‘(N:j/\/ disponi hidroxitetrahidro-2H-tiopiran-4-
, bles il)metilJamino}etil)-1H-imidazol-4-il]-L-

norvalinamida




198

Ej Estructura Datos Nombre IUPAC
de EM o
RMN
280 N M + 1 = | N-2-[(2S)-6,8-diflucro-1,2,3,4-
T \L 464,2 tetrahidronaftalen-2-il}-N-(1-{2-[(2-
0 "N
| E<N metoxi-1-metiletil)amino]etil}-1H-
N imidazol-4-il)-L-norvalinamida
0%.‘_,.\\/
N
F F
281 TN\I\ datos N-2-[(25)-6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-il}-N-(1-{2-[(2-
o N A no
l E(N disponi | Metoxi-1-metiletillaminoletil}-1H-
N bles imidazol-4-il)-L-norvalinamida
. O%H--""\/
O
A
282 datos N-2-[(28)-6,8-difluoro-1,2,3,4-
S : tetrahidronaftalen-2-il]-N-(1-{2-{(3-
/\o"\/\nx\,’i}'"ﬁri\m': no
o 7,/ disponi etoxipropil)amino]etil}-1H-imidazol-4-

bles

it}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
283 ’°W“1 M + 1 =} N-2-{(25)-6,8-difluoro-1,2,3,4-
L{: 464.3 tetrahidronaftalen-2-il}-N-{1-{2-[(3-
07y . . . . -
metoxipropil)Jamino]etil}-1H-imidazol-
EF 4-il)-L-norvalinamida
284 J M + 1 =} N-2-[(28)-6,8-difluoro-1,2,3,4-
~ | F
’j’\/":}'")r\hw 478,3 tetrahidronaftalen-2-il]-N-(1-{2-[(2-
(o]
To isopropoxietil)aminojetil}-1H-imidazol-
4-il)-L-norvalinamida
285 g datos N-2-[(25)-6,8-difluoro-1,2,3,4-
N [ F
)N’\/""}-“}r\.m no tetrahidronaftalen-2-il]-N-(1-{2-[(2-
[s]
\ré ’ disponi isopropoxietilyamino]etil}-1H-imidazol-
bles 4- il}-L-norvalinamida
286 F M + 1 = | N-2-(25)-6,8-difluoro-1,2,3 4- .
476,3 tetrahidronaftalen-2-il]-N-[1-(2-{[(2S)-

tetrahidrofuran-2-ilmetilJamino}etil)-

1H-imidazol-4-il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
287 g datos | N-2-[(2S)-6,8-difluoro-1,2,3,4-
(\-/ F no tetrahidronaftalen-2-il]-N-[1-(2-{[{2 S)-
% disponi tetrahidrofuran-2-ilmetiillamino}etil)-
NS:O bles 1H-imidazol-4-il}-L-norvalinamida
0
?"b
288 F datos | N{1-(2-{[(1R)-1-
F no ciclohexiletillamino}etil)- 1H-imidazol-
disponi 4-il]-N-2-[{25)-6,8-difluoro-1,2,3,4-
j N tetrahidronaftalen-2-if]-L-
S: bles
N 0 norvalinamida
N
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
289 Y datos N-2-[(28)-6,8-diflucro-1,2,3,4-
o no tetrahidronaftalen-2-it]-N-(1-(2-[(3-
disponi isopropoxipropil)amino]etil}-1H-
N bles imidazol-4- il)-L-norvalinamida
I’Q“
N
O%_..“\/
N
F F
290 datos N-2-[(25)-6,8-difluoro-1,2,3,4-
= J tetrahidronaftalen-2-il]-N-[1-{2-{[2-
. F | no
- s\/\N,\/Q‘" . Nm
T\ I disponi (metiltio)etillamino}etil)-1H-imidazol-4-

bles

ill-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
291 0 datos N-2-[(25)-6,8-difluoro-1,2,3,4-
no tetrahidronaftalen-2-il]-N-(1-{2-
disponi [(tetrahidro-2H-piran-3-
N iimeti i in-4H-imi “4-iD-L-
bles ilmetiblaminoletil}- 1H-imidazal-4-il)-L

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
292 F datos N-2-[(25)-6,8-difluoro-1,2,3,4-
no tetrahidronaftalen-2-il]-N-[1-(2-{[(2R)-
F disponi tetrahidrofuran-2-ilmetillamino}etil}-
1H-imidazol-4-il}-L-norvalinamida
bles
\\ \
&O
N
NN
U
Ng
N,
293 datos N-2-[(2S)-6,8-difluoro-1,2,3 4-
. “:}—w J . | no tetrahidronaftalen-2-il]-N-(1-{2-[(2-
P e e N9 f ar . N .
N Ef\u’ mF disponi metoxietillamino]etil}-1H-imidazol-4-
bles il}-L-norvalinamida
294 M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
504,4 tetrahidronaftalen-2-il]-N-{1-({1-[(2S)-

2-hidroxibutil]pirrolidin-2-iljmetil)-1H-

imidazol-4-il]-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
295 . \)?\ /NC“ M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
/@3"‘; N B 532,56 | tetrahidronaftalen-2-il-N-(1-{[1(2.2-
’ r 'N)F dimetilpropil)-3-hidroxipiperidin-3-
iljmetil}-1H-imidazol-4-il)-L-
norvalinamida
296 . \i EN M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
m" NS b/\/\ 504,4 tetrahidronaftalen-2-i-N-[1-({1-{(2S)-
F o]
r 2-hidroxibutil]pirrolidin-2-il}metil)-1H-
imidazol-4-il]-L-norvalinamida
297 . Ji M + 1 = | N-2-(2S)-6,8-diflucroe-1,2,3,4-
Y '
Fm ) “\["3 - — 601,7 tetrahidronaftalen-2-il]-N-{1-{2-({{(1,3-
b dimetilpirrolidin-3-il)metilJamino}metil)-
fr 4,5-diflucrofenil]-1H-imidazol-4-il}-L-
norvalinamida
208 * o i M+ 1 =} N-(1-{2-[({2-
" & . . : .
,([:O" 7 Yy~ 803,72 | [butil{metil)amino]etil}amino)metil]-
4,5- difluorofenil}-1H-imidazol-4-il)-N-
2- [(25)-6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ifl-L-
norvalinamida
299 M + 1 = | N-2-[(28)-6,8-difluoro-1,2,3,4-
F Ny N/\ﬁ -
\:,ﬁ\NA\J“&\ 502,3 | tetrahidronaftalen-2-ii]-N-{1-[1-(2,2-

dimetilpropil)-2-oxopirrolidin-3-il}-1H-

imidazol-4-il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
300 2O M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3 4-
N’%N
ey 478,3 tetrahidronaftalen-2-il]-N-(1-{{(13)-2-
YN [(3-metoxipropil}amino]-1-metiletil}-
% 1H- imidazol-4-il)-L-norvalinamida
301 — M + 1 = | N-2-[(2S)-6 8-difluoro-1,2,3,4-
L ADH
N 558,3 tetrahidronaftaten-2-il}-N-{t-[2-({[(1-
f ( ¢ NSO hidroxiciclohexil)metillJamino}carbonil)
© ciclobutil]-1H-imidazol-4-il}-L-
norvalinamida
302 d N\i JN\‘/\"“O M+ 1 = N[1-(2-{[(3,4-
e f A 572,20 | difiuorobenciljaminolcarbonil}
& ciclobutil)-1H-imidazol-4-il]-N-2-[(25)-
Y
F 6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-il)-L-
norvalinamida
303 & . M + 1 = | N-2-{(25)-6,8-difluoro-1,2,3,4-
. 2N N 510,23 | tetrahidronaftalen-2-il]-N-(1-{2-[(2-
D
r metilbencil)aminol-2-oxoetil}-1H-
imidazol-4-il}-L -norvalinamida
304 M + 1 = | N-2{{25)-6,8-difluoro-1,2,3,4-
504,26 tetrahidronaftalen-2-il}-N-(1-{2-oxo-2-

{(tetrahidror—2H-piran—2-
ilmetil)aminoletil}- 1H-imidazol-4-il)-L-

norvalinamida
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W

Ej Estructura Datos Nombre JUPAC
de EM o
RMN
305 M + 1 =| N-(1-{2-[(3.4- difluorobencil)amino]-2-

SN
F N=\ N .
N\j\N ,@N} 532,22 | oxoetil}-1H-imidazol-4-il)-N-2-{(2S)-
¢ o 6,8-difluoro-1,2,3,4-
F

\
F tetrahidronaftalen-2-if)-L-

norvalinamida.

306 . M + 1 = | N-[1-(2-{[(1S)-1-ciclohexiletilJamino}-
F N e . - .
m\;j\“ A7) | 516.29 | 2-oxoeil)-1H-imidazol-4-i}N-2-(25)-
'/ 6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ii}-L-

norvalinamida

307 Q M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
0 N=\ -}—N
n M AN 514,22 | tetrahidronaftalen-2-il]-N-(1-{2-[(4-
F ( fluorobencil)amino]-2-oxoetil}-1H-
imidazol-4-il)-L-norvalinamida
308 o M+ 1 = | N-2-[(28)-6,8-diflucro-1,2,3 4-
F N P
u\_/ﬁ\N N 500,22 tetrahidronaftalen-2-il}-N-[1-(2-{[2-(2-
(ﬁ y furil)etiljamino}-2-oxoetil)-1H-
L
imidazol-4-il]-L-norvalinamida
309 . M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3.4-
/
/CFI),N\J\N 1T 52523 | tetrahidronaftalen-2-il]-N-(1-{2-
: ( a [metil(2-piridin-2-iletil)amino}-2-

oxoetil}-1H-imidazol-4-il)-L-

norvalinamida
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£ Estructura Datos Nombre IUPAC
de EM ¢
RMN
310 0 M + 1 = | N-2-[(2S)-6,8-diflucro-1,2,3,4-
S8
5 Nw N/K/" 500,22 tetrahidronaftalen-2-il]-N-[1-(2-{[(5-
d .( v ° metil-2-furil)metilJamino}-2-oxoetil )-
1H-imidazol-4-il}-L-norvalinamida
3N o M + 1 = | N-(1-{2-[(2,4-difluorobencil)amino]-2-
N\)OL “ﬂ,_}‘" 532,21 | oxoetil}-1H-imidazol-4-il)-N-2-{(2S)-
: S .

- |/ ¢ 6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-il}-L-
norvalinamida

312 o M + 1 = | N-{*-(2-{[(1R)-1-ciclohexiletillamino}-
E N=\

mu\ir&,"} }—O 516,3 2-oxoetil)-1H-imidazol-4-il]-N-2-[(25)-

g r 6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-il]-L-
norvalinamida

313 0 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
F 0 N\ )—N

mn\/ll\”,gﬁ ) 490,26 | tetrahidronaftalen-2-il]-N-{1-(2-oxo-2-

F r Co {[(2R)-tetrahidrofuran-2-
iimetiljamino}etil)-1H-imidazol-4-il]-L-
norvalinamida

314 - _o>_ — M + 1 = | N-(1-{2-[bencil(etil)amino}-2-oxoetil}-
P, \—Q 524,27 | 1H-imidazol-4-il}-N-2-[(25)-6,8-

difluoro-1,2,3 4-tetrahidronaftalen-2-

il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
315 P N, M + 1 = | N-2-{(2S5)-6,8-difluoro-1,2,3,4-
JC()’ N\;)?\NJ\’N‘CN}) 502.2 | tetrahidronaftalen-2-il]-N-{1-[1-
] ( e (tetrahidro-2H-piran-4-ilmetil)azetidin-
3-il]-1H-imidazol-4-il}-L-norvalinamida
316 A M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
éO,NYH\N vf\"‘-’: :L 476,3 tetrahidronaftalen-2-il}-N-[1-({(2S)-1-
F ( [(2S)-2-hidroxipropillazetidin-2-
ilymetil)-1H-imidazol-4-il]-L-
norvalinamida
317 M + 1 = | N-2-{(2S)-6.8-difluoro-1,2,3,4-
‘ J{ij:"ij‘n\ﬂ) ,,_/\,,)@(- 619,65 tetrahidronaftalen-2-il}-N-{1-[2-({[1-
C{ A, (trifluoroacetit)pirrolidin-3-
illamino}metii)fenil]- 1H-imidazol-4-il}-
L-norvalinarnida
318 i . r‘i"F M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
mNJﬂL" QF 605,66 | tetrahidronaftalen-2-il]-N-{1-[2-({[1-
¢ b © (2,2,2-trifluoroetit)pirrolidin-3-
ilamino}metil)fenil]-1H-imidazol-4-il}-
L-nervalinamida
319 F M + 1 = N-2-[(25)-6,8-difluoro-1,2,3 4-
F—(%—'Hc'_ ~ g 492 1 tetrahidronaftalen-2-il]-N-(1-{2-[(3-

metoxipropil)amino]-1-metil-2-oxoetil}-

1H-imidazol-4-il)-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
320 oy J'i . M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
FCO’N 7 “\@ Q 538,65 | tetrahidronaftalen-2-il]-N-(1-{2-
[(tetrahidro-2H-piran-4-ilamina)metil]
fenil}-1H-imidazol-4-il)-L-
norvalinamida
321 y J‘J\ M + 1 =| N-2-[(25)-6,8-difluoro-1,2,3,4-
) "\["‘} Oij[; 605,66 tetrahidronaftalen-2-il}-N-[1-(2-{[4-
6— (2,2,2-trifluoroetil)piperazin-1-
illmetil}fenil)-1H-imidazol-4-il]-L-
norvalinamida
322 o ﬂ M + 1 = | N-2-(2S)-6,8-difluoro-1,2,3,4-
me “\[’:\) O; FF 619,65 tetrahidronaftalen-2-if}-N-[1-(2-{[4-
o (trifluoroacetil)piperazin-1-
illmetil}fenil)-1H-imidazol-4-il}-L-
norvalinamida
323 F M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
> /f\r 465,19 tetrahidronaftalen-2-il}-N-(1-{(1S)-2-
N—\Z-N [(2-metoxietil)amina]-1-metiletil}-1H-
F"<~ ° imidazol-4-il}-L-norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
324 \N M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3 4-
-N
X \ 514,25 tetrahidronaftalen-2-il}-N-{1-(15)-1-
metil-2-{metil[{ 1-metil-1H-pirazol-4-
N/
’\, - ilmetillamino}etil]- 1H-imidazol-4-il}-L-
(N norvalinamida
\
N-1
N
o=S
)
F
F
325 F M + 1 = | N-2-{2S)-6 8-difluoro-1,2,3 4-
503,14 tetrahidronaftaten-2-il]-N-{1-{(1S)-1-
E
metil-2-(5-0x0-1,4-diazepan-1-il)etil]-
\\ N 1H-imidazol-4-il}-L-norvalinamida
NLO
7 ,'N
!
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Ej Estructura Datos Nombre IUPAC
de EMo
RMN
326 Nfl/\ M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
"(' . 514,25 tetrahidronaftalen-2-il]-N-{1-[(15)-1-
Q metil-2-{metil[2-(1H-pirazol-4-
i, il)etiljJamino}etill-1H-imidazoi-4-il}-L-
o
= N norvalinamida
F
F
327 0 M + 1 = | N-2-[(28)-6,8-difluoro-1,2,3,4-
H\ 508,34 tetrahidronaftalen-2-il]-N-{1-{{1S)-2-
N o}
j \l [(3-etoxi-2-hidroxipropil)amino}-1-
N;:'," metiletil}-1H-imidazol-4-il)-L-
}N norvalinamida
N—.
()«
F
328 \O/\I/ M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
N 478,28 tetrahidronaftalen-2-il}-N-{(1-{{1S)-2-

[(2-metoxi-1-metiletil)amino]-1-
metiletil}-1H-imidazol-4-il)-L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
329 M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
~o \/\M _/ 478,22 tetrahidronaftalen-2-il]-N-{1-[(1S)-2-
T
0 “’(%}r {[{(1S)-2-metoxi-1-metiletiljamino}-1-
F metiletil]-1H-imidazol-4-il}-L.-
norvalinamida
330 AN M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
\(N/ 514,14 tetrahidronaftalen-2-il]-N-{1-{{15)-1-
HN metil-2-{metil[(1-metil-1H-imidazol-2-
»U?N il)metilJamino}etil]-1H-imidazol-4-il}-L-
Q . .
jg ..... \ norvalinamida
F
331 OM M + 1 = | N-2-[(2S5)-6,8-difluoro-1,2,3,4-
F
M\“EKN\[" Q L 633,67 tetrahidronaftalen-2-il]-N-{1-[2-({[1-
o { i Y
\; "? S'” (trifluoroacetil)piperidin-4-
illamino}metil)fenil}-1H-imidazol-4-il}-
L-norvalinamida
332 F | M + 1 = N-2-[(25)-6,8-difluoro-1,2,3 4-
532,4 tetrahidronaftalen-2-il]-N-{1-(2-{[(1-

hidroxiciclopentil)metillJamino}-1,1-
dimetil-2-oxoetil}-1H-imidazol-4-il]-L-

norvalinamida
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Ej Estructura Datos Nombre {UPAC
de EM o
RMN
333 \ M + 1 = | N-2-[(28)-6,8-difluoro-1,2,3,4-
[0}
;\—o 575,95 | tetrahidronaftalen-2-il]-N-(1-{2-[4-(2-
m.dﬂN 0 ~—\€\ metoxietoxi)piperidin-1-ill-1,1-dimetil-
g r 2-oxoetil}-1H-imidazol-4-il}-L-
norvalinamida
334 F £ M + 1 = | N-2{(28)-6,8-difluoro-1,2,3 4-
?{ 518,23 | tetrahidronaftalen-2-il]-N-[1-(2-{[(1-
N hidroxiciclobutil)metillamino}-1,1-
o
Yk/\ dimetil-2-oxoetil)- 1H-imidazol-4-il]-L-
N N :
¢ norvalinamida
N
<>>
o}
335 o, | M+ 1=]|N-2(25)-68-difluoro-1,2,3,4-
0 N=\
v AL NA?_ 582,29 | tetrahidronaftalen-2-il}-N-(1-{2-[(2-
N

hidroxi-2-fenitpropil)(metil)amino]- 1,1-
dimetil-2-oxoetil}-1H-imidazol-4- il)-L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM ¢
RMN
336 F ¢ | M+ 1= N-2-(25)-6,8-difluoro-1,2,3,4-
518,22 tetrahidronaftalen-2-il]-N-[1-(2-{[(1-
N ‘hidroxiciclopentilmetillaming}-1-metil-
OYK/\ 2-oxoetil)}-1H-imidazol-4-ii}-L-
N N
7 norvalinamida
o ST
N>\ <
Ozo
337 F g | M+ 1 =1 N-2{(25)-68-difluoro-1,2,3,4-
504,17 tetrahidronaftalen-2-il}-N-[1-(2-{[(1-
N hidroxiciclobutil)metilJamino}-1-metil-
0\\,/(\/\ 2-oxoetil)-1H-imidazol-4-il}-L-
N N
a norvalinamida
L 0T
O>
e}
338 o M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
£ 568,23 | tetrahidronaftalen-2-il]-N-(1-{2-[(2-

hidroxi-2-fenilpropil}(metil)amino}-1-
metil-2-oxoetil}-1H-imidazol-4-il)-L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
339 F F M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-
543,21 tetrahidronaftalen-2-il}-N-(1-{1-metil-2-
N oxo-2-[(tetrahidro-1H-pirrolizin-
o}
W 7a(5H)-ilmetil)amino]etil}-1H-imidazol-
/N N
o (NJ/ 4-il)-L-norvalinamida
%
340 o M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
13 =
mn\ih N:\n-?{"@ 532,21 | tetrahidronaftalen-2-ll-N-(1-{2-(2-(2-

F l/ 0 hidroxietil)piperidin-1-il}-1-metil-2-
oxoetil}-1H-imidazol-4-il)-L-
norvalinamida

3 : P M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
£ ﬁ\ g( 520,2 tetrahidronaftalen-2-il}-N-{1-[1-({[1-
N\./ N_{/'\N ) )

. |/ ,.rJ o (metoximetil)propillJamina}carbonil)
propil]-1H-imidazol-4-il}-L-
norvalinamida

342 M + 1 = | N-2-[(28)-6,8-difluoro-1,2,3,4-
e
506.1

tetrahidronaftalen-2-il}-N-{1-[1-({[1-
(metoximetil)propillamino}metil) .
propil}-1H-imidazol-4-il}-L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
343 . M + 1 = | N-2-[(25)-6,8-difluoro-1,2,3,4-
‘\% 559,1 tetrahidronaftalen-2-i(J-N-{1-[(15,28)-
HN{O .
2-{[(2-morfalin-4-
S Nﬁ O
R iletilyamino]carbonil}ciclobutil]-1H-
imidazol-4-il}-L-norvalinamida
344 , M + 1 = | N-2-{(25)-6,8-difluoro-1,2,3.4-
Q}- 532,1 tetrahidronaftalen-2-il-N-{1-[(1R, 2R)-
s . N .
S 2-({[1-(metoximetil)propil
A L ({1 Jpropi]
Nt] amino}carbonil)ciclobutil]-1H-
imidazol-4-il}-L-norvalinamida
345 7S M + 1 = | N-{1-[{1-bencil-4-etilazetidin-2-
)‘f 536,1 il)metil]-1H-imidazoi-4-il}-N-2-[(2S)-
Py e 6.,8-difluoro-1,2,3,4-
P ;
S tetrahidronaftalen-2-if]-L-
norvalinamida
346 M + 1 =} N-2-[(25)-6,8-difluoro-1,2,3,4-
f ,\ YEL(\N ° 518,2 tetrahidronaftalen-2-if}-N-{1-[1-({[(1-
F ’/‘ W N
o hidroxiciclobutil)metillamino}carbonil)
propil]-1H-imidazol-4-il}-L-
norvalinamida
347 M + 1 = | N-{1-[(4-bencilmorfglin-3-il)metil}-1H-
i 432 imidazol-4-if}-N-2-[(25)-6,8-difluoro-

1.,2,3,4-tetrahidronaftalen-2-il}-L-

norvalinamida
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Ej Estructura Datos Nombre IUPAC
de EM o
RMN
348 o- M + 1 = | N-(1-{[4-(ciclopropilmetil)morfolin-3-

6,8-difluoro-1,2,3,4-

J&j’\i je) ‘%P} 502 iljmetit}-1H-imidazol-4-il)-N-2-[(25)-
[ YW >
- r

tetrahidronaftalen-2-il}-L-

norvalinamida

349 : M + 1 = | N-2-{(25)-6,8-difluoro-1,2,3,4-

y |

F

. N\j\N _(/\N M~ 446,0 tetrahidronaftalen-2-if]-N-(1-{1-
U 1/ =

F

[(dimetilamino)metillciclopropil}-1H-

imidazol-4-il)-L-norvalinamida

350 M+1 N-{1-[(4-bencilmorfolin-2-il)metil]-1H- .
é 538 imidazol-4-il}-N-2-[(25)-6,8-difluoro-
1,2,3 4-tetrahidronaftalen-2-il]-L-

m \i } norvalinamida

351 M + 1 = | N-2-[(2S)-6,8-difluoro-1,2,3,4-

F -~
mn\éﬁ\“ —C’FLNT 460,0 | tetrahidronaftalen-2-il]-N-(1-{1-
. -

{(isopropilamino)metillciclopropil}-1H-

imidazol-4-il)-L-norvalinamida

Ejemplo 352

Los siguientes compuestos se preparan utilizando los procedimientos
5 descritos anteriormente:
{1-[2-(3-etoxi-propilamino)-etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-

(3‘,5- difluoro-fenil)acetilamino]-pentanocico;
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[1-(2-fluoro-bencil)-1H-imidazol-4-ilJamida del acido (S)-2-{2-(3,5-difluoro-
fenil)acetilamino]-pentanoico;

[1-(3-fluoro-bencil}-1H-imidazol-4-ilJamida del acido (S)-2-[2-(3,5-difluoro-
fenil)acetilamino]-pentanocico;

[1-(4-metilbencil)}-1H-imidazol-4-illamida del acido (S)-2-{2-(3,5-difluoro-
fenil)acetilamino]-pentanoico;

[1-(4-metoxibencil)-1 H-imidazol-4—ii]arﬁida del acido (S)-2-{2-(3,5-
difluoro- fenil)acetilamino]-pentanoico;

[1-(4-terc-butil-bencil)-1H-imidazol-4-ilJamida del &cido (S)-2-[2-(3,5-
difluoro- fenibacetilamino]-pentanoico;

[1-(1-hidroximetil-ciclobutil)}-1H-imidazol-4-ilJlamida del acido (S)-2-[2-
(3,5- difluoro-fenil)acetilamino}-pentanoico; |

[1-(2-hidroximetil-ciclobutil}-1H-imidazol-4-illamida del &cido (S)-2-[2-
(3,5- difluoro-fenil)acetilamino]-pentanoico;

[1-(1-pirrolidfn-1-ilmetil-ciclobutil)-1H—imidazol-4—il]amida del acido (S)-2-
[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;,

{1-[2-((R)-1-ciclohexil-etilamino)-1, 1-dimetil-etil]-1H-imidazol-4-il}amida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)-pentanoico;

{1 -[2—((R)-1 -ciclohexil-etilamino)-1,1-dimetil-etil]-1H-imidazol-4-il}amida
del acido (S)-2-[2-(3,5- difluoro-fenil)acetilamino}-pentanoico; '

[1-(1,1-dimetil-2-pirrolidin-1-il-etil)}-1H-imidazol-4-il}-amida del acido (S)-2-
[2- (2,4-diftuoro-fenil)-2-hidroxietilamino]-pentanoico;

[1-(1,1-dimetil-2-pirrolidin-1-il-etil)}-1H-imidazol-4-il}-amida del acido (S)-2-
[2- (3,4-difluoro-fenil)-2-hidroxietilamino}-pentanoico; '

(1-{1,1-dimetil-2-[(tetrahidro-piran-4-ilmeti{)-amino]-etil}-1H-imidazol-4-il)-
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amida del acido (S)-2-{6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;
(1-{1,1-dimetil-2-[(tetrahidro-piran-4-ilmetil)}-amino]etil}-1H-imidazol-4-il)-
amida del acido (S)-2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[3-((S)-1-fenil-etilamino)-butil]-1H-imidazol-4-il}amida de! acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico; ’
[1-(3-metil-oxetan-3-ilmetil)-1H-imidazol-4-il]-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
[1-(3—metil-oxétan-3-iimetil)—1H-imidazol-4-ii]-amida del acido (S)-2-[2-
(3,5- difluoro-fenil)acetilaming]-pentanaico;
[1-(1,1-dimetil-2-pirrolidin-1-il-etil)}-1-H-imidazol-4-ilJamida del acido (S)-
2- {2- (3,5-difluoro-fenil}-2-hidroxietilamino]-pentanoico;
{1-[2-((2R,6S)-2,6-dimetilmorfolin-4-i)-1, 1-dimetiletil]- 1H-imidazol-4-
i'}amida del acido (S)-2-[2-(2,4-difluorofenil}-2-hidroxi-etilamino]-pentanoico;
{1-[2-(octahidro-pirazino[1,2-a]azepin-2-il)etil]- 1H-imidazol-4-ii}amida del
acido (S)-2-{2-(3,5- difluoro-fenil)acetilamino]-pentanoico; '
{1-[2-([1,4]-dioxan-2-ilmetil-metilamino)-etil]- 1H-imidazol-4-il}amida  del
acido (S)-2-[2-(3,5- difluoro-fenil}acetilamino]-pentanoico;
{1-[2-(2-metoxi-1-metil-etilamino)-etil]-1H-imidazol-4-il}amida del acido
(S)-2-[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(3-oxo-piperazin-1-il}-etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-
(3,5- difluoro-fenil)acetilamino]-pentanoico;
[1-(2-bencilamino-etil)-1H-imidazol-4-illamida del acido (S)-2-[2-(3,5-
difluoro- fenil)acetilamino]-pentanoico;

{1-[2-(3-butoxi-propilamino)etil]- 1H-imidazol-4-il}amida del acido (S)-2-[2-
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(3,5- difluoro-fenil)acetilamino}-pentanoico;
{1-[2-((1 R,IZS)-2-hidroximetil-ciclohexilamino)etii]-1 H-imidazol-4-il}amida l
del acido (S)-2-[2-(3,5- diﬂuoro-feniI)acetiIamiho]-pentanoico;
{1-[(4aS, 8aS)-2-(octahidro-isoquinolin-2-il)etil]-1H-imidazol-4-il}amida
del acido 2-{2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(3-iscpropoxi-propilamino)etil]-1H-imidazol-4-il}amida del acido (S)-
2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(octahidro-isoquinolin-2-il)etil]-1H-imidazol-4-il}amida del &cido (S)-
2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(3,4,5,6-tetrahidro-2H-[4,4']bipiridinil-1-il }etil]-1 H-imidazol-4-il}amida
del acido (S)-2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(2-hidroxi-2-fenil-etilamino)etil]- 1H-imidazol-4-il}amida del acido (S)-
2-[2- (3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(indan-1-ilamino)-etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-
diﬂuoro-feniI)acetiIarﬁino]-pentanoico; '
{1-[2-{bencil-metilamino)etil}-1H-imidazol-4-il}amida def acido (S)-2-[2-
(3,5-’diﬂuoro-fenil)acetiIamino]-pentanoico;
{1-[2-(indan-2-ilamino)-etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-
difiuoro-fenil)acetilamino}-pentanoico;
{1-[2~(3,4-dihidro-1H-isoquinolin-2-il)etil]-1H-imidazol-4-il}amida del acido
(S)-2-[2-(3,5-difluoro-fenil)acetilamino}-pentanoico;
{1-[2-(2-propoxi-etilamino)-etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-
(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(3-bencil-pirrolidin-1-il}-etil}-1H-imidazol-4-il}amida del acido (S)-2-

[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
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{1-[2-(3-piridin-2-it-pirrolidin-1-il)-etil]-1H-imidazol-4-il}amida del acido
(S)-2-[2- (3,5- difluoro-fenil)acetilamino]-pentanocico;
{1-[2-(metil-piridin-4-ilmetil-amino)-etil]- 1H-imidazol-4-il}amida del acido
(8)-2- [2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
(1-{2-[(2-metanosulfonil-etil)metil-amino]-etil}- 1H-imidazol-4-il)amida del
acido (S)-2- [2-(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[2(2-terc-butoxi-etilamino)-etil]-1H-imidazol-4-il}Jamida del acido (S)-2-
[2- (3,5-difluoro-fenil)acetilamino}-pentanoico;
{1-[2-(3-piridin-4-il-pirrolidin-1-il)-etil]-1H-imidazol-4-il}amida del &cido
(S)-2-[2- (3,5-difluoro—fenil)acetilamino]—pentanoico,
[1-(1,1-dimetil-2-pirrolidin-1-il-etil)-1H-imidazol-4-il]-amida del acido (S)-2-
[(1- hidroxiciclchexilmetil)Jamino]-pentanoico;
(8)-2-[2-(3,5-difluoro-fenil)acetitamino]-N-[1-(1, 1-dimetil-2-pirrolidin-1-il-
etil)-1H-imidazol-4-il}-2-fenilacetamida;
[1-(1,1-dimetil-2-pirrolidin-1-il-etil)-1-H-imidazol-4-iljamida del acido (S)-
2- (diciclopropilmetil-amino)-pentanocico;
{1-[3-((R)-1-fenil-etilamino)prop'il]-1H—imidazol-4—il}-amida del acido (S)-
2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-[(1-hidroxi-ciclohexilmetil)}-amino}-1,1-dimetil-etil}- 1 H-imidazol-4-
illamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico; |
(S)-2-[2-(3,5-difluoro-fenit)acetilamino]-N-{1-[2-((2S,6R)-2,6-dimetil-
morfolin-4-i)-1, 1-dimetil-etil]- 1H-imidazol-4-il}-2-fenilacetamida;
(1-{2-[(4-hidroxi-tetrahidro-piran-4-ilmetil}-amino]-1, 1-dimetil-etil}-1H-
imidazol-4-ilJamida del acido (S)-2-(6,8-diflucro-1,2,3,4-tetrahidro-naftalen-2-
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ilamino)-pentanoico; _
[1-(1-dimetilaminometil-ciclobutil}-1H-imidazol-4-illamida del acido (S)-2-
[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
[1-(1-piperidin-1-ilmetil-ciclobutil)-1H-imidazol-4-illamida del acido (S)-2-
[2-(3,5- difluoro-fenil)acetilamino}-pentanoico;
[1-(1-morfolin-4-iimetil-ciclobutil)-1H-imidazol-4-ilJamida del acido (S)-2-
[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
(1-{1-[((2R,65)-2,6-dimetil-morfolin-4-il)metil]-ciciobutil}-1H-imidazol-4-
iNamida del acido (S)-2-[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
(1-{1-(2,2, 2-trifluoro-etilamino)-meti{]-ciclobutil}-1H-imidazol-4-il)Jamida
del acido (8)-2-{2-(3,5- difluoro-fenit)acetilaminoc]-pentanoico;
{1-{1-[((R)-1-ciclohexil-etilamino)-metil]-ciclobutil}- 1H-imidazol-4-il)Jamida
del acido (S)—2-[2—(3,5- difluoro-fenit)acetiiamino]-pentanoico;
[1-{1-hidroximetil-ciclobutil)- 1H-imidazol-4-illamida del acido (S)-2-(5,7-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
[1-(1-pirroIidin-j-iEmefiI-cicIobutil)—1 H-imidazol-4-iljJamida del acido (S)-2-
[2-(5,7-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentancico;
(1-{1-[(2,2-dimetil-propilamino)-metit]-ciclobutil}-1 H-imidazol-4-i|)amida
del acido (S)-2-[2-(3,5-diflucro-fenil)acetilamino]-pentanoico;
(8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-{2-(2,2-
dimetil-propilamino)-1, 1-dimetil-etil}- 1H-imidazol-4-il}-2-fenil-acetamida;
{1-[1-(4-trifluorometilfenil)etil]-1H-imidazol-4-il}-amida del &acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[1-(4-trifluorometil-fenil)-etil]-1H-imidazol-4-il}-amida del &cido (S)-2-

[2-(3,5- difluoro-fenil)acetilamino}-pentanoico;
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{1-[2-(2-metoxi-2-metil-propilamino)-1, 1-dimetil-etil]- 1 H-imidazol-4-il}-
amida del Aacido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-
pentanoico;

(1-{1,1-dimetil-2-[(3-metiloxetan-3-ilmetil)-aminoletil}-1H-imidazol-4-
illamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-
pentanoico;

{1-[2-(ciclohexilmetil-aminc)-1,1-dimetil-etil]-1H-imidazol-4-il}jamida  del
acido (S)-2-(6,8-diflucro-1,2,3,4-tetrahidro-naftalen-2-ilamino)- pentanoico;

(1-{1-metil-2-[(tetrahidropiran-4-ilmetil)amino}-etil}-1H-imidazol-4-il)amida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

(1-indan-1-il-1H-imidazol-4-il)-amida del acido (S)-2-[2+(3,5-difluoro-
fenil)acetilamino]pentanocico;

[(S)-1-((1S, 2R)-2-hidroxi-indan-1-il)-1H-imidazol-4-il]-amida del acido
(S)- 2-[2+(3,5-difluoro-fenil)acetilamino]pentanoico;

(R)-1-((1R, 2S)-2-hidroxi-indan-1-i)-1H-imidazol-4-il]-amida del acido
(8)- 2-[2-(3,5-difluoro-fenil)acetilamino]pentanoico;

[1-(2-pirrolidin-1-ilmetil-ciclobutil)- 1H-imidazol-4-il]-amida del acido {S)-2-
[2-(3,5-difluoro-fenil)acetilamino]pentanoico;

[1-(2-pirrolidin-1-ilmetil-ciclobutil)-1H-imidazol-4-ii]-amida del acido (S)-2-
(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)pentanoico;

{1-[1-(4-fluorofenil)-2-hidroxi-etil]-1H-imidazol-4-il}-amida del acido (S)-2-
[2-(3,5-difluoro-fenil}acetilamino]pentanocico;

{1-[3~(3-metil-bencilamino)-propil]-1H-imidazol-4-il}-amida del &cido (S)-
2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

{1-[3-(2-hidroxi-2-fenil-etilamino)-propil]- 1H-imidazol-4-il}-amida del acido
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(S)-2+(6,8- difluoro-1 ,2,3,4—fetrahidr0nafta|en-2-iIamino)—pentanoico;
{1-[3-(2-c|oro-bencilamino)—propi!]-1H-imidazol-4-il}'-amida del acido (S)-
2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico; '
{1-[3+(3,4-dihidro-1H-isoquinolin-2-il)-propil]-1H-imidazol-4-il}Jamida  del
acido (S)-2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(indan-2-ilamino)-propil}-1H-imidazol-4-il}amida del 4cido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(1-metoximetil-propilamino)-propil]-1H-imidazol-4-il}jamida del acido
(S)-2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(4-cloro-bencilamino)-propil}-1H-imidazol-4-il}amida del acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico
{1-[3-(2-metilbencilamino)-propil]-1H-imidazol-4-il}amida del acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico
{1-[3+(2-metoxietilamino)-propil]-1H-imidazol-4-il}amida del acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico
(1-{3-[(piridin-3-ilmetil)amino]-propil}- 1H-imidazol-4-il)Jamida del acido
(8)-2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico
{1-[3~((S)-1-p-tolil-etilamino)propil]-1H-imidazol-4-il}amida del acido (S)-
2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)-pentanoico
{1-[3«4-metoxibencilamino)-propill-1H-imidazol-4-il}amida del acido (S)-
2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico
{1-[3-(ciclopropilmetilamino)-propil}-1H-imidazol-4-il}amida de! acido (S)-
2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico
{1-[3-(4-metilbencilamino)-propil]-1 H-imidazol-4-i|}afnida dei acido (S)-2-

(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico
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(1-{2-[(1-hidroxi-ciclohexilmetil}-carbamail]-1, 1-dimetil-etil}-1 H-imidazol-4-
illamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;

(1-{1,1-dimetil-2-[(tetrahidropiran-4-ilmetil Jamino]-etil}-1H-imidazol-4-
ilamida del acido (S)-2-(1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico

(1-{2-[(1-hidroxi-ciclohexilmetil}-amino]-etil}-1H-imidazol-4-il)amida déi
acido (3)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico

(1-{1-[(2,2,2-trifluoro-etilamino)-metil]-ciclobutil}-1H-imidazol-4-ilJamida
del acido (S)-2+(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamine)-pentanoico;

(1-{1-[(2,2-dimetilpropilamino)-metil]-ciclobutil}-1H-imidazol-4-il)amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;

(1-{1-I[((R)-1-ciclohexil-etilamino)-metil]-ciclobutil}-1H-imidazol-4-il)amida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;

[1-(1-dimetilaminemetil-ciclobuti!)-1H-imidazol-4-ilJamida del acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

[1-(1-piperidin-1-ilmetil-ciclobutil)- 1H-imidazol-4-illamida del acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanocico .

{1-(1-morfolin-4-ilmetil-ciclobutil)- 1H-imidazol-4-illJamida del acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

(1-{1-[((2R,6S)-2,6-dimetil-morfolin-4-il)metil-ciclobutil}- 1H-imidazo!-4-
illamida del acido (S)-2-[6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-
pentanoico;

(1-{2-[(4-hidroxi-tetrahidro-piran-4-iimetil}-amino]-etil}-1H-imidazol- 4-
ilamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-

pentanoico
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(1-{2-[(tetrahidro-piran-4-ilmetil}-amino]-etil}- 1H-imidazol-4-il)amida  del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilaminc)-pentanoico

(1-{2-[(3-metil-oxetan-3-ilmetil}-amino]-etil}- 1H-imidazol-4-il)amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico

(1-{2-[(1-hidroxi-ciclohexiimetil)-amino]-1-metil-etil}-1H-imidazol-4-
illamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico

(1-{1,1-dimetil-3-[(piridin-2-ilmetil)amino]-propil}-1H-imidazol-4-il }Jamida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)- pentanoico

(1-{1-[(1-hidroxi-ciclohexilmetil)-carbamaoil]-1-metil-etil}-1H-imidazol-4-
illamida del acido . (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;

{1-[2-((2R,6S)-2,6-dimetilmorfolin-4-il)-1, 1-dimetiletil]- 1H-imidazol-4-

ifamida del acido (S)-2-{[(2-fluoro-3-trifluorometil-fenil)metitjamino}-pentanoico

{1-[1,1-dimetil-3-((S)-2,2,2-trifluoro-1-fenil-etilamino )propil]- 1t H-imidazol-
4-iljamida del- &cido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentancico

{1-[1,1-dimetil-3-((R)-1-fenil-etilamino)propil]- 1H-imidazol-4-il}Jamida  del
acido (S)-2-(6,8-diflucro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico

{1-[2-((2R,6S)-2,6-dimetilmorfolin-4-il}-1, 1-dimetiletil}-1H-imidazol-4-
ilfamida del acido (S)-2-(2-trifluorometil-bencilamino)-pentanoico

(1-{1-metil-1-{(tetrahidro-piran-4-ilmetil)carbamoil]-etil}-1H-imidazol-4-
illamida del acido (S)-2-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico ‘

{1-[2-(2-etoxi-etilamino)-etil]-1H-imidazol-4-il}-amida del acido (S)-2-(6,8-



10

15

20

25

227

difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico
{(R)-1-[(R)-1-(4-fluoro-fenil)-2-hidroxi-etil]-1H-imidazol-4-il}-amida del
acido (8)-2- [2-(3,5-difluoro-fenit)acetilamino]pentanoico
[1-(2-hidroximetil-fenil)-1H-imidazol-4-il]-amida del acido (S)-2-[2-(3,5-
difluoro-fenit)acetilamino]pentanoico
{1-[2-(2-etoxi-etilamino)-1,1-dimetil-etil]-1H-imidazol-4-il}-amida del acido
(8)-2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico
(8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-[2-(2-etoxi-
etilamino)-1, 1-dimetil-etil]-1H-imidazoi-4-il}-propionamida
(8)-2-[2-(3,5-difluoro-fenii)acetilamino]-N-{1-{2-(2, 2-dimetil-propilamino)-
1,1-dimetii-etil]-1H-imidazol-4-il}-2-fenil-acetamida;
{1-[1-metil-1-(2-metil-bencilcarbamoil)-etil]-1H-imidazol-4-il}amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[1-(2-metoxi-1-metil-etilcarbamoil)-1-metil-etil]- 1H-imidazol-4-il}Jamida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{(S)-1-[2-(2,2-dimetil-propilamino)-1-fenil-etil}- 1H-imidazol-4-il}amida  del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidrenaftalen-2-ilamino)- pentanoico;
[1-(3-bencilamino-propil}-1H-imidazol-4-illamida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;

(1-{2-[(2,2-dimetil-propilamino)-metil]-fenil}-1H-imidazol-4-il Jamida del

acido (S)-2-(6,8-difluoro-1 ,2,3,4—tetrahidronaﬂalen-Z-ilémino)—pentanoico;

{(S)1-[2-(2,2-dimetil-propilamino)-1-fenil-etil]-1H-imidazol-4-il}amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-[(2-hidroxi-butilamino)-me_tiI]-fenil}-1H-imidazoi—4—il)amida del acido

(8)-2- (6,8-diflucro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
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2-[2-(3,5-difluoro-fenil)acetilamino]-N-{1-[2-{2,2-dimetil-propilamino)-1,1-
dimetil-etil]-1H-imidazol-4-il}-2-piridin-3-il-acetamida;

2-[2-(3,5-difluoro-fenil)acetilamino]-N-{1-[2-(2,2-dimetil-propilamino)-1,1-
dimetil-etil]-1H-imidazol-4-il}-2-(4-fluoro-fenil)-acetamida;

{1-[1-metil-1-(metiifenetil-carbamoil)-etil]-1H-imidazol-4-il}amida del acido
(S} 2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

{1-[1-(1,3-dihidro-isobenzofuran-5-ilcarbamoil}-1-metil-etil]- 1 H-imidazol-
4- il}amida del acido (S)—2-(6,8-diﬂuoro-1,2,3,4-tetrahidronaﬂalen-Z-ilamino)-
pentanoico; |

{1-[1-(indan-1-ilcarbamoil}-1-metil-etil]-1H-imidazol-4-il}amida del acido
(S)-2- (6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

{1-[1,1-dimetil-2-0x0-2-(3-piridin-4-il-pirrolidin-1-il)-etil}-1H-imidazo!-4-
ilfamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;

(1-{1-[2-(3-fluoro-fenil}-etilcarbamoil}-1-metiletil}- 1H-imidazol-4-il)amida

" del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)propionitamino}- imidazol-1-il}-N-indan-1-il-isobutiramida;

{1-[2-(3-ciano-piperidin-1-il}-1, 1-dimetil-2-oxo-etil]- 1H-imidazol-4-il}amida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

(1-{1-metil-1-[metil-(tetrahidro-piran-2-iimetil)carbamail]-etil}- 1 H-
imidazol-4- iamida del &cido (S)-2-(6,8-difluoro-1 ,2,3,4—tetrahidrqnaftalen-2-
ilamino)- pentanoico;

(1-{1-[etil-(2-pirazol-1-il-etil)carbamoil]- 1-metil etil}-1H-imidazol-4-il)amida

del acido (8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
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{1-[1,1-dimetil-2-ox0-2-(2-fenil-pirrolidin-1-il)-etil]-1H-imidazol-4-il}amida
del acido (8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-[1,1-dimetii-
2-oxo-2-(3-piridin-4-il-pirrolidin-1-il)etil]-1H-imidazol-4-il}- propionamida;
(1-{1-[(furan-2-ilmetil)carbamoil]-1-metiletil}-1H-imidazol-4-ilJamida  del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-[3-(acetil-metil-amino)pirrolidin-1-il]-1,1-dimetil-2-oxo-etil}-1H-
imidazol-4-il)amida del acido (8)-2-(6,8-difluore-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoico;
{1-[1-metil-1-((3R,4S)-4-metilsulfanil-tetrahidro-furan-3-ilcarbamoil )etil)-
1H- imidazol-4-il}amida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-
2-ilamino)-pentanoico;
{1-[2-(4-acetil-[1,4]diazepan-1-il)-1,1-dimetil-2-oxo-etil]-1H-imidazol-4-
ilfamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-

_pentanoico;

2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)
propionilamino]-imidazo|-1-iI}-N-[2-(3-quorofeniI)Qetil]-isobutiramida;

(1-{1-metil-1-[1-(1-metil-1 H-pirazol—4—il)etiIcarbamoiI]—eti}}-1 H-imidazol-4-
illamida del acido (S)-2-(6,8 Difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoibo;

2-{4-[(S)-2-(6,8-difluoro-1 ,2,3,4-tetrahidronaftalen—z-ilamino)
propionilamino]-imidazol-1-il}-N-metil-N-fenetil-isobutiramida;

{1-[1-(3-metoxi-propilcarbamoil}-1-metiletil]- 1H-imidazol-4-il}amida  del
acido (5)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilaminec)-pentanoico;

(1-{1-metil-1-[(3-metil-[1,2,4]oxadiazol-5-iimetil)carbamoil]-etil}-1H-
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imidazol-4-ilJamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoico;
(1-{1-[(2-ciano-etil)}-metilcarbamoil}-1-metil-etil}- 1H-imidazol-4-il)amida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)
propionilamino]-imidazol-1-iI}-N-etil-N-(Z-pirazoI-1-iI-etiI)—isolbutiramida;
{1-[1,1-dimetil-2-(3-metil-5, 6-dihidro-8H-[1,2,4]triazolo{4, 3-a}pirazin-7-il)-
2-oxo-etill-1H-imidazol-4-il}Jamida  del  &cido  (S)-2-(6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{1-metil-1-[metil-{(1-metil-1H-imidazol-2-iimetil)carbamoil]-etil}-1H-
imidazol-4- il)Jamida del acido {S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanocico;
(5)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-[2-(4-
hidroximetil-4-metilpiperidin-1-il)-1, 1-dimetil-2-oxo-etil]-1H-imidazol-4-il}
propionamida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)propionilamino]- imidazol-1-il}-N-(4-metil-bencil}-isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
propionilamino]-imidazol-1-il}-N-(1,3-dihidro-isobenzofuran-5-il}-isobutiramida;
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-{1,1-dimetil-
2-0x0-2-(2-fenilpirrolidin-1-il}-etil]- 1 H-imidazol-4-il}-propionamida;
(1-{1-[(2-dietilamino-etil)metil-carbamoil]-1-metil-etil}-1 H-imidazol-4—
illamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;

(S)-N-{1-[2-(3-ciano-piperidin-1-il)-1, 1-dimetil-2-oxo-etil]-1H-imidazol-4-ii}-
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2- (6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionamida;
(S)-N-(1-{2-[3-(acetil-metil-amino)-pirrolidin-1-il]-1,1-dimetil-2-oxo-etil}-
1H-imidazol-4-il)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
propionamida;
2-{4-[(S)-2-(6,8-difluoro-1 ,2,3,4-tétrahidronaftalen-2-iIamino)-
propioniIamiho]-imidazol—1-il}—N-((1R,2S)n2—hidroximetii-ciclohexil)isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
propionilamino]-imidazol-1-il}-N-(3-metil-[1,2,4]oxadiazol-5-iimetil)isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
propionilamino]- imidazol-1-il}-N-((S)-2-metoxi-1-metil-etil)isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
propionilamino]- imidazol-1-il}-N-(3-metoxipropiljisobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
propionilamino}- imidazol-1-il}-N-[1-(1-metil-1H-pirazol-4-il)-etil}-isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
propionilamino]- imidazol-1-il}-N-(3-imidazol-1-il-propil }-isobutiramida; y
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-

propionilamino}- imidazoi-1-il}-N-(3-morfolin-4-il-propit)-isobutiramida;

La invencidn descrita y reivindicada en esta memoria descriptiva no esta
limitada en alcance por las realizaciones especificas descritas en esta memoria
descriptiva, ya que estas realizaciones se pretenden como ilustraciones de
varios aspectos de la invencién. Cualesquiera realizaciones equivalentes se
pretende que estén incluidas dentro del alcance de esta invencion. De hecho,

diversas modificaciones de la invencion ademas de las mostradas y descritas
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en esta memoria descriptiva se haran evidentes para los expertos en la técnica
a partir de la descripcidn anterior. Tales modificaciones se pretende también

que caigan dentro del alcance de las reivindicaciones anexas.
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Habiendo descrito la invencion como antecede se declara como

propiedad lo contenido en las siguientes

REIVINDICACIONES

5 Lo que se reivindica es lo siguiente;

1. Un compuesto de férmula |

10

en la que A esta ausente o se selecciona entre
R O s
L i
-C-, -N-C., -Z-C-, -Z-C- y 8O,
Z se selecciona entre -CHy, -CH(OH), -CH(alquilo C, - Cg), -CH(aIcoxi Ci
- Cg), -CH(NRR'), -CH(CHy(OH)), -CH(CH(alquilo C; - C4)(QH)) y -
15 CH(C(alquilo C1 - C4)(alguilo C; - C4)}OH)); '
R’ se selecciona entre alquilo C; - Ca, alquenilo C; - Cy, alquinilo C; -
Cao, alcoxi Cq - Cyz, alguenoxi C, - Cgz, hidroxialquilo Cy - Czp, cicloalguilo Cs -
Cs, benzo (cicloalquilo C3 - Cg), benzo (heterocicloalquilo C; - Cg), cicloalquenilo

Cs - Cg, bi- o tricicloalquilo (Cs - C4¢), benzo bi- o tricicloalquilo (Cs - C14), bi- 0
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tricicloalquenilo (C7 - C44), heterocicloalquilo de (entre 3 y 8 miembros), arilo Cg
- C14 vy heteroarilo de (entre 5 y 14 miembros), en el que R esta opcionalmente
sustituido con R'?;

en la que R™ en cada caso se selecciona independientemente entre -
OH, halo, -alcoxi Cq - Cs, -CN, -NOz, NR°R™, -C(=O)NR°R'", -C(=0)R", -
C(=0)OR", - SO-NRR"’, -5(0),-R"", -cicloalquilo C3 - Cys, - cicloalquenilo Cq
- Cis, -bi- o tricicloalquilo (Cs - C44), - bi- o tricicloalquenilo (C; - C1), -
heterocicloalquilo (de 4 a 20 miembros), -arilo Cg - Cy5, -heteroarilo (de 5 a 15
miembros), ariloxi Cs - C15, y -heteroariloxi (de 5 - 15 miembros);

en la que dicho alcoxi, cicloalquilo, cicloalquenilo, bi- o tricicloalquilo, bi-
o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de
R'@ estdn cada uno opcionalmente independientemente sustituidos con entre
uno y seis sustituyentes seleccionados independientemente entre el grupo R'®;

en la que R se selecciona en cada caso independientemente entre -
OH, - alquilo C4 - Cy, -alquenilo C; - Cy3, -alquinilo C; - Cy3, -alcoxi C - Cg, -
alcoxialquilo C4 - Cya, -hidroxialquilo Cq - Cs2, -alquendxi C; - Ce, -alquinoxi C; -
Cs, halo, -CN, -NO,, -NR°R", -C-(=O)NR°R'?, -C(=O0)R"", -C(=0)OR'2, -SO,-
NR°R'®, -S(0).-R"", -cicloalquilo C3 - Css, - cicloalquenilo C4 - Cys, -bi- 0
tricicloalquilo (Cs - C44), -bi- o tricicloalquenilo (C; - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Ce - C1s, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, Y -heteroariloxi (de 5 - 15 miembros);

R? se selecciona entre H, alquilo C4 - Cg, alquenilo C, - Cg, cicloalquilo
Cs - Cy y cicloalquenilo C3 - Cg, en el que R? esta sustituido opcional e
independientemente con entre uno a tres sustituyentes seleccionados

independientemente entre alquilo Cy - C4 opcionalmente sustituido con entre
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uno a tres atomos halo, alcoxi C; - C4 opcionalmente sustituido con entre uno a
tres atomos halo, halo y -OH. |

o R' y R? junto con el grupo A cuando esta presente y el atomo de
nitrogeno al que R? esta unido, o R' y R? junto con el atomo de nitrégeno al que
R' y R? estan unidos cuando A esta ausente, pueden opcionalmente formar un
anillo de cuatro a ocho miembros;

R® se selecciona entre H, alquilo C4 - Cg, alquenilo C; - Cg, alquinilo C; -
Cs, cicloalquilo Cs - Cg, cicloalquenilo Cs - Cg ¥ heterocicloalquilo de (entre 3y 8
miembros), -arilo Cs - C14 y heteroarilo de (entre 5 y 14 miembros), en el que
dicho alquilo, alquenilo, alquinilo, cicloalquilo, cicloalquenilo, heterocicloalquilo,
arilo o heteroarilo estdn cada uno de ellos opcional e independientemente
sustituido con entre uno a tres sustituyentes seleccionados
independientemente entre alcoxi C; - C4, halo, -OH, -S alguilo (Cy - C4), -alquilo
(C1 - C4), -C(=0)OR®, -SO;R® y heterocicloalquilo de (entre 3 y 8 miembros) en
el que dicho alquilo, alcoxi, y heterocicloalquilo puede estar adicionalmente
sustituido con uno a seis halo;

R* es H, alquilo C; - Cg 0 halo;

o R* y R* pueden junto con el atomo de carbono al que estan unidos
opcionalmente formar un resto seleccionado entre ciclopropilo, ciclobutilo,
ciclopentilo, ciclohexilo, morfolino, piperidino, pirrolidino, tetrahidrofuranilo y
perhidro-2H-pirano, en el que dicho resto formado por R® y R* esta
opcionalmente sustituido con entre uno a tres sustituyentes seleccionados
independientemente entre alquilo C, - Cs opcionalmente sustituido con entre
uno a tres atomos halo, alcoxi C4 - Cg opcionalmente sustituido con entre uno a

tres atomos halo, halo, -OH, -CN vy alilo;
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R® se selecciona entre H, alquilo C, - Cg, alquileno C; - Cs, alcoxi C; -
Cs, halo, -CN, cicloalquilo C; - C2, cicloalquenilo C4 - Cy3, heteroarilo de (entre
5y 10 miembros) y arilo Cg - C1o, en el que dicho alquilo, alquileno y alcoxi de
R® estan cada uno de ellos opcional e independientemente sustituidos con
entre uno a tres sustituyentes seleccionados independientemente entre halo y -
CN, y en el que dicho cicloalquilo, cicloalquenilo, heteroarilo y arilo de R® estan
cada uno de ellos opcional e independientemente sustituidos con entre uno a
tres sustituyentes seleccionados independientemente entre -alquilo C, - C4
opcionaimente sustituido con entre uno a tres atomos halo, -alcoxi Cy - C4
opcionalmente sustituido con entre uno a tres atomos halo, halo y -CN;

R’ es alquilo C; - Cy sustituido con -cicloalquilo Cs - Csp, cicloalquenilo
Cs4 - Cq2, bi- o tricicloalquilo (Cs - Cz), bi- o ftricicloalquenilo {C; - Cy),
heterocicloalguilo de (entre 3 y 12 miembros), heterobi- o heterotricicloalquilo
de (entre 7 y 20 miembros), arilo Cg - C14, benzo (heterocicloalquilo Cs - Csg),
heteroarilo de (entre 5 y 15 miembros), -ariloxi Cs - C15 y -heteroariloxi de (entre

5y 15 miembros), en el que R’ esta independientemente sustituido con entre

uno y seis sustituyentes seleccionados independientemente entre R'®;

o R’ es -cicloalquilo C3 - Cy, -cicloalquenilo C4 - C1z, bi- 0 tricicloalquilo
(Cs - Cqp), bi- o tricicloalquenilo (C7 - Cz), -heterocicloalquilo de (entre 3 y 12
miembros), -heterobi o heterotricicloalquilo de (entre 7 y 20 miembros) , -arilo
Cs - C14, benzo (cicloalquilo Cs - Cg), heteroarilo de {entre 5 y 15 miembros), -
ariloxi Cg - Cq5 Y -heteroariloxi de (entre 5 y 15 miembros) sustituido con al
menos un -alquilo Cy - Cy, en el que dichos cicloaiquilo, cicloalquenilo, bi- o
tricicloalquilo, bi- o tricicloaiquenilo, heterocicloalquilo, heterobi o

heterotricicloalquilo, arilo, benzocicloalquilo, heteroarilo, ariloxi y heteroariloxi
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esta opcional e independientemente sustituido con entre uno y seis
sustituyentes seleccionados independientemente entre R’®; en el que dicho
alquilo esta sustituido con R’S;

en la que R™ en cada caso se selecciona independientemente entre -
OH, -alquilo Cq - Cq2, -alquenilo C; - Cy2, -alquinilo C;, - Cy3, -alcoxi Cq - Cg, -
alcoxialquilo C, - Cs3, -hidroxialquilo C4 - Cy2, -alquenoxi C; - Cs, -alquinoxi C; -
Ces, halo, -CN, -NO,, -NR°R'’, -C(=O)NR°R'®, -C(=0)R"', -C(=0)OR"?, -SO,-
NR°R', -5(0),-R"", -cicloalquilo C3 - Cys, - cicloalquenilo C4 - Cys, -bi- 0
tricicloalquilo (Cs - C44), - bi- o tricicloalquenilo (C; - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Ce -
C1s, y -heteroariloxi (de 5 - 15 miembros); en {a que dicho alquilo, alquenilo,
alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o
tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R’ estan cada uno opcionalmente independienteménte
sustituidos con entre wuno y seis sustituyentes seleccionados
independientemente entre el grupo R”®;

en la que R™ en cada caso se selecciona independientemente entre -
OH, -alquilo C4 - C43, -alquenilo C; - Cy3, -alquinilo C; - C42, -alcoxi Cq - Cg, -
alcoxialquilo C4 - Cy2, -hidroxialquilo C, - C42, -alquenoxi C; - Cg, -alquinoxi C; -
Cs, halo, -CN, -NO2, -NR°R', -C(=O)NR°R'?, -C(=0)R", -C(=0)OR"™, -SO;-
NR°R'®, -S(0),-R"!, -cicloalquilo Cs - Cys, - cicloalguenilo C4 - Cis, -bi- 0
tricicloalquilo (Cs - C11), - bi- o tricicloalquenilo (C7 - C14), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, ¥ -heteroariloxi (de 5 - 15 miembros);

en la que R’® en cada caso se selecciona independientemente entre -
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alcoxi Cy - Cg, -CN, -NO;, -NR°R'®, -C(=0)NR°R'?, -C(=O)R"", -C(=0)OR'?, -
SO,NR°R', -5(0),-R", -cicloalguilo C; - Css, - cicloalquenilo C4 - Cis, -bi- 0
tricicloalquilo (Cs - C44), - bi- o tricicloalquenilo (C7 - Cq1), -heterociclqalquilo (de
4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, y -heteroariloxi (de 5 - 15 miembros); en la que dicho alquenoxi,
cicloalquilo, cicloalquenilo, bi- o tricicloalquilo, bi- o tricicloalquenilo,
heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de R’® estan cada uno
opcionalmente independientemente sustituidos con entre uno y seis
sustituyentes seleccionados independientemente entre el grupo R™;

o R® y R’ pueden junto con los atomos de carbono y nitrogeno a los que
estan respectivamente unidos opcionalmente formar un anillo heterocicloalquilo
de (entre 5- y 8 miembros), un anillo heterccicloalquenilo de (entre 5 y 8
miembros) o un anillo heteroarilo de (entre 6 y 8 miembros) , en el que dichos
anillos heterocicloalquilo, heterocicloalquenilo y heteroarilo estan opcional e
independientemente sustituidos cada uno con entre uno a tres sustituyentes
seleccionados independientemente entre halo, -alquilo C1 - Cg, opcionalmente
sustituido con entre uno a tres atomos halo, -alcoxi Cy - Cg opcionalmente
sustituido con entre uno a tres atomos halo, -hidroxialquilo Cy - Cg, -OH, -
(CH2)eero - 10 NR®R™, -(CH2)cero - 10 C(FO)NR®R'?, -SO,NR®R® y —cicloalquilo C; -
Ciz

R® y R™ en cada caso se seleccionan cada uno de ellos
independientemente entre H, -OH, -alquilo C; - Cy2, -alquehilo C, - Cy2, alquinilo

C, - Cyz, -alcoxi Cy - Cg, -alcoxialquilo Cy - C4p, -hidroxialquilo Cy - Cq2, -

“alquenoxi C;- Cg, -alquinoxi C;- Cs, -C(=OINR''R™?, -C(=0)R"", -C(=0)OR"?, -

SO,-NR''R'?, -8(0).-R", -cicloalquilo Cs - C;s, - cicloalquenilo C, - Cis, -bi- 0
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tricicloalquilo (Cs - C11), - bi- o tricicloalquenilo (C7 - C14), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, y -heteroariloxi (de 5 - 15 miembros); en la que dicho alquilo, alquenilo,
alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o
tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R? y R'® estan cada uno opcionalmente independientemente
sustituidos con entre wuno y seis sustituyentes seleccionados
independientemente entre el grupo R'%;

en la que R' en cada caso se selecciona independientemente entre -
OH, halo, -hidroxialquilo Cy - Cyy, -alcoxi Cy - Cs, -CN, -NOz, -NR''R', -
C(=0)NR'R'", -C(=0)R", -C(=0)OR"', -SO,-NR'"'R'?, -§(0),-R"", -cicloalguilo
Cis - Cys, -cicloalquenilo C4 - Cis, -bi- o tricicloalquilo (Cs - Cy4), -bi- o
tricicloalquenilo (C7 - Cq4), -hetérocicloalquilo (de 4 a 20 miembros), -arilo Cg -
Cis, -heteroarilo (de 5 a 15 miembros), ariloxi Cg - C1s, ¥ -heteroariloxi (de 5 - 15
miembros); en la que dicho alcoxi, ciclealquile, cicloalquenilo, bi- .o‘
tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R' estan cada uno opcionalmente independientemente
sustituidos con entre uno y seis sustituyentes seleccionados
independientemente entre el grupo R'%;

en la que R'® en cada caso se selecciona independientemente entre -
OH, halo, -alguilo C4 - Cyz, -alquenilo C; ~ Cy, -alquinito C; - C45, -alcoxi C4 - Cg,
-alcoxialquile Cq - Cy2, -hidroxialguilo C - C42, -alquenoxi C; - Cg, -alquinoxi C; -
Cs, halo, -CN, -NO;, -NR'"'R", -C(=O)NR'"'R"?, -C(=0)R"', -C(=0)OR"", -SO,-
NR''R*, -S(0),-R"!, -cicloalquilo C3 - Cys, - cicloalquenilo Cy4 - Cys, -bi- o

tricicloalquilo {(Cs - C44), - bi- o tricicloalquenilo (C; - C44), -heterocicloalquilo (de
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4 a 20 miembros}, -arilo Cg - C15, -heteroarilo (de 5 a 15 miembros), ariloxi Cs -
Cis, y -heteroariloxi (de 5 - 15 miembros);

o NR*R' puede formar un heterocicloalquilo de (entre 4 y 20 miembros),
heterobi- o tricicloalquilo de (entre 5 y 18 miembros), heterobi- o
tricicloalquenilo de (entre 5 y 18 miembros), o heteroarilo de (entre 5 y 15
miembros), en el que dicho heterocicloalquilo, heterobi- o tricicloalquilo,
heterobi- o ftricicloalquenilo o© heteroarilc estan opcionalmente e
independientemente sustituidos con entre uno y seis sustituyentes
seleccionados independientemente entre alquilo C4 - Cg -alguenilo C, - Cg, -
alquenilo C; - Cs, alcoxi Ci - Cg, alquenoxi C; - Cs, alquinoxi C, - Cg,

hidroxialquilo C, - C, hidroxialquenilo C, - Cs, -hidroxialquenilo C,- Cs, halo, -

OH, -CN, -NO,, -NR"'R'?, -C(=O)NR'"'R'?, -C(=O)R™, -C(=0)OR", - S(O)R'' y

-8(0).NR"'R";

R y R' en cada caso se seleccionan independientemente cada uno
entre H, alquilo Cy - Cg, cicloalquilo C3 - Cg, cicloalquenilo C4 - Cg, bi- 0
tricicloalquilo (Cs - C41), bi- o tricicloalquenilo (C; - C44), heterocicloalquilo de
(entre 3 y 8 miembros), arilo Cg - Cyo y heteroarilo de (entre 5 y 14 miembros),
en el que dicho alquilo de R'' esta opcional e independientemente sustituido
con entre uno y tres sustituyentes seleccionados independientemente entre -
CH, - CN y cicloalquilo C3 - Cg, y en el que cada atomo de hidrégeno de dicho
alquilo esta opcional e independientemente reemplazado con un atomo halo, y
en el que dicho ciclealquilo, cicloalquenilo, heterocicloalquilo, arilo y heteroarilo
de R estan cada uno de ellos opcional e independientemente sustituido con
entre uno a tres sustituyentes seleccionados independientemente entre halo,

alquilo C4 - Cs opcionalmente sustituido con entre uno a tres atomos halo, -OH,
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-CN y cicloalquilo C3 - Cg; y
n es en cada caso un numero entero seleccionado independientemente
entre cero, 1y 2;

o una sal farmacéuticamente aceptable del mismo.

2. El compuesto de la reivindicacion 1, en el que R’ es un -cicloalquilo Cs
- Cs, -heterocicloalquilo de (entre 4 y 10 miembros), -arilo C¢ - Cy4, O -
heteroarilo de (entre 5 y 15 miembros), sustituido con un -alquilo C1- C4 y en el
que dicho alquilo esta sustituido adicionalmente con R’®, en el que R7C es -

NR°R',

3. El compuesto de la reivindicacion 2, en el que R? es hidrégeno o
metilo, R' es -alquilo C, - Ca, 0 -cicloalquilo Cs - Cs, en el que dicho alquilo o
cicloalquilo de R' estd opcionalmente sustituido con entre uno a seis
sustituyentes seleccionados entre R'% en el que R'® se selecciona entre halo,
-alquilo Cy ~ Cy, -cicloalquilo C4 - Cg, -heteroarilo de (entre 5 y 15 miembros), o -
hidroxialquilo C; - Cs; 0 -NR°R'™ es un heterocicloalquilo de (entre 4 y 6
miembros) opcionalmente sustituido con entre uno y seis sustituyentes

seleccionados entre halo, -alquilo C, - C4 o -hidroxialquilo C - C,.

4. El compuesto de la reivindicacion 1, en el que R” es un -alquilo C; - Cg
sustituido con un -cicloalquilo C4 - Cg; -bi- o tricicloalquilo (Cs - Cao),
heterocicloalquilo de (entre 4 y 8 miembros), -heterobi- o heterotricicloalquilo de
(éntre 7 y 12 miembros), -arilo Cg - C14, -benzo(cicloalquilo C; - Cg), -heteroarilo

de entre (5 y 15 miembros), en el que R’ estd opcionalmente
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independientemente sustituido con entre uno y seis sustituyentes
seleccionados independientemente entre R™®, en el que R™ es -NR°R'?, halo, -

alquilo C4 - C4 o -hidroxialquilo C; - Cs.

5. El compuesto de la reivindicacion 4, en el que R’ es un -alquilo C¢- Cg
sustituido con heterocicloalquilo de (entre 4 y 8 miembros) o -arilo Cs - C14, €n
el que R’ esta opcionalmente independientemente sustituido con entre uno y
seis sustituyentes seleccionados independientemente entre R’®, en el que R™
es -NR°R'?, halo, -OH, -alquilo C; - C4 0 -hidroxialquilo C4 - C4, en el que dicho

alquilo o hidroxialquilo esta opcionalmente sustituido con entre uno y seis halo.

6. EI compuesto de la reivindicacion 1, en el que A esta ausente y R es
benzo (cicloalquilo Cs - Cg) opcionalmente sustituido con entre uno a tres

sustituyentes seleccionados independientemente entre alquilo Cy - Cg, halo y

i

OH; oAes ~2 % Z es -CH,, -CH(OH) o -CH(alquilo C; - Ce) ¥y R es alquilo
C4 - Cyo, arilo Cg - Cyp, 0 heteroarilo de (entre 6 y 10 miembros), en el que dicho
alquilo, arilo y heteroarilo estan opcionalmente independientemente sustituidos
con entre uno y tres sustituyentes seleccionados independientemente entre
alguilo Cy - Cg, halo, y OM; R? es H o alquilo Cy - Cg; R? es H, -CH2CH2SCH, -
CH2CH20CH3, o alquilo C - Cg; R* es Hy R® es H o alquilo Cy - Ce.

7. Un compuesto de férmula |



10

15

243

en la que A estd ausente o0 se selecciona entre

o Ro o
. bl
-C-,-N-C-, -ZC-, -Z-C- y SOy,

Z se selecciona entre -CH,, -CH(OH), -CH(alquilo C, - Cg), -CH(alcoxi
C1 - Cs), -CH(NR®R'), -CH(CH(OH)), -CH(CH(alquilo C4 - C4)(OH)) y -
CH(C(alquil C1 - C4) (alquilo C - C4)(OH));

R! se selecciona entre -alquilo Cy - Cjq, -alquenilo C; - Cy, alquinilo C; -
Cao, -alcoxi Cq - Cyy, -alquenoxi C; - Cyq, -hidroxiaiquilo C, - Cy, -cicloalguilo C,
- Cg, benzofcicloalquilo C3 - Cg), benzo(heterocicloalquilo C; - Csg), -
cicloalquenilo C4 - Cs, -bi- o tricicloalquilo (Cs - C44), benzo bi o tricicloalquilo (Cs
- Cy1), - bi- o tricicloalquenilo (C; - C14), -heterocicloalquilo (de 3 a 8 miembros),
-arilo Cg - Cy4 y -heteroarilo (de 5 a 14 miembros), en el que R' esta
opcionalmente sustituido con R'?;

en el que R™ se selecciona en cada caso independientemente entre -
OH, halo, -alcoxi Cq - Cs, -CN, -NO, -NR®R", -C- (=O)NR°R'®, -C(=O)R", -
C(=0)OR'?, -S0,-NR°R'®, -8(0),-R"", -cicloalquilo Cs3- C;s, - cicloalquenilo Cs -
C4s, -bi- o ftricicloalquilo (Cs - C44), -bi- o tricicloalquenile (C; - Cyq), -

heteracicloalquilo (de 4 a 20 miembros), -arito Cg - Cy5, -heteroarilo {(de 5 a 15
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miembros), ariloxi Cg - Cys, y -heteroariloxi (de 5 - 15 miembros),

en la que dicho alcoxi, cicloalquilo, cicloalquenilo, bi- o tricicloalquilo, bi-
o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de
R'@ estan cada uno opcionalmente independientemente sustituidos con entre
uno y seis sustituyentes seleccionados independientemente entre el grupo R'®;

en la que R™ se selecciona en cada caso independientemente entre -
OH, - alquilo C - C4z, -alquenilo C; - Cyz, -alquinilo C;z - C4z, -alcoxi Cq - Cg, -
alcoxialquilo C, - C,2, -hidroxialquilo C, - Cy5, -alquenoxi C - Cs, -alquinoxi C; -
Cs, halo, -CN, -NO2, -NR°R", -C-(=O)NRR"?, -C(=O)R"", -C(=O)OR", -S0,-
NR°R™, -S(0),-R"", -cicloalquilo C3 - Cys, - cicloalquenilo Cs4 - Cys, -bi- 0
tricicloalquilo (Cs - C14), -bi- 0 tricicibalquenilo (C7 - Cy1), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, y -heteroariloxi (de 5 - 15 miembros);

R? se selecciona entre H, -alquilo Cy - Cg, -alquenilo C; - Cg, -cicloalquilo
Ca - Cs y -cicloalquenilo Ca - Cs en el gque R? estd opcional e
independientemente sustituido con entre uno a tres sustituyentes
seleccionados independientemente entre alquilo C, - C; opcionalmente
sustituido con entre uno a tres atomos halo, alcoxi Cy - C4 opcionalmente
sustituido con entre uno a tres atomos halo, halo y —-OH;

o R' y R? junto con el grupo A cuando esta presente y el atomo de
nitrégeno al que R? esta unido, o R' y R? junto con el atomo de nitrdgeno al que
R' y R? estan unidos cuando A esta ausente, pueden opcionalmente formar un
anillo de cuatro a ocho miembros;

R3 se selecciona entre H, -alquilo C; - Cs, -alquenilo C; - Cg, -alquinilo Cs

- Cg, -cicloalquilo C; - Ce,l -cicloalquenilo Cs - Cs y heterocicloalquilo de (entre 3
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y 8 miembros), -arilo Cg - C14 y heteroarilo de (entre 5 y 14 miembros), en el
que dicho alquito, alquenilo, alquinilo, cicloalquilo, cicloalquenilo,

heterocicloalquilo, arilo o heteroarilo estan cada uno de ellos opcional e

/independientemente  sustituido con entre uno a tres sustituyentes

seleccionados independientemente entre -alcoxi Cy - C4, halo, -OH, -S alquilo
(Cy - C4), -alquilo (C; - Ca), -C(=0)OR?, -SO;R® y heterocicloalquilo de (entre 3
y 8 miembros) en el que dicho alquito, alcoxi, y heterocicloalquilo puede estar
adicionalmente sustituido con uno a seis halo;

R* es H, alquilo C, - Cg 0 halo;

o R?® y R* pueden junto con el atomo de carbono al que estan unidos
opcionalmente formar un resto seleccionado entre ciclopropilo, ciclobutilo,
ciclopentilo, ciclohexilo, morfolino, piperidino, pirrolidino, tetrahidrofuranilo y
perhidro-2H-pirano, en el que dicho resto formado por R® y R* esta
opcionalmente sustituido con entre uno a tres sustituyentes seleccionados
independientemente entre alquilo C, - Cs opcionalmente sustituido con entre
uno a tres atomos halo, alcoxi Cy - Cg opcionalmente sustituido con entre uno a
tres atomos halo, halo, -OH, -CN vy alilo;

R® se selecciona entre H, -alquito C, - Cg, -alquileno C; - Cg, -alcoxi Cy -
Cs, halo, -CN, cicloalquilo C3 - C43, cicloalquenilo C,4 - C12; heteroarilo de (entre
5 y 10 miembros) y -arilo Cg - C1o, €n el.que dicho alquilo, alquileno y alcoxi de
R® estan cada uno de ellos opcional e independientemente sustituidos con
entre uno a tres sustituyentes seleccionados independientemente entre halo vy -
CN, y en el que dicho cicloalquilo, cicloalquenilo, heteroarilo y arilo de R® estan
cada uno de ellos opcional e independientemente sustituidos con entre uno a

tres sustituyentes seleccionados independientemente entre -alquilo C; - C,4
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opcibnalmente sustituido con entre uno a tres atomos halo, -alcoxi Cy - C,4
opcionalmente sustituido con entre uno a tres atomos halo, halo y -CN;

R’ se setecciona entre -alquila C; - Cag, -alcoxi C; - Cyp, -hidroxialquilo C;
- Cyo, -cicloalquilo C3 - Cyz, cicloalquenilo C4 - Cyz, bi- 0 tricicloalquilo (Cs - Cap),
bi- o tricicloalquenilo (C7 - Cg), heterocicloalquilo de (entre 3 y 12 miembros),
heterobi- o heterotricicloalquilo de (entre 7 y 20 miembros), arilo Cg - Cig,
heteroarilo de (entre 5 y 15 miembros), -ariloxi Cg - C1s y -heteroariloxi de (entre
5 y 15 miembros), en el que dichos alquilo, alquenilo, alquinilo, alcoxi,
alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o tricicloalquilo, bi- o
tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de R’
estan cada uno de ellos independientemente sustituidos con entre uno y seis
sustituyentes seleccionados independientemente entre el grupo de R o estan
cada uno de ellos opcional e independientemente sustituidos con entre uno y
seis sustituyentes seleccionados independientemente entre el grupo de R’Y;

en la que R en cada caso se selecciona independientemente entre -
alcoxi Cq - Cs, -alcoxialquilo Cy - Cy2, -NR®R', -C(=O)NR°R', —cicloalquilo C; -
C1s, -heterocicloalquilo (de 4 a 20 miembros), -arilo Cg - C15, -heteroarilo (de 5 a
15 miembros), ariloxi Cg - C1s, ¥ -heteroariloxi (de 5 - 15 miembros}); en la que
dicho aiquilo, alcoxi, alcoxialguilo, cicloalquilo, heterocicloalquilo, arilo,
heteroarilo, ariloxi, y heteroariloxi de R’ estan cada uno independientemente
sustituidos con R®;

en la que R™ en cada caso se selecciona independientemente entre -
alquenilo C; - Cyz, -aiquinilo Cz - C42, -hidroxiaiquilo C4 - C42, -alquenoxi C, - Cg,
-alquinoxi C, - Cg, -NRR'®, -C(=0)NR°R"®, -S0O,-NR°R'?, -cicloalquenilo C4 -

Cis, -bi- o tricicloalquilo (Cs - Cy1), - bi- o tricicloalquenilo (C7 - C14), en el que
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dicho alquenilo, alquinilo, hidroxialquilo, alguenoxi, alquinoxi, cicloalquenilo, bi-
o tricicloalquilo, bi- o tricicloalquenilo, de R™ estan cada uno de ellos
opcionalmente independienterhente sustituidos con entre uno y seis
sustituyentes seleccionados independientemente entre et grupo R,

en la que R™ en cada caso se selecciona independientemente entre -
alquenilo C; - Cy3, -alquinilo C; - Cy2, -alcoxi Cq - Cg, -alcoxialquilo Cq - Cqa, -
hidroxialquilo C{- C12, -alquenoxi C; - Cg, -alquinoxi Cz - Cs, halo, -CN, -NO, -
NR°R', -C(=O)NR°R'®, -C(=0)R"", -C(=0)OR", -SO,- NR°R'®, -S(0),-R"", -
cicloalquilo C3 - Cys, - cicloalquenilo C4 - C15, -bi- o tricicloalquilo (Cs - C44), - bi-
o tricicloalquenilo (C7 - C44), -heterocicloalquilo (de 4 a 20 miembros), -arilo Cg -
C1s, -heteroarilo {(de 5 a 15 miembros), ariloxi Cg - C4s, ¥ -heteroariloxi (de 5 - 15
miembros); _

o R® y R’ pueden junto con los atomos de carbono y nitrageno a los que
estan respectivamente unidos opcionalmente formar un anillo heterocicloalquilo
de (entre 5 y 8 miembros), un anillo heterocicloalguenilo de (entre 5 y 8
miembros) o un anillo heteroarilo de {entre 6 y 8 miembros) , en el que dichos
anillos heterocicloalquilo, heterocicloalquenilo y heteroarilo estan opcional e
independientemente sustituidos cada uno con entre uno a tres sustituyentes
seleccionados independientemente entre halo, -alquilo C4 - Cg, opcionaimente
sustituido con entre uno a tres atomos halo, -alcoxi C; - Cg opcionalmente
sustituido con entre uno a tres atomos halo, -hidroxialquilo Cy - Cg, -OH, -
(CHa)cero - 10 NRPR'?, -(CHa)cero - 10 C(=0)NR®R'?, -SO.NRR" y cicloalquilo C; -
Ciz

R® y R se seleccionan en cada caso cada uno de ellos

independientemente entre H, -C{=0)R'® o -alquilo C; - Cy, en el que al menos
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uno de R® y R' son -C(=0)R" 0 -alquilo Cy - Cy, y en el que cada -alquito C; -
Cuzo, esté sustituido con R'%; |

en la que R'® en cada caso se seleccionan independientemente entre -
alcoxi Cy - Cg, -CN, -NO2, -NR"'R", -C(=O)NR"'R"?, -C(=0)R"!, -C(=0)OR"", -
S0-NR''R™, -S(0)s-R"", -cicloalquilo C3 - Cys, ~cicloalquenilo C4 - Cys, -bi- 0
tricicloalquilo (Cs - C11), -bi- o tricicloalquenilo (C7 - Cy,), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cs - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Ce -
Css. y -heteroariloxi {(de 5 - 15 miembros); en la que dicho, alcoxi, cicloalquilo,
cicloalquenilo, bi- o tricicloalquilo, bi- o tricicloalquenilo, heteracicloalqguilo, arilo,
heteroarilo, ariloxi y heteroariloxi de R'® estan cada uno opcionalmente
independientemente sustituidos con entre uno y seis sustituyentes
seleccionados independientemente entre el grupo R';

en la que R'® en cada caso se selecciona independientemente entre -
OH, -alquilo C, - Cy2, -alquenilo C; - Cy2, -alquinilo C; - Cy, -alcoxi C4 - Cs, -
alcoxialquilo Cq - Cy2, -hidroxialquilo C4 - C42, -alquenoxi C; - Cs, -alquinoxi C; -
Ce, halo, -CN, -NOg, -NR''R™, .C(=0)NR''R", -C(=0)R"", -C(=0)OR"", -SO,-
NR''R", -§(0),-R", -cicloalquilo C3 - Cys, - cicloalquenilo C4 - Cis, -bi- ©
tricicloalquilo (Cs - C11), - bi- o tricicloalquenilo (C; - C44), -heterocicloalquiio (de
4 a 20 miembros), -arilo Cg - C4s, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
C1s, y -heteroariloxi (de 5 - 15 miembros);

o NR°R'® puede formar un heterocicloalquilo de (entre 4 y 20 miembros),
heterobi- o ftricicloalquilo de (entre 5 y 18 miembros), heterobi- o
tricicloalquenilo de (entre 5 y 18 miembros), o heteroarilo de (entre 5 y 15
miembros), en el que dicho heterocicloalquile, heterobi- o tricicloalquilo,

heterobi- o tricicloalquenilo o heteroarilo estdn opcionalmente e
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independientemente sustituidos con entre uno y seis sustituyentes
seleccionados independientemente entre -alquilo Cy - Cg -alquenilo C; - Cg, -
alquenilo C, - Cs, - alcoxi Cy - Cg, -alquenoxi Cz - Cs, -alquinoxi Cz - Ce, -
hidroxialquilo C4 - Cg, - hidroxialquenito C;- Cg, - hidroxialquenilo C; - Ce, halo,
-OH, -CN, -NO;, -NR''R", -C(=0)NR''R"?, -C(=0)R", -C(=0)OR"", - 5(0),R"
y -S(0)NR"'R™;

en ef que R'" y R'2 en cada caso se seleccionan independientemente
cada uno entre H, -alquilo C4 - Cg, -cicloalquilo C3 - Cs, -cicloalquenilo C4 - Cg,
bi- o tricicloalquilo (Cs - C41), bi- 0 tricicioalquenilo (C; - C44), heterocicloalquiio
de (entre 3 y 8 miembros), -arilo Cg - C19 y -heteroarilo de {entre 5 y 14
miembros), en el que dicho alquilo de R' y R'? estd opcional e
independientemente sustituido con entre uno y tres sustituyentes seleccionados
independientemente entre - OH, - CN y cicloalquilo C; - Cs, ¥y en el que cada
atomo de hidrégeno de dicho alquilo estd opcional e independientemente
reemplazado con un atomo halo, y en el que dicho cicloalquilo, cicloalquenilo,
heterocicloalquilo, arilo y heteroarilo de R'' estan cada uno de ellos opcional e
independientemente sustituide con entre uno a tres sustituyerﬁes
seleccionados independientemente entre halo, alquilo C; - Cg opcionalmente
sustituido con entre uno a tres atomos halo, -OH, -CN y cicloalquilo Cs - Cg;

R™ en cada caso se selecciona independientemente entre alquilo
sustituido con -alcoxi C, - C12, cicloalquilo C3 — Cys, cicloalquenilo C4- Cys, bi- 0
tricicloatquilo (Cs - C41), bi- o tricicloalquenilo (C; - C44), heterocicloalquilo de
(entre 4 y 20 miembros), arilo Cg - Cy5, heteroarilo de (entre 5 y 15 miembros), -
ariloxi Cg - Cy5 y heteroariloxi de (entre 5 y 15 miembros); en el que dicho

alcoxi, cicloalquilo, cicloalquenilo, bi- o tricicloalquilo, bi- o tricicloalguenilo,
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heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de R'™ esta
opcionalmente sustituido con entre uno a tres sustituyentes seleccionados
independientemente entre halo, -alquilo C4 - Cs opcionalmente sustituido con
entre uno a tres atomos halo, -OH, -CN y cicloalquilo C3 - Cg; y

n es en cada caso un numero entero seleccionado independientemente
entre cero, 1y 2;

o una sal farmacéuticamente aceptable del mismo.

8. El compuesto de la reivindicacion 7, en el que R” es un -alquilo C, - Cg
sustituido con R™®;, R™ es -NR°R"%; R® es H o metilo; R'® es un alquilo C; - Cg;
R'® es alcoxi Cy - Cg, -cicloalquilo C4 - Cs, -heterocicloalquilo de (entre 4 y 8
miembros), arilo Cs - C15 0 heteroarilo de (entre 5 y 15 miembros), en el que
dicho alcoxi, cicloalquilo, heterocicloalquilo, arilo, heteroarilo de R estan cada
uno de ellos opcional e independientemente sustituidos con entre uno y seis
suslituyentes seleccionados independientemente entre el grupo de R'%; en el
que R' es halo, -OH, -alquiio C4 - C4 0 -hidroxialquilo C, - C, en el que dicho
alquilo o hidroxialquilo de R'® estd opcionalmente sustituido con uno a seis

halo.

9. El compuesto de la reivindicacion 7, en el que R’ es un -alquilo C4 - Cs
sustituido con R’ R™® es -C(=0)NR°R"’; R® es H o metilo; R** es un alquilo
C, - Cg; R es alcoxi C; - Cg, -cicloalquilo Cq - Cg, -heterocicloaiquilo de (entre
4 y 8 miembros), arilo Cg - Cy5 0 heteroarilo de (entre 5 y 15 miembros), en el
que dicho alcoxi, cicloalquilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y

heteroariloxi de R'® estan cada uno de ellos opcional e independientemente
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sustituidos con entre uno y seis sustituyentes seleccionados
independientemente entre el grupo de R'®; en el que R' es halo, -OH, -
alquilo C4 - C4 0 -hidroxialquilo C+ - C4, en el que dicho alquilo o hidroxialquilo

de R'™ esta opcionalmente sustituido con uno a seis halo.

10. El compuesto de Ia reivindicacion 7, en el que A esta ausente y R' es
-benzo (cicloalquilo Cs - Cg) opcionalmente sustituido con entre uno a tres

sustituyentes seleccionados independientemente entre alquilo Cq - Cg, halo y

I

OH; oAes % U Z es -CH,, -CH(OH) o -CH(alquilo C;- Cg) y R es alquilo
C4 - Cyq, arilo Cg - Cy0, 0 heteroarilo de (entre 6 y 10 miembros), en el que dicho
alquilo, arilo y heteroarilo estan opcionalmente sustituidos independientemente
con entre uno y tres sustituyentes seleccionados independientemente entre
alquilo C; - Cs, halo, y OH; R? es H o alquilo C; - Cg; R? es H, -CH,CH,SCHa, -
CH,CH,OCHj, o alquilo C; - C; R* es Hy R® es H o alquilo C; - Cg.

11. Un compuesto de férmuila |
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en la que A estd ausente o se selecciona entre
o Ro o
-’é- —L% -Z—I(l} ~Z l(l)- SO.
, , ALY 2.

Z se selecciona entre -CH,, -CH(CH), -CH(alquilo C4 - Cg), -CH(alcoxi
Ci - Cs), -CH(NR®R'), -CH(CHx{OH)), -CH(CH(alquilo C; - C4)(OH)) vy -
CH(C(alquil C4 - C,4) (alquilo C, - C4)(OH));

R' se selecciona entre -alquilo C; - Cyo, -alquenilo C5 - Cz, alquinilo C; -
Cao, -alcoxi Cq - Cy, -alquenoxi C; - Cpg, -hidroxialquilo C, - Cyp, -cicloalquilo C;3
- Cs,  benzo(cicloalquilo C; - Cg), benzo(heterocicloalquilo C3 - Cg), -
cicloalquenilo C4 - Cg, -bi- 0 tricicloalquilo {(Cs - C44), benzo bi o tricicloalquilo (Cs
- Cy4), - bi- o tricicloalquenilo (C7 - C11), -heterocicloalquilo (de 3 a 8 miembros),
-arilo Cg - Cy4 y -heteroarilo (de 5 a 14 miembros), en el que R' esta

opcionalmente sustituido con R'2;

en el que R se selecciona en cada caso independientemente entre -
OH, halo, -alcoxi Cy - Cg, -CN, -NOz, -NR°R'?, -C- (=O)NR°R"®, -C(=O)R"", -
C(=0)OR', -S0,-NR°R"?, -S(0)-R", -cicloalquilo C;- Cys, - cicloalquenilo Cq -
Cis -bi- o tricicloalquilo (Cs - Ci1), -bi- o tricicloalquenilo (C; - Cyy), -
heterocicloalquilo (de 4 a 20 miembros), -arilo Cg - C4s, -heteroarilo (de 5 a 15
miembros), ariloxi Cg - Cs, y -heteroariloxi (de 5 - 15 miembros);

en la que dicho alcoxi, cicloalquilo, cicloalquenilo, bi- o tricicloalquilo, bi-
o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de
R' estan cada uno opcionalmente independientemente sustituidos con entre
uno y seis sustituyentes seleccionados independientemente entre el grupo R'®;

en la que R™ se selecciona en cada caso independientemente entre -
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OH, - alquilo Cy - C43, -alquenilo C; - C4y, -alquinilo C, - Cya, -alcoxi Cq - Cg, -
alcoxialquilo Cq - Cy2, -hidroxialquilo C - C42, -alquenoxi C; - Cg, -alquinoxi C; -
Ce, halo, -CN, -NO2, -NR°R', -C-(=O)NR°R'?, -C(=0)R", -C(=O)OR'"?, -SO2-
NR°RY, -S(0),-R'"", -cicloalquilo C3 - Cys, - cicloalquenilo C4 - Cis, -bi- ©
tricicloalquilo (Cs - C41), -bi- o tricicloalquenilo (C7 - C41), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C4s, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Css, ¥ -heteroariloxi (de 5 - 15 miembros);

R? se selecciona entre H, -alquilo C; - Cg, -alquenilo C; - Cs, -cicloalquilo
Cs; - Cg y -cicloalquenilo C3 - Cg, en el que R? estad sustituido opcional e
independientemente con entre uno a tres sustituyentes seleccionados
independientemente entre alquilo C, - C4 opcionalmente sustituido con entre
uno a tres atomos halo, alcoxi C4 - C4 opcionalmente sustituido con entre uno a
tres atomos halo, halo y -OH,;

o R' y R? junto con el grupo A cuando esta presente y el atomo de
nitrégeno al que R? esta unido, o R' y R? junto con el atomo de nitrégeno al que
R' y R? estan unidos cuando A esta ausente, pueden opcionalmente formar un
anillo de cuatro a ocho miembros;

R? se selecciona entre -arilo Cg - C14, y heteroarilo de (entre 5 y 14
miembros), en el que dicho arilo o heteroarilo estan cada uno de ellos opcional
e independientémente sustituido con entre uno a tres sustituyentes
seleccionados independientemente entre -alcoxi C; - C4, halo, -OH, -S alquilo
(C1 - C4), -alquilo (Cy - C4), -C(=0)OR?®, -SO,R? y heterocicloalquilo de (entre 3
y 8 miembros) en el que dicho alquilo, alcoxi, y heterocicloalquilo puede estar
adicionalmente sustituido con uno a seis halo;

R* es H, alquilo C, - Cg 0 halo;
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o R® y R* pueden junto con el atomo de carbono al que estan unidos
opcionalmente formar un resto seleccionado entre ciclopropilo, ciclobutilo,
ciclopentilo, ciclohexilo, morfolino, piperidino, pirrolidino, tetrahidrofuranilo y -
perhidro-2H-pirano, en el que dicho resto formado por R® y R* esta
opcionalmente sustituido con entre uno a tres sustituyentes seleccionados
independientemente entre -alquilo C, - Cg opcionalmente sustituido con entre
uno a tres atomos halo, -alcoxi C, - Cg opcionalmente sustituido con entre uno
a tres atomos halo, halo, -OH, -CN y alilo; _

R® se selecciona entre H, -alquilo C, - Cg, -alquileno C; - Cs, -alcoxi C, -
Cs, halo, -CN, cicloalquilo Cj - C12, cicloalquenilo C4 - Cy2, heteroarilo de (entre
5 y 10 miembros) y -arilo Cg - C1o, en el que dicho alquilo, alquileno y alcoxi de
R® estan cada uno de ellos opcional e independientemente sustituidos con
entre uno a tres sustituyentes seleccionados independientemente entre halo y -
CN, y en el que dicho cicloalquilo, cicloalquenilo, heteroarilo y arilo de R® estan
cada uno de ellos opcional e independientemente sustituidos con entre uno a
ires sustituyentes seleccionados independientemente entre -alquilo C, - C,4
opcionalmente sustituido con entre uno a tres étomés halo, -alcoxi Cq - C4
opcionalmente sustituido con entre uno a tres atomos halo, halo y -CN;

R’ se selecciona entre H, -alquilo C4 - Cy -alcoxi C; - Cyg, -hidroxialquilo
C1 - Cy, -cicloalquilo Cj - Cs2, cicloalquenilo C4 - Cy2, -bi- 0 tricicloalquilo (Cs -
Cux), -bi- o tricicloalquenilo (C; - Cy), heterocicloalquilo de (entre 3 y 12
miembros), -heterobi- o heterotricicloalquilo de (entre 7 y 20 miembros), arilo
Cs - Ca, y heteroarilo de (entre 5 y 15 miembros), en el que dichos alquilo,
alquenilo, alquinilo, alcoxi, alguencxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o

tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
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heteroariloxi de R’ estan cada uno de ellos opcional e independientemente
sustituidos con entre uno y seis sustituyentes seleccionados
independientemente entre el grupo de R™; _

en la que R™ en cada caso se selecciona independientemente entre -
OH, -alquilo C4 - C43, -alquenilo C;, - Cy2, -alquinilo C; - Cy3, - alcoxi Cy - Cg, -
aicoxialquilo C4 - Cy2, -hidroxialquilo C; - Cy2, -alquenoxi C; - Cg, -alquinoxi C; -
Ce, halo, -CN, -NO;, -NR°R™, -C(=O)NR°R"®, -C(=O)R"", -C(=0)OR", -S0,-
NR°R'®, -S(O)-R"", -cicloalquilo Cs - Cys, - cicloalquenilo C4 - Cis, -bi- 0
tricicloalquilo {Cs - C44), - bi- o tricicloalquenilo (C7 - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C4s, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, y -heteroariloxi (de 5 - 15 miembros); en la que dicho alquilo, alquenilo,
alquinilo, alcoki, alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o
tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi,
y heteroariloxi de R’® estan cada uno opcionalmente independientemente
sustituidos con entre uno y seis sustituyentes seleccionados
independientemente entre el grupo de R’;

en la que R’ en cada caso se selecciona independientemente entre -
OH, -alquilo C; - C43, alquenilo C; - Cy3, -alquinilo C, - Cyp, -alcoxi Cq - Cg, -
alcoxialquilo C4 - Cy2, - hidroxialquilo C4 - C42, -alquenoxi C, - Cg, -alquinoxi C; -
Cs, halo, -CN, -NO;, - NR*R'?, -C(=O)NR®R', -C(=0)R"!, -C(=0)OR"!, -SO,-
NRR', -S(0),-R"!, -cicloalquilo Cs - Cis, - cicloalquenilo C4 - Cis, -bi- 0
tricicloalquilo (Cs - C11), - bi- o tricicloalquenilo (C; - C1,), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C4s5, -heteroarilo (de 5 a 15 miembros), ariloxi Csg -
Cis, y -heteroariloxi (de 5 - 15 miembros);

o R® y R” pueden junto con los atomos de carbono y nitrogeno a los que
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estan respectivamente unidos opcionalmente formar un anillo heterocicloalquilo
de (entre 5 y 8 miembros), un anillo heterocicloalquenilo de (entre 5 y 8
miembros) o un anillo heteroarilo de (entre 6 y 8 miembros) , en el que dichos
anillos heterocicloalquito, heterocicloalquenilo y heteroarilo estan opcional e
independientemente sustituidos cada uno con entre uno a tres sustituyentes
seleccionados independientemente entre halo, -alquilo Cy - Ce, opcionalmente
sustituido con entre uno a tres atomos halo, -alcoxi Cy - Cg opcionalmente
sustituido con entre uno a tres atomos halo, -hidroxialquilo C; - Cs, -OH, -
(CHa)cero - 10 NR°R'®, (CH2)cero - 10 C(=O)NRR', -SO,NR°R® y cicloalquilo C; -
Cia

R® vy R en cada caso se seleccionan cada uno de ellos
independientemente entre H, -OH, alquilo C4 - C42, alquenilo C; - Cy3, -alquinilo
Cz - Cya, -alcoxi C4 - Ce, -alcoxialquilo Cy - C4y, - hidroxialquilo Cq - Cy2, -
alquenoxi C; - Cg, -alquinoxi C; - Cg, -C(=O)NR''R"?, -C(=0)R"", -C(=0)OR"?, -
SO NR'R", -S(0),-R"", -cicloalguilo C; - Cqs, - cicloalguenilo Ce - Cys, -bi- 0
tricicloalquilo (Cs - C44), - bi- o tricicloalquenilo (C; - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C15, -heteroarilo (de 5 a 15 miembros), -ariloxi Cs -
Cis, ¥y -heteroariloxi (de 5 - 15 miembros), en el que dicho alquilo, alquenilo,
alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o
tricicloatquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R® y R'® estan cada uno de ellos sustituidos opcional e
independientemente con entre uno y seis sustituyentes seleccionados
independientemente entre el grupo de R'%?;

en la que R' en cada caso se selecciona independientemente entre -

OH., halo, - alcoxi Cy - Cg, -CN, -NO,, -NR''R'?, -C(=0)NR"'R"2, -C(=0)R"", -
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C(=0)OR", -S0,-NR'"'R"?, -5(0),-R", -cicloalquilo C3- Cs, -cicloalquenilo C, -
Cy5, -bi- o tricicloalquilo (Cs - Cy4), -bi- o tricicloalquenilo (C; - Cy4), -
heterocicloalquilo (de 4 a 20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15
miembros), ariloxi Cg - C4s, ¥ -heteroariloxi (de 5 - 15 miembros); en la que
dicho alcoxi, cicloalquilo, cicloalquenilo, bi- o tricicloalquito, bi- o
tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de
R'% estan cada uno opcionalmente independientemente sustituidos con entre
uno y seis sustituyentes seleccionados independientemente entre el grupo R'%;

en la que R'® en cada caso se seleccioné independientemente entre -
OH, halo, -alquilo C1 - Cya, -alquenilo Cz - Cy32, -alquinilo C, - Cy2, -alcoxi C; - Cs,
-alcoxialquilo C4 - C43, -hidroxialquilo C4 - C42, -alquenoxi C; - Cg, -alquinoxi Cz -
Ce, halo, -CN, -NO;, -NR''R"2, -C(=O)NR''R"?, -C(=0)R"", -C(=0)OR", -SO,-
NR''R'?, -S(0),-R"", -cicloalquilo C3 - Cys, - cicloalquenilo C4 - Cys, -bi- 0
tricicloalquilo (Cs - Cy4), - bi- 0 tricicloalquenilo {C; - C14), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, Y -heteroariloxi (de 5 - 15 miembros);

o NR°R'® puede formar un heterocicloalquilo de (entre 4 y 20 miembros),
heterobi- o ftricicloalquilo de (entre 5 y 18 miembros), heterobi- o
tricicloalquenilo de (entre 5 y 18 miembros), o heteroarilo de (entre 5 y 15
miembros), en el que dicho heterocicloalquilo, heterobi- o ftricicloalquilo,
heterobi- o tricicloalquenilo o heteroariio estan opcionalmente e
independientemente sustituidos con entre uno y seis sustituyentes
seleccionados independientemente entre -alquilo C4 - Cg -alquenilo C; - Cg, -
alquenilo C; - Cg, - alcoxi Cy - Cg, -alquenoxi C; - Cg, -alquinoxi C; - Cg, -

hidroxiatquilo C - Cs, - hidroxialquenilo C,- Cg, - hidroxialguenilo C;- Cg, halo,
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-OH, -CN, -NO,, -NR"'R'?, -C(=0)NR''R™, -C(=O)R"", -C{(=0)OR"", - $(0).R"
y -S(0).NR"'R'%;

en el que R" y R" en cada caso se seleccionan independientemente
cada uno entre H, -alquilo C, - Cg, -cicloalquilo C3 - Cs, -cicloalquenilo C; - Cs,
bi- o tricicloalquilo (Cs - C41), bi- o tricicloalquenilo (C7 - C44), heterolcicloalquilo
de (entre 3 y 8 miembros), -arilo Cg - C19 y -heteroarilo de (entre 5 y 14
miembros), en el que dicho alquilo de R'! esta opcional e independientemente
sustituido con entre uno y tres sustituyentes seleccionados independientemente
entre - OH, - CN y cicloalquilo C3- Cg, y en el que cada atomo de hidrégeno de
dicho alquilo esta opcional e independientemente reemplazado con un atomo
halo, y en el que dicho cicloalquilo, cicloalquenilo, heterocicloalquilo, arilo y
heteroarilo de R'' estan cada uno de ellos opcional e independientemente
sustituido con entre wuno a tres sustituyentes seleccionados
independientemente entre halo, alquilo Cy - Cs opcionaimente sustituido con
entre uno a tres atomos halo, -OH, -CN y cicloalquilo C3 - Cg; y

n es en cada caso un numero entero seleccionado independientemente
entre cero, 1y 2;

o una sal farmaceuticamente aceptable del mismo.

12. Un compuesto de férmula |
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A
w
A

en la que A esta ausente;

R! es -alquilo C1 - Cao; en el que R' esta sustituido independientemente
con entre uno y seis sustituyentes seleccionados independientemente entre
R1a;

en la que R" en cada caso se selecciona independientemente entre -
alcoxi Cy - Cg, -CN, -cicloalquilo C3 - Cis, -cicloalquenilo C4 - Cys5, -bi- o0
tricicloalquilo (Cs - C41), - bi- o tricicloalquenilo (C; - C4,4), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
C1s, ¥ -heteroariloxi (de 5 - 15 miembros);

en la que dicho cicloalquilo, cicloaiquenilo, bi- o tricicloalquilo, bi- o
tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y heteroariloxi de
R'? estdn cada uno opcionalmente independientemente sustituidos con entre
uno y seis sustituyentes seleccionados independientemente entre el grupo R'®;

en la que R se selecciona en cada caso independientemente entre -
OH, - alquilo C, - Cy3, -alquenilo C; - C42, -alquinilo C; - C43, -alcoxi Cq - Cg, -
alcoxialquilo C4 - C43, -hidroxialquilo C4 - Cy2, -alquenoxi C; - Cg, -alquinoxi C; -
Ce, halo, -CN, -NOz, -NR®R™, -C-(=0)NRR", -C(=O)R"", -C(=0)OR"?, -S0,-
NR°R'’, -S(0O)-R"", -cicloalquilo C3 - Cys, - cicloalquenilo C4 - Cis, -bi- 0
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tricicloalquilo (Cs - C44), -bi- o tricictoalquenilo (C; - C11), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Cs -
Cis, Y -heteroariloxi (de 5 - 15 miembros);

R? se selecciona entre H, -alquilo C, - Cs, -alquenilo C, - Cg, -cicloalquilo
C; - Csg y cicloalquenilo C; - Cs, en el que R? esta opcional e
independientemente sustituido con entre uno a tres sustituyentes
seleccionados independientemente entre alquilo C, - C4 opcionalmente
sustituide con entre uno a tres atomos halo, -aicoxi C - C4 opcionalmente
sustituido con entre uno a tres atomos halo, halo y -OH.

R? se selecciona entre H, -alquilo C, - Cg, -alquenilo C; - Cs, -alquinilo C;
- Cg, -cicloalquilo Cj - Cs, -cicloalquenilo Cs - Cg y heterocicloalquilo de (entre 3
y 8 miembros), -arilo Cg - C14 y heteroarilo de (entre 5 y 14 miembros), en el
que dicho alquilo, alquenilo, alquinilo, cicloalquilo, cicloalquenilo,
heteracicloalquito, arilo o heteroarilo estan cada uno de ellos opcional e
independientemente sustituido con entre uno a tres sustituyentes
seleccionados independientemente entre alcoxi Cy - C4, halo, -OH, -S alquilo
(Cy - Ca), -alquilo (C, - Cy), -C(=0)OR?, -SO,R? y heterocicloalquilo de (entre 3
y 8 miembros) en el que dicho alquilo, alcoxi, y heterocicloalquilo puede estar
adicionalmente sustituido con uno a seis halo;

R* es H, alquilo C; - Cg o halo;

- 0 R® y R* pueden junto con el dtomo de carbono al que estan unidos
opcionalmente formar un resto seleccionado entre ciclopropilo, ciclobutilo,
ciclopentilo, ciclohexilo, morfolino, piperidino, pirrolidino, tetrahidrofuranilo y
perhidro-2H-pirano, en el que dicho resto formado por R® y R* esta

opcionalmente sustituido con entre uno a tres sustituyentes seleccionados



10

15

20

25

261

independientemente entre -alquilo Cy - C¢ opcionalmente sustituido con entre
uno a tres atomos halo, -alcoxi Cy - Cs opcionalmente sustituido con entre uno
a tres atomos halo, haio, -OH, -CN y alilo;

R® se selecciona entre H, -alquilo Cy - Cg, -alquileno C; - Cg, -alcoxi Cy -
Ce, halo, -CN, -cicloalquilo C3- C43, -cicloalquenilo C4 - Cqa, heteroarilo de (entre
5 y 10 miembros) y -arilo Cg - C40, en el que dicho alquilo, alquileno y alcoxi de
R® estan cada uno de ellos opcional e independientemente sustituidos con
entre uno a tres sustituyentes seleccionados independientemente entre halo y -
CN, y en el que dicho cicloalquilo, cicloalquenilo, heteroarilo y arilo de R® estan
cada uno de elios opcional e independientemente sustituidos con entre uno a
tres sustituyentes seleccionados independientemente entre -alquilo Cy - C4
opcionalmente sustituido con entre uno a tres atomos halo, -alcoxi C; - C4
opcionaimente sustituido con entre uno a tres atomos halo, halo y -CN;

R’ se selecciona entre H, -alquilo C; - Cz, -alcoxi C; - Cag, -
hidroxialquilo C4 - Cyo, -cicloalquilo C3 - Cy2, -cicloalquenilo C4 - Cy,, bi- 0
tricicloalquilo (Cs - Ca0), bi- 0 tricicloalquenilo (C; - Cao), -heterocicloalquilo de
(entre 3 y 12 miembros), -heterobi o o heterotricicloalquilo de (entre 7 y 20
miembros) , -arilo Cg - Cy4, y -heteroarilo de (entre 5 y 15 miembros) en el que
dichos alquilo, alquenilo, alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo,
cicloalquenilo, bi- o tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo,
heteroarilo, ariloxi y heteroariloxi de R7estan cada uno de ellos opcional e
independientemente sustituido con entre uno y seis sustituyentes
seleccionados independientemente entre el grupo R’%;

en la que R™ en cada caso se selecciona independientemente entre -

OH, -alquilo C4 - Cy2, -alquenilo C; - Cy2, -alquinilo C, - Cy3, -alcoxi C4 - Cg, -
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alcoxialquilo C4 - Cy2, -hidroxialquilo C - Cy2, -alquenoxi C; - Cs, -alquinoxi C; -
Ce, halo, -CN, -NO,, -NR°R'?, -C(=O)NR°R'’, -C(=O)R"", -C(=0)OR"?, -SO,-
NR°R'®, -S(0).-R"", -cicloalquilo Cs - Cys, - cicloalquenilo C4 - Cis, -bi- 0
tricicloalquilo (Cs - C41), - bi- o tricicloalquenilo (C; - C14), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, y -heteroariloxi (de 5 - 15 miembros); en la que dicho alquilo, alquenilo,
alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo, cicloalguenilo, bi- o
tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R’ estdn cada uno opcionalmente independientemente
sustituidos con entre uno y seis sustituyentes seleccionados
independientemente entre el grupo R™; |

en la que R™ en cada caso se selecciona independientemente entre -
OH, -alquilo C4 - Cy2, -alquenilo C, - Cy2, -alquinilo C; - Cyy, -alcoxi Cq - Cg, -
alcoxialquilo C4 - Cy2, -hidroxialquilo C, - C43, -alquenoxi C; - Cg, -alquinoxi C, -
Cs, halo, -CN, -NO;, -NR°R', -C(=O)NR°R", -C(=0)R"!, -C(=0)OR"", -SO,-
NR°R'", -S(0).-R"', -cicloalquilo C3 - Cys, - cicloalquenilo C4 - Cys, -bi- ©
tricicloalquilo (Cs - C44), - bi- o tricicloalquenilo {(C; - C4,), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C+s, -heteroarilo (de 5 a 15 miembros), ariloxi Cs -
Css, y -heteroariloxi (de 5 - 15 miembros);

o R® y R” pueden junto con los atomos de carbono y nitrégeno a los que
estan respectivamente unidos opcionalmente formar un anillo heterocicloalquilo
de (entre 5 y 8 miembros), un anillo heterocicloalquenilo de (entre 5 y 8
miembros) o un anillo heteroarilo de (entre 6 y 8 miembros) , en el que dichos
anillos heterocicloalquilo, heterocicloalquenilo y heteroarilo estan opcional e

independientemente sustituidos cada uno con entre uno a tres sustituyentes
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seleccionados independientemente entre halo, -alquilo C; - Cs, opcionalmente
sustituido con entre uno a tres atomos hald, -alcoxi Cy - Cg opcionalmente
sustituido con entre uno a tres atomos halo, -hidroxialquilo Cy - Cg, -OH, -
(CHa)eero - 10 NR°R'™®, -(CHa)cers - 10 C(=0)NRR™, -SO,NR®R y cictoalquilo Cs -
Ciz

R® y R en cada caso se seleccionan cada uno de ellos
independientemente entre H, -OH, -alquilo Cy - C43, -alquenilo C; - Cy3, alquinilo
Cz - Cy2, -alcoxi Cy - Cg -alcoxialquilo Cy - Cyp, -hidroxialquilo Cy - Cyz, -
alguenoxi C, - Cg, -alquinoxi C;- Cg, -C(=0)NR''R'?, -C(=O)R", -C(=0)OR"", -
SO-NR"R™, -S(0)-R"", -cicloalquilo Cs3 - Cys, - cicloalquenilo Cy4 - Css, -bi- 0
tricicloalquilo (Cs - C11), - bi- o tricicloalqueniio (C7 - C44), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - Cy5, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, ¥ -heteroariloxi (de 5 - 15 miembros); en la que dicho alquilo, alquenilo,
alquinilo, alcoxi, alquenoxi, alquinoxi, cicloalquilo, cicloalquenilo, bi- o
tricicloalquilo, bi- o tricicloalquenilo, heterocicloalquilo, arilo, heteroarilo, ariloxi y
heteroariloxi de R® y R' estan cada uno opcionalmente independientemente
sustituidos con entre wuno y seis sustituyentes seleccionados
independientemente entre el grupo R'0a;

en la que R'® en cada caso se selecciona independientemente entre -
OH, halo, -alcoxi Cq - Cg, -CN, -NOz, -NR"'R™, -C(=O)NR''R"?, -C(=0)R"", -
C(=0)OR'?, -S0,-NR''R™, -5(0),-R"", -cicloaiquilo C3- C;s, -cicloalquenilo C, -
Cis, -bi- o tricicloalquilo (Cs - Ci1), -bi- o tricicloalquenilo (C; - Cyq), -
heterocicloalquilo (de 4 a 20 miembros), -arilo Cg - Cys, -heteroarilo (de 5 a 15
miembros), ariloxi Cg - Cys, y -heteroariloxi (de 5 - 15 miembros); en la que

dicho alcoxi, cicloalquilo, cicloalquenilo, bi- o ftricicloalquilo, bi- o



10

15

20

25

264

tricicloalquenilo, heterocicloalquilo, arito, heteroarilo, ariloxi y heteroariloxi de
R'® estan cada uno opcionalmente independientemente sustituidos con entre
uno y seis sustituyentes seleccionados independientemente entre el grupo R0

en la que R'™ en cada caso se selecciona independientemente entre -
OH, halo, -alquifo C4 - C43, -alquenilo Cz - Cy3, -alquinilo Cz - C42, -alcoxi Cq - Cs,
-alcoxialquilo Cq - C1z, -hidroxialquilo C, - C4», -alquenoxi C; - Cg, -alquinoxi C, -
Cs, halo, -CN, -NO, -NR'"'R"'?, -C(=0)NR''R", -C(=O)R"", -C(=0)OR", -SO,-
NR"R', -S(0).-R"", -cicloalquilo C3 - Cys, - cicloalquenilo C4 - Cis, -bi- 0
tricicloalquilo (Cs - C11), - bi- o fricicloalquenilo (C7 - C4,), -heterocicloalquilo (de
4 a 20 miembros), -arilo Cg - C1s, -heteroarilo (de 5 a 15 miembros), ariloxi Cg -
Cis, ¥ -heteroariloxi (de 5 - 15 miembros);

o NR°R" puede formar un heterocicloalquilo de (entre 4 y 20 miembros),
heterobi- o ftricicloaiquilo de (entre 5 y 18 miembros), heterobi- o
tricicloalquenilo de (entre 5 y 18 miembros), o heteroarilo de (entre 5 y 15
miembros), en el que dicho heterocicloalquilo, heterobi- o tricicloalquilo,
heterobi- o tricicloalquenilo o heteroarito estan opcionalmente e
independientemente sustituidos con entre uno y seis sustituyentes
seleccionados independientemente entre -alquilo C, - Cg, -alquenilo C; - Cs, -
alquenilo C, - Cg, - alcoxi Cq - Cs, -alquenoxi C, - Cg, -alquinoxi C, - Cs, -
hidroxialquilo C4 - Ca, - hidroxialquenilo C, - Cg, - hidroxialquenilo C, - Cg, halo,
-OH, -CN, -NO, -NR''R'?, -C{(=0)NR"'R*, - c(=0)R"", -C(=0)OR"!, - 5(0).R""’
y -S(O):NR''R'%;

R" y R en cada caso se seleccionan independientemente cada uno
entre H, alquilo C, - Cs, cicloalquilo C; - Cs, cicloalquenilo C4 - Cg, bi- 0

tricicloalquilo (Cs - C44), bi- o tricicloalquenilo (C; - C4), heterocicloalquilo de
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(entre 3 y 8 miembros), arilo Cg - C1 ¥ heteroarilo de (entre 5 y 14 miembros),
en el que dicho alquilo de R"' esta opcional e independientemente sustituido
con entre uno y tres sustituyentes seleccionados independientemente entre -
OH, - CN y cicloalquilo C3 - Cs, ¥ en el que cada atomo de hidrégeno de dicho
alquilo esta opcional e independientemente reemplazado con un atomo halo, y
en el que dicho cicloalquilo, cicloalquenilo, heterocicloalquilo, arilo y heteroarilo
de R'! estan cada uno de ellos opcional e independientemente sustituido con
entre uno a tres sustituyentes seleccionados independientemente entre halo,
alquilo C4 - Cg opcionalmente sustituido con entre uno a tres atomos halo, -OH,
-CN y cicloalquilo C3 - Cg; ¥

n es en cada caso un numero entero seleccionado independientemente
entre cero, 1y 2;

0 una sal farmacéuticamente aceptable del mismo.

13. Un compuesto seleccionado entre el grupo constituido por:
{1-[2-(3-etoxi-propilamino)-etil}-1H-imidazol-4-il}Jamida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino]-pentanocico;
{1-[2-(octahidro-pirazinol[1,2-a]azepin-2-il)etil]-1H-imidazol-4-if}jamida del acido
(S)-2-[2-(3,5- diflucro-fenil)acetilamino]-pentanoico,
{1-[2-([1,4])-dioxan-2-iimetil-metilamino)-etil]-1H-imidazol-4-il}Jamida del acido
(S)-2-[2-(3,5- difluoro-fenil)acetilamino}-pentanoico;
{1-[2-(2-metoxi-1-metil-etilamino)-etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-
(3,5- difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(3-oxo-piperazin-1-il}-etil}-1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-

difluoro-fenil)acetilamino]-pentanoico;
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[1-(2-bencilamino-etil)-1H-imidazol-4-iljamida del acido (S)-2-[2-(3,5- difluoro-
fenil)acetitaminol-pentanoico;

{1-[2«(3-butoxi-propilamino)etil)}- 1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino}-pentanoico;
{1-[2-((1R,2S)-2-hidroximetil-ciclohexilamino)etil]-1H-imidazol-4-il}amida del
acido (5)-2-[2«3,5- difluoro-fenil)acetilamino]-pentanocico;
{1-(4aS,8aS)-2-(octahidro-isoquinolin-2-il)etil]-1H-imidazol-4-il}Jamida del acido
2-[2+(3,5- difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(3-isopropoxi-propilamino)etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-
(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(octahidro-isoquinolin-2-il)etil}-1H-imidazol-4-il}Jamida del acido (S)-2-{2-
(3,5-difluoro-fenil)acetilamino)-pentanoico;
{1-{2-(3,4,5,6-tetrahidro-2H-[4,4'bipiridinil-1-il)etil]- 1 H-imidazol-4-il}amida del
acido (S)-2-[2-(3,5-difluoro-fenil)acetilamino}-pentanocico;
{1-[2-(2-hidroxi-2-fenil-etilamino)etil]- 1H-imidazol-4-il}amida del acido (S)-2-[2-
(3,5-diﬂuoro-fenil)acetiIamino]-pentahoico;
{1-[2-(indan-1-ilamino)-etil]-1H-imidazol-4-il}amida del acido (S)-2-[2+(3,5-
difluoro-fenil)acetitamino]-pentanoico;
{1-[2-(bencil-metilamino)etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(indan-2-ilamino}-etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-
difluoro-fenit)acetilaminol-pentanocico;
{1-[2-(3,4-dihidro-1H-isoquinolin-2-it}etil]-1H-imidazol-4-il}amida del acido (S)-2-
[2-(3,5-difluoro-fenil)acetiiamino]-pentanoico;

{1-[2-(2-propoxi-etilamino)-etil}-1H-imidazol-4-il}amida de! acido (S)-2-[2-(3,5-
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difluoro-fenil)acetilamino]-pentanoico;

{1-[2-(3-bencil-pirrolidin-1-il)-etit}- 1H-imidazol-4-ilfamida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(3-piridin-2-il-pirrolidin-1-il}-etil]-1H-imidazol-4-il}amida del &cido (S)-2-[2-
(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-{2-(metil-piridin-4-itmetil-amino)-etil}-1H-imidazol-4-il}amida del acido (S)-2-
[2-(3,5- difluoro-fenil)acetilamino}-pentanoico;
(1-{2-[(2-metanosulfonil-etil)metil-amino}-etil}-1H-imidazol-4-il)Yamida del acido
(S)-2- [2-(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[2+(2-terc-butoxi-etilamino)-etil]-1H-imidazol-4-if}amida del acido (S)-2-[2-
(3,5-difluoro-fenilJacetilamino]-pentanoico;
{1-[2-(3-piridin-4-il-pirrolidin-1-il}-etil]-1H-imidazol-4-il}Jamida del acido (S)-2-[2-
(3,5-difluoro-fenil)acetitamino}-pentanoico;
[1-(2-fluoro-bencil}-1H-imidazal-4-illamida del a&cido (S)-2-[2+3,5-difluoro-
feniacetilamino]-pentanoico;

[t-(3-fluoro-bencil}-1H-imidazol-4-ilJlamida del acido (S)-2-[2-(3,5-difluoro-
fenil)acetilamino]-pentanoico;

[1-(4-metilbencil)-1H-imidazol-4-illamida del acido (S)-2-[2-3,5-difluoro-
fenil)acetilamino}-pentanoico;

[1-(4-metoxibencil > 1H-imidazol-4-illamida  del acido  (S)-2-{2«3,5-difluoro-
fenil)acetilamino]-pentanoico;

[1-(4-terc-butil-bencit)-1H-imidazol-4-iljamida del acido (S)-2-{2-(3,5-difluoro-
fenilacetilamino]-pentanoico;
[1-(1-pirrolidin-1-itmetil-ciclobutil}-1H-imidazol-4-ilJlamida del acido (S)-2-[2(3,5-

difluoro-fenil)acetilamino]-pentanoico;
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[1-(1-dimetilaminometil-ciclobutil)-1H-imidazol-4-ilJamida del acido (S)-2-[2-
(3,5- difluoro-fenil)acetilamino]-pentanoico;

[1{1-piperidin-1-ilmetil-cictobutil}- 1H-imidazol-4-ilJamida del acido (S)-2-{2-3,5-
difluoro-fenil)acetilamino]-pentanoico;
[11-morfolin-4-iimetil-ciclobutil}-1H-imidazol-4-ill]amida del acido (S)-2-[2+(3,5-
difluoro-fenil)acetilamino]-pentanoico;
(1-{1-[((2R,6S5)-2,6-dimetil-morfolin-4-il)metil]-ciclobutit}- tH-imidazol-4-il)amida
del acido (S)-2-[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
(1-{1-[(2,2,2-triflucro-etilamino)}-metil]-ciclobutil}-1H-imidazol-4-ilJamida del
écidb (8)-2-[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
(1-{1-[((R)-1-ciclohexil-etilamino)-metil]-ciclobutil}-1H-imidazol-4-il)Jamida  del
acido (S)—2—[2-(3,5- diﬂuoro—fenil)acetiIamino]—pentanoico;
[1-(1-pirrolidin-1-ilmetil-ciclobutil}- 1H-imidazol-4-iflamida del acido (S)-2-(5,7-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(141-{(2,2-dimetil-propilamino)-metil}-ciclobutii}- 1H-imidazol-4-il)amida del
acido (S)-2-[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
(1-{1-[(2,2,2-triﬂuoroetiIamino)metil]—ciclobutil}-1 H-imidazol-4-il)amida del acido
(S)-2-(6,8-difluoro-1 ,2,3,4wtetréhidronaftaien-z-iIamino)-pentanoico;
(1-{1-[(2,2-dimetil-propilamino)metil]-ciclobutil}- 1H-imidazol-4-il)amida del acido
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{1-I((R)}-1 -ciclohexil-etitamino)—metil]“—ciclobutii}-1 H-imidazol-4-il)amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;

[1« 1-dimetilaminometil-ciclobutil)—1H-imidazol-4—i|]amida del acido (S)-2-(6,8-
diflucro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;

[1-(1-piperidin-1-ilmetil-ciclobutil}- 1H-imidazol-4-iJamida del acido (S)-2-(6,8-
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difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;
[1-(1-morfolin-4-iimetil-ciclobutil}-1H-imidazol-4-illamida del acido (S)-2+(6,8-
diflucro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;

(1-{1-[{(2R, 68)-2,6-dimetil-morfolin-4-il)metil]ciclobutil}-1H-imidazol-4-ilJamida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)}-pentancico;
{1-[2-((R)-1-ciclohexit-etilamino)-1, 1-dimetil-etil]- 1H-imidazol-4-il}Jamida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-itamino)-pentanoico;
(1-{1,1-dimetil-2-[(tetrahidropiran-4-ilmetil)Jamino]-etil}-1H-imidazol-4-il )amida

del acido (S)-2+(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;
(1-{2-[(1-hidroxi-ciclohexilmetil)-amino]-1, 1-dimetil-etil}-1H-imidazol-4-ilJamida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;
(1-{2-[(4-hidroxi-tetrahidro-piran-4-ilmetil)-amino]-1, 1-dimetil-etil}- 1 H-imidazol-
4-il)amida del &acido (S)-2+6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-
pentanoico;

{1-[2-(2-metoxi-2-metilpropilamino)-1, 1-dimetil-etil]-1H-imidazol-4-il}Jamida  del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)- pentanoico;
(1-{1,1-dimetil-2-[( 3-metiloxetan-3-ilmetil)-amino]etil}-1 H-imidazol-4-ilJamida del
acido (5)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)- pentanoico;
{1-[2(ciclohexilmetil-amino)-1, 1-dimetil-etil]-1H-imidazol- 4-illamida del acido
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)- pentanoico;
{1-[2-((R}-1-ciclohexiletil-amino)-1, t-dimetil-etii}- 1 H-imidazol-4-il}amida del
acido (8)-2-[2-(3,5-difluoro-fenil)acetilamino]- pentanoico;
(1-{1,1-dimetil-2-[(tetrahidro-piran-4-ilmetil}-amino]-etil}-1H-imidazol-4-il)amida
del acido (S)-2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico;

{1-[3-((S)-1-fenil-etilamino)-butil}-1H-imidazol- 4-il}amida del acido (S)-2-(6,8-
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difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanocico;
[141,1-dimetil-2-pirrolidin-1-il-etil)-1-H-imidazol-4-illamida  del acido (S)-2-
(diciclopropilmetil-amino)-pentanoico;
[1-(1-hidroximetil-ciclobutil}-1-H-imidazol-4-ilJamida  del acido (S)-2-[2+(3,5-
difluoro-fenil)acetilamino]-pentanoico;
[142-hidroximetil-ciclobutil}-1-H-imidazol-4-ilJamida del a&cido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino]-pentanoico;
[1«(1-hidroximetil-ciclobutil)-1-H-imidazol-4-ilJamida del acido (S)-2-(5,7-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

[1-(1,1-dimetil-2-pirrolidin-1-il-etil}-1H-imidazol-4-il}-amida. del acido (S)-2-[2-

(2,4- difluoro-fenil}-2-hidroxietilamino}-pentanoico;

[1«1,1-dimetil-2-pirrolidin-1-il-etil}-1H-imidazol-4-il]-amida del acido (S)-2-[2-
(3,4- difluoro-fenil)-2-hidroxietilamino]-pentanoico;
[1«(1,1-dimetil-2-pirralidin-1-il-etil)- 1H-imidazol-4-il]-amida del acido (S)-2-[2-
(3,5-difluoro-fenii)-2-hidroxietilamino}-pentanoico;
{1-[2-((2R,6S)-2,6-dimetil-morfolin-4-it)-1, 1-dimetil-etil]- 1H-imidazol-4-il}-amida
del acido (S)-2-[2- (2,4-diflucro-fenil)-2-hidroxietilamino]-pentancico;
[1-(1,1-dimetil-2-pirrolidin-1-il-etil)- 1H-imidazol-4-il]-amida del acido (S)-2-[(1-
hidroxiciclochexilmetilJamino]-pentanoico;
{1-[3«((R)-1-fenil-etilamino)propil}-1H-imidazol-4-il}-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(3-metil-bencilamino)-propil]-tH-imidazol-4-il}-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3«(2-hidroxi-2-fenil-etilamino)-propil]- 1 H-imidazol-4-il}-amida del acido (S)-2-

(6,8- diftuoro-1,2,3,4-tetrahidronaftaten-2-ilamino)-pentanoico;
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{1-[3«2-cloro-bencilamino})-propil}-1H-imidazol-4-il}-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3+(3,4-dihidro-1H-isoquinolin-2-il)-propil}- 1H-imidazol-4-illamida del &cido
(S)-2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)-pentanoico;
{1-[3-(indan-2-ilamino)-propil]-1H-imidazol-4-il}amida del acido (S)-2-6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(1-metoxirﬁetil-propiIamino)—propil]-1H-imidazol—4-i|}amida del acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(4-cloro-bencilamino)-propil]-1H-imidazol-4-il}amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(2-metilbencilamino)-propil]-1H-imidazol-4-il}amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(2-metoxietilamino)-propil]-1H-imidazol-4-il}Jamida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{3-[(piridin-3-iimetil)amino}-propil}- 1H-imidazol-4-ilJamida del acide (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-((S)-1-p-tolil-etilamino)propil}- 1H-imidazol-4-il}jamida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3«(4-metoxibencilamino)-propil]-1H-imidazol-4-il}amida del acido (S)-2-(6,8-
diflucro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(cic|opropilmetilamino)-propil]-1HQimidazoI—4-iI)amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanaico;,
{1-[3-(4-metilbencilamino)-propil]-1H-imidazol-4-il}Jamida del acido (S)-2«6,8-
difluoro-1,2, 3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

{1-[1-metil-1-(metilfenetil-carbamoil}-etil}- 1H-imidazol-4-if}amida del acido (S)-
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2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[1-(1,3-dihidro-isobenzofuran-5-ilcarbamail )- 1-metil-etil]-1H-imidazol-4-
}amida del acido (S5)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;

{1-[1-(indan-1-ilcarbamoail)-1-metil-etil}- 1H-imidazol-4- il}amida del acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-{1,1-dimetil-2-ox0-2-(3-piridin-4-il-pirrolidin-1-il }-etil]- 1 H-imidazol-4-il}amida
del acido (S)-2-(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
(1-{1-{2-(3-fluoro-fenil)-etilcarbamoil]- 1-metiletil}- 1H-imidazol-4-il )amida del
acido (S8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[2-3-ciano-piperidin-1-il}-1,1-dimetil-2-oxo-etil]- 1H-imidazol-4-il}amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanaico;
(1-{1-metil-1-[metil-(tetrahidro-piran-2-iimetil)carbamoil]-etil}-1H-imidazol-4-
illJamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;
(1-{1-[etil-(2-pirazol-1-il-etil)carbamoii]-1-metiletil}-1H-imidazol-4-i)amida  del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)-pentanoico;
{1-[1,1-dimetil-2-ox0-2-(2-fenil-pirrolidin-1-il)-etil]-1H-imidazol-4-il}amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(14{1-{(furan-2-iimetil)carbamoil}-1-metiletil}-1H-imidazol-4-i)amida del acido
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-[3-(acetil-metil-amino)pirrolidin-1-il]-1, 1-dimetil-2-oxo-etil}-1H-imidazol-4-
illamida del acido (S)2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;

{1-[1-metil-1-((3R,4S)-4-metilsuifanil-tetrahidro-furan-3-iicarbamoiletil])-1H-
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imidazol-4-iijamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-pentanoico;

{1-[2-(4-acetil-[1,4]diazepan-1-il}-1, 1-dimetil-2-oxo-etil]-1H-imidazol-4-il}Jamida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{1-metil-1-[1-(1-metil-1H-pirazol-4-il)etilcarbamoil]-etil}- 1 H-imidazol-4-
ilamida del acido (S)-2-(6,8-difluoro-1,2,3 4-tetrahidronaftalen-2-ilamino)-
pentanoico;

{1-[1<(3-metoxi-propilcarbamoil)- 1-metiletil]- 1H-imidazol-4-il}amida del acido
(5)-2+6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico; »
(1-{1-metil-1-[(3-metil-[1,2,4]oxadiazoi-5-iimetil)carbamoil]-etil}-1H-imidazol-4-
illamida del acido (S)-2-{6,8-difluoro-1,2,3 4-tetrahidronaftalen-2-ilamino)-
pentanoico;
(1-{1-[(2-ciano-etil)-metilcarbamoit}-1-metil-etitl}-1H-imidazol-4-il)amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[1,1-dimetil-2-(3-metil-5,6-dihidro-8H-[1,2,4]triazolo[4,3-a]pirazin-7-il}-2-oxo-
etil]-1H-imidazol-4-il}amida del acido (S)-2-(6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilamino)- pentanoico;

(1-{1-metil-1-[metii-( 1-metil-1H-imidazol-2-ilmetil)carbamoil]-etil}- 1H-imidazol-4-
ihamida del acido (S)-2-6,8-diftuoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;
(1-{1-[(2-dietilamino-etil)metil-carbamoil]-1-metil-etil}-1H-imidazol-4-i))Jamida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)propionilamino]-
imidazal-1-il}-N-indan-1-il-isobutiramida;

(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1- {1, 1-dimetil-2-oxo-
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2+(3-piridin-4-il-pirrolidin-1-il)etil]-1H-imidazol-4-if}- propionamida;
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1- [2- {4-hidroximetil-
4-metilpiperidin-1-il}-1, 1-dimetil-2-oxo-etil]- 1H-imidazol-4-il} propionamida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)propionilamino]-
imidazol-1-il}-N-metil-N-fenetil-isobutiramida;
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)propionilamino}-
imidazol-1-il}-N-etil-N-(2-pirazol-1-il-etil}-isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-[2-(4-
hidroximetil-4-metil-piperidin-1-il}-1, 1-dimetil-2-oxo-etil}- 1H-imidazol-4-il}-
propionamida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-
imidazol-1-il}-N-(4-metilbencil}-isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino}-
imidazol-1-il}-N-(1,3-dihidro-isobenzofuran-5-il }-isobutiramida;
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-[1, 1-dimeti!-2-oxo-
2-(2-fenilpirrolidin-1-il)-etil]-1H-imidazol-4-il}-propionamida;
(S)-N-{1-[2-(3-ciano-piperidin-1-il}-1, 1-dimetil-2-oxo-etil}- 1H-imidazol-4-il}-2-
(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionamida;
(S)-N-(1-{2-[3-(acetil-metil-amino)-pirrolidin-1-il}-1, 1-dimetil-2-oxo-etil}-1H-
imidazol-4-il)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionamida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-
imidazol-1-il}-N-({(1R, 2S)—2-hidroximetil-cicfohexil)isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino}-
imidazol-1-il}-N-(3-metil-[1,2,4]oxadiazol-5-ilmetil)isobutiramida;

2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-
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imidazol-1-il}-N-((S)-2-metoxi- 1 -metil-etilisobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-
imidazol-1-il}-N-(3-metoxipropit)isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-
imidazol-1-il}-N-[1-(1-metil-1H-pirazol-4-il}-etil]-isobutiramida;
2-{4-{(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-
imidazol-1-il}-N-(3-imidazol-1-il-propil)-isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-
imidazol-1-if}-N-3-morfolin-4-it-propil)-isobutiramida;
[1-(3-metil-oxetan-3-ilmetil}-1H-imidazol-4-il]-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
[1-(3-metil-oxetan-3-ilmetil)}-1H-imidazol-4-il]-amida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilaminol-pentanoico;
{1-[1-{4-trifluorometilfenil)etil]-1H-imidazol-4-il}-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[1+{4-trifluorometil-fenil)-etil}-1H-imidazol-4-il}-amida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetitamino]-pentanoico;
[1-(2-pirrolidin-1-ilmetilciclobutil)-1H-imidazol-4-il]-amida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino]-pentanoico;
[1-(2-pirrolidin-1-ilmetilciclobutil}-1H-imidazol-4-il]-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{1,1-dimetil-2-[(tetrahidro-piran-4-ilmetil}-amino}etil}-1H-imidazol-4-il)-amida
del acido (S)-2- (1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[2-(2-etoxi-etilamino)-1, 1-dimetil-etil]-1H-imidazol-4-il}-amida del acido (S)-2-

(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
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(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-[2-(2-etoxi-
etilamino)-1, 1-dimetil-etil]-1H-imidazol-4-il}-propionamida;
(1-{2-[(1-hidroxi-ciclohexilmetil}-carbamoil]-1, 1-dimetil-etil}- 1H-imidazol-4- '
illamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;

(1-{1-{(1-hidroxi-ciclohexiimetil}-carbamoil]- 1-metil-etil}- 1H-imidazol-4-il)amida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
({1 —rﬁetil—1 -[(tetrahidro-piran-4-ilmetil}-carbamoil]-etil}-1H-imidazol-4-ilyamida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
{1-[1-metii-1-(2-metil-bencilcarbamoil)}-etil]-1H-imidazol-4-il}amida del acido (S)-
2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[1+(2-metoxi-1-metil-etilcarbamoil }-1-metil-etil]- 1 H-imidazol-4-il}amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
(1-{1-metil-2-[(tetrahidropiran-4-ilmetil)Jamino]-etil}-1H-imidazol-4- il)Jamida del
acido (5)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;

( 1-{é-[(1-hidroxi-ciclohexilmetiI)-amino]-etil}-1 H-imidazol-4-il)amida del acido
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-{(4-hidroxi-tetrahidropiran-4-iimetil}-amino]-etil}-1H-imidazol-4-ilJamida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
{1-{2-[(tetrahidro-piran-4-ilmetil}-amino]-etil}-1H-imidazol-4-ilJamida del &cido
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-[(3-metil-oxetan-3-iimetil)}-amino]-etil}- 1 H-imidazol-4-il)amida del acido (S)-
2-(6,8-difluoro-1,2, 3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-[(1-hidroxi-ciclohexilmetil}-amino]-1-metil-etil}-1H-imidazol-4-il)Jamida  del

acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
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{1-[2-(2-etoxi-etifamino)etil]-1H-imidazol-4-il}amida del acido (S)-2-(6,8-difluoro-
1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
[1«(3-bencilamino-propil)-1H-imidazol-4-iljamida del acido (S)-2-(6,8-difluoro-
1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
(1-{1,1-dimetil-3-[(piridin-2-ilmetil)amino}-propil}-1H-imidazol-4-il)Jamida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[1,1-dimetil-3-((5)-2,2,2-trifluoro- 1-fenil-etilamino)propil]- 1 H-imidazol-4-
ijamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico; |
{1-[1,1-dimetil-3-((R)-1-fenil-etilamino)propil}-1H-imidazol-4-il}amida del acido
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[2-((2R,6S)-2,6-dimetilmorfolin-4-il}-1,1-dimetiletil}-1H-imidazol-4- iljamida del
acido (S)-2-(2-trifluorometil-bencilamino)-pentanoico;
{1-[2-((2R,68)-2,6-dimetilmorfolin-4-il}-1, 1-dimetiletil}-1H-imidazol-4- ii}amida del
acido (S)-2-{[(2-fluoro-3-trifluorometil-fenil)metil}-amino}pentanoico;
(S)-2-[2-(3,5-difluoro-fenil)acetilamino]-N-[1-(1, 1-dimetil-2-pirrolidin-1-it-etil}- 1H-
imidazol-4-il]-2-fenilacetamida;
(S)-2-[2-(3,5-difluoro-fenil)acetilamino}-N-{1-[2-((2S,6R)-2, 6-dimetil-morfolin-4-
it)-1,1-dimetil-etil]- 1H-imidazol-4-il}-2-fenilacetamida;
(S)-2-(6,8-diftuoro-1,2,3,4-tetrahidronaftalen-2-ilamino)}-N-{1-[2-(2,2-dimetil-
propilamino)-1, 1-dimetil-etil)- 1H-imidazol-4-il}-2-fenilacetamida,;
(1-indan-1-il-1H-imidazol-4-il)-amida del acido (S)—2—[2—(3,5-diﬂuoro-
fenil)acetilamino]pentanoico;

[(S}14(1S,2R)-2-hidroxi-indan-1-il)- 1H-imidazol-4-il]-amida del acido (S)-2-[2-

{3,5-difluoro-fenilJacetilamino}pentanoico;
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[(R)-1-((1R,2S)-2-hidroxi-indan-1-il)-1H-imidazol-4-il]-amida del acido (S)-2-[2-
(3,5-difluoro-fenil)acetilamino]pentanoico;
{1-[1-(4-fluorofenil}-2-hidroxi-etil]-1H-imidazol-4-il}-amida del acido (S)-2-[2«(3,5-
difluoro-fenil)acetilamino]pentanoico;
{(R)-1-{(R)-1-(4-fluoro-fenil)-2-hidroxi-etil]-1H-imidazol-4-il}-amida del acido (S)-
2- [2-(3,5-difluoro-fenil)acetilamino]pentanoico;
[1-(2-hidroximetil-fenil)-1H-imidazol-4-il}-amida del acido (S)-2-[2-(3,5-difluoro-
fenil)acetitamino]pentanoico;

(S)-2-[2-(3,5-difluoro-fenil)acetitamino]-N-{1-[2-(2, 2-dimetil-propilamino)-1, 1-
dimetil-etil]-1H-imidazol-4-il}-2-fenil-acetamida;
{(S)-1-[2-2,2-dimetilpropilamino)-1-fenil-etil]-1H-imidazol-4-il}-amida del acido
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{(S)—1—[2-(2,2—dimeti|propilamino)-1-fenil-etil]-1'H-imidazol-4-il}-amida del Aacido
(S)-2-6,8-difluoro-1,2,3,4-tetrahidronaftaten-2-ilamino)-pentanoico;
2—[2-(3,5-difluoroffenil )acetilamino]-N-{1-[2-(2,2-dimeti!propilamino)-1, 1-dimetil-
etil}-1H-imidazol-4-il}-2-(4-fluoro-fenil Jacetamida;
2-[2-(3,5-difluoro-fenil)acetilamino]-N-{1-[2-(2,2-dimetilpropilamino)-1, 1-dimetil-
etil}-1H-imidazot-4-il}-2-piridin-3-il-acetamida;
(1-{2-[(2,2-dimetil-propilamino)-metil]-fenil}-1H-imidazol-4-il)Jamida del &cido
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-[(2-hidroxi-butilamino}-metil]-fenil}-1H-imidazol-4-ilJamida del acido (S)-2-
(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)-pentanoico;
{1-[2(3-etoxi-propilamino)-etil}-1H-imidazol-4-il}Jamida del acido (S)-2-[2«3,5-
difluoro-fenil)acetilamino]-pentancico;

[1-(2-fluoro-bencil)-1H-imidazol-4-illamida del &cido (S)-2-{2-(3,5-difluoro-
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fenil)acetilamino]-pentanoico;

[1-(3-fluoro-bencil)}-1H-imidazol-4-illJamida del acido (S)-2-[2-(3,5-difluoro-
fenil)acetilamino]-pentanoico;

[1-(4-metilbencil}1H-imidazol-4-illamida del acido (S)-2-[2-(3,5-difluoro-
fenil)acetilamino]-pentanoico;

[1<(4-metoxibencil)-1H-imidazol-4-illJamida del acido (8)-2-[2-(3,5-difluoro-
fenil)acetilamino]-pentanoico;

[1-(4-terc-butil-bencil)-1H-imidazol-4-illamida del acido (S)-2-[2-(3,5-difluoro-
fenil)acetilamino]-pentanoico;
[1-(1-hidroximetil-ciclobutil}-1H-imidazol-4-iljJamida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino]-pentanocico;
[1-(2-hidroximetil-ciclobutil}-1H-imidazol-4-ilJamida del acido (S)-2-[2-(3,5-
difluoro-fenit)acetilamino]-pentanoico;,
[1-(1-pirrolidin-1-ilmetil-ciclobutil}-1H-imidazol-4-illamida del acido (S)-2- [2-(3,5-
difluoro-fenil)acetilamino]-pentanoico;

{1-[12-((R)-1 -cicIohexil-etilaminoM , 1-dimetil-etil]-1H-imidazol-4-iljamida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[2-((R)-1-ciclohexil-etilamino}-1, 1-dimetil-etil]-1H-imidazol-4-il}amida del
acido (S)-2-[2-(3,5- diflubro—fenil)acetilamino]-pentanoico;
[1-(1,1-dimetil-2-pirrolidin-1-il-etil}- 1H-imidazol-4-il}-amida del acido (S)-2-[2-
(2,4-diflucro-fenil)-2-hidroxietilamino]-pentancico;
[1-(1,1-dimetil-2-pirrolidin-1-il-etil}-1H-imidazol-4-il]-amida del acido (S)-2-[2-
(3,4-difluoro-fenil)-2-hidroxietilamino]-pentanoico;

(1-{1.1 -dimetiI-2-[(tetrahidro-piran-4-ilmetil)-amino]-etil}-1 H-imidazol-4-il}-

amida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
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pentanoico;

(1-{1,1-dimetil-2-[(tetrahidro-piran-4-ilmetil}-amino]-etil}-1 H-}mfdazol-4-il)-amida
del acido ((S)-2-[2-(3,5-difluoro-fenil)acetilamino]-pentanoico,
{1-[3H(S)-1-fenil-etitamino)-butil}-1H-imidazol-4-il}Jamida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;
[1-(3-metil-oxetan-3-ilmetil}-1H-imidazol-4-il]-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
[1-(3-metil-oxetan-3-iimetil}-1H-imidazol-4-il]-amida del acido (S)-2-[2-(3,5-
difluoro-fenii)acetiiamino]-pentanoico;
[1-(1,1-dimetil-2-pirrolidin-1-il-etil)}-1-H-imidazol-4-ilJamida  del acido (S)-2-2-
(3,5-diftuoro-fenil)-2-hidroxietilamino]-pentanoico;
{1-[2-((2R,6S)-2,6-dimetilmorfolin-4-il)-1,1-dimetiletil]- 1H-imidazol-4-il}amida del
acido (S)-2-[2+2,4-difluorofenil)-2-hidroxi-etitamino]-pentanocico;
{1-[2«(octahidro-pirazino[1,2-ajazepin-2-il)etil]-1H-imidazol-4-illamida del acido
(S)-2-[2-(3,5- difluoro-fenil)acetilamino}-pentanoico;
{1-[2-([1,4]-dioxan-2-iimetil-metilamino)-etil]- 1 H-imidazol-4-iljamida del &cido
(S)-2-[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(2-metoxi-1-metil-etilamino)-etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-
(3,5- difluoro-fenil)acetilamino]-pentanoico; '
{1-[2-(3-oxo-piperazin-1-il}-etil}-1H-imidazol-4-il}amida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino]-pentanoico;

[1-(2-bencilamino-etil)- 1H-imidazol-4-illamida del acido (S)-2-[2-(3,5-difluoro-
fenil)acetilamino]-pentanoico;

{1-[2-(3-butoxi-propilamino)etil]- 1H-imidazol-4-il}amida del acido (S)-2-{2-(3,5-

difluoro-fenil)acetilamino]-pentanoico;
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{1-[2-((1R,2S5)-2-hidroximetil-ciclohexilamino)etil}- 1H-imidazoi-4-il}amida del
acido (S)-2-[2+3,5- difluoro-fenil)acetilamino]-pentanoico;

{1-I(4aS, 8aS)-2-{octahidro-iscquinolin-2-il)etil}-1H-imidazol-4-it}amida del acido
2-[2-(3,5- difluoro-fenit)acetilamino]-pentanoico;
{1-{2-(3-isopropoxi-propilamino)etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-
(3,5-difluoro-fenil)acetilamino]-pentanoico; )
{1-[2-(octahidro-isoquinolin-2-il)etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-
(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[243,4,5,6-tetrahidro-2H-[4,4'bipiridinil-1-il)etil]-1H-imidazol-4-iljamida  del
acido (S)-2-[2-(3,5-difluoro-fenil)acetilamino}-pentanoico; |
{1-[2-2-hidroxi-2-fenil-etilamino)etil]- 1H-imidazol-4-il}Jamida del acido (S)-2-[2-
(3,5-difluoro-fenil)acetilamino}-pentanoico;

{1-[2-(indan-1-ilamino)-etil]- 1H-imidazol-4-il}amida del &cido (S)-2-[2-(3,5-
difluoro-fenit)acetilaminao]-pentancico;
{1-{2-(bencil-metilamino)etil}-1H-imidazol-4-il}amida del &cido (S)-2-[2-(3,5-
difluoro-fenil)acetilaminoj-pentanoico;
{1-[2-(indan-2-ilamino)-elil]-1H-imidazol-4-if}amida del acido (8)-2-[2-(3,5-
difluorc-fenil)acetilamino]-pentanoico;

{1-[2-(3,4-dihidro- 1H-isoquinolin-2-il)etil]-1H-imidazol-4-il}amida del acido (S)-2-
[2-(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(2-propoxi-etilamino}-etil}-1H-imidazol-4-il}Jamida del acido (S)-2-{2«(3,5-
difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(3-bencil-pirrolidin-1-il)-etil}-1H-imidazol-4-il}amida del acido (S)-2-[2«(3,5-
difluoro-fenil)acetilamino]-pentanoico;

{1-[2«(3-piridin-2-il-pirrolidin-1-il)-etil}-1H-imidazol-4-il}Jamida del acido (S)-2-{2-
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(3,5- difluoro-fenil)acetilamino]-pentanoico;
{1-[2-{metil-piridin-4-iimetil-amino)-etil]- 1 H-imidazol-4-il}amida del acido (S)-2-
[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
(1-{2-[(2-metanosulfonil-etil)metil-amino]-etil}-1H-imidazol-4-ilJamida del acido
(S)-2- [2-(3,5-difluoro-fenil)acetilamino]-pentanoico;
{1-[2-(2-terc-butoxi-etilamino)-etil]-1H-imidazol-4-il}amida del acido (S)-2-[2-
(3,5-difluoro-fenil)acetilamino]-pentanaoico;
{1-[2-(3-piridin-4-il-pirrolidin-1-il)-etil}-1H-imidazol-4-il}amida del acido (S)}-2-[2-
(3,5-difluoro-fenil)acetilamino}-pentanoico;
[1{1,1-dimetil-2-pirrolidin-1-il-etil)-1H-imidazol-4-il]-amida del acido (S)-2-[(1-
hidroxiciclohexilmetil)amino}-pentanocico;
(S)-2-[2-(3,5-difluoro-fenil)acetitamino}-N-[1-( 1, 1-dimetil-2-pirrolidin-1-il-etil}- 1H-
imidazol-4-il}-2-fenilacetamida;

[1-(1,1-dimetil-2-pirrolidin-1-il-etil}- 1-H-imidazol-4-ilJamida del acido (S)-2-
(diciclopropilmetil-amino)-pentanoico;
{1-[3«((R)-1-fenil-etilamino)propil]-1H-imidazol-4-il}-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-[(1-hidroxi-ciclohexiimetil}-amino]}-1 1 -dimetil-etil}-1H-imidazol-4-il)Jamida
del 4cido (S)-2+6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
(S)-2-[2-(3,5-difluoro-fenil)acetitamino]-N-{1-[2-((2S,6R )-2,6-dimetil-morfolin-4-
i}-1,1-dimetil-etil]-1H-imidazol-4-il}-2-fenilacetamida;
(1-{2-[(4-hidroxi-tetrahidro-piran-4-ilmetil)-amino]-1, 1 -dimetil-etil}- 1H-imidazol-
4-il)amida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-
pentangico;

[1-(1-dimetilaminometil-ciclobutil}-1 H-in'lidazol-4-illamida del acido (S)-2-[2-(3,5-
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difluoro-fenil)acetilamino}-pentanoico;

[1-(1-piperidin-1-ilmetil-ciclobutil}- 1H-imidazol-4-ilJamida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino}-pentanoico;
[1-(1-morfolin-4-iimetil-ciclobutil}-1H-imidazol-4-ilJamida del acido (S)-2-{2-(3,5-
difluoro-fenil)acetilamino}-pentanoico;
(1-{1-[((2R,6S)-2,6-dimetil-morfolin-4-il)metil}-ciclobutii}-1 H-imidazol-4~i|)arhida
del acido (S)-2-[2-(3,5-difluoro-fenil)acetilaminol-pentanoico;

(1-{1-[(2,2, 2-triflucro-etilamino)}-metil}-ciclobutil}-1H-imidazol-4-ilJamida del
acido (S)-2-[2-(3,5- difluoro-fenih)acetilamino]-pentanoico;
(1-{1-[{{R)-1-ciclohexil-etilamino)-metil}-ciclobutil}-1H-imidazol-4-i)amida  del
acido (S)-2-[2-(3,5- difluoro-fenil)acetilamino]-pentanoico;
[1+1-hidroximetil-ciclobutil)-1H-imidazoi-4-ilJamida del acido (S)-2-(5,7-difluoro-
1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
[1-(1-pirrolidin-1-ilmetil-ciclobutii}- 1H-imidazol-4-il)amida del acido (S)-2-[2-(5,7-
difiuoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{1-[(2,2-dimetil-propilamino)-metil]-ciclobutil}- 1H-imidazol-4-ilyJamida del
acido (S)-2-[2-(3,5-difluoro-fenil)acetilamino}-pentanoico;
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-[2-(2,2-dimetil-
propilamino)-1, 1-dimetil-etil]- 1H-imidazol-4-il}-2-fenil-acetamida;
{1-[1-(4-trifluorometilfenil)etil]-1H-imidazol-4-il}-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-{1-(4-trifluorometil-fenil)-etil]- 1H-imidazol-4-il}-amida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino]-pentanoico;
{1-[2H2-metoxi-2-metil-propilamino)-1,1-dimetil-etil]- 1H-imidazol-4-il}- amida del

acido (S)-2-(6,8-difluoro-1 ,2,3,4-tetrahidro—naftalen-?-ilamino)— pentanoico;
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(1-{1,1-dimetil-2-[(3-metiloxetan-3-ilmetil}-amino]etil}-1H-imidazol-4-il)Jamida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftaien-2-ilamino)- pentanoico;
{1-[2-(ciclohexilmetil-amino}-1,1-dimetil-etil]- 1H-imidazol-4-il}amida del acido
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)- pentanoico;
(1-{1-metil-2-[(tetrahidropiran-4-ilmetilJamino}-etil}- 1H-imidazol-4-il)amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilaminc)-pentanoico;
(1-indan-1-il-1H-imidazol-4-il}-amida del acido (S)-2-[2+3,5-difluoro-
fenil)acetilamino]pentanoico;

[(S}1-({(1S, 2R)-2-hidroxi-indan-1-il}-1H-imidazol-4-il]-amida del acido (S)-2-[2-
(3,5-difluoro-fenit)acetilamino)pentanoico;

[(R)-1+(1R,28)-2-hidroxi-indan-1-il)-1H-imidazo!-4-if]-amida dei acido (S)-2-[2-
(3,5-difluoro-fenil)acetifamino]pentanoico;
[1-(2-pirrolidin-1-itmetil-ciclobutil}-1H-imidazol-4-il]-amida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino]pentanoico;

[1-(2-pirrolidin-1-ilmetil-ciclobutil}- 1H-imidazol-4-il]-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)pentanoico;
{1-[1(4-fluorofenil)-2-hidroxi-etil]-1H-imidazol-4-il}-amida del acido (S)-2-[2-(3,5-
difluoro-fenil)acetilamino]pentanoico;
{1-[3«3-metil-bencilamino)-propil]-1H-imidazol-4-il}-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3«2-hidroxi-2-fenil-etilamino)-propil]- 1H-imidazol-4-il}-amida del acido (S)-2-
(6,8- diflucro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-{3~(2-cloro-bencilamino)-propil]-1H-imidazol-4-il}-amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

{1-[3-(3,4-dihidro-1H-isoquinolin-2-il)-propil]- 1H-imidazol-4-iljamida del acido
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| (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

{1-[3-(indan-2-ilamino)-propil]-1H-imidazol-4-i}amida del &cido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(1-metoximetil-propilamino)-propil}-1H-imidazol-4-il}amida del acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3+4-cloro-bencilamino}-propil]-1H-imidazol-4-il}amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(2-metilbencilamino)-propil]-1H-imidazol-4-il}Jamida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(2-metoxietilamino)-propil]-1H-imidazol-4-il}amida del 4&cido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{3-[(piridin-3-ilmetil)Jamino]-propil}-1H-imidazol-4-il)Jamida del acido (S)-2-
(6,8- diflucro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3«((S)-1-p-tolil-etilamino)propil]-1H-imidazol-4-il}amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[3-(4-metoxibencilarﬁino)—propil]—1H-imidazol-4—i|}amida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)-pentanoico;
{1-[3«(ciclopropilmetilamine)-propil]-1H-imidazol-4-il}amida del acido (S)-2-(6,8-
difluoro-1 ,2,3,4-tetrahidronaftafen-z-iIan{ino)-pentanoico;
{1-[3«4-metilbencilamino)-propii]-1H-imidazol-4-il}jamida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-[(1-hidroxi-ciclohexilmetil)}-carbamoil}-1, 1-dimetil-etil}-1H-imidazol-4-
ilamida del acido (S)-2-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)-
pentanoico;

(1-{1, 1-dimetil-2-[(tetrahidropiran-4-ilmetil)amino]-etil}-1H-imidazol-4-il)Jamida
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del acido (S)-2-(1,2,3,4-tetrahidro-naftalen-2-ilamino)}-pentanoico;
(1-{2-[(1-hidroxi-ciclohexiimetil}-amino]-etil}-1H-imidazol-4-il)Jamida del acido
(S)-246,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;
(1-{1-[(2,2,2-trifluoro-etilamino)-metil)-ciclobutil}- 1H-imidazol-4-il)Jamida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;
(1-{1-{(2,2-dimetilpropitamino)-metil]-ciclobutil}-1H-imidazol-4-il)Jamida del acido
(8)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;
(1-{1-[((R)-1-ciclohexil-etilamino)-metil]-ciclobutil}- 1H-imidazol-4-il)Jamida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;
[1-(1-dimetilaminometil-ciclobutil)-1H-imidazol-4-ilJlamida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
[1-(1-piperidin-1-iimetil-ciclobutil}-1H-imidazol-4-iljJamida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)-pentanoico; ‘
[1-(1-morfolin-4-ilmetil-ciclobutil}-1H-imidazol-4-illamida del acido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftaien-2-ilamino)-pentanoico;
(1-{1-[((2R,6S)-2,6-dimetil-morfolin-4-il)metil-ciclobutil}- 1H-imidazol-4-il)Jamida
del acido (S)-2-(6,8- difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;
(1-{2-[(4-hidroxi-tetrahidro-piran-4-ilmetil)-amino]-etil}- 1H-imidazol-4-ilyamida del
acido (8)-2-(6,8-difluoro-1,2,3,4-tetrahidro-naftalen-2-ilamino)-pentanoico;
(1-{2-{(tetrahidro-piran-4-ilmetil}-amino]-etil}- 1H-imidazol-4-il)Jamida del acido
(S)-2-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-[(3-metil-oxetan-3-iimetil}-amino]-etil}-1H-imidazol-4-il)amida del acido
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{2-[(1-hidroxi-ciclohexiln;\etil)-amino]-1-metil-etil}-1H-imidazol-4— iamida del

acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
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(1-{1,1-dimetil-3-[( piridin-2-ilmetit)amino]-propil}- 1H-imidazol-4-ilJamida del
acido (8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
(1-{1-[(1-hidroxi-ciclohexilmetil)-carbamail]- 1-metil-etil}- 1H-imidazol-4-ilJamida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
{1-[24((2R,6S)-2,6-dimetilmorfolin-4-il}-1, 1-dimetiletil]-1H-imidazol-4- il}amida del
acido (S)-2-{[(2-fluoro-3-trifluorometil-fenil)metillamino}-pentanoico;
{1-[1,1-dimetil-3-((S)-2,2,2-trifluoro-1-fenil-etilamino)propil]-1H-imidazol-4-
illamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;

{1-[1,1-dimetil-3-((R)-1-fenil-etilamino)propil]-1H-imidazol-4-il}amida del acido
(S)-2-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[2+((2R,6S)-2,6-dimetilmorfolin-4-il}-1, 1-dimetiletil}- 1H-imidazol-4- il}amida del
acido (S)-2-(2-triffuorometil-bencilamino)-pentanoico;
(1-{1-metil-1-[(tetrahidro-piran-4-ilmetil)carbamoil]-etil}-1H-imidazol-4-  il)amida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
{1-[2(2-etoxi-etilamino)-etil]-1H-imidazol-4-il}-amida del &cido (S)-2-(6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{(R)-1-[(R)-1-(4-fluoro-fenil)-2-hidroxi-etil]-1H-imidazol-4-il}-amida del acido (S)-
2- [2-(3,5-difluoro-fenil)acetilamino]pentanoico;
[1-(2-hidroximetil-fenil)}-1H-imidazol-4-il]-amida del acido (S)-2-[2+3,5- difluoro-
fenil)acetilamino]pentanoico;

{1-[2+(2-etoxi-etilamino)-1, 1-dimetil-etil]-1H-imidazol-4-il}-amida del acido (S)-2-
(6,8- difluoro-1,2, 3, 4-tetrahidronaftalen-2-ilamino)-pentanoico;
(S)-2-(6,8-diftuoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-[2-( 2-etoxi-

etilamino)-1, 1-dimetil-etil]-1H-imidazol-4-il}-propionamida;
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(S)-2-[2-(3,5-difluoro-fenil yacetilamino]-N-{1-[2+2,2-dimetil-propilamino)-1,1-
dimetil-etil]-1H-imidazol-4-il}-2-fenil-acetamida;
{1-[1-metil-1-(2-metil-bencilcarbamoil }-etil]-1H-imidazol-4-il}amida del acido (S)-
2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[1+(2-metoxi-1-metil-etilcarbamoil }-1-metil-etil]- 1 H-imidazol-4-il}amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{(8)-1-{2-(2,2-dimetil-propilamino)-1-fenil-etil]-1H-imidazol-4-il}Jamida del &acido
(8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
[1-(3-bencilamino-propil)}-1H-imidazol-4-iilamida del acido (S)-2-(6,8-difluoro-
1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

(1-{2-[(2, 2-dimetil-propilamino)}-metil}-fenil}-1H-imidazol-4-il}Jamida del acido (S)-
2-(6,8-difluoro-1 ,2,3,4-tetrahidronaftaIen—2—ilamino)—penfanoico;
{(8)-1-[2-(2,2-dimetil-propilamino)- t-fenil-etil]- 1H-imidazol-4-il}amida del acido
(S)-2-(6,8-difluoro-1 ,2,3,4—tetrahidronaftaien-z-iIamino)—pehténoico;
(1-{2-[(2-hidroxi-butilamino)-metil]-fenil}-1H-imidazol-4-il)Jamida del acido (S)-2-
(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
2-[2+3,5-difluoro-fenil)acetilamino]-N-{1-[2-(2,2-dimetil- propllammo)-1 1-dimetil-
etll] -1H-imidazol-4-il}-2-piridin-3-il-acetamida;
2-[243,5-difluoro-fenil)acetilamino]-N-{1-[2-(2,2-dimetil-propilamino)-1, 1-dimetil -
etil]-1H-imidazoi-4-il}-2-(4-fluoro-fenil}-acetamida;
{1-[1-metil-1-(metilfenetil-carbamoil)-etil]- 1H-imidazol-4-il}amida del acido (S)-
2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
{1-[11,3-dihidro-isobenzofuran-5-ilcarbamoil}-1-metil-etil]- 1H-imidazol-4-
ilamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-

pentanoico;
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{1-[1-(indan-1-ilcarbamoil)-1-metil-etil]-1H-imidazol-4-il}amida del acido (S)-2-
(6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

{1-1,1-dimetil-2-oxo0-2-(3-piridin-4-il-pirrolidin-1-il}-etil]- 1H-imidazol-4-il}amida

del acido (S)-2-{6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;

(1-{1-{2+(3-fluoro-fenil)-etilcarbamoil]-1-metiletil}- 1H-imidazol-4-ilJamida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
2-{4-{(8)-2-(6,8-diflucro-1,2,3,4-tetrahidronaftalen-2-ilamino)propionilamino]-
imidazol-1-il}-N-indan-1-il-isobutiramida; _
{1-[2-(3-ciano-piperidin-1-il}-1, 1-dimetil-2-oxo-etil]-1H-imidazol-4-ii}amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

(1-{1-metil-1-[metil-(tetrahidro-piran-2-ilmetil)carbamaoil]-etil}- 1H-imidazol-4-
ilamida del acido (S)—Z-(6,8—diﬂuoro-1 .2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico;

(1-{1 -[etil-(2-pirazol-1 -il-etil)carbamoil]-1-metitetil}- 1H-imidazol-4-il)amida  del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico; ‘
{1-[1,1-dimetil-2-ox0-2-(2-fenil-pirrolidin-1-il)-etil}-1H-imidazol-4-il}jamida del
acido (S)-2-(6,8-difluoro-1 .2,3,4-tetrahidronaftalen-2—ilamino)-pentanbico;
(8)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)p-N-{1-{1, 1-dimetil-2-oxo-
2-(3-piridin-4-il-pirrolidin-1-il)eti{]- 1H-imidazol-4-il}- propionamida;
(1-{1-[(furan-2-ilmetil)carbamoil]-1-metiletil}- 1H-imidazol-4-il)Jamida del acido
(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

(1-{2-[3-(acetil-metil-amino)pirrolidin-1-il]-1, 1-dimetil-2-oxo-etil}-1H-imidazol-4-
illamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino})-
pentanoico;

{1-[1-metil-1-((3R,4S)-4-metilsulfanil-tetrahidro-furan-3-ilcarbamoiletii]-1H-
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imidazol-4-il}amida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-

ilamino)-pentanoico;

{1-[2-(4-acetil-[1,4]diazepan-1-il)-1,1-dimetil-2-oxo-etil]-1H-imidazol-4-il}amida
del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)propionilamino}-
imidazol-1-il}-N-[2-(3-fluorofenil)-etil}-isobutiramida;

(1-{1-metil-1-[1-(1-metil-1 H-pirazol-4-ihetilcarbamoii]-etil}-1H-imidazol-4-iljamida
del acido (S)-2-(6,8 Difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)propionilamino]-
imidazol-1-il}-N-metil-N-fenetil-isobutiramida;
{1-[1-(3-metoxi-propilcarbamoil)-1-metiletil]-1H-imidazol-4-il}jamida del acido
(S)-2+6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;

(1-{1-metil-1 -[(3-meti|—[1l,2,4]oxadiazol-5-ilmetil)carbamoil]—etil}-1 H-imidazol-4-
illamida del acido (S)-2+(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-
pentanoico; '

(1-{1-[(2-ciano-etil}-metilcarbamoil]- 1-metil-etil}-1H-imidazol-4-il)amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-pentanoico;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)propionitamino]-
imidazol-1-il}-N-etil-N-(2-pirazol-1-il-etil}-isobutiramida;
{1-[1,1-dimetil-2-(3-metil-5,6-dihidro-8H-[1,2,4]triazolo[4, 3-a]pirazin-7-il }-2-oxo-
etil]-1H-imidazol-4-il}amida del acido (S)-2-(6,8-difluoro-1,2,3,4-
tetrahidronaftalen-2-ilamino)- pentanoico;

(1-{1-metil-1-[metil-(1-metil-1H-imidazol-2-ilmetil)carbamoil]-etil}- 1 H-imidazol-4-
ilJamida del acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalien-2-ilamino})-

pentanoico;
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(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino}-N-{1-[2- (4-hidroximetil-
4-metilpiperidin-1-il)-1, 1-dimetil-2-oxo-etil]-1H-imidazol-4-il} propionamida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)propionilamino}-
imidazol-1-il}-N-(4-metil-bencil)-isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-
imidazol-1-il}-N-{1,3-dihidro-isobenzofuran-5-il)-isobutiramida
(S)-2-(6,8-diftuoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-N-{1-[1, 1-dimetil-2-oxo-
2-(2-fenilpirrolidin-1-il)-etil]-1H-imidazol-4-il}-propionamida;
(1—{1-[(2-dietilamiﬁo-etil)metil-carbamoil]-1-metil-etil}-1H-imidazol-4—i!)amida del
acido (S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- pentanoico;
(S)-N-{1-[23-ciano-piperidin-1-il}-1, 1-dimetil-2-oxo-etil]-1 H-imidazol-#i!}-z-
(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionamida;
(S)-N-(1-{2-[3-(acetil-metil-amino)-pirrolidin-1-il]-1, 1-dimetil-2-oxo-etil}-1H-
imidazol-4-il)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)- propionamida;
2-{4-[(S)-2-(6,8-difluoro-1,2, 3, 4-tetrahidronaftalen-2-ilamino)-propionilamino]-
imidazol-1-il}-N-((1R, 28)-2-hidroximetil-ciclohexil)isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1 ,2,3,4-tetrahidronaftaien-z-iIamino)—propioniIamino]-
imidazol-1-il}-N-(3-metil-[1,2,4]oxadiazol-5-iimetil)isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-
imidazol-1-il}-N-((S)-2-metoxi-1-metil-etilJisobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-itamino)-propionilamino]-
imidazol-1-il}-N-(3-metoxipropil)isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionitamino]-
imidazol-1-il}-N-[1-(1-metil-1H-pirazol-4-it)-etil]-isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-
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imidazol-1-il}-N-(3-imidazol-1-il-propil }-isobutiramida;
2-{4-[(S)-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilamino)-propionilamino]-
imidazol-1-il}-N-{3-morfolin-4-il-propil)-isobutiramida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(2-{[(1-
hidroxiciclohexil)metillamino}-1, 1-dimetiletil)-1H-imidazol-4-il)-L-norvalinamida
N-2-[(3,5-difluorofenil)acetil]-N-{1-[1-(piperidin-1-ilmetil)ciclobutil}]-1H-imidazol-4-
il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-it]-N-{1-[1-{pirrolidin-1-
ilmetil)ciclobutil]-1H-imidazol- 4-il}-L-norvalinamida;
N-2-[(3,5-difluorofenil)acetil-N-[1-(1-{[(2,2-dimetilpropil )amino}metil }ciclobutil)-1H-
imidazol-4-il]-L-norvalinamida;

N-2-[(3,5-diflucrofenil)acetil]-N-[1-( 1-{[(2,2-dimetilpropil Jamino]metil}ciclobutil}- 1H-
imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(1-{[(2,2-dimetilpropil)
amineo]metil}ciclobuti!}- 1H-imidazol-4-il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-( 1-{1,1-dimetil-2-[(2-
metilbencil)amino]-2- oxoetil}-1H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{1-metil-2-[{tetrahidro-
2H-piran-4- ilmetil)amino]etil}- 1H-imidazol-4-il)- L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-(1-{2-[(3-

metoxipropil)Jamino]-1,1-dimetil-2- oxoetil}-1H-imidazol-4-il)-L- norvalinamida;

N-2-[(2S5)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(2-{[(2-
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hidroxibutil)amino}-metil}fenil)-1H- imidazol-4-il]-L-norvalinamida;
3-{[4-({N-[(28)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-L-norvalil}amino)-1H-
imidazol-1-iljmetil}azetidina-1-carboxilato de terc-butilo
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{[1+(2,2-
dimetilpropil)azetidin-3-il}-metil}-1H- imidazol-4-il)-L-norvalinamida;
2-[4-({(2S)-2-{(6,8-difluoro-1,2,3, 4-tetrahidronaftalen-2-ilJamino]-2-
fenilacetil}amino)-1H-imidazol-1 -iI]-N-(2,2—dimetinropiI)-2-metilprc;panamida;
N-(2-clorobencil)-2-[4-({(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilJamino}-
2- fenilacetil}jamino)-1H-imidazol-1-il}- 2-metilpropanamida;
2-[4-({(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilyJamino]-2-
fenilacetil}jamino)-1H-imidazol-1-il}-N-(2,3-dihidro-1H-inden-1-il)-2-
metilpropanamida;
N-[(1R}-1-ciclohexiletil]-2-[4{{(2S)-2-{(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilyamino]-2- fenilacetil}lamino)-1H-imidazol-1-il}- 2-metilpropanamida;
(28)-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilJamino}-N-{1-[1, 1-dimetil-2-(3-
metilpiperidin-1-il}- 2-oxoetil]-1H-imidazol-4-il}-2- fenilacetamida;
2-[4-({(2S)-2-[(6,8-diflucro-1,2,3,4-tetrahidronaftalen-2-il}Jamino]-2-
fenilacetil}lamino)-1H-imidazol-1-if]-2-metil-N-(2-metilciclohexil)propanamida;
(2S)-2-{(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilYamino]-N-{1-[1, 1-dimetil-2-(2-
metilpiperidin-1-il)-2-oxoetil}-1H-imidazol-4-il}-2- fenilacetamida;
(2S)-N-{1-{2-[(1R,4S)-2-azabiciclo[2.2. 1]hept-2-il]-1, 1-dimetil-2-oxoetil}- 1H-
imidazol-4-il}-2-{(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilyamino}-2-
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fenilacetamida;
2-[4-({(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il)amino]-2-
fenilacetil}amino)-1H-imidazol-1-il]-2-metil-N-(tetrahidro-2H-piran-4-
ipropanamida,;

(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftaien-2-ilyamino]-N-{1-{1, 1-dimetil-2-oxo-
2-(3-fenilpirrolidin-1-il)etil]- 1H-imidazol- 4-il}-2-fenilacetamida;
N-(3,4-diflucrobencil)-2-[4-({(2S)-2-((6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-
ilamino)-2- fenilacetil}amino)-1H-imidazol-1-i{}- 2-metilpropanamida;
(2S)-2-[(6,8-difluora-1,2,3,4-tetrahidronaftalen-2-il)amino]-N-{1-(1, 1-dimetii-2-oxo-
2-pirrolidin-1- iletil)-1H-imidazol-4-il]-2-fenilacetamida;
2-[4-({(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilJamino]-2-
fenilacetit}amino)-1H-imidazol-1-il}- N-(2,2-dimetilpropil}-2-metilpropanamida;
N-ciclohexil-2-[4-({(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il)Jamino]-2-
fenilacetillamino)-1H- imidazol-1-il]-2-metilpropanamida;
2-[4-({(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il)Jamino]-2-
fenilacetil}amino)-1H-imidazol-1-il]-2-metil-N-{2-metilbencil)propanamida;

(2S)-N-(1-{2-[(1S,5R)-6-azabiciclo[3.2.1]oct-6-il]-1, 1-dimetil-2-oxoetil}- 1H-
imidazol-4-il}-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilJamino]-2-

fenilacétamida;

N-(2,4-diflucrobencil)-2-[4-({(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-

ilJamino]-2-fenilacetil}amino)-1H-imidazol-1-il]-2-metilpropanamida;

(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il)amino}-N-{1-[1, 1-dimetil-2-oxo-
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A\
2-(3-piridin-4-ilpirrolidin-1-il)etil]- 1H-imidazol-4-il}-2-fenilacetamida;
2-{4-({(2S)-2-{(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilyamino]-2-
fenilacetil}amino)-1H-imidazol-1-il]- 2-metil-N-(4-metilciclohexil)propanamida;
2-[4-({(2S)-2-[(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il)Jamino]-2-
fenilacetillamino)- 1H-imidazol-1-il}-2-metil-N-(3,3,5,5-
tetrametilciclohexil)propanamida;
N-2-(6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il)}-N-(1-{1,1-dimetil-2-[(2-
metilbencil)amino)-2- oxoetil}-1H-imidazol-4-il)}-O-metil-L-serinamida,;
N-2-[(2S)-6,8-difluoro-1,2, 3,4-tetrahidronaftalen-2-il]-N-(1-{[1(2,2-
dimetilpropil)pirrolidin-2-iljmetil}- 1 H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-( 1-{[1-(2,2-
dimetilpropanoil)pirrolidin-2-iljmetil}-1H-imidazol-4-if}-L.-norvalinamida;
(2S)-2-{[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ilJamino}-N-{1-{1-(2,2-
dimetilpropil)-2-oxopiperidin-3-il]-1H-imidazol-4- il}pentanamida;
(2S)-N-[1-(1-bencil-2-oxopiperidin-3-il}-1H-imidazol-4-il]-2-{[(2S)-6,8-diflucro-
1,2,3,4-tetrahidronaftalen-2-ilJamino}pentanamida;
N-2-{(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-(1-{[(2S)-1-(2,2-
dimetilpropil)azetidin-2- illmetil}-tH-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-({(2S)-1-[(2S)-2-
hidroxibutillazetidin-2-il}metil}-1H-imidazol-4-il}-L-norvalinamida;
3-{[4-({N-{(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-L-norvatil}amino)-1H-

imidazol-1- iljmetil}-3-hidroxiazetidina-1-carboxilato de terc-butilo
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N-2-[(2S8)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{{1«(2, 2-dimetilpropil)-3-
hidroxiazetidin-3-il}- metil}-1H-imidazol-4-il}-L-norvalinamida;

N-{1-[(3S,4R)-1-bencil-4-{2-[( 2,2-dimetilpropilYamino]etil}pirrolidin-3-il]- 1H-
imidazol-4-il}-N-2-[(2S)-6,8-difluoro-1, 2, 3,4-tetrahidronaftalen-2-il}-L-
norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-(2-{[(2, 2-
dimetilpropil)Jamino]metil}-4,5-difluorofenil)-1H-imidazol-4-il]-L-norvalinamida;
N-{1-[2-({3-[acetil(metil)amino]pirrolidin-1-il}-metil)fenil]-1H-imidazol-4-il}-N-2-
[(2S)-6,8-difluoro-1,2,3,4- tetrahidronaftalen-2-il}-L-norvalinamida;
N-{1-[2-({l[(1R,2R)-2- (benciloxi)cictopentillamino}metil)fenil]-1H-imidazol-4-il}-N-2-
[(2S)-6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-il}-L-norvalinamida;
N-(1-{2-{(4-acetil-1,4-diazepan-1-il)metil}fenil}- 1 H-imidazol-4-il}-N-2-[( 25)-6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-il]-L-norvalinamida;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-{1-[2-({[2-(3-
hidroxipiperidin-1-il)etilamino}metit)fenil]- 1H-imidazol-4-il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[( 1-etilpiperidin-3-
imetiflamino}metil)fenil]-1H-imidazol- 4-il}-L-norvalinamida;
N-{1-[2-({[(3R)-1-acetilpirrolidin-3-i{jamino}metil )fenil]- 1H-imidazol-4-il}-N-2-[(2S)-
6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-(1-{2-[(4-etilpiperazin-1-
imetil]fenil}-1H- imidazol- 4-il)-L-norvalinamida;

N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[(1S,2R)-2-hidroxi-
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2,3-dihidro-1H- inden-1-illamino}metil)fenil]-1H-imidazol- 4-il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ii}-N-{1-[2-(morfolin-4-
iimetil)fenil]-1H- imidazol- 4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-(2-{[(2-morfolin-4-
iletifyamino]metil}fenil}-1H-imidazol- 4-il]-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3, 4-tetrahidronaftalen-2-il]-N-{1-[2-({[2-2-0x0-1,3-
oxazinan-3-il)etillaminojmetil )fenil}- 1H-imidazol- 4-il}-L-norvalinamida;
N-(1-{2-[(biciclo[1.1.1]pent-1-ilamino)metil]fenil}-1H-imidazol-4-il}-N-2-[(2S)-6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-il}-L-norvalinamida;
N-2-{(2S8)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(2-{[(2-
propoxietil)amino]metil}fenil}-1H-imidazol- 4-il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[{1-
isobutirilpiperidin-3- il)metilJamino}metil)fenil]-1H-imidazol- 4-il}-L-norvalinamida;
N-{1-{2-({[( 1R, 2R)-2-(benciloxi)ciclohexillamino}metil)fenil}- 1H-imidazol-4-il}-N-2-
[(2S5)-6,8- difluoro-1,2,3,4-tetrahidronaftalen-2-il]-L-norvalinamida,
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[2-{dimetilamino)-2-
oxoetillamino}metil)fenil}-1H-imidazol- 4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-{1-[2-(2,3-dihidro-1H-indol-
1-ilmetil)fenil]-1H-imidazol-4-il}-L-norvaltinamida;
N-{1-«(2-{[(2,4-difluorobencil)amino]metil}fenil)-1H-imidazol-4-il]-N-2-[(2S)-6, 8-
difluoro-1,2,3,4-tetrahidronaftalen-2-il]-L-norvalinamida;

N-2-[(2S5)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-{1-[2-({[2-(2-
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fluorofenoxi)etillamino}metil)fenil}-1H- imidazol-4-it}-L-norvalinamida;
N-{1-[2-({[2-(dietilamino)etillamino}metil)fenil]-1H-imidazol-4-il}-N-2-[(2S)-6, 8-
difluoro- 1,2,3,4-tetrahidronaftalen-2-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-{1-[2-({[2-(2-0x0-1,3-
oxazolidin-3- il)etillamino}metil)fenill-1H-imidazol-4- il}-L-norvalinamida;
N-2-[(25)-6,8-diflucro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[2-(2-
oxoimidazolidin-1- il)etillJamino}metil)fenil]-1H-imidazol-4- il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftaien-2-it]-N-{1-{2-({[2-(3-metil-1H-
pirazol-1-il)etilJamino}metil}fenil]-1H-imidazol-4- il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-{2-({[1-
(hidroximetil)pentilJamino}metil)fenil]-1H-imidazol-4- il}-L-norvalinamida;
N-2-{(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(2-{[(2-
isopropoxietilyamino]metil}fenil}-1H- imidazol-4- il]-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[(1R)-1-
(hidroximetil)propillamino} metil)fenil]-1H-imidazol-4-il}-L-norvalinamida;
N-{1-[2-({[1-(4-clorobencil)-2-hidroxietillamino}metil)fenil]-1H-imidazol-4-if}- N-2-
[(2S)-6,8-difluoro- 1,2,3,4-tetrahidronaftalen-2-ill-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[(1,3-
dimetilpirrolidin-3- il)metillamino}metil)fenil]-1H-imidazol- 4-il}-L-norvalinamida,
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-itl]-N-{ 1-[2-({[(1,3-
dimetilpirrolidin-3- il)metillamino}metil)fenil}-1H-imidazol- 4-il}-L-norvalinamida;

N-(1-{2-[(4-acetilpiperazin-1-il)metil)fenil}- 1H-imidazol-4-il}-N-2-[(2S)-6,8-difluoro-
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1,2,3,4- tetrahidronaftalen-2-il}-L-norvalinamida;

N-{1-[2-({[( 1-terc-butil-5-oxopirrolidin-3-il)metillamino}metil }fenil]-1H-imidazol-4-il}-
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-{1-(2-{[(2-
metoxietilJamino]metil}fenil)- 1H- imidazol- 4-il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(2-{[(2-
etoxietil)amino]metil}fenil)-1H- imidazol- 4-il]-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-if]-N-{1-[2-{{[2-
(diisopropitamino)etillamino}metil) fenil]-1H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftaien-2-il]-N-{1-[2-({[3-( 1H-imidazol-1-
il)propilJamino}metil)fenil]-1H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-{1-[2({{(1S)-1-
Hidroximetil)-2,2-dimetilpropiljamino}metit )fenil]-1H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[(1S)-1-metil-2-
(metilamino)-2-oxoetillamino}metil)fenil]-1H- imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[2-(dimetilamino)-1-
metiletillamino}metilfenil]-1H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-(1-{2-[(3-metil-5,6-
dihidro[1,2,4]triazolo[4,3-a]pirazin-7(8H)-il)metil)fenil}- 1H-imidazol-4-il}-L-
norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[(3-metil-1,2,4-

oxadiazol-5- il)metillamino}metil ffenill-1H-imidazol-4-if}-L-norvalinamida;
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N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-(2-{[(2-
fenoxietil)amino]metil}fenil)-1H-imidazol-4-il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-(2-{[metil(1-
metilpirrolidin-3-il)amino]metil}fenil)- t H-imidazol-4-il]- L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-(2-{[(2,2,2-
trifluoroetii)amino]metil}fenil)- 1H-imidazol-4-il]-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[(15,2S)-1-
(hidroximetil)-2-metilbutilJamino}metil ffenil]-1 H;imidazol-4—iI}—L-norvalinamida;
N-2-[(2S)-6,8—diﬂuoro-1‘,2,3,4—tetrahidronaftaIeri-2-i|]-N-{1-[2-({[2-(2—oxopirrolidin-
1-il)etillamino}metil fenil]- 1H-imidazol-4-il}-L.-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-( 1-{2-[(2,3-dihidro-1H-
inden-2-ilamino)metil}fenil} -1H-imidazol-4-il)-L-norvalinamida;
N-{1-{2-({{2-(acetilamino)etillamino}metil fenill-1H-imidazol-4-il}-N-2-[(25})-6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-il]-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-{2-({[2-
(dimetilamino)etillamino}metil)fenil]- 1H-imidazol-4-il}-L-norvalinamida;
N-{1-[2-({{(1R)-1-bencil-2-hidroxietillamino}meti)fenil]- 1H-imidazol-4-i{}-N-2-[(2S)-
6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-L-norvalinamida;
N-2-[(2S5)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(2-{[(2-
metilciclohexil)amino]metil}fenil)- 1H- imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[(1S)-1-

(hidroximetil)-2-metilpropilJamino}metil Yfenil]- 1H-imidazol-4-il}-L-norvalinamida;
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N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ill-N-{1-[2-(pirrolidin-1-
ilmetil)fenil]-1H-imidazol- 4-il}-L-norvalinamida;
N-{1-[2-({{3-(benciloxi)-2-hidroxipropilJamino}metil)fenil]-1-H-imidazol-4-il}-N-2-
[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-(2-{[( 2-hidroxi-3-
fenoxipropil) amino]metit}fenit)- 1H-imidazol-4-il]-L-norvalinamida;
N-(1-{2-[(terc-butilamino)metiilfenil}- 1H-imidazol-4-il}-N-2-[(2S)-6, 8-difluoro-
1,2,3,4-tetrahidronaftalen-2- il]-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{ 1-[2-({[(5-metilisoxazol-3-
ilmetil] amino}metil )fenil]-1H-imidazol-4-il}-L.-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-{2-[({[(2R)-1-
etilpirrolidin-2-iljmetil}amino)metil]fenil}- 1 H-imidazol-4-il)-L-norvalinamida;
N-(1-{2-[({2-[butil(metil)amino]etil}amino)metillfenil}- 1H-imidazol-4-il }-N-2-{(2S)-
6,8- difluoro-1,2,3,4-tetrahidronaftalen-2- il]-L-norvalinamida;
N-(1-{2-[({2-[butil(metil)amino]metil}amino)etil]fenil}-1H-imidazol-4-il)-N-2-[(2S)-
6,8- difluoro-1,2,3,4-tetrahidronaftalen-2- il]-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{2-[(prop-2-in-1-
ilamino)metil}fenil}-1H-imidazol- 4-il)-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[(3-etilisoxazol-5-
iNmetillamino}metil)fenil] -1H-imidazol-4-il}-L-norvalinamida;
N-{1-[2-({[2-(dietilamino)elil}(meti)amino}metil ffenii]- 1H-imidazol-4-il}-N-2-[(2S)-

6,8- difluoro-1,2,3,4-tetrahidronaftalen-2- il}-L-norvalinamida;
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N-[1-(2-{[(2-terc-butoxietil)amino]metil}fenil}- 1 H-imidazol-4-il}-N-2-[(2S)-6,8-
difluoro- 1,2,3,4-tetrahidronaftalen-2-il]-L- norvalinamida;
N-2-[(2S5)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ill-N-{ 1-{2-[({[(2S)}-1-
etilpirrolidin-2- illmetil}amino)metil]fenil}-1H-imidazol- 4-il)-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2({[1-(2,2-
dimetilpropanoil)pirrolidin-3-ilJamino}metil)fenil]- 1H-imidazot-4-il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-{1-[2-({[1-
(hidroximetil)butillamino}metil)fenil]- 1H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-(2-{[(1,1-
diéxidotetrahidro-3- tienil)amino]metil}fenil)-1H-imidazol-4-il)-L-norvalinamida;
N-[1-2-{[(1R)-1-ciclohexiletillamino}-1, 1-dimetil-2-oxoetil}- 1 H-imidazol-4-il]-N-2-
[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-{1-[1, 1-dimetil-2-ox0-2-(3-
fenilpirrolidin-1-il)etil]-1H-imidazol-4-il}-L-norvatinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-(1, 1-dimétil-2—{[(5-metil-
2-furil)metilJamino}- 2-oxoetil)-1 H-imidazol-4-if]-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-(2-{[1-
(metoximetil)propillamino}- 1, 1-dimetil-2-oxoetil)- 1H-imidazol-4-il}-L-
norvalinamida;

N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-(2-{[1-
(metoximetil)propillamino}-1, 1-dimetil-2-oxoetil}- 1H-imidazol-4-il]-L-norvalinamida;

N-(1-{2-{(3,4-difluorobencil)amino]-1, 1-dimetil-2-oxoetil}- 1H-imidazol-4-i1)-N-2-
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[(25)-6,8-difluoro-1,2,3,4- tetrahidronaftalen-2-il]-L-norvalinamida;

N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{2-[(4-
fluorobencil)Jamino]-1, 1-dimetil-2-oxoetil}-1H-imidazol-4-il}-L.- norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[ 1-(2-{[2-furil )etil]amino}-
1,1-dimetil-2-oxoetil}- 1H-imidazol-4-il]-L-norvalinamida;
N-(1-{2-[bencil(etil)amino]-1, 1-dimetil-2-oxoetil}- 1H-imidazol-4-il}-N-2-[(25)-6,8-
difluoro-1,2,3,4- tetrahidronaftalen-2-il]-L- norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(1, 1-dimetil-2-{metil [ 2-
(1H-pirazol-1- il)etiflamino}-2-oxoetit)-1H-imidazol-4- il]-L-norvalinamida;
N-[1-(2-{[(1S)-1-ciclohexiletillamino}- 1, 1-dimetil-2-oxoetil}-1 H-imidazol-4-il]-N-2-
[(25)-6,8-difluoro-1,2,3,4- tetrahidronaftalen-2-il]-L-norvalinamida;
N-(1-{2-[(2,4-difluorobencil)amino]-1, 1-dimetil-2-oxoetil}- 1 H-imidazol-4-il }-N-2-
[(28)-6,8-difluoro-1,2,3,4- tetrahidronaftalen-2-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-(1-{1, 1-dimetil-2-[metil( 2-
piridin-2-iletil)amino]-2-oxoetil}-1H-imidazol-4-il)}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-it]-N-[1-(2-{[(4-
hidroxitetrahidro-2H-tiopiran-4-il)metitfjamino}etil}-1H-imidazol-4-il]-L-
norvalinamida;

N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-( 1-{2-[(2-metoxi-1-
metiletil)amino]etil}-1H- imidazol-4-il)-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-{ 1+{2-[(2-metoxi-1-

metiletil}amino]etii}- 1H- imidazol-4-il)-L-norvalinamida;
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N-2-[(2S)-6,8-diflucro-1,2,3,4-tetrahidronaftalen-2-ii}-N-(1-{2-[(3-
etoxipropil)aminojetil}-1H-imidazol-4- il)-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2, 3,4-tetrahidronaftalen-2-il]-N-(1-{2-[( 3-
metoxipropil)amino]etil}- 1 H-imidazol- 4-il)-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftaten-2-il]-N-(1-{2-{( 2-
isopropoxietil)amino]etil}-1H-imidazol- 4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-(1-{2-[( 2-
isopropoxietilyamino]etil}-1H-imidazol-4- il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1 ,2,3,4-tetrahidronaftalen-2-il]-N-[1-(2-{[(2S)-
tetrahidrofuran-2-ilmetillJamino}etil}-1H-imidazol-4-il}-L-norvalinamida;
N-2-{(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(2-{[(2S )
tetrahidrofuran-2-ilmetilJamino}etil}- 1H-imidazol-4-il]-L-norvalinamida;
N-[1-(2-{[( fR)-1-ciclohexiletillamino}etil)- 1H-imidazol-4-il]-N-2-[(2S)-6,8-difluoro-
1,2,3,4-tetrahidronaftalen-2-il]-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-(1-{2-[(3-
isopropoxipropil)amino)etil}- 1H-imidazol-4- il)}-L-norvalinamida;
N-2-[(28)—6,8-diﬂuoro—1 ,2,3,4-tetrahidronaftalen-2-if}-N-[1-(2-{[2-
(metiltio)etillamino}etil)-1H-imidazol-4- il]-L.-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-( 1-{2-[(tetrahidro-2H-piran-
3-ilmetil)amino]etil}-1H-imidazoi-4-il)-L-norvatinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftaien-2-il]-N-[1-(2-{[(2R)-

tetrahidrofuran-2-ilmetilJamino}etil)- 1H-imidazol-4-il}-L-norvalinamida;
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N

N-2-[(2S5)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-( 1-{2-{(2-
metoxietil)Jaminoletil}-1H-imidazol-4-il)-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-({1-[(2S)-2-
hidroxibutil}pirrolidin-2-il}metil)-1H- imidazol-4-il]-L-norvalinamida;
N-2-{(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{[ 1« 2,2-dimetilpropil }-3-
hidroxipiperidin-3- iljmetil}- 1H-imidazol-4-il)-L- norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-({1-[(2S)-2-
hidroxibutil]pirrolidin-2-il}metil)}- 1H- imidazol-4-il]-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-{1-[2-({[(1,3-
dimetilpirrolidin-3-il)metilJamino}metil)-4,5-difluorofenil]-1H-imidazol-4-il}-L-
norvalinamida;

N-(1-{2-[({2-[buti{metil)amino]etil}amino)metil]-4, 5-difluorofenil}-1H-imidazol-4-il)}-
N-2- [(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[1-(2,2-dimetilpropil)-2-
oxopirrolidin-3-il}-1H- imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-{(1S)-2-[(3-
metoxipropil)Jamino]-1-metiletil}-1H- imidazol-4-il}-L-norvalinamida;
N-2-[(2S5)-6,8-difluoro-1,2, 3, 4-tetrahidronaftalen-2-il]-N-{1-[2-({[(1-
hidroxiciclohexil)metiljJamino}carbonil)ciclobutil}-1H-imidazoi-4-il}-L-
norvalinamida;
N-[1-(2-{[(3.4-difluorobencil)amino]carbonil}ciclobutil}-1H-imidazol-4-il]-N-2-[( 2S)-

6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-L-norvalinamida;
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N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{2-[(2-
metilbencil)amino]-2-oxoetil}-1H- imidazol-4-il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-( 1-{2-oxo-2-[(tetrahidro-
2H-piran-2- ilmetil)amino]etil}-1H-imidazol-4-il}-L-norvalinamida;
N-(1-{2-[(3,4-difluorobencil)amino]-2-oxoetil}-1H-imidazol-4-il)-N-2-[(2S)-6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-il}-L-norvalinamida;
N-[1-(2-{[(1S)-1-ciclohexiletilJamino}-2-oxoetil}- 1H-imidazol-4-il]-N-2-[(25)-6,8-
difluoro-1,2,3,4- tetrahidronaftalen-2-il]-L-norvalinamida;
N-2-{(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{2-[(4-
fluorobencil)amino]-2-oxoetil}-1H- imidazol-4-il)-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(2-{[2 2-
furil)etillamino}-2-oxoetil}- 1 H-imidazol-4-il]-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1{2-[metil(2-piridin-2-
iletilyamino]-2- oxoetil}- 1H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(2-{[(5-metil-2-
furil)metiflamino}-2-oxoetil)}- 1H-imidazol-4-il]-L-norvalinamida;
N-(1-{2-[(2,4-difluorobencilJamino]-2-oxoetil}- 1 H-imidazol-4-il)-N-2-[(2S)-6,8-
difluoro-1,2,3,4-tetrahidronaftalen-2-il}-L-norvalinamida;
N-[1-(2-{[(1R)-1-ciclohexiletiljamino}-2-oxoetil}- 1 H-imidazol-4-if}-N-2-[(2S)-6,8-
diftuoro-1,2,3,4-tetrahidronaftalen-2-il]-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(2-oxo-2-{[(2R)-

tetrahidrofuran-2- ilmetiljamino}etil)-1H-imidazol-4-il]-L.-norvalinamida;
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N-(1-{2-{bencil(etil)Jamino}-2-oxoetil}-1H-imidazol-4-il}-N-2-[(2S)-6,8-difluoro-
1,2,3,4-tetrahidronaftalen-2-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[ 1-(tetrahidro-2H-piran-
4-iimetil)azetidin- 3-il}-1H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-({{2S)-1-[(2S)-2-
hidroxipropillazetidin-2- iljmetii)-1H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[2-({[1-
(trifluoroacetil)pirrolidin-3- illamino}metil)fenil]-1H-imidazol-4-il}- L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-]2-({[14(2,2,2-
trifluoroetil)pirrolidin-3-illamino}metil)fenil}-1H-imidazol-4-il}- L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3, 4-tetrahidronaftalen-2-il]-N-{1-{2-[(3-
metoxipropilJamino}-1-metif-2-oxoetil}- 1 H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-(1 -{g-[(tetrahidro—2H-piran—
4-ilamino)metil] fenil}-1H-imidazol-4-il)-L-norvalinamida;
N-2-[(2S)-6,8-difluore-1,2,3,4-tetrahidronaftalen-2-il}-N-[1-(2-{[4-(2,2,2-
trifluoroetil)piperazin-1-iljmetil}fenil}-1H-imidazol-4-il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-[ 1-(2-{[4-
(trifluoroacetil)piperazin-1- iljmetil}fenil}-1H-imidazol-4-il]-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ill-N-(1-{{( 1S)-2-[(2-
metoxietil)amino}-1-metiletil}-1H- imidazol-4-il)-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[( 1S)-1-metil-2-{metil[( 1-

metil-1H-pirazol-4- il)metillamino}etil}- 1H-imidazol-4-il}-L-norvaiinamida;
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N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-if]-N-{1-[( 15)-1-metil-2-( 5-oxo-
1,4-diazepan-1-il)etil}- 1H-imidazol-4-il}-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[( 1S)-1-metil-2-{metil[2-
(1H-pirazol-4- il)etillamino}etil]-1 H-imidazol-4—il}-L-horvaIinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{(1S)-2-[( 3-etoxi-2-
hidroxipropil)amino]-1-metiletil}-1H-imidazol-4-il)-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{( 1S)-2-[(2-metoxi-1-
metiletil)amino]-1- metitetil}-1H-imidazol-4-il)-L-norvalinamida;
N-2-[(28)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-{1-[(1S)-2-{[(1S)-2-metoxi-
1-metiletillamino}-1-metiletil]- 1 H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S5)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[(1S)-1-metil-2-
{metil[(1-metil-1H-imidazol-2-il)metilJamino}etil}- 1H-imidazol-4-il}-L -
norvalinamida;

N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-if}-N-{1-[2-({[1-
(trifluoroacetil)piperidin-4- ilflamino}metil)fenil]-1H-imidazol-4-il}- L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-(2-{[(1-
hidroxiciclopenti{)metilJamino}-1, 1-dimetil-2-oxoetil }- 1H-imidazol-4-il}-L-
norvalinamida;

N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-(1-{2-[4-(2-
metoxietoxi)piperidin-1-il]-1, 1-dimetil-2-oxoetil}-1 H-imidazol-4-il)-L- norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-[1-(2-{[(1-

hidroxiciclobutil)metilJamino}-1,1-dimetil-2-oxoetil }- 1H-imidazol-4-il]-L-
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norvalinamida;

N-2-[(25)-6,8-difluoro-1,2,3, 4-tetrahidronaftalen-2-il]-N-( 1-{2-[( 2-hidroxi-2-
fenilpropil)(metil)Jamino]-1, 1-dimetil-2-oxoetil}- 1H-imidazol-4-il)}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-if]-N-[1-(2-{[( 1-
hidroxiciclopentil)metillJamino}-1-metil-2-oxoetil)}- 1H-imidazol-4-it]-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftaien-2-il}-N-[1-(2-{[(1-
hidroxiciclobutil)metillamino}-1-metil- 2-oxoetit)- 1H-imidazol-4-il)-L-norvalinamida;
N-2-{(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-( 1-{2-[(2-hidroxi-2-
fenilpropil)(metil)amino}-1- metil-2-oxoetil}-1H-imidazol-4-il)-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{1-metil-2-oxo-2-
[(tetrahidro-1 H-pirrolizin-7a(5H)—iIméti|)amino]etii}-1 H-imidazol-4-il)-L-
norvaiinamida;

N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-(1-{2-[2~(2-
hidroxietil)piperidin-1-il]-1-metil-2- oxoetil}-1H-imidazol-4-il)-L-norvalinamida;
N-2-[(25)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-ii]-N-{1-[1-({[1-
(metoximetil)propillamino}carbonil) propil]-1H-imidazol-4-it}-L-norvatinamida;
N-2-[(2S)-6,8-difluoro-1 ,2,3,4~tetrahidronaftaten-é-il]-N-{1 -11-({[1-
{metoximetil)propillamino}metil) propil}-1H-imidazol-4-il}-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[(1S,25)-2-{[{2-morfolin-
4- iletit)amino]carbonil}ciciobutil]-1H- imidazol-4-il}-L-norvalinamida;
N-2-[(2S5)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-{1-[(1R,2R )-2-({[1-

(metoximetil)propil] arhino}carbonil)ciclobutil]-1 H- imidazol-4-il}-L-norvalinamida;
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N-{1-{(1-bencil-4-etilazetidin-2-il)metil]- 1H-imidazol-4-il}-N-2-[(2S)-6, 8-difluoro-
1,2,3,4-tetrahidronaftalen-2-il)-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-if]-N-{1-[1-({[(1-
hidroxiciclobutil)metillamino}carbonil) propil]-1H-imidazol-4-ii}-L-norvalinamida;
N-{1-[(4-benciimorfolin-3-il)metit]- 1H-imidazoi-4-il}-N-2-[(2S)-6, 8-difluoro-1,2,3,4-
tetrahidronaftalen-2-il]-L-norvalinamida;
N-(1-{[4-(ciclopropilmetil)morfolin-3-ifjmetil}-1H-imidazol-4-il)-N-2-[(2S)-6, 8-
difluoro-1,2,3,4-tetrahidronaftalen-2-il]-L-norvalinamida;
N-2-[(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il}-N-(1-{1-
[(dimetilamino)metil]ciclopropil}-1H-imidazol-4-il}-L-norvalinamida;
N-{1-{(4-bencilmorfolin-2-il)metil]-1H-imidazol-4-il}-N-2-[(2S)-6,8-difluoro-1,2,3,4-

tetrahidronaftalen-2-il]-L-norvalinamida;

N-2-{(2S)-6,8-difluoro-1,2,3,4-tetrahidronaftalen-2-il]-N-(1-{1-

[(isopropilamino)metil]ciclopropil}-1H-imidazol-4-il}-L-norvalinamida;
y las sales farmacéuticamente aceptables de los mismos.

14. Una composicion farmacéutica para tratar una enfermedad o
afeccion seleccionada entre el grupo constituido por enfermedad de Alzheimer,
hemorragia cerebral hereditaria con amiloidosis, angiopatia amiloide cerebral,
una enfermedad mediada por priones, miositis por cuerpos de inclusion,
accidente cerebrovascular, esclerosis multiple, trauma cefalico, alteracion
cognitiva suave y sindrome de Down en un mamifero que comprende una

cantidad de un compuesto de acuerdo con la reivindicacion 1 que es eficaz en
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la inhibicion de la produccion de AB- péptidos o en el tratamiento de tal

enfermedad o afeccion, y un vehiculo farmacéuticamente aceptable.

15. Una composicion farmacéutica para tratar una enfermedad o
afeccién seleccionada entre el grupo constituido por enfermedad de Alzheimer,
hemorragia cerebral hereditaria con amiloidosis, angiopatia amiloide cerebral,
una enfermedad mediada por priones, miositis por cuerpos de inclusién,
accidente cerebrovascular, esclerosis multiple, trauma cefalico, alteracion
cognitiva suave y sindrome de Down en un mamifero que comprende una
cantidad de un compuesto de acuerdo con la reivindicacion 7 que es eficaz en
la inhibicion de la produccion de AR- péptidos o en el tratamiento de tal

enfermedad o afeccion, y un vehiculo farmacéuticamente aceptable.

16. Un procedimiento de tratamiento de una enfermedad o afeccion
seleccionada entre el grupo constituido por enfermedad de Alzheimer,
hemorragia cerebral hereditaria con amiloidosis, angiopatia amiloide cerebral,
una enfermedad mediada por priones, miositis por cuerpos de inclusion,
accidente cerebrovascular, esclerosis mdultiple, trauma cefalico, alteracion
cognitiva suave y sindrome de Down en un mamifero que comprende Ia
administracion a cada mamifero de una cantidad de un compuesto de acuerdo
con la reivindicacién 1 que es eficaz en la inhibicién de la produccion de AB-

péptidos o en el tratamiento de tal enfermedad o afeccion.

17. Un procedimiento de tratamiento de una enfermedad o afeccion

seleccionada entre el grupo constituido por enfermedad de Alzheimer,
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hemorragia cerebral hereditaria con amiloidosis, angiopatia amiloide cerebral,
una enfermedad mediada por priones, miositis por cuerpos de inclusion,
accidente cerebrovascular, esclerosis multiple, trauma cefalico, alteracion
cognitiva suave y sindrome de Down en un mamifero que comprende la
administracion a dicho mamifero de una cantidad de un compuesto de acuerdo
con la reivindicacién 7 que es eficaz en la inhibicién de la produccion de AB-

péptidos o en el tratamiento de tal enfermedad o afeccion.

18. Una composicion farmacéutica para tratar una enfermedad o
afeccion asociada a la moduiacion de la ruta de senalizacion de Notch que
comprende el compuesto de férmula | de acuerdo con la reivindicacién 1, o sus

sales farmacéuticamente aceptables.

19. Una composicién farmacéutica para tratar una enfermedad o
afeccion asociada a la modulacién de la ruta de sefalizacidon de Notch que
comprende el compuesto de formula | de acuerdo con la reivindicacion 1, o sus

sales farmacéuticamente aceptables.
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Resumen de la invencion

La presente invencion se refiere a los compuestos de formula |

5 enlaqueR' R% R R* R% R, yA son como se han definido. Los compuestos
de la férmuta | tienen actividad en la inhibicién de la produccion de AB-péptidos.
La invencién también se refiere a las composiciones farmacéuticas y
procedimientos para tratar enfermedades y trastornos, por ejemplo, trastornos
neurodegenerativos y/o neurolégicos, por ejemplo enfermedad de Alzheimer,

10 en un mamifero que comprende los compuestos de la férmula l.
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAB2006/002753

oS-

Box No.l Basis of the opinion

1. With regard to the tanguage, this opinion has been established on the basis of:
& the internationat application in the language in which it was filed

O atranslation of the international application into , which is the language of a translation furnished for the
purposes of international search (Rules 12.3(a) and 23.1 (b)).

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and
necessary to the claimed invention, this opinion has been established on the basis of:

a. type of material:
O asequence listing
[ table(s) related to the sequence listing
b. format of material:
O on paper
O in electronic form
¢. time of filingfurnishing:
O contained in the internationat application as filed.
O filed together with the international application in electronic form.
O furnished subseqguently to this Authority for the purposes of search.

3. O In addition, in the case that more than one version or copy of a sequence listing andbr table relating thereto
has been filed or furnished, the required statements that the information in the subsequent or additional
copies is identical to that in the application as filed or does not go beyond the application as filed, as
appropriate, were furnished.

4. Additional comments:

Form PCTASA/237 (April 2005)



WRITTEN OPINION OF THE International application No.

INTERNATIONAL SEARCHING AUTHORITY PCTAB2006/002753
Box No. lll Non-establishment of opinion with regard to novelty, inventive step and industrial
applicability

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non
obvious), or to be industrially applicable have not been examined in respect of

O the entire international application

claims Nos. 1-11 (all in-part), 13-19 (all in-part), 16-17 (industrial applicability)

because:

& the said international application, or the said claims Nos. 16-17 (industrial applicability) relate to the
following subject matter which does not require an international search (specify):

see separate sheet

00 the description, claims or drawings (indicate particular elements below) or said claims Nos.  are so unclear
that no meaningful opinion could be formed (specify):

O the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion
could be formed (specify):

& no international search report has been established for the whaole application or for said claims Nos. 1-11
(all in-part), 13-19 (all in-part)

[0 a meaningful opinion could not be formed without the sequence listing, the applicant did not, within the
prescribed time limit:

[ furnish a sequence listing on paper complying with the standard provided for in Annex C of the
Administrative Instructions, and such listing was not available to the International Searching
Authority in a form and manner acceptable to it.

O furnish a sequence listing in electronic form complying with the standard provided for in Annex C
of the Administrative Instructions, and such listing was not available to the International Searching
Autharity in a form and manner acceptable to it.

O pay the required late furnishing fee for the furnishing of a sequence listing in response to an
invitation under Rules 13fer.1(a) or (b).

0 a meaningful opinion could not be formed without the tables related to the sequence listings; the applicant
did not, within the prescribed time limit, furnish such tables in electronic form complying with the technical
requirements provided for in Annex C-bis of the Administrative Instructions, and such tables were not
available to the International Searching Authority in & form and manner acceptable to it.

[J the tables related to the nucleotide andfr amino acid sequence listing, if in electronic form only, do not
comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions.

O See Supplemental Box for further details

Form PCTASA/237 (April 2005)



WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAB2006002753

Box No. IV Lack of unity of invention

1. B In response to the invitation (Form PCTASA/206) to pay additional fees, the applicant has, within the
applicabie time limit:

(0 paid additional fees

0 paid additional fees under protest and, where applicable, the protest fee

[J paid additional fees under protest but the applicable protest fee was not paid
=

not paid additional fees

2. 0 This Authority found that the requirement of unity of invention is not complied with and chose not to invite
the applicant to pay additional fees.

3. This Authority considers that the requirement of unity of invention in accordance with Rule 13.1, 13.2 and 13.3 is

O complied with
& not complied with for the following reasons:

see separate sheet

4. Consequently, this report has been established in respect of the following parts of the international application:

( all parts.
& the parts relating to claims Nos. 1-11 (all in-part). 12, 13-19 (all in-part)

Box No.V  Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step or
industrial applicability; citations and explanations supporting such statement

1. Statement

Novelty (N) Yes: Claims 1-11 (all in-part), 12, 13-19 (all in-part)
No: Claims
Inventive step (IS) Yes: Claims

No: Claims 1-11 (all in-part), 12, 13-19 (all in-part)

Industriai applicability (1A) Yes: Claims 1-11 (altin-part), 12, 13-15 (all in-part), 18-19 (all in-part)
No: Claims

2. Citations and explanations

see separate sheet
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Box No. VI Certain documents cited

1. Certain published documents (Rules 43bis.1 and 70.10)
and /or
2. Non-written disclosures (Rules 43bis.1 and 70.9)

see form 210

Form PCTASA/237 (April 2005)



WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/IB2006/002753

Re Item lil.

Claims 16 and 17 relate to subject-matter considered by this Authority to be covered by the
provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with respect
to the industrial applicability of the subject-matter of these claims (Article 34(4)(a)(l) PCT).

Only the claims 1 to 11 (all in-part), 12 and 13-19 (all in-part) have been searched since
the application lacks unity (see ltem V).

Re Item IV.

This Authority considers that there are 3 inventions covered by the claims indicated as
follows: '

I: Claims 1 to 11 (all in-part), 12, 13-19 (all in-part) related to the compounds of formula
| and their compositions wherein A is absent.

II:  Claims 1 to 11 and 13-19 (all in-part) related to the compounds of formula | and their
compositions wherein A is -CO-, -NR*-CO-, -Z-CO-.

M: Claims 1 to 11 and 13-19 (alt in-part) related to the compounds of formula | and their
compositions wherein A is -Z-CS- and SO,.

The reasons for which the inventions are not so linked as to form a single general inventive
concept, as required by Rule 13.1 PCT, are as follows:

The closest prior art for the present application is represented by D1 relating to
compositions comprising a Growth hormonesecretagogue (GHS) and a kinase inhibitor
acting synergistically in promoting the clearance of A from the brain and therefore useful
for retarding, arresting or preventing the accumuiation of AB in the brain (p. 5, I. 4 and 5).
D1 discloses compound VIl (p. 11, 1. 1 to 5). The known compound of D1 differs from the
compound of formula | of claim 1 of the present application in that the phenyl and the
amino groups are not encompassed by the formula I.

n PCT/ISA/237 (Separate Sheet) (Sheet 1) (EPO-April 2005)
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INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/IB2006/002753

The technical problem underlying the present claims is seen in the provision of alternative
compounds useful for treating diseases associated with the deposition of
B-amyloid in the brain, such as Alzheimer's disease.

The common structural feature shared by all the alternatives of the application is seen as a
N-(1H-imidazol-4-y})-2-amino-acetamide. This structural feature is already known from D1,
Furthermore these alternatives do not belong to a recognised class of chemical
compounds which are expected to behave in the same way in the context of the claimed
invention.

The three inventions do not share a commaon special technical feature as required by rule
13.2 PCT. Therefore the application lacks unity of invention (Rule 13.1 PCT).

. Only the first invention has been searched.

D1 = WO02005058308

Re ltem V.
Reasoned statement with regard to novelty, inventive step or industrial applicability
of the first invention; citations and explanations supporting such statement

1 Reference is made to the following documents:

@ 0Dt - WO02005058308
D2 = WO00210141
2 Novelty

2.1 The subject-matter of the first invention seems to be new in the sense of Article
33(2) PCT.

Form PCT/ISA/237 (Separate Sheet) (Sheet 2) (EPO-April 2005)
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AUTHORITY (SEPARATE SHEET) PCT/IB2006/002753

2.2 The document D1 discloses (the references in parentheses applying to this
document): compound VIl (p. 11, 1. 1 to 5). The known compound of D1 differs from the
compound of formula | of claim 1 of the present application in that the phenyl and the
amino groups are not encompassed by the formula 1.

Novelty is acknowledged for the first invention vis-a-vis D1.

2.3 The document D2 discloses (the references in parentheses applying to this

document): a compound of formula 1 (p. 61, ¢l. 1, I. 1 to 5), wherein R® may be -

C(O)CR™R'),, n may be 0, R* may be C1 and may be substituted by -NR’R®. D2

discloses the specific compound of example 2 (p. 48, |. 30 and 31). There is an

overlapping between this formula and the formula | wherein A is absent of the present

application. At the light of the example 2 of D2, there is one new technical element

: . provided by the present application establishing a new technical teaching. An amino group
takes place of the phenyl and the nitrogen has to be substituted which is not specified in

D2.

Novelty is acknowledged for the first invention vis-a-vis D2.

3 Inventive step

3.1 The subject-matter of the first invention does not involve an inventive step in the
sense of Article 33(3) PCT.

3.2 The document D2 is regarded as being the closest prior art to the subject-matter of
the first invention, and discloses (the references in parentheses applying to this
document): a compound of formula 1 (p. 61, cl. 1, 1. 1 to 5), wherein R® may be -

. C(O)(CR™R"),, n may be 0, R* may be C1 and may be substituted by -NR’R®. There is an
overlapping between this formula and the formula | wherein A is absent of the present
application. The compounds of D2 are useful for treating a neurodegenerative disease (p.
64, cl. 10, I. 23 to 25) such as Alzheimer's disease (p. 13, 1. 10to 12).

The skilled reader knows that mere reproduction of the compounds described in D2 would
lead to compounds retaining the claimed activity. The provision of alternatives compounds
for the treatment of neurodegenerative diseases is thus solved in a obvious way by the
skilled reader.

Form PCT/ISA/237 (Separate Sheet) (Sheet 3) (EPO-April 2005)
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The problem underlying the current application appears to be the provision of further
compounds having unexpected properties over the prior art.

On the basis of the content of the description, this problem has not yet been solved.
An inventive step cannot therefore be acknowledged for the subject-matter of the first
invention.

Remarks

1 Claims 18 and 19 refer to a mechanism and not to a specific disease which render
unclear claims 18 and 19.

. 2  The drawing of example 206 does not comply with the given formula.

3 Some examples (see for instance examples 173 to 188) do not fall within the scope
of formula | of claim 1 of the present invention (difference at R"). This inconsistency
between the description and the claim 1 render claim 1 unclear.

4 Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art
disclosed in the documents D1 and D2 is not mentioned in the description, nor are these
documents identified therein.

Re ltem V.

US20050215610: Pub. Date: 29th September 2005

@  W02005092864: Pub. Date: 6th October 2005 |

The patents US20050215610 and W02005092864 have been published after the priority
date of the present application. According to rule 64.3 PCT these documents may not be
taken into account for the assessment of novelty and inventive step during the international
phase.These documents could be relevant if the application would enter in the European
phase.

Form PCT/ISA/237 (Separate Sheet) (Sheet 4) (EPC-April 2005)
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