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PETITORIO - FORMULARIO UNICO DE SOLICITUD
PATENTE PCT
ENTRADA EN FASE NACIONAL 14/12 [0b

SOLICITUD DE:

O

x | Patente de Invencion. Patente de Modelo de Utilidad.
Capitulo 1. X | Capitulo II. '
] N |
©) Nombre: _PFIZER PRODUCTS INC IDENTIFICACION
.  SOLICITANTE | Direccién: _Eastern Point Road, Groton, C.C. NIT
(71) , Connecticut 06340 E.U.A.
Naclonalidad o Domicilio: ESTADOUNIDENSE {| C.E. Otro i
Lugar de Constitucién: Delaware, Estados )
Unidos de América. Cual .
Teléfono: Fax: i ;
E-mail: Numero
A I IDENTIFICACION
» Nombre: CARLOS R. OLARTE ’
C.C.| X | NIT I
' Direcciéon: World Trade Center Torre A,
RE;::)E::::SSTE 1 Calle 100 No. BA-37 Piso 10 C.E. Otro !
' Teléfono: 601-7700 Fax: _601-7799 I
Cual
E-mail: office@oiarteraisbeck.com NGmero 79782747Bta _ |'
| TP_74.295

Nombre: MICHAEL JOSEPH LUZZIO, JOHN CHARLES KATH |

INVENTOR (ES) g:r::.lc;:g;ﬁstern Point Road, Groton, Connecticut 06340, Estados Unidos

(72) Nacionalidad o Domicllio: ESTADOUNIDENSE ;

G FerEe =
Solicitud Internacional No. PCT/1IB2005/001201 Fecha Mayo 2, 2005 '
Publicacién Internacional No. WO 2005/111023 Fecha Noviembre 24, 2005 '

Titulo (54)
_ANOMALO

Clasificacién Internacional (51) CO7D 403/12, A61K 31/505, A61P 35/00

(33) Pais de Onigen || (32) Fecha |l (31) Nimero de Solicitud |
Prioridad TS ~ |[Mayo 14,2004 |{60/571.312 -
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Comprobante de pago No. 06 —84.310 ‘ 'Fecha  Octubre 31,2006 |,




ANEXOS
Comprobante de pago de la tasa de presentacidn de la sohcitud.

Documento que acredita la existencia y representacion legal cuande el solcitante sea persona
juridica.

Poderes, si fuere el caso. Ver expediente No.06051744  Adjunto copia simple
Documento de cesién del inventor al solicitante o a su causante.

Declaraciones

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

Traduccion de la solicitud internacional al castellano (Resumen, descrnipcién, rewvindicaciones,
dibujos).

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

Traduccién 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 autorizacidbn de uso de conocimientos
tradicionales de las comunidades indigenas.

De ser el caso, certificado de depésito del material biolégico.

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 o su causante, relacionadas parcial o totalmente con la invencion de esta
solicitud.

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

Otros. Blsqueda Internacional

OO0 0O 000 0OMEK &HEHUOEHD O

FIGURA CARACTERISTICA:
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N /

9

NOMBRE:_CARLOS R. OLARTE FIRMA:

Solicito la concesion de la patente,

C.C.79.782.747 Btd T.P._74.295

Instrucciones para el diligenciamiento del presente formulario, ver reverso de esta pagina.
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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 Ffebrero de 2002.

Traduccidon de las Autenticaciones Notariales y subsiquientes
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 y/o Natalia Castro,
documento este que viene en espaifiol, se explica por si solo y
fue firmado por Grover F. Fuller, Ur. el 17 de noviembre de

2005 en Nueva York, Estados Unidos de América.

También en 1nglés y en espafiol viene Certificacidn Notarial
mediante la cual se confirma el nombre y cargo de Grover F.
Fuller, Jr, asi como la existencia legal de la compafia.
Dl¢ha certificacidébn notarial esta firmada por Susan 2.
Killian, Notario PGblico de Nueva York, cuyo cargo expira el
4 de octubre de 2008, segtn consta en su correspondiente
sello notaraal.

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

{(Fdo.) Susan 2. Killian l
' et oo ANDRES BV ITTING
ce
TRADICSHT C ' 7 °7 Y -:1#_”
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MillISTERIG DE Jusi 1A T 1.
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ESTADO DE NUEVA YORK - CONDADO DE NUEVA YORK No. 467518

El suscrito, Norman Goodman, Escribano del Condado y del
Tribunal Supremo del Estado de Nueva York, tribunal éste
provisto de sello por ley, por medio de este documento
certifico conforme a la ley ejecutiva del Estado de Nueva
York que Susan Z. Killian, cuyo nombre aparece suscrito en la
declaracién jJurada o certificado de reconocimiento anexo,
desempefiaba en el momento de tomar el mismo, las funciones de
Notaric Puablico, en y para el Estado de Nueva York, estando
debidamente comisionado bajo juramento y habilitado como tal;
que conforme a la ley en m1 despacho obra un certificado de
su nombramiento con su firma autdbgrafa; que conozco bien la
letra manuscrita de dicho Notario Publico o he comparado la
firma que aparece en el instrumento anexo con la que reposa
en los archivos de mi oficina, y c¢reo en conciencia que la

misma es auténtica.

EN FE DE LO CUAL, firmo de mi1i pufic y letra y estampo mi1 sello

oficial, el dia 22 de noviembre de 2005.

(Fdo.) Norman Goodman, Escribanoc del Condado y del Tribunal

Supremo del Estado de Nueva York.
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APOSTILLA
(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 certifico:

5. En Nueva York, Nueva York

6. El 22 de noviembre de 2005

7. Por parte del Secretarioc de Estado, (Encargado} del
Estado de Nueva York

8. Bajo el Numero NYC-10404952A

9. Aparece Sello del Estado de Nueva York

10. Trarmado por: James Bazzarri, Secretario de Estado

Especial Encargado

Es traduccidon fiel y completa efectuada por:
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Apogtille

{Conventon da La Haye du 5 Qctobra 1861)

Country: United States of America
This public document
has been sighed by Norman Goodman

acting in the capacity of County Clerk

bears the seal/stamp of the county of New York

Certified

At New York, New York 6. the 22nd day of November 2005
by Special Deputy Secretary of State, State of New York
No. NYC-10404952A

Seal/Stamp 10. Signature

bm@w_‘

James Bizzarri
Special Deputy Secretary of State

04135595 ASL {REV  2/6106)



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. Inn Raisbeck and/or
Ana Maria Frieri and/or Juan Guillermo

Moure and/or Natalia Castro full and
sufficient Power of Afttorney to file, prosecute,
obtain, defend and enforce mny and all of the
company's Patents for Inventions, Utility Models,
Loyout-Designs (topographles) of Integrated
Circults, Industrial Designs, Trademarks,
Advertising Slogans, Trade Names, Commercial
Emblems, Geographical Indications, Protection of
Trade Secrets, Obtainer’s Certiflcates,
Copyrights, Repistration of Domain Names,
Health Reglstrations, or any other intellectual
property right in the Republic of Colombia, to
which end it empowers them to take all steps
necessary beforc any administrative or judicial
authority of any ciass for the objects stated, to file
pefilions, recourses, replics 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 m
court tn the matter of all ¢laims 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 olorge 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 mesentar, tramitar,
obtener, defender y hacer respetar todas y
cualquiera de [as Patentes de Invenclén, Modelos
de Utilidad, Esquemas de Trazados de
Circnitos Integrados, Disefios Industriales,
Moreas, Lemas Comerclales, Nombres
Comerclales, Ensefias Comerciales,
Denominaciones de Ornigen, Proteccidn de
Secretos Empresariales, Certificados  de
QObtentor, Derechas de Auntor, Registro de
Nombres de Dominio, Registros Sanitarios, o
cualquier otro bien de propiedad intelectual de
la compafiia en ia Repiiblica de Colombis, a cuyo
efecto los faculta pars dar todos los pasos
necesarios ante cualquier autoridad adminmistrativa
o judicial de cualquier jerarquia parn cumplir con
lo encomendado, eclevar solicitudes, recursos,
respuestas y oposiciones, pagar impuestos y
anunlidades, solicitar  testimonios, recibir
documentos y valores, desistir y percibir Se
concede poder bastante para recibir notificaciones
a nombre de la compeiifa, otorgar poderes a
quienes vayan a representsr a la compaflia judicial
y extrajudicialmente, responder en juicio & todas
las reclamaciones o demandas que por mativo de
lo encomendado se presentaren, déAndoles
asimismo faculted para sustituir ¢l presente y
revocar dichas sustituciones

PFIZ RODUCTS INC.,
By: %@W

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

(7 Novembee. 005

City,Country/Ciudad,Pas: _ﬂ{@VaﬁﬁLN‘/ ush

!

Cadoy R Olarte

J Tan Rausheck

Anma Mam Fren

Jusn Guillermo Moure
Natl Castro

Zayde Chabun
Zaava Ravid

_ . Juequeline Chapacro

Jowe Lws Londuilo
Camilo Abvare:
Felipe Mendoaa
Camilo Radaguc:
Sannago Panlo

Of Counml
Guillermo Chihin
Gonceh Melo

World Trade Center - Tarre A, Calle 100Ne 8A — 37, Piso 10, Bogold D C, Colombis
Tel + 57 | 601-7700, Fax + 57 1 601-7799, gfficef@olartergisbeck com, www plartergisbeck com
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Stare of New York . iy
Comnty of Mew York, }” : ¥ .’?} X - .

1, NORMAN QOODMAM, County Clebk andf Cletk JF:IM upreme Court of the Stste of
Kew Yark, In and fax the County of New Yok, g Cowgt of Record, Mavipd by law u seal, "

1
DO HEREBY CER1I!Y pursunnt WLIW [ State af;New York, that
. o . fl «

whuoe name 14 suhseribed to the sunexed afhidavic, deposinon, certdficate of acknowledgment or roof, was at the
time of mking the same a NOTARY PUDLIC In and (or the State af New York duly comminioned, swom snd
qunaliied to et o3 suchy that pucauant to law, o wommlssion or & centificate of his cSclal charscter, witlh his
antagraph slgnatire hog heen Gled in my office; that st the time of 1king such proof, scknowledyment or oath, he
wan duly nothorlred to ke the 3ame; that | am well aequealnred with the handwdting of such NOTARY PUBLIC
ot bave comparal the slgnature on the annexed instrument wich his sutograph slgnacure deposited in my office, and
1 belleve that anch slgnatare 11 genulue. . :

IN WITMESS WIHERI‘OF, | have herennto set my hand afixed my offictsl scal this

N Aol oo 7 -
TR PAID $3.00 v 3 ?l'd‘,i- @/&Wf MM
"

Counly Clerk ond Clerk of }71; Supreme Courl, New Pork Countv

. e ——— -



OLARTERAISBECK

OLARTE RAISBECK & FRIERI LTDA.

Notarial Certification
On this date,

The undersigned Notary Public certifiea

1 That

Certificacion Notarial — -
En esta fecha,

el Notanio Plblico suscnto certifica

1 Que

Grover F. Fuller, Jr.

of legal age and domiciled in

mayor de edad y domicihado

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 11s principal place of business located in
Groton, State of Connecticut 06340,

United States of America

18 duly incorporated, 15 currently n existence, and
that the purposes for which the Power of Attorney 1s
granted are within the scope of its corporate
purposes.

4 That the grantor has the authority to execute the
Power of Attomey and that his/her representation 15
legal

suscnbi6 el documento que antecede

2 Que el otorgante ha suscnito el referido
documnento en su cardcter de

de

4 Que
con sede principal ubicada en

estd legalmente constitida, que tiene existencia
legal vigente y que los propésitos para los cuales
se otorga ¢l poder se encuenira dentro de los que
camprenden su objeto social

4 Que el otorpante tiene la representacidn para
suscnibir el poder, y que ésta es legitima

. D=
NOTARY PUBLIC (Signature): Ewcml k\\ &/

SUSAR 2 KILLIAN
Wiotary Pubiis, State of New York
Nos (K161 16524

Phginadde s

\0



El suscrito GEORGE ANDREW LEWIS Notario Piblico de Town de Slough
en Berkshire, debidamente autorizado bajo juramento, ejercente de dicha
ciudad, por el presente certifico y testifico que las firmas del documento

precedente son auténticas.

EN FE DE LO CUAL firmo y de mi pufio y letra y estampo mi Sello oficial

en la antedicha ciudad de Slough, el 10 de octubre de 2006.

Notario Piblico

(Sello Oficial)



10.

APOSTILLA
(Convencién de la Haya del 5 de Octubre de 1961)
REINO UNIDO DE GRAN BRETANA E IRLANDA DEL NORTE
Pais: Reino Unido de Gran Bretaiia e Irlanda del Norte

El presente documento publico

Fue firmado por George Andrew Lewis

Que actud en su calidad de Notario Piiblico
Lleva el sello del mencionado Notario Péblico

Se certifico

En Londres 6. El 11 de octubre de 2006
Por parte del Principal Secretano de Estado de su Majestad para

Asuntos Extranjeros y de la Mancomunidad.

Bajo el Nimero  H165906
Lleva el Sello de la Oficina de Asuntos Extranjeros y de la

Mancomunidad de Londres.

Firmado por K. Khan

Secretario de Estado.

\2



PC32279A
CO-1
CESION

Por contraprestacién valiosa pagada a nosotros por PFIZER PRODUCTS
INC., sociedad constituida en virtud de la_}s leyes del Estado de Connecticut,
Estados Unidos de América. cuya direccién postal completa es Eastern Point
Road, Groton, Connecticut 06340, Estados Unidos de Ameérica, por el
presente vendemos y traspasamos a la citada PFIZER PRODUCTS INC,
todo nuestro derecho, titulo e interés en y sobre nuestro invento de una
nueva y Gt mejora en DERIVADOS DE PIRIMIDINA PARA TRATAR EL
CRECIMIENTO CELULAR ANOMALQ en cuanto respecta a la Republica
de Colombia, tal como se indica y describe plenamente en la especificacién y
por el presente autorizamos y solicitamos al Comisionado de Patentes de
Colombia expedir dicha patente a nombre de la citada PFIZER PRODUCTS

INC, de conformidad con esta cesi6n.

En fe de lo cual, firmamos de nuestro puiic y letra,
(Fdo) Michae] Joseph LUZZIO 14 de abril 2005 — Groton, CT, USA,

Lugar, fecha y firma — Michael Joseph LUZZIO

(Fdo) John Charles KATH 13 de abril 2005 — Groton, CT, USA.
Lugar, fecha y firma — John Charles KATH

b



I, GEORGE ANDREW LEWIS, Notary Public of the Town of Slough in
Berkshire, duly admitted and sworn, practising in the said Town,

DO HEREBY CERTIFY AND ATTEST:

THAT the signature/s stated on the attached document presented before me are
genuine.

ASSIGNMENT

IN TESTIMONY WHEREOF I have hercunto set my hand and affixed my Seal
of Office in the Town of Slough aforesaid, this 10" day of October Two
Thousand and Six

SR




APOSTINIF
{Hapgue Convention of § October 1961 / Convention de La Haye du 5 octobre 1961 )

UNITED KINC DOM OF GREAT BRITAIN AND NORTHFRNM IRFI AND
Countty Umited Kingdom of Great Britam and Nuithemn Ireland
Pays Royaume Um de Grande Bretagne et d Irlande du Nard
This pubhic document / Le present acte public

Has been signed by George Andrew Lewts
a et signé par

Acting n the capacity of Notary Public
agissent en qualite de

Bears the seal/stampof  The Safd Notary Publle
est revéin du sceau/timbre de

Certified/Atteste
at London/a Londres 6 the/le 11 October 2006

by Her Majesty s Pnncipal Secretary of State for Foreign and Commonwealth Affairs /
par le Secrétawre d Etat Pnincipal de Sa Majesté aux Affaires Etrangeres et du Commonweslth

Number/sous No H165906

Stamp 10 Signature K Khan

For the Secrviary of State / Pour le Secrefaurs of  tur

I this documest is to be used in a coantry which 1s not party to the Hague Convention of § October
1961 it should be presented to the consular section of the mission representing that country An
apostille or iegatsation cerhficate only confirms that the signature seal or stamp on the document 1s
genume It does not mean that the contents of the document are correct or that the Foreign &
Commonwealth Office approves of the canients

—
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PC32279A
CO-1

ASSIGNMENT

For valuable consideration paid to me (us) by PFIZER PRODUCTS INC. a corporation organized under the
laws of the State of Connecticut, United States of America whose full post office address 1s 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) nght, title and interest in and to my (our) invention for a new and
useful Improvement 1n PYRIMIDINE DERIVATIVES FOR THE TREATMENT OF ABNORMAL CELL
GROWTH so far as the Republic of Colombia 15 concerned, as fully set forth and descnbed in the specification,
and I (we) do hereby authonze and request the Commussioner of Patents of Colombia to 1ssue said patent to the

said PFIZER PRODUCTS INC. 1n accordance with this assignment

In witness wheieof I (we) have hereunto set my (our) hand(s) this

APR 14 205

Groton, Connecticut, USA

APR 13 0B

Place, date anc’ygnature - John Charles KATH

Groton, Connecticut, USA

\S



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

(19) World Intellectual Property
Organization
Intemnational Bureau

(43) International Publication Date
24 November 2005 (24.11.2005)

PCT

‘.l‘ ™ 1
10N T A A G DG
-~

(10) International Publication Number

WO 2005/111023 Al

(51) International Putent Classification”  CO7D 403/12,

AG1K 31/505, AGIP 35/00

(21) International Application Number:
PCT/IB2005/001201

(22) Internationsl Filng Date: 2 May 2005 (02.05.2005)
(25 Flling Language: English
(26) Publication Langusge: English
o mg‘ . 14 May 2004 (14.052004)  US

(71) Applicant (for all designated States except US): PFIZER
PRODUCTS INC. [US/US], Eastern Point Road, Groton,
CT 06340 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): LUZZIO, Michael,
Joseph [US/US]; Piizer Global Research & Development,
Eastem Point Road, Groton, CT 06340 (US). KATH, John,
Charles [UUS/US); Pfizer Global Research & Development,
Eastern Point Road, Groton, CT 06340 (US).

(74) Agents: FULLER, Grover, F, Jr. ct al.; Pfizer Inc., 201
Tabor Road, Morris Plains, NI 07950 (US).

(81) Designated States (unless otherwise indicated, for every
kind of nanonal protection avallable): AR, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BR, BW. BY, BZ, CA,CH, CN,
CO, CR. CU, CZ, DE, DK, DM, DZ, BC, EE, EG, ES, FI,
0B, GD, GE, GH, GM, HR, HU, D, IL, IN, 1S, JF, KE,
KQG, KM, KP, KR, KZ,LC, LK, LR, LS, LT, LU, LV, MA,
MD, MG, MK, MN, MW, MX, MZ, NA, N1, NO, NZ, OM,
PG, PH, PL., PT,RD, RU, SC, 8D, SE, 5@, SK, 5L, SM, SY,
T1, ™, TN, TR, 1T, TZ, UA, UG, US, UZ, VC, VN, YU,
ZA, ZM, ZW.

(84) Designated States (unlesg otherwise indicated, for every
lund of regional protection avadable): ARTPO (BW, GH,
GM, KB, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Burasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
Enropean (AT, BB, B4, CH, CY, CZ, DB, DK, BE, ES, F1,
FR,GB,GR, HU, IR, IS, IT, LT, LU, MC, NL, PL, PT, RO,
SR, 8L, SK, TR), OAPI(BF, B], CF, CG, CI, CM, GA, GN,
GQ, GW, ML, MR, NE, SN, TD, TG).

Published: .
—  with international search report

For two-lener codes and other abbrewations, refer 1o the "Guid-
ance Notes on Codes and Abbrewations” appearing at the begin-
mung of each reguiar issue of the PCT Gazette.

H
m\ N CF3
0 |
ﬁ)\N/ N,R4 1))

RACRIRY),

w0 2005/111023 A1 U5 B 030 0 000 0 O O N G

(54) Title: PYRIMIDINE DERIVATIVES FOR THE TREATMENT OF ABNORMAL CELL GROWTH

(57) Abstract: The present invention relates to a compound of the
formula (T) wheresn R1-R* are as defined herein Such novel pyrimi-
dine derivatives are useful in the treatment of abnormal cell growth,
such as cancer, 1n mammals. This wnvention also relates to a method
of using such compounds in the treatment of abnormal cel? growth 1n
mammals, especiaily humans, and to pharmacentical compositions
containing such compounds.
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I DERIVATIVES FOR THE TREAT OF ABNORMA]. CELL G
8- tions

Reference Is made to U.S, Patent Application Serial No. 60/435,670, fled December
20, 2002 (Attorney Docket No. PC25330), and U.S. Patent Application Serlal No. 80/500,742,
filed September 5, 2003 (Attomey Docket No. PC25937).

Background of the Inveption

This inventjon ralates to novel pyrimidine derivetives that are useful in the treatment
of abnormal cell growth, such as cancer, in mammals. This Invention also relatss to a method
of using such compounds in the treatment of abnormal cell growth in mammals, especially
humans, and to pharmaceutical compositions containing such compounds.

It I8 known that a cell may become cancerous by virtue of the transformation of a
portion of its DNA into an oncogene (Le,, @ gene which, on aciivation, leads to the formation
of malignant tumor cells). Many oncogenes encode protsins that are abetrant tyrosine
kinases capable of causing cell transformation. Altematively, the ovnraxpraaélon of a normal
proto-oncogenic tyrosine kinase may also result in proliferative disorders, sometimes resulting
in a malignant phenotyps.

Receptor tyrosine kinases are enzymes which span the cell membrane and possess
an extraceliular binding domain for growth factors such as epldermal growth factor, a
transmembrane domain, and an Intracellular portion which functions as a kinase o
phosphorylate specific tyrosine residues in proteins and hence to influence cell proliferation.
Other receptor tyrosine kinases Include c-erbB-2, c-met, tle-2, PDGFr, FGFr, and VEGFR. it
is known that such kineses are frequently aberrantly expressed in common human cancers
such as breast cancer, gastrointestinal cancer such as colon, rectal or siomach cancer,
isukemie, and ovarian, bronchlal or pancreatic cancer. It has also been shown that epidermal
growth factor receptor (EGFR), which possesses tyrosine kinase activity, is mutated and/or
overexpressed in many human cencers such as brain, lung, squamous cell, bledder, gastric,
breast, head and neck, oesaphageal, gynecological and thyroid tumors.

Accordingly, it has been recognized that inhibitors of receptor tyrosine kinases are
useful as selective inhibitors of the growth of mammalian cancer cells. For example,
erbstatin, a tyrosine kinase Inhibitor, selectively atienuates the growth In athymic nude mice of
a transplanted human mammary carcinoma that expresses epidermal growth factor receptor
tyrosine kinase (EGFR) but Is without effect on the growth of another carcinoma that does not
express the EGF receptor. Thus, selective Inhibitors of certein receptor tyrosine kinases, are
useful in the treatment of abnormal cell growth, In particular cancer, in mammals. In addition
to receptor tyrosine kinses, selactive inhibitors of certain non-receplor tyrosine kinases, such
as FAK (focal adheslon kinase), Ick, src, abl or serine/threonine kinases {e.g., ¢yclin
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dependent kinases), are useful in the treatment of abnormal cell growth, in particular cancer,
in mammals. FAK Is also known as the Protein-Tyrosine Kinase 2, PTK2.

Convincing evidence suggsests that FAK, a cytoplssmic, non-receptor tyrosine kinass,
plays an essential role in cell-matrix signal transduction pathways (Clark and Brugge 1885,
Science 268: 233-239) and lts sbemant activetion is essociated with an increase In the
metastatic potential of tumors (Owens et al. 1885, Cancer Resegreh §5: 2752-2755). FAK
was originally ideritifled as a 125 kDa proteln highly tyrosine-phosphorylated in cells
transformed by v-Src. FAK was subsequently found to be a tyrosine kinase that iocalizes to
focal adhesions, which are conlact poinis belween cultured cells and thelr underlying
substratum and sites of intense tyrosine phosphoryiation. FAK is phosphorylated and, thus,
activated in response to extracsllular mairix (ECM)-binding to integrins. Recently, studles
have demonatrated that an increase In FAK mRNA levels accompenied invasive
transformation of tumors and attenuation of the expression of FAK (through the use of
antisense oligonucieotides) induces apoptosis in tumor cells (Xu et al. 1896, Cell Growth and
Diff,_7: 413-418). In addition to being expressed in most tissue types, FAK Is found at
alevated levels in most human cancers, particularly in highly invasive metastases.

Various compounds, such as styrene derivatives, have also been shown to possess
tyrosine kinase inhibitory properties. Five European patent publications, namely EP 0 566
226 A1 {published October 20, 1883), EP 0 602 851 A1 (published June 22, 1904), EP 0 635
507 A1 (published January 25, 1895), EP 0 835 4868 A1 (published January 25, 19885), and
EP 0 520 722 At (published December 30, 1882), refer to certain bicyciic derivatives, In
particular quinazoline derivatives, as possessing anti-cancer properties that result from their
tyrosine kinase Inhibltory properties. '

] Also, World Patent Application WO 82/20842 (published November 26, 1892), refers
to certain bis-mono and bicyclic aryl and heteroaryl compounds as tyrosine kinase inhibitors
that are useful in inhibiting abnormal cell proliferation. World Patent Applications
W098/16960 (published June 8, 1998), WO 86/09204 (published March 8, 1986), WO
97/30034 (published August 21, 19987), WO 88/02434 (published January 22, 1998), WO
88/02437 (published January 22, 1998), and WO 98/02438 (published January 22, 1998),
also refer to substituted bicyciic heteroaromatic derivatives as tyrosine kinase inhibitors that
are useful for the same purpose. In addltion, the following list of publications relate to bls-
mono and bicyclic aryl and heteroaryl compounds that may optionally be used as tyrosine
kinase inhibitors: WO 03/030809, WO 03/032897, US Patent Application No, 2003/0181474,
US Patent Application No. 2003/0162802, US Patent No. 5,863,924, WO 03/078404, US
Patent No. 4,507146, WO 99/41253, WO 01/72744, WO 02/48133, US Patent Application No.
2002/156087, WO 02/102763, and WO 03/063794.

|&
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L.S. Patent Application Serial No. 10/734,039, filed December 11, 2003 (Attorney
Docket No. PC25330A) relates to a broad class of novel pyrimidine derivatives that are kinase
inhibitors, and mare specifically, inhibltors of FAK. Moraover, U.S. Patent Application Serial
No. 10/733,215, flled December 11, 2003 (Attomey Dockst No. PC25837A) relate more
specifically to a subset of pyrimidine derivatives, |.e., those bearing a 5-aminooxindole, which
are tyrosine-kinase inhibitors, and more particularly, FAK Inhibitors. Compounds such as
these are useful In the treatment of abnormal cell growth.

Accordingly, & need exists for additional selective inhibitors of certaln receptor and
non-receptor tyrosine’ kinases, useful In the treatment of abnormal cell growth, such as
cancer, In mammals. The present invention providee novel pyrimidine derivetives that are
kinase inhibliors and inhibitors of the non-receptor tyrosine kinase, FAK, and are useful in the
treatment of abnormal cell growth.

Summary of the invention
Thus, the present invention provides a compound of the formula 1

1

or 8 pharmacsutically acceptable salt, solvate, hydrate, or prodrug thereof,

wherein n is an integer from 1 t0 3;

each R' Is a substituent independently selected from the group consisting of
hydrogen, hydroxy, -(Ci-Cs)alkyl, -(Cs-Cr)cycloatkyl, {Cx-Ce)hetarocydlyl, -O(C(-Ce)alkyl,
-O(CxCricycioalkyl, -O(CrColheterocyclyl, -NR'R’, -SR’, -SOR', -SOR’, -CORY,
CONRR®., -SO;NR*R®, -NHCOR™, -NR™CONR'™R®, and -NR'’SO,R”; whersin said R'
substiuents, -(Cy-Celalkyl, {Cs-Crcycioalkyl, {CrCo)heterocyclyl, -O(C,-Celalkyl, -O(Cs-
C,)eycloalkyl, -O(C--Co)heterocyclyl, -NR°R®, -SR’, -SOR’, -SO.R’, -COR™ -CONR'R",
-SO,NR'R®. -NHCOR™, -NR™CONR’R’, and -NR'*SO;R’, are optionally substituted by one
to three moieties independently selected from the group consisting of hydrogen, halogen,
hydroxy, -CFs, -CN, -(Cy-Coalkyl, -NR*R®, -OR", {(C5-C;)cycloalkyl, (C-Ci)heterocyciyl,
-CO.R™, -CONR®R® and -CONR"R",

sach R? is @ substituent independently selected from the group consisting of
hydrogen, ~(Ci-Celalkyl, -(CrCealkenyl, ~CrCealkynyl, <Cs-Cy)cycioalkyl, +Cr
Coheterocydyl, -COR™, and -CONR'R®; wherein said R® substituents, -(C,-Ce)alkyl, {C~
Coalkenyl. {CC)alkynyl, -(Cs-Cr)cycloalkyl, (Cz-Cy)heterocyclyl, -CO,R', and -CONR'R®,

are oplionally substituted by one to three moleties Independently selected from the group
consisting of hydrogen, halogen, hydraxy, -CFs, -NOz, -CN, -(C-Ce)alkyl, -(C,-Ca)alkenyl,

N Ci 3

[
/LN/ r"aR‘
RHUCRIR?),

N

9
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{C-Co)alkynyl, -C=N-OH, -C=N-O{(Cy-Cqalkyl), -NR'R®, -OR™, <(Cs-Crloycioaticyl, <C~
Coheterocyclyl, -COR”, -CONR'R®, -CONR'R', -SR’, -SOR’, -SOR’, -SONRR'.
NHCOR"Y, -NRCONR®R®, and -NR™SO,R, wherein sald —~(Cx-Cslalkenyl and —~(Cs
Ca)alkynyl R* moleties may be optionally substituted by one to three R'? groups;

R' and R? may be taken together with the atom(s) to which they are attached to form

a cyclic group, -(Cy-Cy)cycioalkyl or {CrCy)heterocyclyl, wherein said cyclic group Is
optionally substitutéd by one to three moleties Independently saiom from the group
consisting of hydrogen, halogen, hydroxy, -CFj, -NO;, -CN, {(C+-Cy)alkyl, {C-Ce)alkenyl,
{CxCe)alkynyl, -C=N-OH, -C=N-O((Cr-Celalkyl), -NR'R’, -OR™, {CsCrcycioalkyl, {Cr
CyJheterocyclyl, -CO:R™, -CONR'R®, -CONR'R', -SR’, -SOR’, -SOR’, -SONR'R’,
NHCOR™, -NRYCONR®R®, and -NR"SO;R’, wherein sald —(C,Colalkenyl and —(Cr
Colalkynyl molsties of sald cyclic group may be optionally substituted by one to three R'
groups, and sald cydiic group is optionally interrupted by one to three elements selected from
the group consisting of ~(C=0), -803, -S-, -O-, -N-, -NH- and ~NR'%;

R® Is a substituent selected from the group consisting of:

(a)  hydrogen;

(b) {CeCro)aryl or {Ci-Cs)heteroaryl, optionally substituted by one to three
moletles indepsndently aseiscted from the group consisting of halogen,
hydroxy, {C-Ce)alkyl, {C,-Ce)aliyHP(O)(O(Cy-Ce)alkyl), {Cs-Cro)cycioalkyl,
(Ce-Cao)aryl, (CrColheterocyciyl, '(C1-Co)h°t9f08l'vl. NR'R", -NHSO4C,-
Colalkyl, -NHSOCs-Co)cycloalkyl . -N{(Ci-Ca)alkyIXSOCi-Cealkvl), -N{(Cy-
Celalkyl)(SOzCs-Ce)cycioaliyl), “N((Cx-Co)cycioalkyl)(SO-C4-Ca)alkyl),
“N((CsCelcycioatkyl{SOxCx-Cejcycioalkyl),  -O(Cs-Colalkkyl, -O-SOx(Cy-
CoJalkyl, -O-SOz(Cs-Cs)cycloalkyl, (COKCi-Ce)alkyl, {(CO)CF;, -(COXCy
Cro)cycloalkyl, «{COXCeCio)aryl, -(COXCrCo)heterocycly, ~(COXC,-
Co)heteroaryl, {CO)O(C-Celalkyl, -(CO)O(Cy-Cio)cycioalkyl, -(CO)O(Ce-
CioJaryl, -(CO)O(Cr-Celheterocyclyl, ~(CO)O(Cs-Co)hetercaryt, -(COXC,-
Ce)alkyl-O(Cs-Colalkyl, -SO{(Ci-Colalkyl, -SO4(Cs-Colcycioalkyl, -SO,CF,,
SONH;,  -SONH(C+-Cglalkyl, -SO.NH(Cr-Celcycioalkyl, -SOZN((C,-
Cualkyl);, -SON({(Cy-Co)alkyl)}{(CsCe)cycioalkyl), -SOzN{(Cs-Ce)cycioalkyl)
and -SO,NR°R®, wherein said -(Ce-Cio) aryl or <{C(-Cs) heteroaryl are
optionally interrupted by one to three alements selected from the group
consisting of «S-, ~O-, -N-, -NH- and -NR™%;

()  -(CsCrocycloalkyl, -(CrCiheterocyclyl, and  <{Cs-Colalkyl{CxrCs)
heterocyclyl, optionally substituted by one to three moietles independently
selected from the group consisting of halogen, hydroxy, <(C4-Ce)alkyl, -{C4-
Ce)alkyl-P{O)XO{(C-Cy)alkyl)s,  -(Cs-Cio)cycloalkyl, -(Co-Cu)aryl, 4Cr

LO
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Ce)heterocyclyl, {Cr-Co)hetercaryl, -NR'R’, -NSOz(C1-Celalkyl, -NHSO3(Cyx-
Celcycloalkyl, -N((Ci-Co)alkyi{SO-Cs-Colalkyl),  -N((C1-Cy)alkyl{SOa(Cy-
Ce)cycloalkyl), -N((Cx-Cq)cysloalkyl(SO--C;-Colalkyl), N((Cy-
Ce)cycloalkyl(SOx(Cx-Celcycloalkyl), -O(Cs-Celalkyl, -O-S0x(Cy-Ce)alkyl, -O-
S0;{(C+-Clalkyl, -0-SOACs-Celcycloalkyl, -(CO)Cs-Colalkyl, -(CO)CF,,
{COXCxCujcycloalkyl,  4{CONCeCio)ary,  -(CO)}CrCoheterocyclyl,
<{COXCi-Cohetercaryl,  -(CO)O(Cy-Codolkyl,  -{CO)O(Cy-Cro)cycloalky,
{CO)O(Cr-Claryl, -{CO)O(C-Cylhetaracyciyl, <(CO)O(C-Coheteroary,
«{CO)(C1-Colalkyl-O(C1-Celalkyl, -SOxC+-Colalkyl, -SOx(Cy-Cs)cycloalkyl,
-SO,CFs, -SO:NHz, -SONH(C-Colalkyl, -SONH(CsCelcycloalkyl,
-SON({Ci-Co)alkylls,  -SON((Cy-Ca)aliyiN(Cx-Ca)cycioalkyl), -SO2N{(Cy-
Cs)cycloalkyl); and -SO,NR'R®, wherein said «(Cx-Cyo)cydloalkyl, «(Cy-
Celheterocyclyl, and ~(Ci-Ce)alkyl{CzCs) heterocyclyl are optionally
interrupted by one to three elements selected from the group consisting of
-(C=0), 50y, -5, -O-, -N-, -NH- and -NR'%
(d) (C/-Ca)elkyl optionally substituted by one to three moleties selected from the
group ‘conslsting of halogen, hydraxy, -(C1-Ce)alkyl, -(C1-CalalkyHP{O)(O(Cy-
Co)alkyl)s, «{CsCio)cycloalkyl, ~(Ce-Cuwlaryl, -(CrColheterocyclyl, —{(C-
Cq)hetaroaryl, -NR'R®, -NHSOz(C-Ce)alkyl, -NHSO2(Cs-Ca)cycioalkyl, -N((C;-
Ce)alkyl}(SOxCy-Colalkyl), -N({Ci-Co)alkyi{SOz(Cs-Co)cycloaliyl), -N((Cy
Ce)cycloalkyl)(SO-Cr-Calalkyl), -N{(Cs-Celcycloalkyl(SO;(Cx-C)cycioaliyl),
-O(Ci-Calalkyl, -0-SOz(Cy-Colalkyl, -O-SO4(CxCe)cycioalkyl, -(CO)C,-
Colalkyl, -{CO)CF;, -(CO)CyCio)cycioalkyl, {CONCe-Cro)aryl, {(CO)NCy-
Cyheterocyclyl, {CONCi-Ce)heteroaryl, -(CO)O{(Cs-Celalkyl, -(CO)O(Cy-
Crojcycioalkyl, -(CO)O(Ce-Cir)aryl, -(CO)O(Cr-Co)heterocyelyl, ~(CO)O(Cy-
Co)heteroaryl, -(CO)NCy-Ce)alkyl-O(Ci-Ce)alkyl, -SO3(Ci-Colalkyl, -SOx{Cy
Ceoycloalkyl, -SO,CF; -SO:NH; -SO,NH(Cy-Coalky, -SO;NH(Cy
Ce)cycloalkyl, -SO:N((Cy-Celalkyl)z, -SOaN((C4-Co)alkyl)((Cy-Cq)cycloaliyl),
-SO,N((Cx-Co)cycloalkyl); and -SO:NR'R®, wherein sald {C;-Co)alkyl Is
optionally interruptad by one to three elements sslecied from the group
conslsting of <{C=0), -SO,, -S-, -O-, -N-, -NH- and ~-NR'%,
and whereln each R® (b)-(d) substituent, molety, or element is optionally substituted

by one to three radicals independently selected from the group conslsting of hydrogen,

halogen, hydroxy, -CFs, -NO;, -CN, -(Cy-Celalkyl, -(CrCa)alkenyl, {Cr-Cplalkynyl, {Cs

Crkycloalkyl, +(Cz-Co)heteracyclyl, -(Ce-Cralaryl, -{Ci-Co)heteroeryl, -O(Ci-Colalkyl, -O(Cy

Cy)oycloalkyl, -O(Cz-Co)heterocyclyl, -C=N-OH, -C=N-O(C-Cy alkyl), -NR'R®, -SR’, -SOR’,

.SO:R’, CO2R", -CONR®R®, - SONR°R®, -NHCOR®, -NR?CONR’R", and -NR'*SO;R’;

1
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R! is & substituent selecied from the group consisting of hydrogen, (C,-Cg)alkyl, Cs-
C;)cycloaliyl, and «(Cx-Cohetaracyclyl; wherein said <(C+-Colalkyl, <Cs-Cricycioalkyl, and
+{Cz-Coheterocyclyl R substituents ere optionally substiuted by one to three molsties
independently selectad from the group consisting of hydrogen, halogen, hydroxyl, -(Cs-
Coalkyl, CN, -NR*R®, -OR®, -(Cy-Cy)cycloalkyl, {C-Colheterocyclyl, -CO,R™, -SONRR®,
NR'2SO,R", -SO,R’ and -CONR'R®; wherein R® and R® of said -CONR'R® group may be
taken together with the atoms to which they are ettached to form a {Cx-Cg)hsterocyciyl;

RS and R® are each substiuents independently selected fram the group consisting of
hydrogen, <{CiCelalkyl, -{CsCricycloalkyl, -(CrCs)neterocyciyl, ~(Cs-Cylaryl, -(Cy-
C,)heteroaryl, -COR™ and —SOR'; wherein said {(C-Celalkyl, (Cs-Cr)cycloalikyl, -(Cr
C,)heterocyciyl, <(Cs-Cio)aryl, ~(C-Co)heteroaryl, -COR™ and -SO,R™%,R"® or R substituents
are optionally substituted by one to thres moleties independently, selected from the group
consisting of hydrogen, halogen, -CFj, -CN, -(Cy-Colalkyl, -NH(C.-Celalkyl, -NH(Cs-
Cy)cycloalkyl, -NH(CzCy)hsterocyciyl, -NH(Ce-Ci)aryl, -NH(Ci-Cg)heteroaryl, -N{(Cy-
Ce)alkyllas -N{(CsCrlcycloalkyl), -N((CrCo)heterocyciyl)s, -N((CoCio)aryll,  -N{(Cy-
Cy)heteroaryl)s , -O(Cy-Colalkyl, -O(Cs-Cr)cycloalkyl, -O(CrColhetarocyciyl, -O(Ce-Cioaryl,
-O(Cy-Co)heteroaryl, {Cs-Cricycloaliyl, {C-Ca)heterocyclyl, -COR’, SONR'R’, NR'*SO.R’,
-SO,R" -CONH;, -CONHR’, and -CONR'R®; wherein R’ and R® of sald -CONR'R* group may
be taken together with the nitrogen atom fo which they are aftached to form a —(Cx-Cy)
heterocyciyl; . .

R® and R® may be taken together with the atom(s) to which they are sttached to form
a -{CxCo)heteracyclyl, wherein sald <(Cx-Co)heterocyclyl group is optionally substituted by
one to three moletias selected from the group consisting of hydrogen, helogen, hydroxy,
-CFy, NOz, -CN, -{Ci-Colalkyl, {CrCealkenyl, «CxCelalkynyl, -C=N-OH, -C=N-O{(C,-
Coalkyl), -NR'R’, -OR", {CyCr)cycloalkyl, -{CrCo)heterocyciyl, -COR', -CONR'R’,
-CONR'R®, -SR’, -SOR’, -S0,R’, -SO,NR'R?, -NHCOR™, -NR'2CONR'R®, and -NR'2SO,R’,
wherein said ~(Cz-Ce)alkenyl and {CzCe)alkynyl moieties of sald -(C-Cy)hetarocyclyl group
may be optionally substituted by one to three R’ groups, end said -(C,-Cg)hetarocyclyl group
is optionally interrupted by one to three elements selected from the group consisting of
+{C=0), S0, -S-, -O-, -N-, -NH- &nd -NR'™;

R’ Is a substituent selected from the group consisting of —{Ci-Co)alkyl, -{Cs
Cr)cycloalkyl, ~(C-Ce)heterocyclyl, {Ce-Ciglaryl, and -(C+-Cs) heleroaryl; wherein said —(C,-
Calalkyl, <Cx-Crlcycloalkyl, -(CzCo)neterocyclyl, ~(Cs-Cioaryl, and -{Ci-Cs) heteroaryl R’
substituents are optionally substituted by one to three moietias independently selected from
the group consisting of hydrogen, haiogen, hydroxy, -CN, «(Cs-Ce)alkyl, -NR',, and ~O(Cs-

Ce)alkyl;

2L
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R® Is a substituent selected from the group consisting of hydrogen, -(C,-Cs)alkyl, {Cs-
C;)cycloalkyl, {Cr-Colheterocyclyl, -(Ce-Cro)aryl, and C4+-Cs) heteroaryl; wherein said ~(C;-
CaJalkyl, <(Cy-Cricycioalkyl, {Cz-Caheterocyclyl, {Ce-Cualeryl, and +(Ci-Cs) heteroaryl R®
substituents are optionally substiiuted by one to three moieties independently selected from
the group consisting of hydrogen, halogen, hydraxy, -CN, ~-(Cy-Cs)alkyl, -NH,, -NHR?, -NR",,
OR®, ~-(Cx-Cr)cycloaliyl, -(Cx-Ce)heterocyciyl, -CO;R™, -CONH;, -CONHR™, and -CONR™R";
wherain R" and R}'.of -CONR™R'' may be taken together with the nitrogen atom to which
they are attached to form a {(Cx-Ce)heterocyclyl; '

R® and R" are each (C-Co)alkyi:

R" Is hydrogen or -Cy-Ce)aliyi; and

R™ is a substituent selected from the group consisting of hydrogen, <C1-Ce)alkyt,
+{Cs-Cr)cycloalkyl, ~(Cz-Co)heterocyclyl, -(CeCro)aryl, and Cy-Colheteroaryl; wherein sald
{C1+-Ca)elkyl, {Cx-Cricycloaliyl, -(Cz-Colheteracyciyl, {Ce-Co)aryl, and -{Ci-Coheteroaryl R'
substituent is optionally substituted by one io three moleties independently selected from the
group consisting of hydrogen, halogen, -CFy, -CN, ~(C-Calalkyl, -NH(C-Cylalkyl, -NH(C5-
Cr)cycioalkyl, -NH(CrCehetarocyclyl, -NH(Co-Cro)aryl, -NH(Ci-Coheteroaryl, -N((C,-
Cojalkyl)s  -N({Cs-Cricycloslkyl)s, N{(CzCi)heterocyclyll, -N(Ce-Ciolaryl)a,  -N((Cy-
Co)heteroaryl); , -O(Cy-Colalkyl, -O(Cx-Cr)cycloalkyl, -O(Cz-Co)heterocyciyl, -O(Ce-Cio)aryi,
-O(Cy-Colhetaroaryl, -(Cs-Crlcycloaliyl, CrGCshetsrocyclyl, -CO:R’, -CONH;, -CONHR’,
and -CONR'R®; wherein R” and R® of sald -CONR'R® group may be taken together with the
atoms to which they are attached to form a <{C,-C;) heterocyciyl.

The present invention also Includes Isotopically-labeled compounds, which ere
identical to those reclted in Formula 1, but for the fact that one or more atoms are replaced by
an atom having an atomic mass or mass number different from the atomic mass or rmass
number usually found In neture. Examples of Isotopes that can be Incorporated into
compounds of the Invention Include isotopes of hydrogen, carbon, nitrogen, oxygen,
phosphorous, flucrine and chlorine, such a8 *H, *H, **C, “C, N, *0, 0, ¥p, ®p, s, “F,
and ¥Cl, respectively. Compounds of the present invention, prodrugs thereof, and
pharmaceutically acceptable salts of sald compounds or of said prodrugs which contain the
aforementioned isotopes and/or other isotopes of other atoms are within the scope of this
invention. Certain isotopically{abelied compounds of the present invention, for example
those into which radioactive lsotopes such as *H and *C are incorporated, are useful In drug
and/or substrate tissue distribution assays. Tritiated, i.e., *H, and carbon-14, Le., C,
isotopes are particularly preferred for their ease of preparation and detectability. Further,
substitution with heavier isotopes such as deuterium, l.e., °H, can afford certain therapautic
advantages rasulting from greater metabolic stability, for example increased in vivo half-life or
reduced dosage raquiremenis and, hence, may be preferred In some circumstances.
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Isotopically-labelled compounds of Formula 1 of this Invention and prodrugs thereof can
generally be prepared by carrying out the procedures disciosed In the Schemes and/or in the
Examples and Preparations below, by substituting a readily avallable Isotopically-labelled
reagent for a non-isotopicaily-iabeiled reagent.

The present Invention also relates to the pharmaceutically acceptable acid addition
salts of compounds of the formuia 1. The acids which are used to prepare the pharmaceutically
acceptable acid addition salts of the aforementioned base compounds of this invention are
those which form nontoxic acid addition salts, Le. salts containing phermacologically
acceptable anions, such as the chioride, bromide, lodide, nitrate, sulfate, bisulfats, phosphats,
ackli phosphats, acetate, lectate, ciirate, acid cftrate, tartrate, bitartrate, succinate, maleats,
fumarate, gluconate, saccharate, benzoate, methanesulfonate, ethanesulfonate,
benzenesulfonate, p-toluenesulfonate and pamoate [Le., 1,1-methylene-bis-(2-hydroxy-3-
naphthoate)jsalts.

The Iinvention also relatas to base addition saits of formula 1. The chemical bases that
may be used as reagents to prepare phammaceulically acceptable base salts of those
compounds of formuila 1 that ere acidic in nature are those thet form non-toxic base saits with
such compounds. Such non-toxic base salts includse, but are not limited to those dertved from
such pharmacologically acceptable cetions such as aikall metal cations (e.g., potassium and
sodium) and alkaline earth metal cations (e.g.. calcium and magnesium), ammonium or water-
soluble amine addition saite such as N-methyigiucamine-{megiumine), end the fower
alkanolammonium and othar base salis of pharmaceutically acceptable organic amines.

The phrase “pharmaceutically acceptable sali(s)’, as used he_mln. uniess otherwise
indicated, Includes salts of acidic or basic groups which may be present in the compounds of
the present invention. The compounds of the present invention that are basic i nature are
capable of forming a wide variely of salts with various inorgenic and organic acids. The acids
that may be used to prepare pharmaceutically accaptable acki addltion saits of such basic
compounds of ere those that form nontoxic acld addiion saits, Le. salts containing
pharmacologically acceptable anions, such as the hydrochiariie, hydrobromide, hydrojodide,
nirate, sulfete, bisulfate, phosphate, acld phosphate, isonicotinate, acetate, lactate, salicylate,
citrate, acid citrate, tartrate, pantothenats, bitartrate, ascorbate, succinate, maleats, gentisinate,
fumarate, gluconate, glucuronate, saccharate, formate, benzoats, glutamate, methanesulfonate,
ethanesulfonate, benzenesulfonats, p-toluenesulfonate and pamoate [je., 1,1-methylene-bis-
(2-hydroxy-3-nephthoate)] saits. The compounds of the present invention that Include a basic
molety, such 8s an amino group, may form pharmaceutically acceptable salts with various
amino acids, In addition to the acids mentioned above.

This invention also encompasses pharmaceutical composltions contalning prodrugs of
compounds of the formula 1. Compounds of formula 1 having free amino, amido, hydroxy or

1A



WO 2005/111023 PCT/1B2005/001201

10

15

20

25

30

35

carboxylic groups can be converted Into prodrugs. Prodrugs include compounds wherein an
amino acld residue, or a polypeptide chain of two or more (e.g., two, three or four) amino acid
residues which are covalently joined through peptide bonds to free amino, hydrexy or carboxylic
acid groups of compounds of formula 1. The amino &cid residues include the 20 naturelly
occurring emino acids commonly designatsed by three letler symbols and also include,
4-hydraxyproline, hydroxylysine, demosine, Isodemosine, 3-methylhistidine, norvalin, bete-
alanine, gemme-gminobutyric acid, cltrulline, homocysteine, homoserine, omithine and
methionine sutfone. . Prodrugs &iso Include compounds whersin carbonates, carbamatss,
amides and alkyl esters that are covalently bonded to the above substiuents of formula 1
through the carbonyl carbon prodrug sidechain.

This invention aiso encompasses compounds of formula 1 containing protective
groups. One skilied In the art will also appreciate that compounds of the Invantion can also
be prepared with certain protecting groups that are useful for purification or storage and can
be removed before administration to a patient. The protection and deprotection of functionsl
groups ls described in “Protective Groups In Organic Chemistry”, edited by JW.F. McOmie,
Plenum Press (1973) and "Protective Groups in Organic Synthesis®, 3rd edition, TW. Greens
and P.G.M. Wuts, Wiley-Interscience (1998).

‘The compounds of this Invention Include all stereolsomers (e.g., cis and trans isomery)
and all optical isomers of compounds of the formula 1 (e.g., R and S enantiomers), as well as
racemic, diastareomeric and other mixtures of such isomers.

The compounds, salts and prodrugs of the present Invention can exist in several
tautomeric forms, including the enol and imine form, and the keto and enamine form and
geometric isomers and mixtures thereof. Al such tautomeric forms are inciuded within the
scope of the present Invention. Tautomers exiet as mixtures of a tautomeric set in solution.
in solid form, usually one tautomer predominates. Even though one tautomer may be
described, the present Invention Includses all tautomers of the present compounds.

The present invention also includes atroplsomers of the present Invention.
Atropisomers refer to compounds of formula 1 that can be separated into rotationally
restricted lsomers.

The compounds of this invention may contain olefin-like double bonds. When such
bonds are present, the compounds of the invention exist as cis and trans configuretions and as
mibxtures thereof.

A "suitable substituent” is intended io mean a chemically and phamaceutically
accepiable functional group ie., a moiety that does not negate the biological activity of the
inventive compounds. Such suitable substituents may be routinely selected by those skiiied in
the art. lllustrative examples of suitable substituants Include, but are not limitad to halo groups,

perflucroalkyl groups, perfluoroalkoxy groups, alkyl groups, alkenyl groups, elkynyl groups,

223



WO 2005/111023 PCT/IB2005/001201

10

15

25

hydroxy Qroups, oXx0 groups, mercapio groups, alkylthio groups, alkoxy groups, aryl or
heteroaryl groups, aryloxy or heteroaryloxy groups, eralkyl or heteroaralky! groups, aralioxy or
heteroaralkoxy groups, HO-(C=0)- groups, amino groups, akyl- end dialiylamino groups,
carbamoy! groups, alkyicarbony! groups, alkoxycarbonyl groups, alkyiaminocarbonyl groups
dialkylamino cerbonyl groups, eryicarbonyl groups, aryloxycarbonyl groups, alkylsulfonyl
groups, aryisulfonyl groups and the like. Those skiiled in the art will appreciate that many
substituents can bé substitied by additional substituents. Further examples of suitabie
substituents include those recited In the definition of compounds of Formuta 1, Including R’
through R, as defined hereinabove.

The term “Interrupted by" refers to compounds in which @ ring carbon atom is
replaced by an element selected from the group consisting of {C=0), ~50,, -S-, -O-, -N-,
-NH-, and -NR'. For example, if a substituent is —(C¢-C1g)aryl, such as

¢

the ring may be interrupted or replaced by a nitrogen heteroatom to form the following
ring: '
QAN

.I"L 7

such that a ring carbon Is replaced by the heteroatom nitrogen. Compounds of the
invention can accommodate up to three such replacements or interruptions.

As used herein, the term "alkyl,” as well as the alkyl moleties of other groups referred
to herein {e.g., alkoxy), may be linear or branched (such as methyl, ethyl, n-propyl, /sopropyl,
n-butyl, /so-butyl, secondary-butyl, tertiary-butyl); optionally substituted by 1 to 3 sultable
substituents as defined above such as fluoro, chioro, trifluoromethyl, (C,-Cq)alkaxy,
(Ce-Cro)aryioxy, triflucromethaxy, diffucromethaxy or (C,-Ce)alkyl. The phrase "each of said
alky” as used herein refers to any of the preceding alkyl moisties within @ group such afkoxy,
alkenyl or alkylamino. Preferred alkyis include (C,-Ce)alkyl, mora preferred are (C,-C,)alkyl, and
most preferred are methyl and ethyl.,

As used hereln, the term "cycloalkyl” refers to @ mono, bicydic or tricyclic carbocyelic
fing (8., Cyclopropyl, cyclobutyl, cyciopentyl, cyclohexyl, cycloheptyl, cyclooctyl, cyclonony,
cyclopentenyl, cyclohexenyl, bicyciof2.2.1}heptanyl, bicycio[3.2.1]octanyt and
bicyclof5.2.0lnonanyl, etc.); optionally contalning 1 or 2 double bonds and optionally substituted
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by 1 to 3 sulteble subsiituenis as defined above such as fluoro, chloro, trifiuoromethyl,
(C-Co)alkoxy, (Ce-Co)arytoxy, trifluoromethoxy, difiusromethoxy or (C4-Ce)alkyl.

As used hereln, the term *halogen® includes fluoro, chioro, bromo or iodo or fluoride,
chloride, bromide or lodide.

As used herein, the term “alkenyl” means siraight or branched chaln unsaturated
radicals of 2 to 6 carbon atoms, including, but not limited to ethenyl, 1-propenyl, 2-propenyl
(eliyl), #so-propenyl,. 2-methyl-1-propenyl, 1-butanyl, 2-butenyi, and ' the like; optionally
substituted by 1 to 3 suliable substituents as defined above sucH as fluoro, chioro,
trifiuoromethyl, (Cr-Ce)alkaxy, (Cs-Cyo)aryloxy, trifiuoromethoxy, difiuoramethaxy or (C4-Ce)alkyl.

As used hereln, the tarm "alkynyl” is used herein to mean straight or branched
hydrocarbon chein radicals having one triple bond including, but not limited to, ethynyl,
propynyl, butynyl, and the llke; optionally substituted by 1 to 3 suitable substituents as defined
above such as fluoro, chioro, triflucromethyl, (Ci-Cealkaxy, (Cy-Cio)aryloxy, triftuoromethaxy,
difiuoromathoxy or (C1-Ce)alkyl.

As used herein, the term "carbonyl® or “(C=O)" (as used in phrases such as
aliylcarbonyl, alkyl{C=0)- or alkoxycarbonyl) refers to the joinder of the >C=0 molety to a
second molety such 8s an alkyl or amino group (l.e. an amido group). Alkoxycarbonylamino
(l.e. alkoxy{C=0)-NH-) refers to an alkyl carbamate group. The carbonyl group Is also
equivalently defined hersin ss (C=0). Alkylcarbonylamino refers to groupe such as
acetamide.

As used herein, the term “aryl” means aromatic radicals such as phenyl, naphthy,
tetrahydronaphthyl, indany! and the like; optionally substituted by 1 to 3 suitable substituents as
defined above. '

As used herein, the term “heteroaryl™ refers to an aromatic heterocyclic group usually
with one heteroatom selected from O, S and N in the ring. in addition to said heteroatom, the
aromatic group may optionally have up to four N atoms in the ring. For example, heteroaryl
group includas pyridyl, pyrazinyl, pyrimidinyl, pyridezinyl, thienyl, furyl, Imidezolyl, pyrrolyi,
oxazolyl (e.g., 1,3-oxazolyl, 1,2-oxazolyl), thiazoly! (e.g., 1,2-thiazolyl, 1,3-thiazolyl), pyrazolyl,
tetrazolyl, triazolyl (e.g., 1,2,3-triazolyl, 1,2,4-triazolyl), oxadiazolyl (e.g., 1,2,3-oxadlazolyl),
thiadiezolyl (e.g., 1,3.4-thiadlazolyl), quinolyl, Isoquinoiyl, benzothlenyl, benzofuryl, Indolyl,
and the like; optionally substituted by 1 to 3 sultable substituents as defined sbove such as
fiuoro, chioro, triflucromethyl, (C,-Ce)alkoxy, (Ce-Cio)aryloxy, triflucromathoxy, difiuvoromethoxy
or (C+-Ca)alkyl.

The term “heterocyclic” as used herein refers to a cyclic group containing 1-9 carbon
atoms and 1 o 4 hetero atoms selected from N, O, §(0), or NR. Examples of such rings
incdude azetldinyl, tetrahydrofurenyl, Imidazolidiny, pyrrolidiny, piperidinyl, piperazinyl,
oxazolidinyt, thiazolidinyl, pyrazolidinyl, thiomorpholinyl, tetrahydrothiazinyl, tetrahydro-
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thiagiazinyl, morpholinyl, oxetanyl, tetrahydrodiezinyl, oxazinyl, oxathiazinyl, Indolinyl,
isoindolinyl, quinuclidinyl, chromanyl, isochromanyl, benzoxazinyl, and the llks. Examples of
gsald monocyclic saturated or partially saturated ring systems are tetrahydrofuran-2-yi,
tetrahydrofuren-3-yl, imidazolidin-1-yl, Imidazolidin-2-yl, Imidazolidin-4-yl, pymrolidin-1-yl,
pyrrolidin-2-yi, pyrrolidin-3-yi, piperidin-1-yi, piperidin-2-yi, piperidin-3-yi, plperazin-1-yi,
piperazin-2-yi, piperazin-3-yl, 1,3-oxazolidin-3-yl, isothiazolidine, 1,3-thiazolidin-3-yi,
1,2-pyrazolidin-2-yl,  1,3-pyrazofidin-1-yi, thiomorpholin-yi,  1.2-tetrahydrothiazin-2-yi,
1,3-tetrahydrothiazin-3-yi, tetrehydrothiadiazinyl, morpholin-yi, 1,2-tetrshydrodiazin-2-yi,
1,3-tetrahydrodiazin-1-yl, 1,4-oxezin-2-yl, 125-oxethlazin4-yl and the Ilke; optionally
containing 1 or 2 double bonds and optionally substituted by 1 to 3 suitable substituents es
defined above such as fluoro, chioro, trifluoromethyl, (Ci-Ca)alkoxy, (Ce-Cio)aryloxy,
trifluoromethoxy, difiucromethoxy or (Ci-Ce)alkyl. ‘

Nitrogen hetercatomns as used herein refers to N=, >N and -NH; whereln -N= refers to
a nitrogen double bond; >N refers to a nitrogen containing two bond connections and —N refers
to a nitrogen containing one bond.

“Embodiment” ag used herein refers to specific groupings of compounds or uses into
discrete subgenera. Such subgenera may be cognizable eccording to one particular
substituent such as a specific R or R® group. Other subgenera are cognizable according to
combinations of various substituents, such as all compounds whereln RZ is hydrogen and R’

Is (Cy-Coleliyl. :
Therefore, the present invention provides a compound of formula 4, wherein R® Is

hydrogen. . .

The present Invention also provides & compound of formula 1 wherein R? is selected
from the group consisting of -(C-C,o)aryl and -(C,-Cy)hetaroaryl, optionally substituted by one
to three moletias Independently selected from the group consisting of halogen, hydroxy, <(C;-
Cojalkyl, (Ci-Co)alky-P(OXO(Ci-Celalkyl)s,  -(CxCrolcycioalkyl,  (CgCijarvl, (Cr
Co)netorocyciyl, {Ci-Co)hetaroaryl, -NR°R®, -NHSOx{Cy-Colalkyl, -NHSOA{C5-Cs)cycioaliyl,
-N((C1-Cs)alkyIXSOx-C1-Coalkyl), -N((C1-Ce)alkyl{SO2(Cx-Ce)cycioalkyl), -N((Cs
Cs)cycloalkyl)(SOz-Cs-Cslalkyl), -N((Cs-Celoycloalkyi(SO:(Cs-Ce)cycionlkyl), -O(C4-Ca)aliyl,
-0-S0x{C1-Cealkyl, -0-SOCs-Celcycicalkyl, (CONCi-Cojelkyl, -(CO)CF;, ~(COXCr
Cy)oycioalkyl,  -(CONCeCio)aryl, {CONCrCeoneterocyclyl, -(CO)Ci-Ci)heteroaryl,
+{CO)O(C1-Colalkyl, -{CO)O(C5-Cyo)cycloalkyl, «{CO)O(Cs-Cro)aryi, ~(CO)O(Cr
Co)heterocyclyl, {CO)O(Cy-Ce)heteroaryl, {(CO)C1-Celalkyl-O(C1-Colalkyl, -S0{(C4-Ce)alicyl,
-S0,(CsColycloalkyl, SO,CFs, SO;NH;, SO:NH(Ci-Celalkyl, -SO2NH(Cs-Ce)cycioatkyl,
-SON({C1-Ce)alkyl)z, SOzN((Cy-Ce)alkyl)((Cs-Ce)cycloalkyl), -SOMN((Cs-Co)cycloalkyl)s and
.so,NR‘R'. wherein said {CgCi0) aryl or -(C4-Cy) heteroaryl are optionally interrupted by one
to three elements selectad from the group consisting of -S-, -O-, -N-, -NH- and -NR'2.
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Another embodiment of the present invention is @ compound of formula 1 whereln R®
is selected from the group consisting of {Cs-Cyo)cycioalkyl, <(C-Cu)heterocyclyl, and -(C;-
Ca)alkyl-(CzCe) heterocyclyl, optionally substituted by one to three moletles independently
selectad from the group coneisting of halogen, hydroxy, <Ci-Celalkyl, (Ci-Ce)alkyi-
P(OXO(C1-Celalkyl)z, {Cy-C1o)cycioalkyl, (Ce-Cio)aryl, (Cr-Co)heterocyciyl, -(Cy-Colhoteroaryl,
NR®R®, -NSOAC:-Celalkyl, -NHSOz(Cy-Cs)cycioalkyl, -N{(Ci-Ca)alkyl{SO-C -Ce)alicyl),
-N((C1-Co)alkyl(SQACx-Colcycloalkyl),  -N((Cr-Celcycloalky)(SOrC1-Cojalkyl),  -N((Cy-
Ce)cycloalkyiSOz(Cy-Ce)cycioalkyl), -O(Cy-Colalkyl, -O0-802C1-Ce)alkyl, -0-S0x(C1~-Ce)alkyi,
-0-SO02(Cy-Ce)cycloalkyl, -(COYCi-Ce)aikyl, {CO)CFs, -(COYCy-Cyo)cycioalkyl, (COXCy-
Co)aryl, (COXCrCo)heterocyclyl, (CONC-Colhetararyl, (CO)O(C-Colaikyl, {CO)O(Cy-
Cio)cycloalkyl, {CO)O(Cs-Cio)aryl, ~(CO)O(CrCo)heterocyclyl, ~(CO)O(Ci-Co)hateroaryl,
{COXC-Colalkyl-O(C1-Coleikyl, -SOACy-Calalkyl, -SOACs-Colcycloaikyl, SO:CFs, SO:NHp,
SONH(C1-Co)alkyl, -SONH(Cy-Co)cycloalkyl, -SON((Ci-Calelkyl)z, SO,N((Cr-ColalkylX(Cs-
CeJcycloslkyl), ~SO,N((Cy-Calcycioalkyl); and -SONR’R®, wherein said -(Cy-Ciolcycioalkyi,
~Cz-Co)heterocydyl, and -(C,-Cq)alkyiH{C-Cs) heterocyclyl are optionally interrupted by one to
three elements selected from the group consisting of «(C=0), -SO,, -§-, -O-, -N-, -NH- and
NR'. .

A further embodiment of the invention is a compound of formuia 1 wherein R® Is (C-
Ce)alky! optionally substituted by one to three moieties selected from the group consisting of
hatogen, hydroxy, {C-Celalkyl, -(Cy-Ce)alkyt-P(O)O(C-Colalkyl)e, {Cs-Cia)cycioalkyl, (Ce-
Cro)aryl, (CzCohetarocyclyl, -(Ci-Co)heteroaryl, -NR'R’, -NHSOA{C1-Colelkyl, -NHSOC;-
Ce)cycloalkyl,  -N((Ci-Ce)aikyl)(SOrCy-Colalkyl),  -N((C1-Co)alkyi(SOAC5-Cocycioalkyl),
-N((Cs-Colcycioalkyl(SO-Cy-Celalkyl), -N((Cs-Celcycioalkyl{SOz{Cy-Colcycioaliyl), -O(Cy-
Celalkyl, “0-80x(C+-C)aiityl, -0-S0(Cs-Cy)cycioaikyl, {CO)Ci-Colalkyl, {CO)CF, -(COXCy-
Cio)oycloeliyl,  {CONCaCiolaryl,  -(COXCrColheterocyclyl,  ~(CO)Cy-Colhetercaryl,
~CO)O(C4-Co)atiyl, =(CO)O(Cx-C1o)cycioaikyl, «CO)O(Cs-Cyo)aryi, «{CO)O(Cr
Cy)heterocyclyl, {CO)O(C;-Co)hetaroaryl, {CONCy-Cy)alkyl-O(C1-Ce)alkyl, -SO(C+-Co)alicyl,
-SO;(CrColcycioalkyl, SOCF;, SO;NHz, SONH(Cs-Colalkyl, -SONH(Cy-Cslcycioalkyl,
-SON{(C1-Ce)alkyl)s, SO2N((C,-Coalkyi)((Cs-Co)cycioalkyl), -SO.N((Cy-Ce)cycloalkyl): and
-SO,NR'R®, wherein said <{Cs-Ce)alkyl is optionally interrupted by one to three elements
selected from the group consisting of ~{C=0), -SO3, -§-, -O-, -N-, -NH- and -NR'2.

Still further, the invention provides a compound of formula 2

H
<L
e

wherein A is selected from the group consisting of:

2
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R
#\ e

wheraln m is an integer from O to 3 and R is a substituent selected from the group
consisting of hydrogen, halogen, hydroxy, (Cy-Ce)-alicyl, (C3-Cr)-cycloalkyl, (Cs-Cyo)-art, (Cs-
Cy)heteroaryl, (CzCs)heterocyclyl, O-(Cy-Co)-alkyl, O«CyCy)-cycioalkyl, SO~C;-Ce)aliyl,
S0,{CsCrycycloalkyl, NHSOZAC,-Celalkyl,  N((Ci-Celalkyl)l(SOACs-Ceelkyl)),  N((Csx
Cy)cycloalkyl{SO2(C1-Ce-alkyl)), N(C,-Cg-alkyl}(SO«ACy-Cr)cycloalkyl), N((Cs-
C,)cycloalkyl{SOz(Cy-Cricycioalkyl), OSOQCy-Celalkyl, SO,CFa SONHs SONH(Cy-
Co)alkyl, SO2NH(C5-Cr)cycioalkyl, SONR®R®, SO,N((C,-Ca)alkyl)z, CFs, CO-(Cy-Ce)alkyl, CO-
(Cs-Cr)cycloalkyl, COCFs, COx{Cy-Colalkyl,
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wherein q is an Integer from 1 to 2.
A further embodiment of the present inventlon is a compound of formula 5:

H
e

10

wherein E is selected from the group consisting of:
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R
0,

wherein R™ Is selected from the group consisting af (Cs-Ce)-8lkyi, (C5Cs)-Cycioalkyl,
and (Cz-Co)-heterocyclyl, and R'® is selectsd from the group consisting of hydrogen, (Cy-Ce)-
alkyl, (Ca-Cr)-cycioalkyl, and (Cz-Ce)-hetarocyclyl.

Thus, the prasent invention provides a compound of formula 1, wherein R’ is selectad
from hydrogen, hydroxy, and <(Cy-Celalkyl, optionally substituted by one to three moleties
independently selected from the group consisting of hydrogen, halogen, hydroxy, -CN, (C,-
Co)alkyl, -NR°R®, -OR™, «(Cy-Cy)cycloalkyl, {Cs-Cohoterocyclyl, -CO,R™, -CONR®R® and-
CONR®R".

The present invention further provides a compound of formula 1, wherein R? is «(C,-
Ce)alkyl, optionally substituted by one to thres moleties independéntly selected from the
group consisting of hydrogen, halogen, hydroxy, -CN, <Cy-Ca)alkyl, -NR'R®, -OR'?, {Cs-
Cy)eycioalkyl, {C-Ca)heterocyciyl, COR', -CONR'R® end-CONR'R’.

The present Invention also provides a compound of formula 1 wherein R’ is selected
from the group consisting of (C»-C;)cycloalky! and -(Cz-Co)hsterocyciyl, optionally substituted
by one to three moleties independently selected from the group consisting of hydrogen,
halogen, hydroxy, -CN, <C-Celalkyl, NR°R®, -OR", {Cs-Cr)cycloaikyl, -(Cr-Ceheterocyciyl,
-CO;R"™, -CONR®R® and-CONR’R".

The Invention also contemplates compounds of formula 1 wherein R’ s selected from
-0(C,-Ce)alkyl, -O(C5-Cr)cycioalkyl, and -O(CrCo)heterocyclyl, optionally substituted by one
to three moleties independently selected from the group consisting of hydrogen, halogen,
hydroxy, -CN. <C-CoJalkyl, -NRR", -OR™, (Cx-Cr)cycloalkyl, Cx-Cs)heterocyclyl, -COR"™,
-CONR’R® and-CONR®R®. In a preferred embodiment, R' Is -O(C-Cy)alkyl, optionally
substituted by one to three moletles independently selected from the group consisting of
hydrogen, haiogen, hydroxy, -CN, <Ci-Colalkyl, -NR°R®, -OR'", {Cs-C;)ydloalkyl, {Cz
Cg)heterocyciyl, -CO,R™, -CONRR® and-CONR'R".

One embodiment of the invention is a compound of formula 1 wherein R' is -NR°R®
optionelly substituted by one to three moieties independently selected from the group
consisting of hydrogen, halogen, hydroxy, -CN, -(Ci-Celalkyl, -NR'R’, -OR'2, «Cy
CyJeycloalkyl, <(Cx-Co)heterocyciyl, -CO:R", -CONR°R® and-CONR'R®.
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A further embodiment of the invention Is @ compound of formula 1 wherein R' s
selected from -SR’, -SOR’, -SO;R’, and -SO,NR’R™ optionally substituted by ane to three
moieties independently selected from the group consisting of hydrogen, halogen, hydraxy,
CN, -(CrColelkyl, NR'R®, -OR", -(CyCi)cycloelyl, -({C-Ciheterocyclyl, -CO.R™,
-CONR’R® and-CONR’R®. In a preferred embodiment, R' is -SO,NR'R" optionally
substituted by one to three moieties independently selected from the group consisting of
hydrogen, halogen: ‘hydroxy, -CN, <{C-Gealkyl, -NR°R®, -OR"™, ~Cs-Cricycloalkyl, ~<(Cr
Ca)heterocyciyl, -CO;R™, -CONR’R" and-CONRR’. '

The present invention also provides compounds of formula 1 wherein R is -COR",
-CONRR®, -NHCOR™, -NR"“CONR’R", or -NR'SO;R’, optionaily substituted by one to three
moleties independently selected from the group consisting of hydrogen, halogen, hydroxy,
CN, -{CrCoualkyl, NR'R®, -OR™, {CyCricycloalkyl, -(CrCoheterocyclyl, -COR",
-CONR’R® and-CONR’R’. In a preferred embodiment, R' is -NR'SO.R’, optlonally
substituted by one to three moleties independently selected from the group consisting of
hydrogen, halogen, hydroxy, -CN, <Ci-Celalkyl, -NR’R’, -OR'%, {Cx-C)cycioalkyl, {Cx
Ce)heterocyciyl, -COR™, -CONR’R® end-CONR'R".

Also provided se compound of formula 1 wherein Ris hydrogen or {C4-Cg)alkyl,
optionally substituted by one to three moleties Independently selected from the group
consisting of hydrogen, halogen, hydroxy, -NO,, -CN, -(Cs-Celalkyl, {CCelalkenyl, (Cr
Colelkynyl, -C=N-OH, -C=N-O((C,-Cojalkyl), -NR'R’, -OR'™, <CyC;)cycloslkyl, «Cr
Cy)heterocyclyl, -CO:R", -CONR'R’, -CONR'R’, -SR’, -SOR’, -SO.R’, -SO:NR'R’,
NHCOR™, -NRZCONR'R®, and -NR™SO,R’, wherein said —(C-Calalkenyl and —{Cr
Ce)elkynyt R* moleties may be optionally substiuted by one to three R* groups.

Further provided Is a compound of formula 1 whereln R? Is -(Cs-C;)cycloalkyl, or {Cz
Cy)hetarocyclyl, optionally substituted by one to three moleties independently selected from
the group consisting of hydrogen, halogen, hydroxy, -NOa, -CN, -(C-Ce)alkyl, -(Cz~-Cs)alkenyi,
{CrCajalkynyl, -C=N-OH, -C=N-O{(Ci-Co)alkyl), -NR'R’, -OR™, -(Cy-Cy)cycloalkyl, (Cr
Coheterocyclyl, -CO:R™, -CONR'R®, -CONR’R’, -SR’, -SOR’, -SO,R’, -SO.NR'R’,
NHCOR™, -NR"CONR’R®, and -NR%SQO,R’, wherein sald —(C,Cgslalkenyl and —(Cr
Ce)alkynyl R? moieties may be optionally substituted by one to three R groups.

Another embaodiment of the present invention is a compound of formula 1 whereln R®
is -CO,R"™ and -CONR'R® optionally substituted by one to three moieties independently
selected from the group consisting of hydrogen, halogen, hydroxy, -NOa, -CN, {C;-Cg)alkyi,
{CzCoalkenyl, {CrClalkynyl, -C=N-OH, -C=N-O((Ci-Ce)aikyl), -NR'R’, -OR'™, -(Cs
Crjcycloalkyl, {Cz-Colhsteracyclyl, -CO;R™, -CONR®R®, -CONR°R®, -SR’, -SOR’, -SO.R’,
-SO,NR°R®, -NHCOR™, -NR™CONRR®, and -NR'SO.R’, wherein said -(CC,)alkenyl and
—{CCs)alkynyl R? moisties may be optionally substituted by one to three R" groups.
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Also provided s @ compound of formula 1 whereln R’ is selected from hydrogen,
hydroxy, and {C,-Ce)alkyl, optionally substituted by one to three moleties independently
selectad from the group consisting of hydrogen, halogen, hydroxy, -CN, «(C1-Celalikyl, -NR°R®,
-OR"™, {Cx-Cy)cycloalkyl, -(CzCo)heterocyelyl, -CO.R", <CONR'R® and-CONR'R"; and R’ is
hydrogen or (C.-Celalkyl, optionally substituted by one to three moleties Independently
selected from the group consisting of hydrogen, halogen, hydroxy, -NO,, -CN, {C-Cs)alkyl,
ACx-Cojalkenyl, -(CrCelalkynyl, -C=N-OH, -C=N-O((Ci-Ce)alkyl), -NR'R’, -OR', Cy
Cy)cycloalkyl, {Cz-Cs)heterocyciyi, -COR™, -CONR’R’, -CONR'R®, -SR’, -SOR’, -SO.R’,
-SO,NR°R®, -NHCOR'2, .NR’CONR’R®, and -NR™SO;R’, wherein said —(C;-Cy)alkenyi and
~(Cx-Co)alkynyl R? moisties may be optionally substitsted by one to three R groups.

The Invention further provides a compound of formula 1 whersin R’ is selected from
hydrogen, hydroxy, and -(C,-Ce)alkyl, optionally substitted by' one to three moleties
independently selected from the group consisting of hydrogen, halogen, hydroxy, -CN, «(C,-
Coalkyl, “NR'R®, -OR", ~(C4-Crlcycioalkyl, {Co-Cy)heterocyclyl, -CO,R', -CONR®R® and
-CONR'R®; and R? is hydrogen.

The present Invention further provides a compound of formula 1, wherein R' Is (C,-
Co)alkyl, optionally substituted by one to three moleties independently sslected from the
group consisting of hydrogen, halogen, hydroxy, -CN, {Ci-Coalkyl, -NR'R®, -OR™, -(C-
Cy)cycloalkyl, (Cz-Ce}heterocyciyl, -CO-R', -CONR'R® and-CONR’R"; and R? is hydrogen.

The present invention also provides a compound of formula 1 wherein R' Is selected
from the group conslsting of {Cy-Cy)cycloalkyl and -{C2-Cy)heterocyclyl, optionally substituted
by one to three moleties independently selected from the group consisting of hydrogen,
helogen, hydraxy, -CN, <(Cy-Ce)alkyl, -NR°R®, -OR", {C5-Cr)cycioalkyl, {Cx-CyJheterocyeiyl,
-CO;R™, -CONR®R® and-CONR®R®; and R? is hydrogen.

The Invention also contemplates compounds of formula 1 whereln R' is selected from
-O(Cy-Celalkyl, <O(Cs-Cy)cycloaliyl, and -O(Cy-Cy)heterocyclyl, optionally substituted by one
o three molaties independently selected from the group consisting of hydrogen, halogen,
hydroxy, -CN, -(Ci-CaJalkyl, -NR°R’, -OR"™, <Cx-Cr)cycloaliyl, C-Ca)heteracyciyl, -COR",
-CONR’R® and-CONR®R®; and R? is hydrogen.

One asmbodiment of the Invention Is a compound of formula 1 wherein R* is -NR*R*
optionally substituted by one to three moieties Independently selected from the group
consisting of hydrogen, halogen, hydroxy, -CN, -(Ci-Celalkyl, -NR°R®, -OR™, -(C,
C,)cycloalkyl, {C-Co)heterocyclyl, -CO-R™, -<CONR®R® and-CONR°R®; and R? is hydrogen.

A further embodiment of the invention is a compound of formule 1 wherein R’ is
selected from -SR’, -SOR’, -SO,R’, and -SO,NR°R* optionally substituted by one to three
moleties Independently selected from the group consisting of hydrogen, halogen, hydroxy,
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CN, -(Ci-Colakyl, -NR'R’, -OR', -(CyCjlcycioalkyl, -(CrCo)heterocyclyl, -COZR'",
-CONRPR® and-CONR®R’; and R? Iis hydrogen.

The present invention also provides compounds of formula 1 whereln R' Is -CO.R",
-CONRSR®, -NHCOR'?, -NR“CONR’R®, or -NR'2SO,R’, optionally substituted by one to three
moieties Independently selected from the group consisting of hydrogen, halogen, hydroxy,
N, <(CrGealkyl, -NR'R’, -OR™, -(CsCricycloslkyl, HCrColheterocydyl, -COLR™,
-CONR®R® snd-CONRR®; and R® Is hydrogen.

Also provided Is 8 compound of formula 1 wherein R® Is hydrogen or {C-Ce)alkyl,
optionally substituted 'by one to three moletles independently selected from the group
conslsting of hydrogen, halogen, hydroxy, -NOj, -CN, <Ci-Celatkyl, -(CrCylalkenyl, (Cyr-
Cojalkynyl, -C=N-OH, -C=N-O((CiCyalkyl), NR°R’, -OR™, «(CyCj)cycioalkyl, «(Cr
Co)neterocyciyl, -CO.R™, -CONRR®, -CONR'R’, -SR’, -SOR’, -SO.,R’, -SO.NR'R’,
NHCOR™, -NRCONR'R®, and -NR'2SO,R’, wherein said —{CrCelalkenyl and ~(Cy
Cejalkynyi R? moleties mey be optionally substituted by one to three R™ groups; and R' Is
hydrogen.

Further provided Is a compound of formula 1 wherein R® Is ~(Cy-Ci)cycloaliyl, or <{Cz-
Co)heterocyclyl, optionelly substituted by cne to three moisties independently selected from
the group consisting of hydrogen, halogen, hydroxy, -NOz, -CN. {C1-Ce)alkyl, {Cz-Ce)alkeny),
{CCelaliynyl, -C=N-OH, -C=N-O((Ci-Co)alkyl), -NR'R®, -OR"™, {(Cs-C;)cycloalkyl, «(Cr
Co)heterocydlyl, -COR™, -CONR’R®, -CONR°R’, -SR’, -SOR', -SOR', -SO.NR'R’,
NHCOR™, -NR™?CONR'R®, and -NR'SO,R’, wherein sald ~{CrCe)alkenyi and —(Cr
Ce)alkynyl R? moleties may be optionally substituted by ane to three R'? groups; and R' is
hydrogen.

Another embodiment of the present invention ls a compound of formuia 1 wherein R?
Is -CO,R™ and -CONR’R® optionelly substituted by one to three moleties Independently
selected from the group consisting of hydrogen, halogen, hydroxy, -NO,, ~CN, +{C,-Cg)alkyl,
{CrCollkenyl, -(CrColalkynyl, -C=N-OH, -C=N-O((C:-Cqlaliyl), -NR'R’, -OR™, Gy
Cy)cycloalkyl, {CCo)heterocyclyl, -COR™, -CONR’R®, -CONR’R®, -SR’, -SOR’, -SO;R’,
-SO,NR°R®, NHCOR", NR?’CONR®R®, and -NR'S0,R’, whereln said —(C>-Cy)alkenyl end
~{CCejelkynyl R? moleties may be optionally substituted by one to three R'? groups; and R'
is hydrogen.

The invention further provides a compound of formula 1 wherein R’ Is selected from
hydrogen, hydroxy, and -(C,-Ce)alkyl, optionally substituted by one to three moieties
independently selected from the group consisting of hydrogen, halogen, hydraxy, ~CN, -(Cy-
Celalkyl, -NR°R®, -OR", -(Cy-Cr)cycioalkyl, (C-Coheterocyclyl, -CO;R'™, -CONR®R® and
-CONR’R®; and R? is {C-Cy)alkyl.
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The present invention further provides a compound of formula 1, whereln R Is <(C,-
Ce)alkyl, optionally substituted by one to three moieties Independenﬁy solected from the
group consisting of hydrogen, halogen, hydroxy, -CN, {Ci-CaJalkyl, -NR'R’, -OR™, «(Cy-
C,)cycloalkyl, {C-Ce)heterocyclyl, -CO.R', -CONR’R® and-CONR’R’; and R® is ~Ci-
Colalkyl.

The present invention also provides a compound of formula 1 whereln R' is selected
from the group consisting of <{Cs-Cr)cycioalkyl and -(Cz-Colhetarocyciyl, optionally substituted
by one to three moleties independently selected from the group consisting of hydrogen,
halogen, hydroxy, -CN, {Ci-Ce)alkyl, -NR°R", -OR", {Cs-Cr)cycioalkyl, -(CxCo)heterocyciy,
-CO-R™, -CONR®R® and-CONR®R®; and R? is -(C:-Cq)elkyl.

The invention also contempiates compounds of formula 1 wherein R’ is selected from
-O(C4-Ce)alicyl, -O(Cs-Cr)cycloalkyl, and -O(Cr-Ce)hetsrocyclyl, optionally substituted by one
to three moleties Independently selected from the group consisting of hydrogen, halogen,
hydroxy, -CN, Ci-CoJaliyl, -NRR", -OR™, -(Cy-Cr)cyclosliyl, {Cz-Co)heterocyciyl, -CO.R™,
-CONR®R® and-CONR'R"; and R? is <(C-Ce)alkyl.

One embodiment of the invention is @ compound of formula 1 wherein R' Is -NR°R®
optionally substituted by one to three moletles independently selacted from the group
consisting of hydrogen, halogen, hydroxy, -CN, -{C-Cyalkyl, -NR'R’, -OR'?, «C,
Cy)cycloalkyl, <(Cz-Cojheterocyctyl, -CO,R™, -CONR'R® and-CONR’R®; and R® is «(Ci-
Colalkyl. -
A further embodiment of the invention is @ compound of formula 1 wherein R’ is
gelected from -SR’, -SOR”, -SO;R’, and -SO,NR°R™ optionally substituied by one to three
moleties independently selected from the group consisting of hydrogen, haiogen, hydroxy,
©N, «CrCualkyl, -NR'R', -OR™, (CyCjlcycioalkyl, <CrCoheterocyclyi, -CO.R™,
-CONR’R® and-CONRR®; and R? Is -(C-Ca)alkyl.

The present invention also provides compounds of formula 1 wherein R' is -COzR",
-CONR'R®, -NHCOR", -NR?’CONR’R®, or -NR'?SO,R’, opticnally substitted by one to three
moleties independently selected from the group consisting of hydrogen, halogen, hydroxy,
<N, -{CrCaalkyl, -NR°R’, -OR™, ~(CyCrlcyclosikyl, ~{CrCoheterocyclyl, -CO.R",
-CONR’R® and-CONR’R?; and R? is -(C-Ca)alkyl.

Also provided is a compound of formula 1 wherein R? is hydrogen or (C,-Ce)alkyi,
optionally substiiuted by one to three moleties independently selected from the group
consisting of hydrogen, halogen, hydroxy, -NOa, -CN, {C,-Ce)alkyl, {C-Ce)alkenyl, {Cz-
Co)alkynyl, -C=N-OH, -C=N-O((C,-Ce)alkyl), -NR°R’, -OR™, +{CsCicydoalkyl, -(Cr
Co)hetarocyclyl, -CO:R™, -CONR’R’, -CONR’R’, -SR’, -SOR’, -SO,R’, -SO.NRR’,
-NHCOR™, -NR'?CONR°R®, and -NR'™?SO,R’, wherein said —{C--Celalkenyl and —~(C
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Ce)alkynyl R? moieties may be optionally substituted by one to three R* groups; and R' is
«(C1-Ce)aliyl.

Further provided Is a compound of formula 1 wherein R? Is ~(C3-C;)cycioalkyl, or {(Ca-
Ce)heterocyclyl, optionally substiuted by one to three moleties independently selected from
the group consisting of hydrogen, halogen, hydroxy, -NO,, -CN, {Cs-Ce)alkyl, {(C-Ce)alkenyl,
{CzColalkynyl, -C=N-OH, -C=N-O((C,-Co)alkyl), -NR’R’, -OR", {Cs-C;)cycioaikyl, <(Cy-
Cy)heterocydlyl, -GO,R', -CONR'R®, -CONR’R’, -SR’, -SOR’, -SO;R’, -SONRR’,
.NHCOR"™, -NRZCONR'R®, and -NRSO,R!, wherein sald ~(C;Cjlalkenyl and —(Cs-
Ce)atiynyl R® moleties may be optionally substituted by one to three R* groups; and R Is
~(C4-Co)alioyl.

Another embodiment of the present invention is a compound of formula 1 wherein R?
ls -CO;R™ and -CONR®R® optionally substituted by one io three moisties independently
selected from the group consisting of hydrogen, halogen, hydroxy, -NO;, -CN, -(C;-Cse)alkyl,
{CzColalkenyl, «CrColalkynyl, -C=N-OH, -C=N-O((C,-Co)alkyl), -NR'R’, -OR™, -(Cs
Cy)cycloalkyl, {(Cx-Celheterocyclyl, -COsR™, -CONR'R®, -CONR'R®, SR, -SOR’, -SO,R’,
-SO.NRR®, -NHCOR"?, -NR"CONR'R®, and -NR'?SO;R", wherein said <{CCe)alikeny! and
~CzCojalkynyl R moleties may be optionally substituted by one to thres R' groups; and R
Is {C1-Co)alkyl.

Also provided is a compound of formula 1 whereln R' Is selected from hydrogen,
hydroxy, and -(C;-Cs)alkyl, optionally substiiuted by one to three moietles independertly
selected from the group consieting of hydrogen, halogen, hydroxy, -CN, «(C-Ce)alkyl, -NR°R",
-OR™, {Cs-Cr)cycloalkyl, -(Cz-Cy)heterocyclyl, -CO;R™, -CONR®R? and-CONR'R®; R? Is
hydrogen or -{C+-Csaikyl, optionally substituted by one fo three moieties independently
selected from the group consisting of hydrogen, halogen, hydroxy, -NO;, -CN, <(C,-Cg)alkyl,
{CzColalkenyl, -{CrCelalkynyl, -C=N-OH, -C=N-O((Ci-Colalkyl), -NRR, -OR™, -{Cs
C;)cycioalkyl, (C--Co)heterocyciyl, -CO;R', -CONR’R®, -CONR’R’, -SR’, -SOR’, -SO.R’,
-SONR’R’, -NHCOR", -NR'*CONR’R®, and -NR™*SO,R’, whersin sald —(C+-Cs)alkeny! end
—~(CzCeJelkynyl R* moleties may be optionally substituted by one to three R groups; and n Is
1.

The Invention further provides a compound of formula 1 wherein R is selected from
hydrogen, hydroxy, and <{C,-Cglalkyl, optionally substituted by one to three molsties
independently selected from the group consisting of hydrogen, halogen, hydroxy, -CN, «(Cy-
Cy)alkyl, -NR'R®, -OR'™, -(Cx-Cy)cycloalkyl, -(Cz-Ce)heterocyclyl, -CO.R'™, -CONR®R® and-
CONR'R®; R? Is {C1-Co)alkyl; and n is 1.

The present invention further provides a compound of formula 1, wherein R’ is {(Cy-
Cejalkyl, optionally substituted by one to three moieties independently selected from the
group consisting of hydrogen, halogen, hydroxy, -CN, ~{Cs-Cealkyl, NR°R®, -OR™, «Cy

25\



WO 2005/111023 PCT/IB2005/001201

10

15

35

-24-

C;)cycloalkyl, -(Cz-Ce)heterocyclyl, -CO,R™, -CONR’R® and-CONR®R®; R? Is -{C;-Ca)ealky’;
andnis 1. '

The present invention also provides a compound of formula 1 wherein R’ Is selected
from the group conslsting of {Cs-C7)cycioalky! and {Cr-Colneterocyclyl, optionally substituted
by one to three moieties independently selected from the group conslsting of hydrogen,
helogen, hydroxy, -CN, {C;-Ce)elkyi, -NR'R’, -OR", {C5s-C/)cycloalkyl, {C-Ca)heterocyciyl,
-CO3R"™, -CONR’R® and-CONR*R"; R® is {C-Co)alkyl; and n ls 1.

The Invention also contemplates compounds of formula 1 wherein R' Is selected from
-O(C-Colalkyl, ~O(Cy-Cr)cycloalkyl, and -O(Cr-Co)hetaracyciyl, optionally substituted by one
to three moleties Independently selected from the group consisting of hydrogen, halogen,
hydroxy, -CN, {Cy-Cylalkyl, -NR°R’, -OR", {Cy-Cr)cycioaliyl, {CzColteterocyclyl, -CO:RY,

-CONR®R® and-CONR'R"; R Is ~(C1-Cp)alkyl; and n is 1.
One embodiment of the Invention Is & compound of formula 1 whersin R' is -NR°R*

optionally substituted by one to thres moleties independently selectad from the group
consisting of hydrogen, halogen, hydroxy, -CN, -(C,-Celalkyl, -NR'R®, -OR™, -(Cy
Cy)cyclosikyl, {Cx-Co)heterocyclyl, CO;R™, -CONR’R® and-CONR'R®; R® ls <(C-Cy)elkyt;
andnis t. ) '

A further embodiment of the invention is a compound of formula 1 wherein R Is
salected from -SR’, -SOR’, -SO4R’, and -SO,NR"R™ optionaily substituted by one to three
moleties independently selected from the group consisting of hydrogen, helogen, hydroxy,
N, -{CiCo)alkyl, -NR'R’, -OR™, ~(CyCy)cycloalkyl, ~(CxCelheterocyclyl, -CO.R",
-CONR®R® and-CONR'R®; R? is (C-Cq)alky); and n is 1. .

The present invention also provides compounds of formula 1 wherein R' Is -CO,R%,
-CONR®R®, -NHCOR2, NRCONR®R’, or -NR'2S0,R’, optionally substituted by one to three
moisties independently selected from the group conslsting of hydrogen, halogen, hydroxy,
CN, +CiCoalkyl, -NR°R’, -OR", -{CsCylcycioalkyl, ~{CrCi)heterocyclyl, -CO.R™,
-CONR®R® and-CONR®R?; R* is -(C-Ce)elkyl; and n Is 1.

Also provided is a compound of formula 1 wherein R® Is hydrogen ar -(Cy-Ce)alkyl,
optionally substiuted by one to thres moleties independently selected from the group
consisting of hydrogen, halogen, hydroxy, -NOz, -CN, -(C+-Celalkyl, {Cr-Cslalkenyl, {(C»
Cojalkynyl, -C=N-OH, -CsN-O{C;-Ce)alkyl), -NR'R", -OR", -(CyCilcycloalikyl, -(Cr
Cg)heterocyclyl, -CO:R™, -CONR’R®, -CONR°R’, -SR’, -SOR’, -SO.R’, -SO,NR'R’,
NHCOR™, -NR’CONR’R®, and -NR'?SO,R’, wherein said ~(CCealkenyl and —{Cr
Celalkynyl R moleties may be optionally substituted by one to three R* groups; R’ is <(Cy-
Cglalkyl;endnis 1.

Further provided is a compound of formula 1 wherein R? Is -(Cs-C;)cycloalkyl, or {C-
Co)heterocyclyl, optionally substituted by one to three moleties independently selected from
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the group consisting of hydrogen, halogen, hydroxy, -NOz, -CN, «{(C1-Ce)alkyt, -{C--Cs)alkenyt,
{Cz-Co)elkynyl, -C=N-OH, -C=N-O((C+-Colalkyl), -NRR®, -OR™, {Cy-Cr)cycioalkyl, HC-
Co)heterocyclyl, -CO:R™, -CONR'R’, -CONR'R’, -SR’, -SOR’, -SOR’, -SO.NR'R,
NHCOR™, -NR™?CONRR?, and -NR'2SO,R’, wherein sald —(CrCy)alkenyl and —(Cs-
Co)alkynyl R? moleties may be optionally substituted by one to three R'* groups; R' Is «C;-
Ce)eliyl; and nis 1.

Another embodiment of the present invention is & compound of formula 1 wherein R*
ls -COzR™ and -CONR’R* optionally substituted by one to three moletiss independently
selected from the group consisting of hydrogen, halogen, hydroxy, -NOgz, -CN, (C-Ce)alkyl,
-(Cx-Co)alkenyl, -(CzCalalkynyl, -C=N-OH, -C=N-O((C;-Colalkyl), -NR'R’, -OR™, ~(Cy
Cy)cycloalkyl, {Cz-Cy)heterocydyl, -CO:R"™, -CONR’R®, -CONR'R®, -SR’, -SOR’, -SO,R’,
-SO,NR°R®, NHCOR', -NRCONRR®, and -NR'?SO;R’, wherein said {Cx-Cs)alkenyl and
—~CxCe)alkynyl R* moleties may be optionelly substituted by cne to three R' groups; R' Is
-(C1-Co)alkyl; and n is 1.

The invention further provides a compound of formula 1 wherein R' is selected from
hydrogen, hydroxy, end <{(C-Ce)alkyl, optionally substiuted by one to three moleties
independently selectad from the group conslsting of hydrogen, halogbn, hydroxy, -CN, <{C,-
Cojalkyl, “NR'R®, -OR™, {Cy-Cy)cycioalkyl, {Cs-Co)hetarocyciyl, -CO:R", -CONR’R® and-
CONR'R®; R? is {C-Co)alkyi; and n is 1.

The present invention further provides a compound of formula 1, wherein R' is {C,-
Ce)alkyl, optionally substituted by one to three moleties Independently selected from the
group consisting of hydrogen, halogen, hydroxy, -CN, -(C,Celelkyl, -NR°R®, -OR™, (C5-
Cr)eycloalkyl, {Cz-Cs)heterocyciyl, -CO;R", -CONR'R® and-CONR'R"; R? Is -(Cy-Co)alkyt;
endnis 1.

The prasent Invention also provides a compound of formula 1 whersin R’ Is selecled
fram the group consisting of (Cy-Cr)cycloalkyl and <{Cx-Cs)heterocyclyl, optionally substituted
by one to three moleties independently seiected from the group consisting of hydrogen,
halogen, hydroxy, -CN, (C+-Ce)alkyt, -NR'R®, -OR", <(Cx-Cr)cycloaliyl, {Cx-Colheterocyciyl,
-CO,R™, -CONRR® and-CONRR®; R* is {C,-Ce)alkyl; and n is 1.

The invention also contemplates compounds of formula 1 wherein R’ Is selected from
-O(Cy-Co)alkyl, -O(Cx-Cr)cycioalkyl, and -O(Cx-Cy)heteracyclyl, optionally substituted by one
to three moieties independently selected from the group consisting of hydrogen, halogen,
hydroxy, ~CN, -(C+-Ce)alkyl, -NR°R®, -OR"™, -(Cs-C7)cycloalkyl, {Cz-Co)heteracyciyl, -CO,R",
-CONR®R® and-CONR’R®; R? is -(C,-Ca)alkyl; and n Is 1.

One embodiment of the invention is a compound of formula 1 wherein R' Is -NR’R®
optionally substituted by one to three maieties independently selected from the group
consisting of hydrogen, halogen, hydroxy, -CN, -(Ci-Celalkyl, -NR°R®, -OR™, -(Cs-
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Cr)cycloalkyl, ~(C-Co)heterocyclyl, -CO,R™, -CONR’R® and-CONR'R®; R? is -{C,-Co)alkyl;
andnis1.

A further embodiment of the invention is a compound of formula 1 wherein R' Is
selected from -SR’, -SOR’, -SO,R’, and -SO;NR"R® optionally substituted by one to three
moieties independently selected from the group consisting of hydrogen, halogen, hydroxy,
CN, «{CiCalalkyl, -NR'R’, -OR", <(CyCiloyciosiky, <CrCiheterocyclyl, -CO:R™,
-CONR®R® and-CONR®R®; R? Is {C;-Cp)alkyl; and n is 1.

The present Invention aiso provides compounds of farmuia 1 wherein R’ Is -COsR™,
-CONR®R®, -NHCOR", -NRCONR®R®, or -NR'2SO.R’, optionally substituted by one to thres
moleties independently selected from the group conasisting of hydrogen, halogen, hydroxy,
CN, ~{CiCoalkyl, -NR'R", -OR™, CyCrcycloalkyl, <CrCsheterocyclyl, -COR'™,
-CONR®R® and-CONRR®; R* is {C-Cy)alicyl; and n la 1.

Also providad Is 8 compound of formula 1 wherein R? Is hydrogen or -(C;-Ce)alkyl,
optionally substituted by one to three moieties independently selected from the group
consisting of hydrogen, halogen, hydroxy, -NO,, -CN, «(Cs-Celalkyl, {Cx-Celalkenyl, {(Cx-
Celalkynyl, -C=N-OH, -C=N-O((C,Colailiiyl), -NR'R®, -OR', ~(Cs-Cy)cycioalkyl, Cr
Co)heterocyclyl, -COR'2, -CONR’R?, -CONR’R’, -SR’, -SOR’, -SOR', -SONR'R’,
-NHCOR™, -NRCONR'R", and -NR'SOsR’, wherein said —(Cs-Ce)alkenyl and —(C,-
Celelkynyl R* moleties may be optionally substituted by one to thres R' groups; R' Is «(Cy-
Cq)alkyl; andnis 1.

Further provided is a compound of formula 1 wherein R is <{Cs-Cr)cycloalkyl, or {Co
Cyhetarocyciyi, optionally substituted by one to three moieties independently selacted from
the group consisting of hydrogen, halogen, hydroxy, -NOz, -CN, {C4-Ce)alkyl, (Cx-Ce)alkenyl,
-(CzCaJalkynyl, -C=N-OH, -C=N-O((C,-Colaikyl), -NR'R’, -OR", <{(Ca-Cricycicalkyl, (C-
Co)hetarocyclyl, -COR™, -CONR®R®, -CONR'R’, -SR’, -SOR', -SOR", -SO,NR°R’,
-NHCOR"™, -NR?CONR’R®, and -NR'SO,R’, wherein said —(CrCslalkenyl and —(C,-
Calalkynyl R? moleties may be optionally substiuted by one to three R*Z groups; R' is -(C,-
Cealicyl; and n is 1.

Another embodiment of the present invention Is a compound of formula 1 wherein R?
Is -CO:R™ Bnd -CONR’R® optionally substituted by one to three moieties independently
selected from the group consisting of hydrogen, halogen, hydroxy, -NO,, -CN, -(C+-Cs)alkyl,
{CrColalkenyl, -{CrColalkynyl, -C=N-OH, -C=N-O((Ci-Ce)elkyl), -NR'R’, -OR™, +Cy
Cy)eycloaliyl, {Cr-Co)heterocyclyl, -CO,R", -CONR®R?, -CONR'R®, -SR’, -SOR’, -SO.R’,
-SONRR®, -NHCOR", -NR"2CONR’R®, and -NR'™2SO,R’, wherein said —(C,-Co)alkenyl and
—(CrCalalkynyl R* moieties may be optionally substituted by one to three R groups; R’ Is

~{Cr-Co)alkyl; and nis 1.
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Alsa provided Is a compound of formula 1 wherein R' Is salected from hydrogen,
hydroxy, 8nd -(Cr-Celelkyl, optionally substituted by one to three moieties Independently
selectad from the group consisting of hydrogen, halogen, hydroxy, -CN, ~{C-Co)alkyl, -NRSR®,
OR™, {CsCr)cycloalkyl, {Cx-Co)heterocyciyl, -CO-R', -CONR’'R® and-CONR’R®; R? Is
hydrogen or ~{C-Celalkyt, optionally substituted by one to three moieties independenty
selected from the group conslisting of hydrogen, halogen, hydroxy, -NOs, -CN, «(C4-Cg)alkyl,
~(C+Ca)alkenyl, {CzColalkynyl, -C=N-OH, -C=N-O((C:Coaliyl), -NRR', -OR™, <Cy;
Crcycloalkyl, CzColheterocyclyl, -COR™, -CONR'R®, -CONR’R’, -SR’, -SOR’, -SOR’,
-S0,NR°R®, -NHCOR'?, .NR'?’CONR’R®, and -NR™SO,R’, wherein sald (CxCy)alkeny! and
—{C-Ce)alkynyl RZ moleties may be optionally substituted by one to three R groups; and n la
1. )

The Invention further provides a compound of formula 1 wherein R' is selected from
hydrogen, hydroxy, and -(Ci-Ce)alkyl, optionally substituted by one to three moleties
independently selectad from the group conelsting of hydrogen, halogen, hydroxy, -CN, <(Cs-
Cejaliyl, -NR'R®, -OR, {Cx-Cricycioalkyl, ~(Cr-Cylheterocyclyl, -COR™, -CONR’R® and-
CONR®R"; R? is hydrogen; and n is 1.

The present invention further provides & compound of formula 1, wherein R' is -(Cy-
Ce)alkyl, optionaily substituted by one to three moieties independently selected from the
group consisting of hydrogen, halogen, hydroxy, -CN, -{Ci-Ce)aliyl, -NR'R®, -OR", {Cy-
Cr)oycioalkyl, {Cr-Colheterocyciyl, -CO,R™, -CONR'R® and-CONR’R®; R? Ig hydrogen; and n
i 1.

The prasent invention aiso provides a compound of formula 1 whersin R’ Is selacted
from the group conslating of -(Cs-C;)cycloalkyl and -{Cz-Cp)heterocyciyl, optionally substituted
by one to three moleties independently selected from the group consisting of hydrogen,
halogen, hydroxy, -CN, <C1-Cealkyl, -NR'R®, -OR", {Cs-Cr)cycioalkyl, {(Cr-Co)heterocyciyt,
-CO;R", -CONR®R® and-CONR®R"; R? is hydrogen; and n is 1.

The Invention also contemplates compounds of formula 1 whereln R’ is selected from
-O(C+-CaJalkyl, -O(Cx-Cr)cycloaikyl, and -O(Cx-Coheterocyciyl, optionally substituted by one
{o three moletles independently selected from the group conslsting of hydrogen, halogen,
hydraxy, -CN, <C-CaJalkyl, -NR'R®, -OR', Cs-Cr)cycioalkyl, <Cx-Ca)hetarocyciyl, -CO,R™,
-CONR®R® snd-CONR’R®; R? Is hydrogen; end nis 1.

One embodiment of the Invention Is a compound of formula 1 wherein R® is -NR*R™
optionally substituted by one to three moleties indspendently selected from the group
consisting of hydrogen, halogen, hydroxy, -CN, -Cy<Cslalkyl, -NRR’, -OR™, -(Cs
C;)cycloalkyl, {Cz-Ca)heterocyelyl, -CO,R", -CONR’R® and-CONR’R®; R” is hydrogen; and n

Is1.
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A further embodiment of the invention Is a compound of formula 1 wherein R’ Is
selected from -SR’, -SOR’, -SO.R’, and -SO.NR°R" optionally substituted by cne to thres
moleties independently selected from the group consisting of hydrogen, halogen, hydroxy,
-CN, ~(Cr-Clelkyl, NR'R, -OR"™, -(Cyx-C;)cycloatkyl, {CrCo)heterocyclyl, -COR"™, -
CONR®R® and-CONR®R®; R? is hydrogen; and n Is 1.

The present invention also provides compounds of formula 1 wherein R' Is -CO,R™,
-CONR’R’, -NHCOR", -NRCONRR®, or -NR™S0,R’, optionelly substituted by one to thres
moleties Independently selected from the group consisting of hydrogen, halogen, hydraxy,
N, -(CrCualkyl, -NRR, -OR™, -(CsCj)cycioalkyl, -({CzClheterocydyl, -COR™,
-CONR®R’ and-CONR®R®; R Is hydrogen; andn Is 1.

Also provided Is a compound of formula 1 wherein R* Is hydrogen or -{(C4-Co)alicyl,
optionaily substitted by one to three moieties independently selected from the group
consisting of hydrogen, halogen, hydroxy, -NO;, -CN, ~(Cy-Ce)alkyl, {(CrCe)alkenyl, -(Cx-
Coalkynyl, -C=N-OH, -C=N-O((CiCelalkyl), -NR'R’, -OR%, -{CyCilcycloalkyl, ~Czr
Cy)heterocyclyl, -CO,R”, -CONR'R®, -CONR’R’, -SR’, -SOR’, -SO.R’, -SO:NR'R’,
-NHCOR™?, -NR'?CONR’R®, and -NR'?SO,R’, wherein said <{C-Cslalkenyl and —(Cr
Coalkynyl R® molsties may be optionally substituted by one to three R'? groups; R' s
hydrogen; andn is 1.

Further provided Is 8 compound of formuia 1 wherein R? s {Cy-Cy)cycioaikyl, or <Cx-
Cy)heterocyclyl, optionally substituted by one to three moieties Independently selected from
the group consisting of hydrogen, halogen, hydroxy, -NO,, -CN, -(C,-Celalkyl, {C-Ce)alkenyl,
{Cz-Ceyalkynyt, -C=N-OH, -C=N-O((C,Cp)alkyl), -NR'R", -OR", «Cs-Crlcycloalkyl, «(Cr
Cy)heterocyclyl, -CO.R™, -CONRTR®, -CONR'R’, -SR’, -SOR’, -SO,R’, -SO.NR'R’,
-NHCOR"™, -NRCONR’R?, and -NR'?SO,R’, wherein sald —{CrCglalkenyl and —(Co-
Colalkynyl R® moleties may be optionally substituted by one to three R™ groups; R' Is
hydrogen; and n is 1.

Ancther embodiment of the present invention Is & compound of formula 1 whereln R?
Is -CO,R™ and -CONR®R® optionally substituted by one to three moleties independently
selected from the group consisting of hydrogen, halogen, hydroxy, -NO,, -CN, «(C,-Cg)alkyl,
{CzColelkenyl, -{CrCelalkynyl, -C=N-OH, -C=N-O((Ci-Colalkyl), -NR°R’, -OR™, ~Cy
C,)cyclostkyt, {CrCglheterocyclyl, -CO;R'?, -CONR'R®, CONR’R®, -SR’, -SOR’, -SO,R/,
-SO,NR°R®, -NHCOR", -NRYCONR'R®, and -NR'?SO,R’, wherein sald {C-C,)alkenyl and
—{C2-Ce)alkynyl R® moleties may be optionally substituted by one to three R' groups; R' is
hydrogen; and n is 1.

Also provided is a compound of formula 1 wherein R' is selected from hydrogen,
hydroxy, and -{C4-Ce)alkyl, optionally substituted by one to three moieties Independently
selected from the group consisting of hydrogen, halogen, hydroxy, -CN, -(C,-Cg)alkyl, -NR°R®,
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-OR', {CxCy)cycloalkyl, -(Cx-Colhetarocyciyl, -CO:R', -CONR’R® and-CONR’R®; R? Is
hydrogen or <(C;-Ce)alkyl, optionally aybstltubd by one o three mbietles independently
selected from the group consisting of hydrogen, halogen, hydroxy, NO;,, -CN, {C4-Ce)elkyl,
{CzCo)alkenyl, CzCollkynyl, -C=N-OH, -C=N-O((Ci-Celalkyl), -NR'R’, -OR', Cs
C,)cycloalkyl, ~(C-Colheterocyclyl, -CO:R', -CONRPR®, <CONR'R’, -SR’, -SOR’, -SO.R’,
-SO.NR°R®, NHCOR", -NR“CONR°R®, and -NR™SO,R’, wherein sald ~(CyCs)alkenyl and
~(CzCalalkynyl R? moletles may be optionally substituted by one to three R*groups; and n Is
2.

The invention further provides a compound of formula 1 wherein R' Is selected from
hydrogen, hydroxy, and -(C,-Ce)alkyl, optionally substihied by one to three moisties
independently selected from the group consisting of hydrogen, halogen, hydraxy, -CN, {C,-
Co)alkyl, -NRR®, -OR", -(C;-Crlcycioalkyl, -(C-Co)heterocyclyl, <CO:R', .-CONR°R® and-
CONR’R®; R? Is -(Cy~Cq)alkyl; and n Is 2.

The present Invention further provides a compound of formula 1, wherein R' is {C,-
Ce)aikyl, optionally substituted by one to thres molaties Independently selectad from the
group consisting of hydrogen, halogen, hydroxy, -CN, -(C-Ce)alkyl, -NR°R®, -OR™, «Cy
C;)cycioalkyl, {C-Co)heterocyclyl, -CO-R" -CONR’R® and-CONR®R’; R? Is -{C,-Cs)aliyt; and
nis 2.

The present invention also provides a compound of formula 1 whersin R’ is selectad
from the group consisting of {Cs-C;)cycloalkyl and -{C-Co)heterocyclyl, optionally substituted
by one fo three moieties independently selected from the group consisting of hydrogen,
halogen, hydroxy, -CN, <Cy-Ca)alkyl, -NR*R®, -OR™, -(C5-C;)cycloalkyl, {Cx-Coheterocydiyl,
-CO.R", -CONR®R® and-CONR®R®; R* s {C1-Cq)alky’; and n is 2.

The Invention also contemplates compounds of formula 1 wherein R' is selected fram
-O{C+-Cp)alkyl, -O(Cs-Cr)cycioalkyl, and -O{Cz-Co)heterocyclyl, optionally substituted by one
to three moleties independently selected from the group consisting of hydrogen, halogen,
hydroxy, -CN, <Ci-CeJaliyl, NR°R®, -OR", -(Cx-Cy)cycioalkyl, -(Cz-Ce)heterocyctyl, -CO,R™,
-CONR®R® and-CONR®R®; R? is <(C1-Ce)eliyt; and n Is 2.

One embodiment of the invention Is 8 compound of formula 1 wherein R' is -NR'R®
optionally substituted by one to three moieties independently selected from the group
consisting of hydrogen, halogen, hydroxy, -CN, -{Ci-Celalkyl, -NR°R’, -OR™, -(Cs
Cricycioalkyl, -(Cz-Co)heterocyclyl, -CO:R"™, -CONR'R® and-CONR'R®; R? Is -(C1-Cq)elkyl;
and nis 2.

A further embodiment of the invention Is a compound of formula 1 wherein R' is
selected from -SR’, -SOR’, -SO,R’, and -SO,NR°R® optionally substituied by one to three
moleties independently selected from the group consisting of hydrogen, halogen, hydroxy,
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CN, -{CiCaalkyl, -NR'R’, -OR™ CyCyjcycloalkyl, -(CrColheterocyclyl, -CO.R™,
-CONRR® and-CONR®R%; R® is {C+-Co)alkyt; and n is 2.

The present invention also provides compounds of formula 1 wharein R' Is -COR'?,
_CONRCR®, -NHCOR™, -NR™CONR®R®, or -NR'?SO,R’, optionally substltuted by one to three
moieties independently selected from the group consisting of hydrogen, halogen, hydroxy,
<N, -(CrCoalkyl, -NR'R', -OR™, -{CyCricycloslkyl, ~(CrCslheterocyclyl, -COaR™,
-CONR®R® and-CONR'R®; R* Is {C-Cy)aiky’; and nt is 2. |

Also provided Is a compound of formula 1 wherein R? is hydrogen or -(C4-Cg)alkyl,
optionally substifuted by one to three molsties Independently selected from the group
consisting of hydrogen, haiogen, hydroxy, -NOz, -CN, <(Ci-Colelkyl, {CrCelelkenyl, Cr-
Coalkynyl, -C=N-OH, -C=N-O((CiCelalkyl), -NR'R’, -OR”, -{Cs-Cy)ycicalkyl, ~Cr
Co)heterocycyl, -CO;R, -CONR'R’, -CONRR’, -8R, -SOR’, -SO.;R’, -SO;NR'R’,
NHCOR™, -NR™CONR'R®, and -NR'?SO;R’, whereln sald —(C-Ce)alksnyl and —(C,
Ce)alkynyl R? moleties may be optionelly substituted by one to three R'2 groups; R Is -(Cy-
Ce)alkyl; and n is 2.

Further provided is a compound of formula 1 wherein R? is -(Cx-Cy)cycloalkyl, or <Cx-
Co)heterocyciyi, optlorially substituted by one to three moleties Independently selected from
the group coneisting of hydrogen, halogen, hydroxy, -NO., -CN, -(C,-Ce)alkyl, {Cz-Ce)alkenyl,
{Cz-Ce)alkynyl, -C=N-OH, -C=N-O((C,Ca)alkyl), -NR'R’, -OR", {Cs-C;)cycioalkyl, -{Cs-
Co)heterocyclyl, -CO:R', -CONR'R®, -CONR'R’, -SR’, SOR’, -SOR’, -SO:NR'R’,
NHCOR, -NRZCONR’R®, and -NR'2SQ;R’, wherein said —(CrCelalkenyl and —(Cr
Co)alkynyl R? moleties may be optionally substituted by one to three R' groups; R' is ~(C,-
Celalkyl; and n is 2.

Another embodiment of the present invention Is a compound of formula 1 wherein R?
Is -CO;R™ and -CONR®R® optionally substituted by one to three moleties independently
selected from the group conslisting of hydrogen, halogen, hydroxy, -NOz, -CN, {C,-Cg)alicyl,
{CzColalienyl, -{CrColalkynyl, -C=N-OH, -C=N-O{({Ci-Cs)alkyl), -NR'R’, -OR™, Cy
Cy)cycloalkyl, {Cx-Cu)heterocyciyt, -COR™, -CONR’R®, -CONR’R’, -SR’, -SOR’, -SO.R’,
-SONR’R’, -NHCOR", -NR'CONRR®, and -NR'?SO.R’, wherein said <(Cz-Cq)alkenyl and
—{CCe)elkynyl R* moieties may be optionally substituted by one to three R™ groups; R’ Is
«Cy-Co)ulkyl; and n is 2.

The Invention further provides a compound of formuia 1 wherein R' Is selected from
hydrogen, hydroxy, and -(Cy-Ce)alkyl, opfionelly substituted by one to three moleties
independently selected from the group consisting of hydrogen, halogen, hydroxy, -CN, -(Cy-
Caalkyl, -NR'R", -OR™ , {(Cs-Cy)cydioalkyl, -(C-Colheterocydiyl, -COR™, -CONRR® and-
CONR®R"; R?is -{Cs-Ca)alkyl; and n is 2.
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The present invention further provides @ compound of formula 1, wherein R’ is {C,-
Ce)alkyl, optionally substituted by one to three moieties Independentl'y selected from the
group consisting of hydrogen, halogen, hydroxy, -CN, {Ci-Colalkyl, -NRFR®, -OR'?, (Cs-
Cr)cycloalkyl, {Cz-Co)heterocyclyl, -COR™, -CONR'R® and-CONR'R®; R? is -(C¢-Co)elkyt;

and nis2.
The present invention also provides a compound of formula 1 wherein R' Is selectsd

from the group consisting of {Cs-Cy)cycioalky! and ~{(C2-Cy)heterocyciyl, aptionally substituted
by one to three moieties independently selected from the group 'conslsihg of hydrogen,
halogen, hydroxy, -CN, {Cr-Celalkyl, -NR°R", -OR™, <(Cy-Cy)cycioalkyl, {CzColheterocyciyl,
COR'™, -CONR'R® and-CONR'R®; R? Is (C1-Cg)alkyl; and n is 2.

The invention also contemplates compounds of formula 1 whereln R Is selected from
-O(C1-Celalkyl, -O(Cx-Cr)cycloalkyl, and -O{Cr-Cq)heterocyclyl, optionally substituted by one
to three moleties Independently aelected from the group consisting of hydrogen, halogen,
hydroxy, -CN, <C-Colalkyl, -NR°R®, -OR"™, {Cx-Cr)cycloalkyl, {C-Cs)heteracyciyl, -CO.R",
-CONRR" end-CONR®R®; R? is {(C4-Co)alkyl; and n Ig 2.

One embodiment of the inventlon Is a compound of formula 1 wherein R' Is -NR'R*

optionally substituted by one to three moleties Independently selbcted from the group
consisting of hydrogen, helogen, hydroxy, -CN, -(Cy-Celalkyl, -NR°R®, -OR'3, (C,-
Cr)cycloalkyl, {Cx-Ceheterocyclyl, -CO;R™, -CONR®R® and-CONR’R"; R* Is ~(C-Co)elkyl;

andnis 2. .
A further embodiment of the invention Is & compound of formula 1 wherein R! is

selected from -SR’, -SOR’, -SO.R’, and -SO.NR’R* optionally substituted by one to three
moleties independently selected from the group consisting of hydrogen, halogen, hydroxy,
<N, -{CrCalalkyl, -NR°R®, -OR™, «{CyCilcycloalkyl, ~(CrCodheterocyclyl, -CO,R™, -
CONR'R® and-CONR’R"; R? s {C-Ce)alkyl; and n I3 2.

The present Invention also provides compounds of formula 1 wherein R’ s -CO,R'2,
-CONR'R?, -NHCOR", -NR"’CONR®R®, or -NR'280,R’, optionaslly substituted by one to three
moleties indepsndently selected from the group conslsting of hydrogen, halogen, hydroxy,
CN, +CrColelkyl, -NR'R®, -OR™, LCsCr)ycloalkyl, «CzColeterocyclyl, -CO:R™,
-CONR'R® and-CONR®R®; R? is ~(C+-Ce)alkyl; end n Is 2.

Also provided Is a compound of formula 1 wherein R® Is hydrogen or -(Cy-Co)alkyl,
optionally substituted by one to three moleties independently sslected from the group
consisting of hydrogen, halogen, hydroxy, -NO;, -CN, HC,-Cglalkyl, (C>-Cs)alkenyl, -(C-
Cojalkynyl, -C=N-OH, -C=N-O((C;-Cs)alkyl), -NR'R®, -OR™, {Cs-Cylcycloalkyl, -(C--
Co)heterocyclyl, -CO;R™, -CONR°R®, -CONR’R®, -SR’, -SOR’, -SO,R’, -SO.NR°R®,
-NHCOR'™, -NR“CONR°R®, and -NR'2SO;R’, wherein said ~{C-Ce)alkenyl and —{(C,-
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Ce)alkynyl R® moleties may be optionally substituted by one to three R™ groups; R' Is Cy-
Ce)alkyl; and n ls 2.

Further provided is @ compound of formula 1 wherein R? is -(Cy-Cy)cycloalkyl, or {Cx
Cy)heterocyclyl, optionally substituted by one to three moleties independently selected from
the group consisting of hydrogen, halogen, hydroxy, -NO2, -CN, -(C1-Ce)alkyl, {Cr-Cs)alkenyl,
{Cr-Cu)elkynyl, C=N-OH, -C=N-O((CrCa)alityl) -NR'R", -OR™, -{Cx-Crlcydioalkyl, -{Cr
Co)heterocyclyl, -GO:R™, -CONR'R®, -CONR'R’, -SR’, -SOR’, -SO,R’, -SONRR’,
NHCOR™, -NRZCONR’R®, and -NR’SO,R", wherein sald ~(CrCyalkenyl and —(Cx
Ca)alkynyl R* moleties may be optionaily substituted by one to thres R'™ groups; R' is (C;-
Cy)alkyl; and nis 2. \

Another embodiment of the present Invention is a compound of formula 1 wherain R
is -CO;R"™ and -CONR'R® optionally substituted by one to three moisties independently
selected from the group consisting of hydrogen, halogen, hydroxy, -NOs, -CN, «{C,-Cg)alkyl,
{CzCa)elkenyl, <CrCelaliynyl, -C=N-OH, -C=N-O(C+Cealkyl), -NR'R’, -OR™, {Cs
C;)cycloaliyl, {CzColheterocyclyl, -CO:R", -CONR'R®, -CONR'R’, -SR', SOR’, -8O,R’,
-SONRR®, -NHCOR™, -NRCONR’R’, and -NR'SO;R’, wherein sald (CyCe)alkenyl and
—{CCo)alikynyl RZ moieties may be optionally substituted by one to three R™ groups; R' Is
~{Cy-Ce)alky’; and n is 2.

Also provided is a compound of formula 1 wherein R' is selected from hydrogen,
hydroxy, and -(C-Ce)alkyl, optionally substitted by one to three moieties independently
selected from the group consisting of hydragen, halogen, hydroxy, -CN, {C-Ce)alkyl, -NR°R®,
_OR', {Cs-Cr)cycioalkyl, {CrCa)hsteracyclyl, -CO,R", -CONR'R® and-CONR’R®; R® Is
hydrogen or -(C-Ce)alkyl, optionally substituted by one to three moieties indepandently
selected from the group consisting of hydrogen, halogen, hydroxy, -NO,, -CN, {C4-Cg)alkyl,
{CrColkenyl, -(C-Ceoaliynyl, -C=N-OH, -C=N-O((Cr-Colalkyl). -NRR’, -OR', Csr
C;)eycloalkyl, {Cz-Co)heterocyeiyl, -CO,R", -CONR’R®, -CONR'R®, -SR’, -SOR’, -SOR’,
SONRR®, -NHCOR™, -NR™CONR’R’, and -NR'*SO;R’, wherein sald ~(C-Ce)alkenyl and
—{CxCs)alkynyl R? moleties may be optionally substituted by one to three R'? groups; and n is
2.

The invention further provides a compound of formuia 1 wherein R' Is selected from
hydrogen, hydroxy, and -(C+-Ce)alkyl, optionally substituted by one to three molaties
independently selected from the group consisting of hydrogen, halogen, hydroxy, -CN, «{Cy-
Colalkyl, -NR'R®, -OR", (Cs-Cy)cycioalkyt, -(C-Colheterocyciyl, -CO;R™, -CONR®R® and-
CONR®R®; R? Is hydrogen; and n is 2.

The present Invention further provides a compound of formula 1, wherein R’ is <{(Cy~
Ce)alkyl, optionally substituted by one to three moieties independently selected from the
group consisting of hydrogen, halogen, hydroxy, -CN, <(Cr-Colalikyl, -NR'R’, -OR'", <(Cs-
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Cy)cycloalkyl, HCrCeheterocyciyl, -COR™, -CONR'R® and-CONR’R’; R? is hydrogen; and n
is 2.

The present Invention also provides a compound of formula 1 wherain R Is selectad
from the group conslsting of {Cy-C;)cycloalkyl and {Cz-Cy)heterocyclyl, optionally substituted
by one to three moisties independently selectad from the group consisting of hydrogen,
halogen, hydroxy, -CN, -{Cr-Cealkyl, -NR'R®, -OR", {(Cy-Cr)cycioalkyl, -(Cr-Cy)heterocyciy),
-CO:R" -CONR®R® and-CONR'R®; R? is hydrogen; and n Is 2.

The inventlon also contemplates compounds of formula 1 whamln R' is selected from
-O(Cy-Co)alkyl, -O(Cy-Cr)cycloalkyl, and -O(Cx-Ce)heterocyclyl, optionally substituted by one
to thres moieties Independently selected from the group consisting of hydrogen, halogen,
hydroxy, -CN, <Cy-Ce)alkyl, -NR'R’, -OR", 4{Cs-Cr)cycioalkyl, {Co-Celhetarocyciyl, -COR'™,
-CONR®R® and-CONRR’; R? Is hydropen; and n Is 2, '

One embodiment of the invention is a compound of formula 1 wheneln R’ Is -NR°R*
optionally substituted by one to three moleties Independently selected from the group
consisting of hydrogen, halogen, hydroxy, -CN, -{Ci-CeJalkyl, -NR'R’, -OR', LCy
Cy)cycloaliyl, <(C-C)heterocyciyl, -CO;R™, -~CONRR® and-CONRR’; R” is hydrogen; and n
s 2.

A further embodiment of the invention Is @ compound of formula 1 wherein R' is
seiected from -SR”, -SOR’, -SO,R’, and -SO,NR°R* optionally substitited by one to three
moleties independently selected from the group consisting of hydrogen, halogan, hydroxy,
<N, -{CiCoalkyl, -NR'R’, -OR™, -(Cs-Crlycioalkyl, ~(CrCelheterocyclyl, -COR™,
-CONR®R® and-CONRR®; R? Is hydrogen; and n Is 2.

The present invention also provides compounds of formula 1 M'tamln R' Is -COR",
-CONRR®, -NHCOR™, -NRCONRR", or -NR'*SO,R’, optionally substituted by one to three
moleties Independently selected from the group consisting of hydrogen, halogen, hydroxy,
€N, CrCialkyl, -NR'R®, -OR™, {Cy-Cr)cycloalkyl, -(C-Cylhetsrocyclyl, -COR™,
-CONR'R" and-CONR®R"; R? is hydrogen; and n Is 2.

Also provided Is a compound of formula 1 whereln R* Is hydrogen or -{C,-Cq)alkyl,
optionally substituted by one to three moieties Independently selected from the group
consisting of hydrogen, halogen, hydroxy, -NO,, -CN, «C:-Celaikyl, {C>-Cs)alkenyl, {(C-
Coalkynyl, -C=N-OH, -C=N-O((Ci-Colalkyl), -NR°R’, -OR™, {CrCi)cycloatkyl, -{Cr
Cy)heterocyclyl, -CO:R™, -CONR'R, -CONRR’, -SR’, -SOR’, -SO.R’, -SO;NR°R’,
NHCOR', -NR™CONR’R®, and -NR™SO,R’, whereln sald —(C»-Ce)alkenyl and —(Cr
Cs)alkynyl R® moeties may be optionally substituted by one to three R™ groups; R’ is
hydrogen; and n is 2.

Further provided Is a compound of farmula 1 wherein R Is <{Cy-Cr)cycloalkyl, or -(Cx-
Cy)heterocyclyl, optionally substituted by one to three moleties independently selected from
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the group conaisting of hydrogen, halogen, hydroxy, -NO;, <CN, -(C1-Cs)alkyl, {C2-Cs)alkenyl,
-(CxCeJalkynyl, -C=N-OH, -C=N-O(({C-Cs)alkyl), -NR°R®, -OR™, {Cy-Cy)cycloalkyl, {Cs
Cg)heterocyclyl, -COR™, -CONR'R', -CONR’R’, SR, -SOR’, -SOR’, -SO,NR'R’,
NHCOR", -NRCONR'R’, and -NR'“SO,R’, wherein seid —(CyCo)alkenyl and —(Cz-
Cg)alkynyl RZ moieties may be optionally substituted by one to three R' groups; R' Is
hydrogen; and n s 2.

Ancther embodiment of the present Invention is a compound of formula 1 whersin R?
is -COsR® and -CONR°R® optionally substituted by one to three moieties independently
selacted from the group consisting of hydrogen, halogen, hydroxy, -NO;, -CN, <(Cy-Ce)alkyl,
{CzColalkenyl, -(CzColalkynyt, -C=N-OH, -C=N-O((C,-Celalkyl), -NR'R’, -OR™, LCy
Cy)cycloalkyl, {C--Colheterocyciyl, -CO:R"™, -<CONR’R®, -CONR’R’, -SR’, -SOR’, -SO.R’, -
$SO.NR'R®, -NHCOR'™, -NR"’CONR®R", and -NR"SO,R”, wherein said —(C-Cy)alkenyl and
~(Cz-Celalkynyl R* molaties may be optionally substitted by one to three R™ groups; R' is
hydrogen; and n is 2.

The present invention also provides a compound of formula 1 in which R’ and R® are
taken together with the atom(s) to which they are sttached to form a -{Cy-Cio)cycioeliyl
optionally substituted'by one to three moieties selected from the group consisting of a
hydrogen, halogen, hydroxy, -NO;, -CN, «(C+-Ge)aikyl, {Cz-Cs)alkenyi, -(C-Cy)uiiynyl, -C=N-
OH, -C=N-O((C,-Ce)alkyl), NR°R®, -OR™, {Cs-Cr)cycioalkyl, {Cz-Co)heterocydyl, -CO,R™,
-CONR®R®, <CONR’R", SR, -SOR’, -SO:R", -SO;NR'R®, -NHCOR™, -NR”CONR®R®, and
-NR'?SO;R’, wherein sald —(Cz-Cg)alkenyl and —(CCg)alkynyl moleties of sald cyclic group
may be optionaily substituted by one to three R groups.

The present invention further provides a compound of formula 1 In which R' and R?
are taken together with the atom(s) to which they are attsched to form a (Cr-Cs)heterocyclyl
optionally substihited by one to three moieties selected from the group conslsting of a
hydrogen, halogen, hydroxy, -NOz, -CN, ~(C-Cy)aliyl, {Cr-Cealkenyl, (Cz-Celalkynyl, -C=N-
OH, -C=N-O((C+-Ce)alkyl), -NR°R’, -OR™, -(Cy-C;)cycioalkyl, {C-Coheterocydiyl, -CO,R™,
-CONRPR®, -CONR®R®, -6R’, -SOR’, -8O,R’, -SO;NR’R®, -NHCOR"™, -NR"’CONR’R®, and
NR'2S0,R’, wherein sald {(CxCe)alkenyl and —{C2-Ce)alkynyl moleties of said cyclic group
may be optionally substituted by one to three R groups.

The present Invention also provides a compound of formula 1 in which R' and R? are
taken together with the atom(s) to which they are ettached o form a (Cy-Cio)cycloalkyl
optionally substituted by one to thres moleties selected from the group consisting of a
hydrogen, halogen, hydroxy, -NO,, -CN, -(C-Ce)alkyl, {Cx-Ce)alkenyl, {C--Cs)alkynyi, -C=N-
OH, -C=N-O((C-Cs)alkyl), -NR°R®, -OR"?, {Cy-Cr)cydloalkyl, {Cr-Cy)heterocyclyl, -COR™,
-CONR®R®, -CONR’R?, -SR’, -SOR’, -SO.R’, -SONR°R®, -NHCORY, -NR'*CONR’R®, and
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-NR'?S0,R’,wherein said <{C--Cs)alkenyl and —(C-Ce)alkynyl moieties of said cyclic group
may be optionally substituted by one to three R' groups; and n is 1.

The present invention further provides a compound of formula 1 in which R' and R?
are taken together with the atom(s) to which they are attached to form a {C»-Cgjheterocyclyl
optionally substituted by one to three moleties selected from the group consisting of a
hydrogen, halogen, hydroxy, -NOz, -CN, <{C,-C,)alkyl, -(CrCe)alkenyl, (C-Ca)alkynyl, -C=N-
OH, -C=N-O{(Ci-Cqelkyl), -NR'R®, -OR", {C5-C;)cydloalkyl, -(CzCa)heterocyciyl, -COR™,
-CONR®R®, -CONRR", -SR’, -SOR’, -SO;R’, -SO,NR°R’, -NHCOR", -NR™?CONR®R®, end
-NR™S04R’, wherein said ~{C--Cs)elkenyl and —{Cs-Ce)alkynyl moisties of said cyclic group
may be optionally substituted by one to three R"™ groups; and n is 1. )

In @ preferrad embodiment, R* Is a substituent sslected from the group consisting of
hydrogen, (C+-Ce)elkyl, {C;-Cr)cycioaliyl, and (Cr-Colheterocyclyl; wherein said (C1-Ce)alkyl,
~{Cs-Cr)cycloalkyl, and ~(Cx-Cs)heterocyclyl R* substituents are optionally substituted by one
to three moleties independently selected from the group consisting of hydr.ogen. halogen,
hydroxyl, {Cr-Celalkyl, -CN, -NR°R", -OR"™, {C5-Cy)cycioaikyl, -(C-Ca)heterocyciyl, -COR'™,
and -CONR'R®; with the proviso that a hetsroatom of the foregoing R* substituents may not
be bound to an sp® carbon atom bound to another heteroatom; and wherein R® and R® of sald
-CONR®R® group may be taken together with the atoms to which they are attached to form a
~{Cs-Co)cycioalkyl or {Cr-Ce)hsterocyciyl.

In a further preferred embodiment, R* is hydrogen.

Further, the invention provides a compound of formula 1 wherein R® and R® are each
substituents independently selected from the group consisting of hydrogen and ~{C,-Ce)aikyl,
optionally substituted as describad above.

Speclfic embodiments of the present invention are compounds selected from

N-{1-Methy}-1-phenyl-ethyl}-3-{[2-{2~oxo-2,3-dihydro-1H-indol-5-ylamino)-5-
trifiuoromethyl-pyrimidin-4-ylaminoHmethyf}-benzenesulfonamide;

3{[2+2-Ox0-2,3-dIhydro~1 H-indol-5-ylamino)-5-trifiuoromethyl-pyrimidin-4-ylaminoc}-
methyl}-benzensasulfonamide;

5-{4-[3-{Trifluoro-methanesulfonyl)-benzylamino]-5-triflucromethyl-pyrimidin-2-
ylamina}-1,3-dihydro-indo}-2-one;

5-{4-{(Piperidin-3-yimethyl)}-aminc}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-
indol-2-one;

5-{4-[{1-Methanesulfonyl-piperidin-3-yimethyl)}-amino}-5-trifiluocromethyl-pyrimidin-2-
ylaming}-1,3-dlhydro-indol-2-one;

N<{3-{[2-2-Ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-
ylamino}-methyll-phenyl)-methanesulfonamide;

21
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3-Oxo-3-(3-{{2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-triflucromethyl-pyrimidin-4-
ylamino}methyi}-piperidin-1-yl)-propionitrile;
§-{4-[3-(1,1-Dioxo-1N°-isothiazofidin-2-y{)-propylamino}-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1,3~dlhydro-indol-2-one;
5-[4-{2-Methyl-butylamino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2-
one,;
5-{4-{(1-Methanesulfonyl-piperidin-2-yimethyl-amino}-S-trifiuoromethyi-pyrimidin-2-
yiamino}-1,3-dihydro-indol-2-one;
N-{2-{2-(2-Ox0-2,3-dthydro-1H-indol-5-ylamino)-5-trifiuoromethyl-pyrimidin-4-
ylamino}-ethyf}-methanesulfonamide;
N-{4-[2-(2-Ox0-2,3-dhydro-1 H-hdo#&ylamho}s-muomemyl-pydmldm-d—
ylamino}-butyl}-methanesulfonamide;
5-{4-[(1-Methanasulfonyl-piperidin-4-yimethyl)-aminc}-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
N-Meathyl-N-{2-[2-{2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-S-trifiuoromethyl-pyrimidin-
4-ylamino}-ethyi}-methanesuifonamide;
Methanesulfonic acid 3-{[2-(2-0x0-2,3-dihydro-1 I-I-lndol-&-ylﬁmlno)-S—b*Iﬂuoromemyl-
pyrimidin-4-ylamincl-methyf}-pheny! ester;
N-{3-{2-(2-Ox0-2,3-dihydro-1H-Indol-5-ylamino)-5-trifiucromethyl-pyrimidin-4-
ylamino]-propyl}-methanesulfonamide;
5-{4-{(4-Methanesulfonyl-morpholin-2-yimethyl)}-amino]-5-triftuoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
N-{4-Fluoro-3-{[2-(2-0x0-2, a-dlhydro-‘lH-Indol-s-ylamlno)-s-h'fﬂuommemyl-pyﬂmIdin-
4-ylamino]-methyl}-phenyl}-methanesulfonamide;
5-{4-[{(5-Oxo-morpholin-2-yimethyl}-aminc]-5-riflucromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one
N-(4-Mathaxy-3-{[2-(2-0x0-2,3-dihydro-1H-Iindol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyl}-phenyl)-methanesulfonamide;
N~(4-Methyl-3-{[2-(2-0xo0-2,3~dlhydro-1H-indo}-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino]-methyi}-phenyl}-methanaesulfonamide;
5-[4-{3-Methanesulfonyimethyl-benzylamino)-5-trifluoromethyl-pyrimidin-2-ylamino}-
1,3-dihydro-indol-2-one;
5-{4-{{4-Trifluoroacetyl-morpholin-2-yimethy!}-amino}-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-[(1-Msthanesulfonyl-azetidin-3-yimethyl}-amino}-5-tifluoromethyl-pyrimidin-2-
yiamino}-1,3-dihydro-indol-2-one;
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N-Methyt-N-(4-methyl-3-{{2-(2-0x0-2,3-dihydro-1 H-indol-5-ylamino)-5-trifiuoromethyi-
pyrimidin-4-ylamino]-methyi}-phenyi}-methenesutfonamide; '
5-{4-{(1-Mathanesulfonyl-pyrrolidin-3-yimethyl)}-amino]-5-triflucromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
N-Methyl-N-{3-[2-(2-0x0-2,3-dihydro-1H-Indol-5-ylemino)-5-triflucromathyl-pyrimidin-
4-ylaminc}-propyl}-methanesuifonamide;
54{442-(1-Méthanesutfonyl-piperidin-2-yi)-sthylammno}-5-trifiucromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one; )
5-{4-{(4-Methanesulfonyi-pyridin-2-yimethyl)}-amino}-5-triflucromethyl-pyrimidin-2-
ylamino}-1 S-dihydro-indol-2-one;
{2,2-Dimethyl-3-{2-(2-0x0-2,3-dthydro-1H-Indo}l-5-ylamino)-5-trifiuoromethyl-pyrimidin-
4-ylamino}-propyl}-carbamic ecid tert-butyl ester; '
5-{4-(3-1sopropoxy-propylamino)-5-trifiucromethyi-pyrimidin-2-ylaminc}-1,3-dihydro-
indol-2-one;
5-{4-[(1-Msthyl-piperidin-3-yimethyl}-amino}-5-trifluoromethyl-pyrimidin-2-ylamina}-
1,3-dihydro-indol-2-one;
5-{4-{(Tetrahydro-pyran-4-yimethyi)-amino]-6-riflucromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5{4~(2-Ethyl-butylamino)-5-iriflucromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indoi-2-
ane;
B-{4-{(Tetrahydro-furan-2R-yimethyl)-eminc]-5-trifiucromethyl-pyrimidin-2-viamino)-
1,3-dhydro-indol-2-one;
5-{4-{(Tetrahydro-furan-2S-yimethyl)-amino}-5-trifuoromethyl-pyrimidin-2-ylamino}-
1,3-dIhydro-indol-2-one;
5-{4-{{5-Methyi-furan-2-yimethyl)-amino}-5-rifftucromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-{4-[{1-Methanesuifonyl-pyrrolidin-2-yimethyl}-amino]-5-triflucromethyi-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-[(Adamantan-2-yimethyl)}-amino]-5-trifiluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-{4-{{Adamantan-2-yimsthyl)-amino]-5-trifluoromethyi-pyrimidin-2-ylamino}-1,3-
dihydro-indo}-2-one;
544-(2-Methoxy-2-methyl-propylemino)-5-trifiucromethyl-pyrimidin-2-ytamino}-1,3-
dihydro-indoi-2-one;
5-{4{(endo-Bicyclof2.2. 1]hepl-5-en-2-yimethyl)}-amino]-5-trifivoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;



WO 2005/111023

10

186

20

a5

(3-{[2-(2-Ox0-2,3-dIhydro-1H-Indol-5-ylamino)-5-triflucromethyl-pyrimidin-4-ylamino}-

methyi}-benzyl)-phosphonic acid dimethyl ester;
5-{4-(3-Methy-butylamino)-5-trifiucromethyi-pyrimidin-2-ylamino}-1,3-dihydro-indol-2-
one;
5-{4-{(2-Hydroxy-cyclohexyimethyl}-amino]-5-trifiuoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
N-(4-Meﬂ1uy-3—{[2—(2-oxo—2.3—dihydro-1H-indol-s-)ﬂamho)-s-hiflluommeﬂ'lyl-
pyrimidin-4-ylamino}-methyi}-phenyl)-N-methyi-methanesulfonamide;
5-{4-{(4-Ethanesulfonyl-morpholin-2-yimethyl)}-amino}-5-triflucromethyl-pyrimidin-2-
ylamino}-1.3-dihydro-indol-2-one;
5-(4-{{4-(Propane-2-sulfonyl}-morpholiin-2-yimethyi}-amino}-5-trifluoromethyl-
pyrimkdin-2-ylamino)-1,3-dlhydro-indol-2-one;
5-{4-[(4-Acetyl-morpholin-2-yimethyt)-amino]-5-trifluocromethyl-pyrimidin-2-ylamino)-
1,3-dihydro-indol-2-one;
5-{4-{(4-Propionyl-morpholin-2-yimethyl)}-emino}-5-trifluioromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indoi-2-one;
5-(4-{[4-(2,2-Dimethyl-propionyl}-morpholin-2-yimethyf)-amino}-5-trifiuoromethyl-
pyrimidin-2-ylemino)-1,3-dihydro-indol-2-one;
2-{]2-(2-Ox0-2,3-dihydro- 1 H-indol-5-ylamino)-5-triflucromethyl-pyrimidin-4-ylamino}-
methyi}-morpholine-4-carboxylic acld methyl ester;
5-{4-{(4-Mathoxyacstyl-morpholin-2-yimethyl}~amino]-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1,3-dIhydro-indol-2-one;
5-{4-(3-Ethanesulfonyl-benzylamino)-5-trifluvoromethyl-pyrimidin-2-ylamino]-1,3-
dihydro-indoi-2-one;
5-{4-[(4-Methanesulfonyl-morpholin-2R-yimethyl}-aminc}-5-trifiluoromethyl-pyrimidin-
2-ylamino}-1,3-dihydro-indol-2-one;
5-{4-{(4-Methanesulfonyi-morpholin-25-yimethyl}-aminc}-5-trifiuoroamethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;
5-{4-{(Pyrimidin-2-yimethyl)-amino}-6-trifiuoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-
Indol-2-one;
5-{4-[(Pyrazin-2-yimethyl }-emino}-5-trifiuoromethyl-pyrimidin-2-yiamino}-1,3-dihydro~
indol-2-one;
N-(4-Fluoro-3-{[2-{2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino}-methyf}-phenyl}-N-methyl-methanesuifonamide;
5-{4-[(1-Msthanesuifonyl-piperidin-3-yimethyl}-aminoj-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;

PCT/IB2005/001201 6 q
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5-{4(4-1sobutyryl-morpholin-2-yimethyl}-amino}-5-trifiucromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;
5-[4-(3,3-Dimethyl-2-oxo-butylamino)-5-tritucromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one; .
5-{4-(1,2-Dimethyi-propylaminc)-5-trifiuoromethyt-pyrimidin-2-ylamino}-1,3-dihydro-
indol-2-one; .
5-[4-(2-Methoxy-1-methyl-sthylamino)-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-{4{2-{1,1-Dioxo-1 DPisothiazolidin-2-yi)-ethylamino]-5-triflucromethyl~pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-[4-(3-Methylamino-propylamina)-5-trifiuoromethyl-pyrimidin-2-ylamino}-1,3-dhydro-
indol-2-one; '
5-{4{(Pyridin-3-yimethyl}-aminc]-5-triflucromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-
Indol-2-one;
5-{4-{(6-Methanesulfonyl-pyridin-2-yimethyl}-aminc}-S-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indot-2-one;
5{4-3{1.1 -Dloxo-1.I.G-IaothlamlidIn-2-y|)-banz;damlno]-s-h'iﬂhormnethyl-pyﬁmldln-z-
ylamino}-1,3-dihydro-indol-2-one;
5-[4-(1R-Phenyl-athylamino)-5-triflucromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-
2-one;
5-{4-Isopropylamino-5-trifluoromethyl-pyrimidin-2-ylamino)-1,3-dihydro-indol-2-one;
5-(4R-sec-Butylamino-5-trifluoromethyi-pyrimidin-2-ylamino)-1,3-dlhydro-indol-2-one;
5-(4S-sec-Butylamino-5-trifiuoromethyl-pyrimidin-2-ytamino)-1,3-dihydro-indol-2-one;
5-[4-(2-Methylamino-ethylamino)-5-trifiuoromethyl-pyrimidin-2-ylamino]-1,3-dhydro-
indol-2-one;
5-[4-{15-Phenyl-athylamino)-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-
2-one;
5-{4-[(2-Methansesulfonyimethyl-thiazol-4-yimethyl)-amino}-5-trifluoromethyl-pyrimidin-
2-ylamino}-1,3-dihydro-indol-2-one;
5-(4-Propylamino-5-trifiuoromethyl-pyrimidin-2-yfamino)-1,3-dihydro-indol-2-one;
5-[4-(2-Hydroxy-1-methyl-ethylamino)-5-trifluoromethyi-pyrimidin-2-ylamino]-1,3-
dihydro-indol-2-one;
5-[4-{1-Hydroxymethyl-propylamino)-5-trifiuoromethyl-pyrimidin-2-ylaming}-1,3-
dihydro-indol-2-one;
5-{4-{(5-Methanesulfonyl-pyridin-3-yimethyl}-amino]-S-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
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5-{4-{(Pyridin-4-yimethyl)-amino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-
indol-2-0ne; '
5-[4-(1,3-Dimethyl-butylamino)-5-trifluoromethyi-pyrimidin-2-ylamino]-1,3-dihydro-
indol-2-one;
N-isopropyl-N-{3-[2-{2-ax0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-propyi}-methanesulfonamide;
5-4-(15-Hydraxymethyl-2-methyl-propylamino)-5-trifluoromethyl-pyrimidin-2- '
ylamino}-1,3-dihydro-indol-2-one; '
N-Cyclohexyl-N-{3-[2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifiuoromethyi-
pyrimidin-4-ylamino]-propyl}-methanesulfonamide;
5-[4-(1,2,3.4-Tetrahydro-naphthalen-1-ylamino)-5-trifluoromethyl-pyrimidin-2-
yiamino}-1,3-dihydro-indol-2-one; '
5-{4-[{1-Methanesulfonyl-pyrrolidin-28-yimethy!)-aminc}-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-[(3-Methyl-thiophen-2-yimethyl)-amino}-5-trifiuoromethyt-pyrimidin-2-ylamino}-
1,3-dihydro-indol-2-one;
5-{4-[(1-Msthanesulfonyl-pyrrolidin-3R-yimethyl}-emino}-5-trifiioromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-{2-Hydroxy-1S-phenyl-ethylamino)-5-trifluoromethyl-pyrimidin-2-ylamino]~1,3-
dihydro-indol-2-one;
5-{4-(2-Hydroxy-18-methyl-athylamino)-5-trifuoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one; : )
5-[4-(1R-Hydroxymethyl-propylamino)-5-trifiuoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-[4-{1-Pyrimidin-4-yl-ethylamino)-5-iriflusromethyl-pyrimidin-2-ylamina]-1,3-dhydro-
indol-2-one;
5-[4-{1,1-Dioxo-tetrahydro-1-thiophen-3-ylamino)-5-trifiuvoromethyl-pyrimidin-2-
yitamino}-1,3-dihydro-indoi-2-one,
5-{4-[(1H-Imidazol-2-yimethyl}-amino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-{4-(2-Piperidin-2-yl-athylamino)-5-trifiuoromethyt-pyrimidin-2-ylamino}-1,3-dilvydro-
indol-2-one;
5-j4-(Isobutyl-methyl-amino)-5-trifiuoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-
2-one,
N-Methyl-N-(3-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyi-pyrimidin-
4-ylamino]~-methyl}-phenyl}-methanesuifonamide;
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N-Ethyl-N<(3-{[2-{2-0x0-2,3-dihydro-1 H-4ndol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-
ylamino}-methyl}-phenyl)}-methanesulfonamide;
5-{4-(2-Methanesulfonyl-benzylamino)-5-trifluoromethyi-pyrimidin-2-ylamino]-1,3-
dihydro-indol-2-one;
N-Isopropyl-N-(3-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyi}-phenyl}-methanesulfonamide;
5-{4-{(3,4.5,6-Tetrahydro-2H-[1 .2']blpyﬂdlnyl-3-ylmsﬂ1yl)—amlno]—5-h1ﬂuommsﬂ\yl-
pyrimidin-2-ylemino}-1,3-dihydro-indol-2-ons;
5-{4-{(1-Pyrimidin-2-yl-piperidin-3-yimethyl}-amino}-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;
5-{4-]2R-{1-Methanesulfonyi-piperidin-2-yi)-ethylamino}-5-trifiuoromethyr-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;
5-{4125-(1-Methanesulfonyl-piperidin-2-yl}-ethylamino}-6-trifiucromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-(3-Methytsulfanyl-propylamino)-5-trifluoromathyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-J4-{1S-Hydroxymethyl-3-methyisulfanyl-propylamino)-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one,
) 5{4-(2-Hydroxy-1R-methyl-ethylamino)-5-trifluocromethyl-pyrimidin-2-ylaminc}-1,3-
dihydro-indol-2-one;
5-[4-(1R-Hydroxymethyl-2-methyl-propylamino)-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
N-Ethyl-N-{3-[2-(2-ox0-2,3-dihydro-1H-Indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-
ylaminol-propyi}-methanesulfonamide;
5-{4-{(1-Methanesulfonyl-pyrrolidin-3R-yimathyl)-amino}-5-triflucromethyl-pyrimidin-2-
ylamina}-1,3-dihydro-indol-2-one;
5-[4{1S-Hydroxymethyl-propylamino)-6-trifiucromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-[4-{3,5-Dinitro-benzylamino)-5-trifluoromethyi-pyrimidin-2-ylamino}-1,3-dihydro-
indoi-2-one;
N-(24{[2-(2-Oxo-2,3-dhydro-1H-indol-5-ylamino)}-5-trifluoromethyi-pyrimidin-4-
yiamino]-methyl}-phenyl}-methanestifonamide;
N-Isopropyl-N-{2-[2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-ethyl}-methanesuifonamide;
5{4-(2-Hydroxy-1-phenyl-ethylamino)-5-trifluoromethyl-pyrimidin-2-yiamino]-1,3-
dlhydro-indol-2-one;

PCT/IB2005/001201 6 } _
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5-[4-(1R-Hydroxymethyl-3-methyi-butylamino)-5-trifiuoromethyl-pyrimidin-2-ylaminol-
1,3-dihydro-indol-2-one;
5-[4-(15-Hydroxymethyl-3-methyl-butylamino)-5-trifiuoromethyl-pyrimidin-2-ylamino}-
1,3-dihydro-indoi-2-onse;
6-{4-[(1-Methanesulfonyl-piperidin-2S-yimethyl}-aminc]-5-triftuoromethyl-pyrimidin-2-
ylamino)-1,3-dhydro-indol-2-one;
5-{4-{(1-Methanesulfonyl-pyrrolidin-2R-yimsthyl}-amino]-5-triflucromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-Indol-2-one; :
5-[4-{Methyl-pyridin-2-yimethyi-amino)-5-trifiuoromethyi-pyrimidin-2-ylamino}-1,3-
dhydro-lndol-z-c_me;
54{4-{(3-Methanesuifonyl-benzyl)}-methyl-amino}-5-triftuoromethyi-pyrimiiin-2-
ylamino}-1,3-dihydro-Indol-2-one;
N-Msthyi-N-(2-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamno)-5-rifluoromethyl-pyrimidin-
4-ylamino}l=nethyl}-phenyl}-methanesulfonamide;
5-[4-{Methyl-pyridin-3-yimethyl-amino)-5-trifluorometinyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-{4-](1-Methanesulfonyl-piperidin-3-yimethyl}methyl-amino}-5-trifluoromethyl-
pyrimidin-2-ylamino}-1,3-dlhydro-Indoi-2-one;
5-[4-(Methyl-pyridin-4-yimethyl-amino)-5-trifiuoromethyi-pyrimidin-2-ylaminoj-1,3-
dihydro-indol-2-one;
5-(4-Cyclopentylamino-5-triflucromethyl-pyrimidin-2-ylamino)-1,3-dihydro-ind ol-2-one;
5-[4-(2,6-Dimethoxy-benzylamino)-5-irifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-
indal-2-one;
5-{4-[(1,5-Dimethyl-1H-pyrazol-3-yimethyl}-aminoj-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one and
5-[4-(2-imidazol-1-yt-ethylamino)-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-
Indol-2-one.
Certaln preferrad embodiments of the invention are compounds selected from:
5-{4{(1-Methanesulfonyi-piperidin-3-yimethyl)}-amino}-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
N-Methyl-N-{2-[2-(2-ox0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ytaminol}-ethyl}-methanesulfonamide;
N-Methyl-N-{3-[2-(2-0x0-2,3-dIhydro-1H-Indoi-5-ylamino)-5-rifluoromethyl-pyrimidin-
4-ylamino]-propyl}-methanesulfonamide;
5-{4—[2-(1-Methanesulfonyl—piperldln-z-yl)-ethylamlno]-s-triﬂuorornemyl-pyrlmldln-zl
ylamino}-1,3-dihydro-indol-2-one;
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5-{4-{(Bicyclo[2.2.1]hept-5-en-2-yimathyl)-amino}-S-trifiucromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-ons; ‘
5-[4-(3-Methyi-butylamino}-5-trifivoromethyl-pyrimidin-2-ylamine}-1,3-dlhydro-indol-2-
one,
5-{4-{(1-Methanesulfonyl-plperidin-3-yimethyl}-amino}-5-trifluoromethyt-pyrimidin-2-
ylamino}-1,3-dIhydro-indol-2-one;
N-tsopropyi-N-{3-[2-(2-0x0-2,3-dihydro-1 H-indol-5-ylamino)-5-triffuoromethyl-
pyrimidin-4-ylamino}-propyl}-methanesutfonamide; ' .
N-Cyclohexyl-N-{3-{2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifiuvoromethyl-
pyrimidin-4-ylamino}-propyl}-methanesulfonamide;
5-{4-{2-(1-Methanesulfonyl-piperidin-2-yi}-ethylamino}-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one; '
N-lsopropyl-N-{2-]2-{2-0x0-2,3-dihydro-1H-indol-5~-ylamino)-5-triflucromethyl-
pyrimidin-4-ylamino}-athyl}-methanesulfonamide;
5-{4-[(1-Methanesuifonyl-pyrrolidin-2-yimethyt)-amino]-5-triftuoromethyl-pyrimidin-2-
ylamina}-1,3-dihydro-indol-2-one;
5-{4-Cydiopentylamino-5-trifiucromethyl-pyrimidin-2-ylamino)-1,3-dihydro-indol-2-one;
Ethanesulfonic acid methyl<{3-[2-(2-ox0-2,3-dhydro-1H-Indol-5-ylamino)-5-
trifiuoromethyl-pyrimidin-4-ylamino]-propyi}-amide;
2,2,2-Tifluoro-N-methyl-N-{3-[2-(2-ox0-2,3-dihydro-1 H-indo}-5-ylamino)-5-
{rifiluoromethy-pyrimidin-4-yiamino}-propyl}-acetamide;
N-Methyl-N-{2-[2-{2-0x0-2,3-dIhydro-1H-indoi-5-ylamino)-5-trifluoromethyt-pyrimidin-
4-ylamino)-ethyf}-methanesulfonamide;
5-{4-Cyclobutylamino-5-trifluoromethyl-pyrimidin-2-ylamino)-1,3-dhydro-indol-2-one;
5-{4-{2-Hydroxy-2-{1-methanesulfonyl-piperidin-2-yi}-ethylamino]-5-triflucromethyl-
pyrimidin-2-ylamino}-1,3-dihydro-indol-2-one;
3-0x0-3~{3-{I2«(2-ax0-2,3-dlhydro-1H-indol-5-ylamino}-5-trifluoromethyl-pyrimidin-4-
ylamino]-methyl}-piparidin-1-yl)-proplonitrite;
5-{4-{(1-Methanesulfonyl-piperidin-4-yimethyl)-amino}-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one,;
5-{4-{(4-Methanesulfonyl-morpholin-2-yimethyi}-amino]-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-ons;
5-{4-[(5-Oxo-morpholin-2-yimethyl)}-amino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-{4-[({1-Methanesulfonyl-pyrrolidin-3-yimethyi}-amino]-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;
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5-[4-(3-Isopropoxy-propylamino)-5-trifiucromethyl-pyrimidin-2-ylaminoj-1,3-dthydro-
indol-2-one;
5-{4-{(Adamantan-2-yimethyt)-amino]-5-triftuoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indoi-2-one;
N-{2,2-Dimethyl-3-[2-(2-ox0-2,3-dIhydro-1H-Indo!}-6-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino}-propyl}-methanesuifonamide;
5-[4-[(1-Hwruxy-cydopantwmehyl)—amlno]—&trtﬂuommeﬂwl—pyr!mldln-z-ylamho}-
1,3-dihydro-indof-2-one; '
5-{4-{(4-Hydroxy-tetrahydro-pyran-4-yimethyl}-amino}-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1 .3-dlh¥dro-lndol-2-one;
5-{4-[(2-Hydroxy-cyclohexylmethyl}-amino}-6-triflucromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indoi-2-one;
5-[4-(3-Methanesulfonyl-propylamino)-5-trifiuoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indoi-2-one;
5-{4-{(1-Pyrimidin-2-yl-piperidin-3-yimethyl}-amino]-5-trifiuoromethyi-pyrimidin-2-
ylamino}-1,3-dinydro-indol-2-one;
3-[24(2-Ox0-2, 3-dlIhydro-1H-indol-5-ylamino)-5-trifluoromethy-pyrimidin-4-ylamino}-
propionic acid ethy! estar;
5-{4-](1-Ethyl-5-oxo-pyrrolidin-3-yimethyi)-amino}-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
2,N-Dimethyl-N-{2-{2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifiluoromethy}-
pyrimidin-4-ylamino}-ethyi}-butyramide;
2-Methoxy-N-methyl-N-{3-[2-{2-ox0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifiucromethyl-
pyrimidin-4-ylamino}-propyl}-acetamide;
5-{4-{2-{1-Acetyl-pliperidin-2-yl}-ethylamino]-S-trifluoromethyl-pyrimidin-2-ylamino)-
1,3-dlhydro-indol-2-one;
5-{44{(1-Methanesulfonyl-piperidin-2-yimethyl}-amino}-5-triflucromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indoi-2-one;
5-{4-{(1-Methanesulfonyl-pyrrolidin-3-yimethyl}-amino)-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dIhydro-indol-2-one;
5-{4-[(1-Pyrimidin-2-yt-piperidin-3-yimethyl)-amino}-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;
3{2-(2-Ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-ytamino}-
methyfl-benzenesulfonamide;
N-(3-{[2-{2-Ox0-2,3-dihydro-1H-indol-5~ylamino)}-5-triflucromethyl-pyrimidin-4-
yiamino]-methyl}-phenyl}-methanesulfonamide;
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N-(4-Methoxy-3-{[2-{2-0x0-2,3-dihydro-1 H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyf}-phenyi}-methanesulfonamide;
5-[4-{3-Methanssulfonyimethyl-benzylamino)-5-trifluocromethyl-pyrimidin-2-yiamino}-
1.3-dlhydro-indoi-2-one;
N-Methyl-N-{4-methy}-3-{[2~(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-yiamino}-methyl}-phenyl)-methanesulfonamide;
5~{4-{(4-Methanesulfonyl-pyridin-2-yimethyl}-amino]-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one; I'
5-{4-(5-Mefthyl-furan-2-yimethyl)-amino}-5-trifiuoromethyl-pyrimidin-2-yiamino)-1,3-
dihydro-indol-2-one;
(3-{[2-(2-Ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifiuoromethyl-pyrimidin-4-ylamino}-
methyl}-benzyl)}-phosphonic acid dimethyl ester;
5-{4-[(Pyridin-2-yimethyi}-amino}-5-triflucromethyl-pyrimidin-2-yiaming}-1,3-dihydro-
indol-2-one;
5-{5-Trifluoromethyl-4-{2-triflucromethyl-benzylamino)-pyrimidin-2-ylamino}-1,3-
dihydro-indoi-2-one; ,
5-[4-(3-Ethanesulfonyl-benzylamino)-5-trifiuoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-{4-[(Pyrimidin-2-yimethyi}-aminc}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-
indol-2-one;
5-{4{(Pyrazin-2-yimethyl}-amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-
indol-2-one;
N-(4-Fluoro-3-{]2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-triffiuoromethyl-pyrimidin-
4-ylamino}-methyf}-phenyl)}-N-methyl-methanasuifonamide;
5-{4-{(Pyridin-3-yimethyl)}-amino]-5-trifiuoromethyi-pyrimidin-2-ylamino}-1,3-dlhydro-
indol-2-ons;
5-{4-{(6-Methanesulfonyl-pyridin-2-yimethyl)}-amino}-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;
5-{4-{(2-Methanesulfonyimethyl-thiazol-4-yimethyl}-amino}-S-trifluoromethyl-pyrimidin-
2-ylamino}-1,3-dihydro-indol-2-one;
5-{4-{(5-Methanesulfonyl-pyridin-3-yimethyl}-amino]-5-triflucromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-[(3-Methyl-thiophen-2-yimethyl}-amino}-5-trifluoromethy-pyrimidin-2-ylamino}-
1,3-dihydro-indol-2-one;
5-{4-{(1H-imidazol-2-yimethyl)-amino)-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
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N-Methyl-N-{3-{[2-{2-0x0-2, 3-dihydro~1H-indol-5-ylamino)}-5-trifluoromethyt-pyrimidin-
4-ylamino]-methyf}-phenyl)-methanesulfonamide; '
5-[4-(2-Methanesulfonyl-benzylamino)-5-triftucromethyl-pyrimidin-2-ylamino]-1,3-
dihydro-indol-2-one;
N-~(2-{[2-(2-Ox0-2,3-dihydro-1H-Indol-5-ylamino)-5-iriflucromethyl-pyrimidin-4-
ylaminoHmethyl}-phenyl}-methaenesulfonamide;
N—Mehyl—Ni(z-{[2~(2-omo-2.3-dhydm-1H4ndd-5—yiamho)-5—?iﬁuommahyl—pyrlmidh—
4-ylamino]-methyl}-phenyi)}-methanesulfonamide;
6-{4-{(1,5-Dimethyl- 1H-pyrazol-3-yimethyl}-amino}-5-triftuoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-J4-(2-imidazol-1-yi-ethylamino)-5-trifiucromethyl-pyrimidin-2-ylaminc]-1,3-dihydro-
indol-2-one; :
N-{5-Mathy}-2-{[2-{2-ox0-2,3-dlhydro- tH-Indol-5-ylamino)-5-trifluaromethyl-pyrimidin-
4-ylamino}-methyl}-phenyi)}-methanesulfonamide;
5-{4-[(3-Methyl-pyridin-2-yimethyl}-amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indcl-2-one;
5-{4-{3-Methanesulfonyl-benzylamino)-5-rifluoromethyl-pyrimidin-2-ylaminc}-1,3-
dihydro-indol-2-one;
5-{4-[{Isochroman-t-yimethyl)}-emino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dhydro-indol-2-one;
5-{4-[2«(Pyridin-3-ylaxy)-propylamino}-5-trifluoromethyl-pyrirmidin-2-ylaminc}-1,3-
dihydro-indol-2-one; .
5-{4-[2-(6-Methy}-pyridin-2-yi)-ethylamino}-5-triflucromethyl-pyrimidin-2-yilamino}-1,3-
dihydro-indol-2-one;
5-{4-[(2,3-Dthydro-benza[1,4]dloxin-2-ylmethyl }-amino)-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dthydro-indol-2-one;
5-{4-[2-(4-Methyl-1H-Imidazol-2-yi)-ethylaminc}-5-triflucromethyl-pyrimidin-2-
yiamino}-1,3-dthydro-indol-2-one;
5-{4{2-<{1H-Benzoimidazol-2-yl)}-ethylamino}-5-trifiuoromethyl-pyrimidin-2-ylamino}-
1,3-dihydro-indol-2-one;
5-{4-[(5-Phenyl-4H-[1,2,4]trfazo-3-yimethyl)-amino}-5-triflucromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-[(3-Methyl-imidazo[2, 1-b]thlazol-6-yimethyl)}-amino}-5-triflucromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indoi-2-one;
N-Methyl-N-{2-methyl-6{[2-(2-0x0-2,3-dihydro-1H-Indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyl}-phenyl)-methanesulfonamide;
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N-{2-Methyl-8-{[24{2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifiucromethyl-pyrimidin-
4-ylamino}-methyi}-phenyl)-methanesulfonamide;

N-{3-Methansesulfonylamino-5{[2-{2-ox0-2,3-dthydro-1H-indo}-5-ylamino)-5-
trifiuoromethyl-pyrimidin-4-yiamino]-methyl}-phenyl}-methanesulfonamide; and

N-Methyl-N-(3-{[2-(2-0x0-2,3-dihydro-1H-Indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino}-methyi}-pyridin-2-ytHmethanesulfonamide.

Prefermed embodiment of the present invention are selected from -

5-[4-(3-Methanesulfonyl-benzylamino)-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one; -

Ethanesulforilc acid methyl-{3-{2~(2-0x0~2,3-dlhydro-1H-indol-5-ylamino)-5-
rifiuoromethyl-pyrimidin-4-ylamino}-propyf}-amide;

5-{4-{(lsochroman-1-yimethyi)-amino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dlhydro-indol-2-one; .

5-{4-[2-(Pyridin-3-yloxy)-propylamino]-5-irifiuoromethyt-pyrimidin-2-ylamino}-1,3-

dihydro-indol-2-one;
3-{[‘2—(2-0::0-2‘.3-dihydro-1 H-indol-5-ylamino)-5-tifiuoromethyt-pyrimidin-4-ylaminc}-

methyf}-benzenesulfonamide;
5-{4-](1-Methanasulfonyl-piperidin-3-yimethyl}-amina]-5-triftuoromethyl-pyrimidin-2-

ylamino}-1,3-dlhydro-indol-2-one;
N-{3~{[2-(2-Ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-

ylamino}-methyl}-phenyl)}-methanesulfonamide;
N-Methyl-N-{2-[2-(2-0x0-2,3-dihydro-1H-Indol-5-ylamino)-5-triflucromethyl-pyrimidin-

4-ylamino}-ethyl}-methanesulfonemide;
5-{4-{(4-Methanesulfonyl-morpholin-2-yimethyl}-amino}-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-[4-(3-Methanesulfonyimethyi-benzylamino)-5-trifluoromethyl-pyrimidin-2-ylamino}-
1,3-dIhydro-indol-2-ons;
5-{4-{(1-Methangsulfonyl-pyrrolidin-3-yimethyl)}-amino]-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;
N-Methyl-N-{3-{2(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-triftuoromathyl-pyrimidin-
4-ylamino}-propyl}-methanesulfonamide;
5-{4-[2-(1-Methanesulfony}-piperidin-2-yl)-ethylamino]-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;
5-{4-[(4-Methanesulfonyl-pyridin-2-yimethyl}-amino]-5-trifiucromethyl-pyrimidin-2-
ylamino}-1 3-dihydro-indol-2-one;
5-{4-(3-Isopropoxy-propylamino)-5-trifiucromethyt-pyrimidin-2-ylamino}-1,3-dihydro-
indol-2-one;
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5-{4-[(5-Methyl-furan-2-yimethyl}-amino]-5-triflucromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indok-2-one;
5-{4-[(Bicycio[2.2.1]hept-5-en-2-yimethyl}-amino}-S-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
N-{4-Fluoro-3-{[2-{2-0x0-2,3-dlhydro-1H-indo}-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino)-methyi}-phenyl)-N-methyl-methanesuifonamide;
5-{4-{(1-Methanesulfonyl-piperidin-3-yimethyl}-amino]-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one; '
5-{4-{(6-Methanesulfonyl-pyridin-2-yimethyl)}-amino}-5-trifiuoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-[(5-Metheneaulfonyl-pyridin-3-yimethyi}-amino}-S-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dIhydro-indol-2-one;
5-{4-(2-Methanesulfonyl-benzylamino)-5-trifivoromethyl-pyrimidin-2-ylaminoj-1,3-
dihydro-indol-2-one;
5-{4{(1-Pyrimidin-2-yi-piperidin-3-yimethyl)}-amino}-5-trifluoromethyt-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-[2-{1-Methanesulfonyl-plperidin-2-yi)-ethylamino}-5-trifiuoromethyi-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-{4-[2-(1-Methanesulfonyi-piperidin-2-yi}-ethylamino]-5-trifluoromethyi-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;
N-{2-{[2-(2-Ox0-2,3-dihydro-1H-Indol-5-ylamino)-5-trifiuoromethyl-pyrimidin4-
ylamino}methyi}-phenyl)}-methanesulfonamide;
5-{4-{(1-Methanesulfonyl-pyrrolidin-2-yimethyl}-aminc}-5-trifluoromethyi-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
N-Methyl-N-(2-{[2-(2-ox0-2,3-dhydro-1H-Indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino}-methyl}-phenyl-methanesulfonamide;
N-Methyi-N-(2-methyl-6-{[2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)}-§-trifluoromethyl-
pyrimidin-4-ylamino}-methyi}-phenyl}-methanesuifonamide;
5-[4-{2-Hydroxy-Indan-1-ylamino)-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-
indol-2-one;
5-{4-{(1-Hydroxy-cyclopentyimethyl)-amino]-5-trifiuoromethyl-pyrimidin-2-ylamino}-
1,3-dihydro-Indol-2-one;
5-{4-{2-Hydroxy-2-(1-methanesulfonyl-piperidin-2-yl}-ethytamino]-5-trifluoromethyl-
pyrimidin-2-ylamino}-1,3-dihydro-indol-2-one; and
N-Mathyk-N-(3-{[2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifluaromethyl-pyrimidin-
4-ylamino]-methyl}-pyndin-2-yl}-methanesulfonamide.
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Certain specific embodiments of the present invention Include the following
componds: '
N-Methyl-N-{3-{{{methyi-{2(2-0x0-2,3-dihydro-t H-indol-5-ylamino}-5-trifluoromethyl-
pyrimidin-4-yl}-amino})}-methyf]-phenyll-methanesulfonamide;
5 N-Methyl-N-{4-methyi-3-[({methyi-[2-{2-0x0-2,3-dihydro-1H-Indo}l-5-ylamino)-5-
trifluoromethyl-pyrimkiin-4-yl}-amino})-methyl}-phenyl}-methanesulfonamide;
N-(5-Methyl-2-{[2-(2-0x0-2,3-dlhydro-1H-indo}-5-yiamino}-§-trifiuoromethyl-pyrimidin-
4-ylamino}-methyl}-phenyl}-methanesulfonamide; !
N-{3-Methyl-2-{[2-(2-0x0-2,3~dIhydro-1H-indo}-5-ylamino)-5-trifiuoromethyl-pyrimidin-
10  4-ylamino}-methyl}-phenyl)-methanesulfonamide;
N-{4-Methyl-2-{f2<(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-6-triftuoromethyt-pyrimidin-
4-ylamino]-methyl}-phenyl)}-methanesulfonamide; '
N-(2-Methy-8-{[2-{2-0x0-2,3-dIhydro-1 H-Indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino}-methyi}-phenyimethanesutfonamide;
15 5{4-{3-Methanesulfonyl-propylamino)-5-trifiucromethyl-pyrimidin-2-ytaminol-1,3-
dihydro-indal-2-one;
N-Methyl-N-(5-methyl-2-{]2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino}-methyl}-phenyl)}-methanesulfonamide;
N-(3-Methanesulfonylamino-5-{[2-{2-ox0-2,3-dihydro~ 1H-indol-5-ylamino)-5-
20 trifluoromethyl-pyrimidin-4-ylamino]-methyl}-phenyl)}-methenesulfonamide;
N-Methyl-N-(4-methyl-2-{{2-(2-ax0-2,3-dihydro-1H-indo}-5-ylamino)-5-triftuoromethyi-
pyrimidin-4-ylamino}-methyf}-phenyl}-methanesulfonamide;
N-Methyl-N-(2-methyl-6-{[2-(2-ox0-2,3-dlhydro-1 H-Indol-ﬁ-yiamino)-s-uﬂuoromemyl-
pyrimidin-4-ylamino}-methyl}-phenyl}-methanesulfonamide;
25 N-Methyl-N-(3-methyl-2-{[2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino}-5-irifluoromethyl-
pyrimidin-4-ylamino}-methyl}-phenyl)-methanesulfonamide;
5-{44{({1S,2R)-2-Hydroxy-cyciohexyimethyl)-amina}-5-triflucromethyl-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;
5-[4-((1R,2S)-2-Hydroxy-indan-1-ylamino)-5-trifluoromethyl-pyrimidin-2-ylamino)-1,3-
30 dihydro-indol-2-one;
5-[4-{((S)-1-Hydraxymethyl-2-phenyl-ethylamino)-5-trifluoromethyl-pyrimidin-2-
ylamino]-1,3-dlhydro-Indal-2-one;
N-(3-{Msthanesulfonyl-methyl-amino)-5-{[2-(2-o0x0-2,3-dihydro-1H-Indol-5-ylaminc)-5-
trifluoromethyl-pyrimidin~4-ylaminoj-methyl}-phenyl}-N-methyl-methanesulfonamide;
a5 5-{44{(1-Hydroxy-cyclopentyimethyl)-amino}-5-trifluoromethyl-pyrimidin-2-ylamino}-
1,3-dIhydro-indoi-2-one;
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N-Msthy-N-{3-{[2-{2-0x0-2,3-dhydro-1H-Indol-5-ylamino)-5-triflucromethyl-pyrimidin-
4-ylaminc}-methyl}-pyridin-2-yl}-methanesulfonamide;
N-(3-Fluoro-2-{[2-{2-0x0-2,3-dIhydro-1H-Indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylaminao]-methyl}-phenyl}-N-methyl-methanesulfonamide;
544-[2-{(S)-1-Methanesulfonyl-pyrrolidin-2-yi)-athylamino]-5-trifluoromethyl-pyrimidin-
2-ylamino}-1,3-dIhydro-indol-2-one;
5-{4-[(1-Hydroxy-cyclobutylmeﬂ1yl)—amlno]—5—ﬁ1ﬂuommemyi-pyrirqldln—Z—ylamlno}-‘I,3-
dihydro-indol-2-one; '
5-{4{2-((R)-1-Methanesulfonyl-pymrolidin-2-yi)-sthylamino}-5-trifiuoromethyl-pyrimidin-
2-ylamino}-1,3-dihydro-indok-2-one;
N~{2-Fluoro-8-{[2-{2-0x0-2,3-dihydro-1H-indo}-§-ylamino)-5-rifluoromethyl-pyrimidin-
4-yiamino]-methyf}-phenyl)}-N-methyl-methanesulfonamide;
N~(4-Fiuoro-2-{[2<{2-ox0-2,3-dihydro- tH-indol-5-ylamino)-5-trifluoromethyt-pyrimidin-
4-ylamino}-methyf}-phenyl)-N-methyl-methanesulfonamide;
N-Methyl-N-(4~{[2(2-oxo-2,3-dIhydro-tH-Indol-5-ylamino)-5-trifiuoromethyl-pyrimidin-
4-ylamino}-methyl}-pyridin-2-y}-methanesuifonamide;
N-<{2,2-Dimethyl-3-[2-(2-ox0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifluoromethyi-
pyrimidin-4-ylamino}-propyl}-N-methyl-methanesulfonamide;
N-Methyi-N-(6-{[2-{2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-triflucromethyl-pyrimidin-
4-ylamino}methyi}-pyridin-2-yl)}-methanesulfonamide;
N~«2,4-Difluoro-6-{J2-(2-o0x0-2,3-dihydro-1H-indol-5-ylamino)-S-trifiuoromethyl-
pyrimkiin-4-ylamino}-methyl}-phenyl}-N-methyi-methanesulfonamide;
5-{4-{(R)}-1-Methanesulfonyl-plperidin-3-ylamino)-5-trifiuoromethyl-pyrimidin-2-
ylamina}-1,3-dlhydro-Indol-2-one;
N-Methyi-N-(6-methyi-3-{[2{2-0x0-2,3-dIhydro-1H-indoi-5-ylamino)-5-trifiuoromethyi-
pyrimidin-4-ylamino}-methyl}-pyridin-2-yl)-methanesulfonamide;
N-Methy-N-(5-{[2<{2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifiucromethyl-pyrimidin-
4-ylamino]-methyl}-pyridin-3-yl)}-methanaesuifonamide;
5-[4<1-Methanesulfonyi-piperidin-4-ylamino)-5-trifluoromethyl-pyrimidin-2-ylamino]-
1,3-dihydro-indol-2-one;
5-{4-{Methyl-((R)-1-phenyi-ethyl}-amino}-5-triflucromethyi-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-(4-Benzylamino-5-trifiuoromethyl-pyrimidin-2-ylamino)-1,3-dlhydro-indol-2-one;
N-(4,6-Dimethyi-3-{f2+(2-ox0-2,3-dIhytro-1H-indol-5-ylamino)-S-triflucromethy-
pyrimidin-4-ylamino]-methyi}-pyridin-2-yl)-N-methyl-methanesulfonamide;
5-(4-tert-Butylamino-5-trifluoromethyl-pynmidin-2-ylamino)-1,3-dihydro-indol-2-one;
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5-[4-{(1R,55,6S)-3-Methanesulfonyl-3-aza-bicyclo[3. 1.0Jhex-8-ylamina)-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-Indol-2-one; '

N-Methyl-N-{3-methy}-3-[2-(2-0x0-2,3-dIhydro-1H-Indol-5-ylamino)-5-trifiuoromethyi-
pyrimidin-4-ylamino}-butyl}-methanesulfonamide;

N-(6-Methyl-3-{[2-(2-0x0-2,3-dihydro-1H-Indol-5-yiamino)-5-trifluoromethyl-pyrimidin-
4-ylamino}-methyi}-pyridin-2-yl}-methanesulfonamide;

6-{4-{(2-Methenesuifonyl-pyridin-4-yimethyl}-amino}-5-trifiuoromethy-pyrimidin-2-
ylamino}-1,3-dlhydro-indol-2-one;

2-[2-(2-Ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino}-
ethanesulfonic acid amide;

N-(3-{MethyH2-(2-0x0-2,3-dihydro-1 H-Indol-5-y|amlno)-5-ﬁ‘lﬂu0romaﬂ1yl-pyﬂmldln-4-
yi}-amino}-propyi}-methanesulfonamide;

N-(2-{Msthyi-{2-(2-ax0-2,3-dthydro-1H-indoi-5-yiamino)-5-trifiuoromethyl-pyrimidin-4-
ylamino}-ethyl}-methanesulfonamide;

5-{4-(2-Methanesulfonyimethyl-benzylamino)-5-trifiuoromethyi-pyrimidin-2-ylaminoj-
1,3-dIhydro-indoi-2-one;

2-[2-{2-Ox0-2,3-dihydro-1H-Indo}-5-ylamino)-5-triflucromethyl-pyrimidin-4-ylamino}-
ethanesulfonic acid dimethylamide;

N-Methyl-N-(3-{[2-(2-0x0~2,3-dlhydro-1 H-Indol-s-ylamlno)-s-h-fﬂuommethyl-pyrlmidln-
4-ylamino}-methyl}-pyrazin-2-yl}-methanesulfonamide;

Ethanssulfonic acid methyl-{(2-{[2-{2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-
trifluoromethyi-pyrimidin-4-ylaminoj]-methyf}-phenyl}-amide;

Ethanesulfonic acld (2-{[2-(2-oxo0-2,3-dihydrd-1H-Indol-5~-ylamino)-5-trifiuioromsethyl-

pyrimidin-4-ylamino}-methyl}-phenyi)-amide;
N-Ethyl-N-(3-{[24{2-0x0-2,3-dihydro-1 H-indoi-5-yiamino}-S-trifiucromethyl-pyrimidin-4-

ylamino}-methyl}-pyridin-2-yi}-methanesulfonamide;
N-{1,1-Dimethy}-3-[2(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino}-propyl}-methanesulfonamide;
N-+(5,8-Dimethyl-3-{{2-{(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino]-methyf}-pyrazin-2-yi)-N-methyl-methanesulfonamide;
5{4{((R)-4-Methanesulfonyl-morphotin-3-yimethyl}-amino]-5-trifiucromethyi-
pyrimidin-2-ylamino}-1,3-dihydro-indoi-2-one;
Propane-1-sulfonic acid (2-{[2-(2-ox0-2,3-dihydro-1H-Indol-5-ytamino)-5-
trifiuoromethyl-pyrimidin-4-viamino]-methyl}-phenyl)-amide;
5-{4-[2((R)-4-Methanesuifonyl-morpholin-3-yl)-ethylamino}-5-trifluoromethyl-
pyrimidin-2-ylamino}-1,3-dihydro-indol-2-one;
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Ethanesulfonic acid methyl{3-{[2-(2-ox0-2,3-dihydro-1H-indok-5-yiamino)-5-
trifluoromethyl-pyrimidin-4-ylamino]-methyl}-pyridin-2-yl }-amide;

Trifluoro-N-methyl-N-{3-[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-triflucromethyt-
pyrimidin-4-ylamino]-propyl}-methanesulfonamide;

Cyclopropanesulfonic  acld methyl{3-{2-{2-ox0-2,3-dlhydro-1H-indol-5-ylamino)-5-
trifluoromethyl-pyrimidin-4-ylamino}-propyi}-amide;

N-Ethyl-N-(2-{[2-(2-ox0-2,3-dlhydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-
ylamino}-methyl}-phenyi)}-methanesulfonamide; '

Ethanesulfonic acld methyl{5-methyl-2-{2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-
trifilucromethyi-pyrimidin-4-ylamino}-methyi}-phenyi}-amide;

Ethanesulfonic acid ethy{2-{{2-(2-0x0-2,3~dihydro-1H-indol-5-ylamino)-5-
triflucromethyl-pyrimidin-4-ylaminc}-methyl}-phenyl}-amide;

Ethanesulfonic acid ethyl-{5-methyl-2-{[2-(2-0x0-2,3~dIhydro-1H-indol-5-ylamino)5-
trifiuoromethyl-pyrimidin-4-ylamino}-methyl}-phenyl)}-amide;

N-Ethyi-N-(5-methyl-2-{[2-(2-0x0-2,3-dihydro-1H-Indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyi}-phenyl}-methanesuifonamide;

Ethanesulfonic  acld  (5-methyl-2-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-
triflucromethyl-pyrimidin-4-ylamino}-methyl}-phenyl}-amide;

Ethanesuifonic  acld  (3-methyl-2<{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-
trifluoromethyl-pyrimidin-4-yiemino]-methyl}-phenyl)}-amide;

Ethanesulfonic ecid methyl-(3-methyl-2-{{2-{2-ox0-2,3~dIhydro-1H-indol-5-yiamino)-5-
triflugromathyi-pyrimidin-4-ylamino}-methyl}-phenyl}-amide;

2-2-(2-Ox0-2,3-dIhydro-1H-indol-5-ylamino)-5-triflucromethyl-pyrimidin-4-ylamino)-
ethanesulfonic acid methylamide;

Ethanesulfonic acid {3-[2-(2-ox0-2,3-dlhydro-1H-indol-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino]-propyl}-amide;

C-Methanesulfonyl-N-{3-[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-propyl}-methanesuifonamide;

Ethanesulfonic acid {2-[2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-6-triflucromethyl-
pyrimidin-4-ylamino]-ethyl}-amide;

C-Mesthanesulfonyl-N-{2-[2-(2-ox0-2,3-dihydro-1H-Indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino)-ethyl}-methanesulfonamide;

N-Methyl-N-{4-methyi-3-{[2-(2-0x0-2,3-dIhydro-1H-indo}-5-ylamino)-5-trifiucromethyl-
pyrimidin-4-ylamino}-methyl}-pyridin-2-yl)}-methanesulfonamide;

5-(4-{[1-(2,2,2-Trifluorc-acetyl)-piperidin-3-yimethyl]-amino}-5-trifluoromethyl-
pyrimidin-2-ylamino)-1,3-dihydro-indol-2-one;
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2,2,2-Trifluoro-ethenesulfonic  acld  {3-f2<(2-oxo-2,3-dhydro~-1H-indol-5-ylamino)-5-
trifluoromethyk-pyrimidin-4-ylamino}-propyll-amide; '
N-Mathyl-N-(4-{[2-(2-0x0-2,3-dihydro~1H-indo}-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino]-methyl}-pyrimidin-2-yi)-msthanssulfonamide;
N-Cyclopropyl-N-{2-{[2-(2-0x0-2,3-dihydro-1H-Indol-5-ylamino)-5-triflucromethyi-
pyrimidin-4-ylamino}-methyl}-phenyi}-methanesulfonamide;
N-Methyl-N-(2-{[2-(2-0x0-2,3-d/hydro-1H-indol-5-ylamino)-5-trifluoromethyt-pyrimidin-
4-ylamino}-methyl}-pyrimidin-4-yl)}-methanesulfonamide; |
N-Mathyl-N-{8-{[2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ytamino]-methyl}-pyrazin-2-yl)-methanesulfonamide;
N-Methyl-N-{2-{[2-{2-ax0-2,3-dIhydro-1H-indol-5-ylamino)-5-triflucromethyl-pyrimidin-
4-ylamino}-methyi}-pyridin-3-yi-methanesulfonamide; '
N-Methyl-N-(3-{[2-{2-ox0-2,3-dIhydro-1 H-indol-5-ylamino }-5-trifiuoromesthyt-pyrimidin-
4-ylamino]-methyl}-pyridin-4-yl)-methanssulfonamide;
N-Cyclopropyl-N-{3~{[2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino]-methyf}-pyridin-2-yl)-methenesulfonamide;
N-Methyl-N-(6-methyl-3-{[2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamiino)-5-rifiuoromethyl-
pyrimidin-4-ylamino]-methyi}-pyrazin-2-yl}-methanesulfonamide;
5-{4-[(2-Methanesulfonylmethyk-pyridin-3-yimethyl)-amino}-5-trifluoromethyl-pyrimidin-
2-ylamino}-1,3-dihydro-indol-2-one;
N-Methyl-N-{(4-{[2-(2-ax0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ytamino}nathyf}-pyridin-3-yi)}-methanasulfonamide; ,
N-Methyl-N-(3-methyi-6-{[2-(2-0x0-2,3-dlhydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyl}-pyridin-2-yl}-methanesulfonamide;
N-Methyl-N-{5-methyl-3-{[2{2-0x0-2,3-dihydro-1H-Indol-5-ylamino)-5-friflucromethyl-
pyrimidin-4-ylamino}-methyi}-pyridin-2-yl}-methanesulfonamide;
N-Methyl-N-(4-methyl-6-{[2-(2-0x0-2,3-dihydro-1H-indo}-5-ylamino)-5-trifluoromethyi-
pyrimidin-4-ylamino}-methyl}-pyridin-2-yl}-methanesulfonamide;
N-Methyl-N~(2-methyt-5-{[2-{2-oxo-2,3-dIhydro-1H-indol-5-yiamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyi}-pyridin-3-yf}-methanesulfonamide;
N-Methyl-N-{5-methyi-6-{[2-(2-ox0-2,3-dihydro-1H-indo!-5-ylamino)-5-triftuoromethyl-
pyrimidin-4-ylamino}-methyl}-pyridin-2-yl}-methanesulfonamide;
N-Methyl-N-(8-methyl-2-{[2-(2-0x0-2,3-dIhydro-1H-Indol-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino}-methyi}-pyridin-3-yl}-methanesulfonamide;
N-Methyl-N-(5-methyl-2-{[2-{2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino]-methyl}-pyrimidin-4-yl}-methanesulfonamide;
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N-Methyl-N-(5-methyl-2-{{2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-irifluoromethyl-
pyrimidin-4-ylamino]-methyi}-pyridin-3-yl}-methanesulfonamide,
N-Methyl-N-{4-methyl-2-{[2-(2-ox0-2,3-dIhydro-1H-indol-5-ylamino}-5-triflucromethyl-
pyrimidin-4-ylamino]-maethyl}-pyridin-3-yl-methanesulfonamide;
N-Methyl-N-(3-methyl-4-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylaminoj-methyi}-pyridin-2-yi}-methanesulfonamide;
N-Methyi-N-(5-methyi-4-{[2-(2-oxo-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylaminojmethyf}-pyrimidin-2-yl)-methanesulfonamide; '
N-Methyl-N-(6-methyl-5-{[2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrlmldln-4-ylam!no]lmeﬂlyl}-pyﬂdln-s-yl)-meIMEnasulfonamIde;
N-Methyl-N-(6-methyl-2-{[2{2-0x0-2,3-dIhydro-1 H-Indol-5-ylamino}-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyl}-pyrimidin-4-yf)}-methanesulfonamide;
N-Methyl-N-{5-methyl-4-{[2-(2-0x0-2,3-dIhydro-1 H-indol-5-ylamino)-5-irifluoromethyl-
pyrimidin-4-ylamino]-methy!}-pyridin-2-yi)-methanesulfonamide;
N-Methyl-N-(2-methyl-3-{[2(2-ox0-2,3-dlhydro-1H-indol-5-ylamino)-5-iriflucromethyl-
pyrimidin-4-ylamino]-methyl}-pyridin-4-yl}-methanesulfonamide;
N-Methyl-N-(6-methyi-4-{[2-{2-0x0-2,3-dIhytro-1H-indol-5-yiamino)-S-trifiuoromethyl-
pyrimidin-4-yiamino]-methyl}-pyridin-2-yi-methanesulfonamide;
N-Methyl-N-(5-methyl-3-{[2-(2-ox0-2,3-dIhydro-1H-indol-5-ylamino)}-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyl}-pyridin-4-ylHmethanesulfonamide;
N-Methyl-N-{5-methyl-6-{[2-(2-0x0~2,3-dIhydro-1 H-indol-5-ylamino)-5-trifiuoromethyt-
pyrimidin-4-ylamino]-methyl}-pyrimidin-4-yi}-msthanesulfonamide;
N-Mathyl-N-(5-methyl-4-{[2-(2-0x0~2,3-dihydro-1H-indol-5-ylamino)-5-triflucromethyl-
pyrimidin-4-ylamino}-methyl}-pyridin-3-yl)}-methanesulfonamide;
N-Methyl-N-(6-{]2-(2-ox0-2,3-dlhydro-1H-Indol-5-ylamino)-5-trifluoromethyt-pyrimidin-
4-ylamino}-methyl}-pyrimidin-4-yl}-methanesulfonamide;
N-Methy-N-(6-methyl-4-{[2-(2-0x0-2,3-dihydro-1 H-indol-5-ylamino)-5-triflucromethyl-
pyrimidin-4-ylamino]-methyl}-pyrimidin-2-yl}-methanesulfonamide;
N-Methyl-N-{2-methyl-4-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-yiamino]-methyf}-pyridin-3-yi}-methanesuifonamide;
N-Msthyl-N-(5-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyi-pyrimidin-
4-ylamino}-methyl}-pyrimidin-4-yl}methanesulfonamide;
N-Methyl-N-(2-methyl-8-{[2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyi}-pyrimidin-4-yl)-methanesulfonamide;
N-Methyl-N-(6-methyl-4-{[2-(2-ox0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyl}-pyridin-3-yf)}-methanesuifonamide;
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N-Methyl-N-{4-{[2<(2-0x0-2,3-dihydro-1H-indo}l-5-ylamino)-5-trifiucromaethyl-pyrimidin-
4-ylamino]-methyl}-pyrimidin-6-yi}-methanesufonamide;

N-Methyl-N-{2-methyi-5-{[2-(2-0x0-2,3-dIhydro-1H-indal-5-ylamino)}-5-triflucromathyt-
pyrimidin-4-ylamino}-methyl}-pyrimidin-4-yl)}-methanesulfonamide;

N-Methyi-N-(4-methyl-6-{[2-(2-0x0-2,3-dIhydro-1H-Indol-5-ylamino)-5-trifiuvoromethyi-
pyrimidin-4-ylamino]-methyl}-pyrimidin-5-yl)-methanesulfonamide;

N-Methy-N-(5-methyl-6-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)}-5-trifluoromethyt-
pyrimidin-4-ylamino}-methyl}-pyrazin-2-yl}-methanesulfonamide; '

N-Methyi-N-(5-methyl-3-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyl}-pyrazin-2-y}-methenesulfonamide;

N-Methyl-N-(2-methyl-6-{[2-{2-0x0-2,3-dIhydro-1H-indol-5-ytamino}-5-trifluoromethyl-
pyrimidin-4-ylaminol-methyf}-pyrimidin-5-yl}-methanesulfonamide;

N-Methyl-N-{(3-methyl-6-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-irifluoromethyl-
pyrimidin-4-ylamino}-methyl}-pyrazin-2-yl}-methanesulfonamids; and

N-Methyl-N<(6-methyl-5-{[2-(2-ox0-2,3-dihydro-1H-indol-5-ylemino)}-5-trifiuoromethyi-
pyrimidin-4-ylamino}-methyl}l-pyrimidin-4-yl}-methanesulfonamide.

This invention also relates to a method for the treatment of abnormal cell growth In a
mammai, Incduding @ human, comprising administering to said mammal an amount of a
compound of the formuia 1, as defined above, or a pharmacautically acceptable sait, solvate or
prodrug thereof, that is effective in treating abnormal cell growth. In one embodiment of this
method, the abnormal cell growth Is cancer, including, but not limited to, lung cancer, bone
cancsr, pancreatic cancer, skin cancer, cancer of the head or neck, cutaneous or intraccular
melanoma, ulerine cancer, ovarian cancer, fectal cancer, cancer of the anal region, stomach
cancer, colon cancer, breast cancer, uterine cancer, carcinoma of the falloplan tubes,
carcinoma of the endometrium, carcinoma of the cervix, carcinoma of the vagina, carcinoma of
the vulva, Hodgkin's Diseass, cancer of the esophagus, cancer of the small imestine, cancer of
the endocrine system, cancer of the thyraid gland, cancer of the parathyroid gland, cancer of
the adrenal gland, sarcoma of soft tissue, cancer of the urethra, cancer of the penis, prostate
cancer, chronic or acute leukemia, lymphocytic lymphomas, cancer of the bladder, cancer of the
kidney or ureter, renal cell cercinoma, carcinoma of the renal pelvis, neoplasms of the cantral
nervous system (CNS), primary CNS lymphoma, spinai axis tumors, brain stem gliomna, pituitary
adenoma, or a8 combination of one or more of the foregoing cancers. In one embodiment the
method comprises comprising administering to a mammal an amount of a compound of formula
1 that is effective In treating said cancer solld tumor. In one preferred embodiment the solid
tumor s breast, lung, colon, bran, prostate, stomach, pancreatic, ovarian, skin (melanoma),
endocrine, uterine, testicular, and bladgder cancer.

PCT/TB2005/001201 3@ _
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In another embodiment of said method, said abnormal cell growth is a benign
proliferative diseese, including, but not limited to, psoriasis, benign prostatic hypertrophy or
regtinosis.

This invention algo relates to a method for the treatment of abnormal cell growth in a
mammal which comprises administering to sald mammal an amount of 8 compound of formula
1, or a pharmaceutically acceptable sait, solvate or prodrug thereof, that is effective in treating
abnormmal cell growth in combination with an ant-tumor agent solected_from the group conslsting
of mitotic inhibitors, alkylating agents, ant-metabolites, intercalating antibiotics, growth factor
inhibltors, cell cycle inhibltors, enzymes, topolsomerase Inhibitors, biological response
modifiers, antibodles, cytotoxics, ant-hormones, and anti-androgens.

This invention also relates to a pharmaceutical composition' for the treatment of
abnormal cell growth In a mammal, including a human, comprising an amount of 8 compound
of the formula 1, as defined above, or a pharmaceutically acceptable salt, solvate or prodrug
thereof, that Is effective in treating abnormal cell growth, and a pharmaceutically acceptable
camrier. In one embodiment of sald composition, said abnormal cell growth I8 cancer,
Including, but not limited to, lung cencer, bone cancer, pancreatic cancer, skin cancer, cancer
of the head or neck, cutaneous or Intraccuiar melanoma, uterine cancer, ovarlan cancer,
rectal cancar, cancer of the anal regicn, stomach cancer, colon cancer, breast cancer, uterine
cancer, cercinoma of the fallopian tubes, carcinoma of the endometrium, carcinoma of the
cervix, carcinoma of the vagina, carcinoma of the vuiva, Hodgkin's Disease, cancer of the
esophagus, cancer of the small intestine, cancer of the endocrine system, cancer of the
thyrold gland, cancer of the parathyroid glend, cancer of the adrenal gland, sarcoma of soft
tissue, cancer of the urethra, cancer of the penis, prostate cancer, chronic or acute leukemia,
lymphocytic lymphomas, cancer of the bladder, cancer of the kidney or ureter, renal cell
carcinoma, carcinoma of the renal peivis, neoplasms of the central nervous system (CNS),
primary CNS lymphoma, spinal axis tumors, brain stem glioma, phultary adenoma, or a
combination of one or more of the foregoing cancers. In another embodiment of sak
phammaceutical compasition, said abnormal cell growth Is a benign proliferstive diseass,
including, but not fimited to, psoriasis, benign prostatic hyperirophy or restinosis,

This Invention also relaies to a method for the treatment of abnormal cell growth in a
mammal which comprises administering to sald mammal an amount of a compound of
formule 1, or a pharmaceutically acceptable salt, solvate or prodrug thereof, that Is effective in
treating abnormal cell growth In combination with another antl-tumor agent selected from the
group consisting of mitatic inhibitors, alkylating agents, anti-metabolites, intercalating
antibiotics, growth factor inhibitors, ceil cycle inhibltors, enzymes, topoisomerase inhibitors,
biological response modifiers, antibodies, cytotoxics, ant-hormones, and anti-androgens.
The invention also contemplates a pharmacsutical composition for treating abnormal cell
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growth wherain the compostiion includes & compound of formula 1, as defined above, or &
pharmaceutically acceptable salt, solvate or prodrug thereof, that i effective In treating
abnormal cell growth, and another anti-tumor agen! selected from the group consisting of
mitotic Inhibltors, alkylating egents, anti-metabolites, intercalating antiblotics, growth factor
inhibitors, cell cycle inhibitors, enzymes, topolsomerase Inhibitors, blological response
modifiers, antlbodles, cytotoxics, anti-hormones, and antl-androgens.

This invention also relates to a method for the treatment of & disorder associated with
anglogenesls in a mammal, Including a human, comprising admlnhiaﬂng to seid mammal an
amount of a compound of the formula 1, as defined above, or a phammaceutically ecceptable
sait, solvate or prodrug thereof, thet is effective in treating sald disorder in combination with
one or more anti-tumor agents listed above. Such disorders include cancerous tumors such
as melanoms; qcular disorders such as age-relatad macular degeneration, presumed ocular
histopiasmosis syndrome, and retinal neovascularization from proliferative diabetic
retinopathy; rheumatoid arthritis; bone loss disorders such as osteoporosis, Paget's diseass,
humoral hypercalcemia of malignancy, hyparcaliceamia from tumors metastatic to bone, and
osteoporosis induced by glucocorticoid treatment; coronary restenosis; and cartain microbial
infections including those mssociated with microblal pathogens selbcted from adenovirus,
hantaviruses, Borrella burgdorfer, Yersinla spp., Bordetolla pertussis, and group A
Sireptococcus.

This invention also relates to a method of (and to a pharmaceutical composition for)
treating abnormal cell growth in & mammal which comprise an amount of a compound of
formula 1, or a pharmaceutically acceptable salt, solvate or prodrug thereof, in combination
with an amount of one or more substances selected from ant-angiogenesis agents, signal
transduction Inhibltors, and entiproliferative agents, which amounts are together effective in
treating said abnormal cell growth.

Anti-anglogenesis agents, such as MMP-2 (matrix-metalloprotienase 2) inhibltors,
MMP-9 (matrix-metalioprotienase 9) inhibitors, and COX-l| {cyclooxygenase It} Inhibitors, can
be used in conjunction with 8 compound of formula 1 in the methods and phamaceutical
compositions described herein. Examples of useful COX-II inhibitors include CELEBREX™
(celecoxib), Bextra (valdecoxib), paracoxib, Vioxx (rofecoxib), and Arcoxia (etoricoxib).
Examples of useful matrix metalioproteinase inhibitors are described in WO 98/33172
(published October 24, 1988), WO 08/27583 (published March 7, 1998), European Patent
Application No. 87304871.1 (filed July 8, 1887), European Patent Application No. 993086172
(fled October 29, 1999), WO 9807697 (published February 26, 1998), WO 98/03518
(published January 29, 1988), WO 88/34818 (published August 13, 1898), WO 88/34815
(published August 13, 1998), WO 98/33768 (published August 6, 1998), WO $8/30566
(published July 16, 1998), European Patent Publication 606,046 (published July 13, 1994),

A
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European Patent Publication 831,788 (published July 28, 1988), WO 80/05719 (published May
331, 1990), WO 88/52910 (published October 21, 1889), WO 99/52889 (published October 21,
1999), WO 908/28667 (published June 17, 1988), PCT Inlemational Application No.
PCT/IB88/01113 (filed July 21, 1998), Eurcpean Patent Application No. §8302232.1 (filed
March 25, 1998), Great Britain patent application number 8812861.1 (filed June 3, 1998),
United Statas Provisional Application No. 80/148,464 {fled August 12, 1888), Unlted States
Patent 5,863,949 (issued January 26, 1989), Unlied States Patent 5,861,510 (Issued January
19, 1999), and European Patent Publication 780,386 (published June 25, 1987), all of which are
hereln Incorporated by reference In their entirety. Preferred MMP-2 and MMP-8 inhibitors are
those that have litile or no activity Inhibitihng MMP-1. More preferred, are those that selsctively
inhibit MMP-2 and/or MMP-8 reistive to the other matrix-metalioproteinases (Le. MMP-1, MMP-
3, MMP-4, MMP-5, MMP-8, MMP-7, MMP-8, MMP-10, MMP-11, MMP-12, and MMP-13).

Some specific examples of MMP inhibitors ussful in combination with the compounds
of the present invention are AG-3340, RO 32-3565, RS 13-0830, and the compounds recited
in the following list:

3-[[4-(4-flucro-phenoxy}-benzanesulfonyi{ 1-hydroxycarbamoyt-cyciopentyl}-amino}-

propionic acid;

3-ax0-3-[4-(4-flucro-phenoxy)-benzenesulforylamino]-8-oxa-bicyclo[3.2. 1Joctans-3-
carboxylic acid hydroxyamide;

(2R, 3R) 1-4~(2-chloro-4-fluoro-benzyloxy)-benzenesulfonyl]-3-hydroxy-3-methyl-
piperidine-2-carboxylic acid hydroxyamide;

4-}4-(4-fluoro-phenoxy)-benzenesulfonylamino}-etrahydro-pyran-4-carboxylic  acid
hydroxyamide;

3-[[4-(4-fluoro-phenoxy)-benzenesulfonyl}-(1-hydroxycarbamoyl-cyclobutyl}-amino}-
proplonic acid;

4-J4-{4-chloro-phenoxy)-benzensesulfonylamino}-tetrahydro-pyran-4-carboxylic  acld
hydroxyamide;

3-[4-{4-chloro-phsnoxy)-benzenssulfonylaminol-tetrahydro-pyran-3-carboxylic  acid
hydroxyamide;

(2R, 3R) 1{4-{4-fluoro-2-methyl-benzyloxy)-benzenesulfonyl}-3-hydroxy-3-methyl-
piperidine-2-carboxyllc acid hydroxyamide;
3{J4-{4-fluoro-phenoxy)-benzenesulfonyl]-{ 1-hydroxycarbamoyl-1-methyl-sthyl)-

amino]-propionic acid;
3{14-{4-fluoro-phenoxy)-benzenesulfonyl}-(4-hydroxycarbamoyi-tetrahydro-pyran-4-

yl}-emino}-proplonic acid;
3-ax0-3-[4-{4-chloro-phenoxy)-benzenesulfonylamino}-8-oxa-bicyclo[3.2.1]Joctane-3-

carbaxylic acid hydroxyamide;
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3-endo-3-{4-(4-fluoro-phenoxy)-benzenesulfonylamino]-8-oxa-bicycio[3.2. 1]octane-3-

carboxylic acid hydraxyamide; and
3-[4-{4-fluoro-phenoxy)-benzenesulfonylaminoc}-tetrahydro-furen-3-carboxylic acld

hydroxyamide;

and pharmacsutically acceptable salts, solvates and prodrugs of said compounds.

VEGF Inhibltors, for example, SU-11248, SU-5416 and SU-8668 (Sugen Inc. of South
San Francisco, California, USA), can also be combined with a compound of formula 1. VEGF
Inhibitors are described In, for example in WO 86/24440 (published May 20, 1899), PCT
imernational Application PCT/IBS8/00797 (filed May 3, 1988), in WO 96/21613 {published
August 17, 1885), WO 99/81422 (published December 2, 1099), United States Patent
5,834,504 (issued November 10, 1998), WO 88/50356 (published November 12, 1988), United
States Patent 5,883,113 (issued March 16, 1888), United States Patent 5,886,020 (lssued
March 23, 1888), United States Patent 5,792,783 (lssued August 11, 1988), U.S. Patent No. US
6,653,308 {issued November 25, 2003), WO 99/10349 (published March 4, 1888), WO
§7/32856 (published Septermmber 12, 1997), WO 87/22588 (published June 26, 1987), WO
88/54083 (published Decamber 3, 1998), WO 88/02438 (published January 22, 1888), WO
96/16755 (published Aprﬂ 8, 1999), and WO 98/02437 (published January 22, 1898), all of
which are hbraln incorporated by reference in thelr entirety. Other examples of some specific
VEGF Inhibitors are IM862 (Cytran Inc. of Kirkiand, Washington, USA); Avastin, an ant-VEGF
monocional antibody of Genentach, inc. of South San Francisco, Cailfornia; and englozyme, a
synthetic ribozyme from Ribozyme (Bouider, Colorado) and Chiron (Emeryville, Callfornia).

ErbB2 receptor Inhibitors, such as GW-282874 (Glaxo Welicome pic), and the
monociona! entibodies AR-208 (Aronex Pharmaceuticals Inc. of The Woodlande, Texas,
UsA) end 2B-1 (Chiron), may be administered in combination with @ compound of formula 1.
Such erbB2 Inhibltors iInclude Herceptin, 2C4, and pertuzumab. Such erbB2 Inhibitors include
those described in WO 88/02434 (published January 22, 1988), WO 98/35148 (published July
15, 1889), WO 89/35132 (published July 15, 1988), WO 88/02437 (published January 22,
1908), WO 87/13760 (published April 17, 1897), WO 95/18970 {published July 27, 1866),
United States Patent 5,587,458 (lssued December 24, 1996), and United States Patent
5,877.305 (Issued March 2, 1999), each of which Is herein Incorporated by reference in its
entirety. ErbB2 receptor Inhibitors useful in the present invention are also described in United
States Provisional Application No. 60/117,341, flled January 27, 1899, and In Unlted Staetes
Provisional Application No. 60/117,346, filed January 27, 1999, both of which are hereln
incorporated by reference in their entirety. Other erbb2 receptor inhibitors include TAK-185
(Tekeda) and GW-572016 (Glaxo-Welicoms).

Various other compounds, such as styrene denvatives, have also been shown to
possess tyrosine kinase inhibitory properties, and some of tyrosine kinase inhibitors have

PCT/IB2005/001201 ; i '

%



WO 2005/111023

10

16

20

35

been Identlified as arbB2 receptor inhibitors. More recently, five European patent publications,
namely EP 0 566 226 A1 (published October 20, 1883), EP 0 802 851 A1 (published June 22,
1994), EP 0 835 507 A1 (published January 25, 1985), EP 0 835 498 A1 (published January
25, 1995), and EP 0 520 722 A1 {(pubiished December 30, 1882), refer o certain bicyclic
derivatives, in particular quinazoline derivatives, as possessing antl-cancer properties that
result from their tyrosine kinase inhibltory properties. Also, World Patent Appiication WO
92/20842 (published November 26, 1992), refers to certain bis-mono and bicydlic aryl and
hetercaryl compounds as fyrosine kinase inhibitors that are useful ln' inhibiting abnormal cell
proliferation. World Patent Applications WO96/16860 (published June 8, 1988), WO
96/09284 (published Merch 8, 1888), WO 97/30034 (published August 21, 1697), WO
98/02434 (published January 22, 1868), WO 08/02437 (published Jamuary 22, 19898), and
WO 88/02438 (published January 22, 1898), aiso refer to substituted bicyclic heteroaromatic
derivatives as tyrosine kinase inhibitors that are useful for the same purpose. Other patent
applications that refer to ant~cancer compounds are Worild Patent Application WO00/44726
{published August 3, 2000), EP 1029853A1 (published August 23, 2000), and WO01/88277
(publishad December 12, 2001) ail of which are incorporated herein by referance in thelr
entirety. '

Other antiproiiferative agents that may be used with the compounds of the present
invention include Inhibitors of the enzyme famesyl proteln transferase and inhibltors of the
receptor tyrosine kinase PDGFr, inciding the compounds disclosed and clgimed in the
following United States patent applications: 08/221946 (filed December 28, 1998); 08/454058
(fled Dacember 2, 1990); 08/501163 (fled February 8, 2000); 08/539930 (filed March 31,
2000); 09/202796 (filed May 22, 1897); 09/384339 (flled August 26, 1998); and 09/383755
(fled August 26, 1988); and the compounds disciosed and claimed in the following Unttad
States provisional patent epplications: 60/168207 (filed November 30, 1999); 60/170118 (filed
December 10, 1999); 60/177718 (fled January 21, 2000), 60/168217 (fled November 30,
1909), and 80/200834 (filed May 1, 2000). Each of the foregoing patent applications and
provisional patent applications is hersin incorporated by reference in their entirety.

A compound of formula 1 may also be used with other agents ussful in treating
abnormal cell growth or cancer, including, but not limited to, agents capable of enhancing
antitumor Immune responses, such as CTLA4 (cytotoxic lymphocyte antigen 4) antibodies,
and other agents capable of blocking CTLA4; and antl-proliferative agents such as other
famesyl protein transferase inhibitors, for example the famesyl protein transferase inhibitors
described in the references cited in the “Background” section, supra. Specific CTLA4
antibodies that can be used in the present invention inciude those described in United States
Provisional Application 60/113,647 (filed December 23, 1998) which Is hereln Incorporated by

reference in its entirety.
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A compound of formula | may be applied as a sole therapy or may involve one or
more other anti-tumor substances, for example those selected fram, for example, mitotic
inhibitors, for example vinblastine; alkylating egents, for example cis-piatin, oxaliplatin,
carboplatin and cyclophosphamide; anti-metabolites, for example 5-fluorouracil, capecitabine,
cytosine arabinoside and hydroxyurea, or, for example, one of the preferred anti-metabolltes
disclosed in European Patent Application No. 239362 such as N-(5-{N-(3,4-dihydro-2-methyl-
4-oxoquinazolin-8-yimethyl}-N-methylamino]-2-thenoyl)}-L-glutamic  acid; growth factor
inhibitors; cell cycie inhibitors; intercaiating antibiotics, for example adriarhycin and bleomycin;
enzymes, for axample interferon; and ant-hormones, for example anti-estrogens such as
Noivadex (tamaxifen) or, for exampie anti-androgens such as Casodex (4'-cyano-3-(4-
ﬂuorophenylsuIpﬁonyl)-2-hydmxy-2—rneﬁ1yl—3'—(u1ﬂuoromeﬂ1yl)pmplonanIllde).

The compounds of the present invention mey be used aione or in combination with
one or more of a variety of anti-cancer agents or supportive care agents. For example, the
compounds of the present invention may be used with cytotoxic agents, e.g., one or more
selected from the group consisting of a camptothecin, Irinotecan HCl (Camptosar),
edotecerin, SU-11248, epirubicin (Ellence), docstaxel (Taxoters), paciitaxsl, rituximab
(Rituxan) bevacizumab (Avastin), imatinib mesylate (Gleevec), Erbitux, gefitinib (iressa), and
comblinations thereof. The invention aiso contempiates the use of the compounds of the
present Invention together with hormonal therepy, ©.g., exemestane (Aromasin), Lupron,
snastrozole (Arimidex), tamoxifen citrate (Noivadex), Treistar, and combinations thereof.
Further, the invention provides a compound of the present invention alone or In combination
with one or more supportive care products, e.g., a product selected from the group consisting
of Flgrastim (Neupogen), ondansetron (Zofran), Fragmin, Procrit, Aloxi, Emend, or
combinations thereof. Such conjoint treatment may be achieved by way of the simultaneous,
sequential or separate dosing of the individual components of the treatment.

The compounds of the invention may be used with antitumor agents, alkylating
agents, antimetabolites, antibiotics, plant-derived antitumor agents, camptothecin derivatives,
tyrosine kinase inhibitors, antibodies, interferons, and/or biological response madifiers. In this
regard, the following is a non-imiting list of exemples of secondary agents that may be used
with the compounds of the invention.

o Alkylating agents include, but are not limited to, nitrogen mustard N-oxide,
cyclophosphamide, Hosfamide, melphalan, busulfan, mitobronltol, carboquone,
thiotepa, ranimustine, nimustine, temozolomide, AMD-473, altretamine, AP-5280,
spaziquone, brostallicin, bendamustine, carmustine, estramustine, fotemnustine,
glufosfamide, IKosfamide, KW-2170, mafosfamide, and mitolactol; platinum-
coordinated alkylating compounds include but are not limited to, cisplatin, carboplatin,
eptaplatin, lobaplatin, nedaplatin, oxalipiatin or satrplatin;

PCT/182005/001201 ﬁ;
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Antimetabolites include but are not Imited to, methotrexate, 6-mercaptopurine
riboside, mercaptopurine, S5-flucrouracii (5-FU) alone or In combination with
Jeucovorin, iegafur, UFT, doxifluridine, carmofur, cytarabine, cytarabine ocfosfate,
enocitabine, S-1, gemcitabine, fiudarabin, 5-azacitidine, capecitabine, cladribine,
clofarabine, decitabine, eflomithine, ethynyicytidine, cytosine ambinoside,
hydroxyurea, TS-1, melphalan, nelarabine, nolatrexed, ocfosfate, disodium
premetraxed, pentostatin, pelitrexol, raltitrexed, tiapine, trimetrexats, vidarabine,
vineristine, vinorelbine; or for exampie, one of the preferred ant-metabolltes disclosed
in European Patent Application No. 238362 such as N-{5-{N-(3,4-dlhydro-2-methyl-4-
oxoquinazolin-8-yimethyl)-N-methylamino}-2-thenoyl}-L-giutamic acld;

Antiblotics inciude but are not limited to: aclarubicin, actinomycin D, amrubicin,
annamycin, bleomydn, dauncrubicin, doxorubicin, eisamitrucin, epirublcin,
galarubicin, idarubicin, mitomycin C, nemorubicin, neocarzinostatin, peplomycin,
pirerubicin, rebeccamycin, stimalamer, strepiozocin, vairubicin or xinostatin;

Hormonal Iﬁerapy agents, e.g., exsmestane (Aromasin), Lupron, anastrozole
{Arimidex), doxercaiclferol, fadrozole, formestane, anti-estrogens such as tamoxifen
citrate (Nolvadex) and fulvestrant, Trelster, toremifene, raloxifene, lascfoxifene,
letrozole (Femara), or enti-androgens such as bicelutamide, flutamide, mifepristone,
niiutamide, Casodex® (4'-cyano-3-(4-fluorophenyisulphonyl)-2-hydroxy-2-methyl-3-
(trifiuvoromethyl)propionanilide) and combinations thereof;

Plant derived anti-tumor substances include for example thase selected from mitotic
inhibitors, for example vinblastine, docetaxsl (Taxotere) and paciitaxel;

Cytatoxic topoisomerase Inhiblting agents include one or more agents selected from
the group consisting of aclarubicn, amoneafide, belotecan, camptothecin, 10-
hydroxycampiothecin, 9-aminocamptothecin, diflomotecan, Irinotecan HCI
(Camptosar), edotecarin, epirubicin (Ellence), etoposide, exatecan, gimatecan,
lurtotecan, mitoxentrone, plrarubicin, pixantrone, rubliecan, sobuzoxane, SN-38,
tafluposide, and topotecan, and combinations thereof;

immunologicals Indude Interferons and numerous other immune enhancing agents.
interferons include interferon alpha, Interferon alpha-2a, interferon, alpha-2b,
interferon beta, interferon gamma-1a or interferon gamma-n1. Other agents Include
fiigrastim, lentinan, sizofllan, TheraCys, ubenimex, WF-10, aldesleukin,
alemtuzumab, BAM-002, dacarbazine, daclizumab, denileukin, gemtuzumab
ozogamicin, ibrtumomab, imiquimod, lenograstim, lentinan, melanoma vaccine
(Corixa), molgramostim, OncoVAX-CL, sargramostim, tasonermin, tecleukin,
thymalasin, tositumomab, Vinulizin, Z-100, epratuzumab, mitumomab, oregovomab,
pemtumomab, Provenge;

PCT/IB2005/001201 ?f’F
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e Biological response modifiers are agents that modify defense mechenisms of tving
organisms or biological responses, such as survival, growm.' or differentlation of
tissue cells to direct them to have anti-tumor activity. Such agents include krestin,
lentinan, sizofiran, picibanil, or ubenimenc.

e« Other enticancer agents include elitretinoin, ampligen, atrasentan bexarotene,
bortezomib. Bosentan, calcitriol, exisulind, finasteride,fotemustine, Ibandronic acid,
rnllhfoalne.' mitoxantrone, -asparaginass, procarbazine, dacarbazine,
hydroxycarbamide, pegaspargase, pentoststin, tazarotne, TLK-288, Veicade, '
Tarceve, or tretinoin;

s Other antlangiogenic compounds include ediiretin, fenretinide, thalidomide,
zoledronic acid, anglostatin, aplidine, cilengtide, combretastatin A4, endostatin,
halofuginons, rebimastat, removab, Reviimid, squalamine, ukrain and Vitaxin;

e Platinum-coordinated compounds Include but are not Imited to, clsplatin, carboplatin,
nedaplatin, or oxaliplatin;

o Camptothecin derivatives include but are not Imifed to campiothecin, 10-
hydroxycamptothecin, 9-aminocamptothecin, irinotecan, SN-38, edotecarin, and
topotecan; '

e Tyrosine kinese Inhibitors are Iressa or SU5416;

e Antbodies include Herceptin, Erbitux, Avastin, or Rituximab;

e Interferons Include Interferon alpha, Interferon slpha-2e, Interferon, alpha-2b,
Interferon beta, Interferon gamma-1a or interferon gamma-n1;

» Biological response modifiers are agents that modify defense mechanisms of living
organiams or biologlcal responses, such as survival, growth, or differentiation of
tissue calls to direct them to have anti-tumor activity. Such agents Include krestin,
lentinan, stzofiran, picibanil, or ubenimex; and
Other antitumor agents include mitoxantrone, l-asparaginese, procarbazine,

decarbazine, hydroxycarbamide, pentostatin, or tretinoin.

"Abnormal cell growth®, as used herein, unless otherwise indicated, refers to cell
growth that is independent of normal regulatory mechanisms (e.g., loss of contact inhibition).
This includes the abnormal growth of: {1) tumor cells {tumors) that proliferate by expressing a
mutated tyrosine kinase or overexpression of a receptor tyrosine kinase; (2) benign and
melignant cells of other proliferative diseases in which aberrant tyrosine kinase activation
occurs; (4) any tumors that proliferate by receptor tyrosine kinases; (5) any tumors that
proliferate by aberrant serine/threonine kinase activation; and (8) benign and malignant cells
of other proiiferative diseases in which aberrant serine/threonine kinase activation occurs..

The compounds of the present invention are potent inhiblitors of the FAK protein
tyrosine kinases, and thus are all adapted to therapeutic use as antiproliferative agents (e.g.,
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anticancer), antitumor (e.g., effective against solid tumors), antianglogenesis (e.g., stop or
prevent proliferationation of biood vessels) in mammals, particularly in ﬁumans. in particular,
the compounds of the present invention 'are useful in the prevention and treatment of a varlety
of human hyperproliferative disorders such as malignant and benign tumors of the liver,
kidney, bladder, breest, gastric, ovarian, colorectal, prostate, pancreatic, lung, vuival, thyroid,
hepatic carcinomas, sarcomas, glioblasiomas, head and neck, and cther hyperplastic
conditions such as benign hyperpiasia of the skin (8.0., psoriasis) and benign hyperplasia of
the prostate (g0, BPH). it is, in addition, expected thet a compound of the present invention
may possess activity against a range of leukemias and lymphoid malignancies.

in one prefermed embodiment of the present Invention cancer Is selectsgd from lung
cancer, bone cancer, pancreatic cancer, gastric, skin cancer, cancer of the head or neck,
cutaneous or intreocular melanoma, uterine cancer, ovarian cancer, gynecological, rectal
cancel, cancer of the anal region, stomach cancer, colon cancer, breast cancer, uterine
cancer, carcinoma of the fallopian tubes, carcinoma of the endometrium, carcinoma of the
cervix, carcinoma of the vagina, carcinoma of the vulva, Hodgkin's Disease, cancer of the
esophagus, cancer of the small Intestine, cancer of the endocrine system, cancer of the
thyrold gland, cancer of the perathyroid gland, cancer of the edrenal’ gland, sarcoma of soft
tissue, cancer of the urethra, cancer of the penls, squamous cell, prostate cancer, chronic or
acute leukemla, lymphocytic lymphomas, cancer of the bladder, cancer of the kidney or
ureter, renal ceil carcinoma, carcinoma of the renai pelivis, neoplasms of the central nervous
system (CNS), primary CNS lymphoma, spinal axis tumors, brain, pltultery adenoma, or a
combination of one or mare of the foregoing cancers. .

In a more preferred embodiment cancer is selected a solid tumor, such aes, but not
[imited to, breast, lung, colon, braln, prostate, stomach, pancreatic, ovarian, skin (melanoma),
endocrine, uterine, testicular, and bladder.

The compounds of the present invention may aiso be useful in the treatment of
additional disorders In which aberrant expression ligand/recaeptor interactions or activation or
signalling events related to various protein tyrosine kinases, are involved. Such disorders
may Include those of neuronal, glial, astrocytal, hypothalamic, and other glandular,
macrophagal, epithelial, stromal, and blastocoslic nature In which eberant function,
axpression, activation or signailing of the erbB tyrosine kinases are involved. In addition, the
compounds of the present invention may have therapeutic utllity In inflammatory, angiogenic
and immunologic disorders Involving both identified and as yet unidentified tyrasine kinases
that are inhibited by the compounds of the present invention.

A particular aspect of this Invention Is directed to methods for treating or preventing a
condition that presents with low bone mass in a mammal {including a human being) which
comprise administering to a mammal in need of such treatment a condition that presents with
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low bone mass treating amount of a Formula | compound or a pharmaceutically acceptable
sait of sald compound.

This Invention Is particularly directed to such methods wherein the condition that
presents with low bone mass Is osteoporosls, frallty, an osteoporotic fracture, a bone defect,
childhood Idiopathic bone loss, alveclar bone loss, mandibular bone loss, bone fracture,
osteotomy, periodontitis or prosthetic ingrowth,

A particular aspect of this invention Is directed to methods for treating osteoporosis in
a mammal (incuding a human being) which comprise administaring to .é mammal in need of

such treatment an' osteoporosis treating amount of a Formula | compound or a
pharmaceutically acceptable salt of sald compound.

Ancther aspect of this invention is directsd to methods for treating a bone fracture or
an osteoporotic fracturs in a mammal which comprise administering to a mammal [n need of
such treatment a bone fracture treating or an osteoporotic fracture tresating amount of a
Formula | compound or a pharmaceutically acceptable salt of sald compound.

The term “osteoporosis™ Includes primary ostecporosis, such as senfle,
postmenopausal and juvenile osteoporosis, as well as secondery osteoporosis, such es
osteoporosis due to hyperthyroidism or Cushing syndrome (due to corticosterold ues),
acromegaly, hypogonadism, dysosteogenesis and hypophospatasemia.

The term “ireating”, as used herein, unless otherwise Indicated, means reversing,
glleviating, inhiblting the progress of, or praventing the disorder or condition to which such
term applles, or one or more symptoms of such disorder or condition. The term “treatment®,
as used herein, unless otherwise indicated, refers to the act of treating as "treating” Is defined
immediately above.

The present Invention also provides a pharmaceutical composition comprising a
compound of formula (I), or a pharmaceutically acceptable salt or solvate thereof, as
hereinbefore defined In essociation with a pharmaceutically acceptable adjuvant, diluent or
carrier.

The invention further provides a process for the preparation of a pharmaceutical
composition of the invention which comprises mixing a compound of formula (l), or a
pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined with a
pharmaceutically acceptable adjuvent, diluent or carrier.

For the above-mentioned therapeutic uses the dosage administered will, of course,
vary with the compound employed, the mode of administration, the treatment desired and the
disorder indicated. The dally dosage of the compound of formula (l)salt/solvate {active
ingredient) may be in the range from 1 mg to 1 gram, preferably 1 mg fo 250 mg, more
preferably 10 mg to 100 mg.

The present Invention also encompasses sustained release compositions.
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The compounds of formula 1 can be prepared using the synthetic routs outiined in
Scheme 1. The substituents in Scheme 1 have the same meaning as the substituents
defined for formula 1.

CFy
HN i, 7 § N CFa
”euoa’:Ic. =~

N

N

R¢ECRIRY,R
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<0 O
HJ\" W
RCR'Rn
1
g Scheme 1

Compounds of formuia 1 can be prepared starting from the $-aminoc-oxindole (8) and
pyrimidine (7). Combining 7 with a Lewis Acid at tempematures rangling from —15 to 45°C for a
time period of 10-80 minutes in an Inert solvent (or solvent mixture) followed by addition of 8
and a sultable base provides after the period of 1-24 h the Intermediate 4-chioropyrimidine (8)
in high ylelds. Examples of inert solvents include but are not limited to THF, 1,4-dloxane, n-
BuOH, FPrOH, dichloromethane and 1,2-dichlorosthane. Examples of sultable bases
employed may include but are not limited fo (i) non-nucieophllic organic bases for example
triethylamine or diisopropylethylamine (i) Inorganic bases such as potassium carbonate or
ceslum carbonate or {Jll) resin bound bases such as MP-carbonate.

Examples of Lewis Acids inciude but ere not limited o halide salts of magnesium,
copper, Zinc, tin or titanium. In the next reaction, Intermediate 8 is reacted with an amine of
the formula 9 efther neat or in the presence of an Inert solvent {or solvent mixture) at
temperatures ranging from 0 to 150°C to provide the compounds of formula 1. Optionally this
reaciion can be run In the presence of a sultable base. Examples of sultable solvents for this
reaction Include but are not limited to THF, 1,4-dioxane, DMF, N-methyl-pymolidinone, EtOH,
n-BuOH, FPrOH, dichloromethane, 1,2-dichloroethane, DMSO or acetonitrile. Suitable bases
are as outlined above.

Compounds of the present invention may be synthetically transformed into other
compounds of the Invention by techniques known to those skilled in the art. Simply for
llustrative purposes and without limiation, such methods include:
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a) removal of a protecting group by methods outlined in T. W. Greene and P.G.M.
Wuts, “Protsctive Groups in Organic Synthesis”, Second Edition, John Whey and Sons, New
York, 1991; e.g., emoval of a BOC protscting group with an acki source such as HCI or
trifiuoroacetic acid.

b) displacemsnt of a isaving group (halide, mesyiate, tosylate, etc) with functional
groups such as but not limitad to @ primary or secondary amine, thiol or alcoho! to form a
secondary or tertiary amine, thioather or ether, respectively. i

c) treatment of phenyl (or substituted phenyl) carbemates with primary of secondary
asmines to form the corresponding ureas as in Thavonekham, B et al. Synthesis (1907), 10,
p1188;

d) reduction of propargyl or homopropargyl alcohols or N-BOC protected primary
amines to the corresponding E-ailylic or E-homoallylic derivatives by treatment with sodium
bis(2-methoxyathoxy)aluminum hydride (Red-Al) es in Denmark, S. E.; Jones, T. K. J. Org.
Chem. (1982) 47, 4585-4587 or van Benthem, R. A. T. M.; Michels, J. J.; Speckamp, W. N.
Syniett (1964), 368-370;

e) reduction of alkynes to the comesponding Z-alkene derivatives by treatment
hydrogen ges and e Pd catalyst as in Tomassy, B, et. al. Synth. Commun. {1688), 28, p1201

f) treatment of primary and secondary amines with an Isocyanate, acid chloride (or
other activated carboxylic ecld derivative), alkylaryl chicroformate or sulfonyl chioride to
provide the corresponding urea, amide, carbamate or sulfonamide;

g) reductive amination of a primary or secondary aminé using an aldehyde or ketone

and an appropriate reducing reagent. . )
h) treatment of alcohols with en isocyenats, ecld chloride {or other activated

carboxylic acid derivative), elkyl/aryl chloroformate or sulfonyl chioride to provide the
corresponding carbamats, ester, carbonste or sulfonic acld ester,

Amines of the formula 8 may be purchased and used directly or altematively be
prepared by one skilled in the art using ordinary chemical transformations. For example;
arylalkkylamines or heteroarylelkylamines may be prepared from the carresponding nitrile by
catalytic hydrogenation using catalysts such as Pd/C or Raney Nicke! or by lithium aluminum
hydride reduction, (see Rylander, Catalytic Hydrogenation in Organic Synthesis, Academic

Press, 1879).

¢Ha NHz o
N Hy/ Pd on Carbon

NC 0.CH N
\s e -s
U Inert Solvent '\©, OCHs

The nitrfle starting materiels can be elther purchased or prepared from the
corresponding aryl/heteroaryl bromide, 1odide or triflate and Zn(CN)2 using Pd coupling
conditions found in Tschaen, D. M., et. al Synthetic Communications (1994), 24, 6, pp 887-

890.
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Br SO4CH, Zn{CN)2/ Pd NG SO,CHy
\©/ Inert Solvent \©/

Altematively, benzylamines or heteroaryimsthylamines can be prepared by reacting
the appropriate arylalkyl or heteroarylalkyl halide and the potassium salt of (BOC)NH
(reference) and subsequent removal of the BOC groups with acid.

| Boc., ,.Boc Boc.., Boc

a N
» H Basa cH’
¥ inart Soivent
NOg . NOg

Amines, protected forms of amines, precursors to amines and precursors to the
protected forms dof amines of formula 8 can be prepared by combining the appropriate alkyne,
or alkenyl stannane, alkenyl borane, alkeny! boronic acid, boronic ester with the appropriate aryl
or heteroaryl bromide, lodide or triflate using Pd coupling conditions as found In Teujl, J.;

40 Palladium Reagents and Catalysis, John Wiey and Sons 1989 end references clted thereln.

Bw\ M\.
NH NH "

/\gn Pd —
LS C A o

Appropriately protected amines of formula @ may be converted to different amines of
formula 9 according to methods familiar to those skilled In the ert for exampleas but limited to:

15 (a) oxidation of a thioether to a sulfoxidie or sulfone.
~Boc ~Boc
HN HN
MCPBA 0O,
o~ | e Inert Solvent s Y Hy
CHy CHy

(b) N-alkylation of a sulfanilide can be achieved under phase transfer using
conditions described by Brehma, R. “Synthesis”, (1876), pp113-114.

o O S
Negoychy NeOHPTC
NcU Inert Solvent NCO/N “SO0CH,

20 As understood by those skilled in the art, the chemical transformation to convert an
aryl hallde or iflate or heteroaryl helide or trifiate to an aromatic or heteroaromatic aming
may be carried out using conditions currently outiined In the Iterature, see Hartwlg, J. F.:
“Angew. Chem. Int. Ed.” (1998), 37, pp. 2048-2067, Wolfe, J. P.; Wegaw, S.; Marcoux, J. F.;
Buchwald, 5.L.; "Acc. Chem, Res.”, (1998), 31, pp 805-818, Wolfe, J. P.; Buchwald, S.L.; *J.
25 Org. Chem.”, (2000), 65, pp 1144-1157, Mucl, A. R.; Buchwald, 8. L.; "Topics in Current
Chemistry” (2002), pp131-209 and references cited therein. Further, as understood by
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those skilled in the art, these same aryl or heteroaryl aminatiion chemical transformations
may altematively be carled out on nitrile (or primary amide) precursors which provide amines
of the formula § after niirlle (or amide) reduction. Protectsd amines of formula 5§ may be
further converted to different amines of formula 5 according to methods familiar to those skilled

in the art.

The /n vitro activity of the compounds of formula ] may be detarmined by the
following procedure. More particularly, the following assay provides a method to determine
whether compounds of the foomula 1 Inhibit the tyrosine kinase activity of the catalytic
construct FAK{410-880). The assay is an ELISA-based format, measuring the inhibition of
poly-glu-tyr phospharylation by FAK(410-688).

The agsay protocal has three parts:

I Purification and cleavage of His-FAK(410-888)

Il FAK410-688 (a.k.a. FAKcd) Activation

. FAKcd Kinase ELISA
Materials:

-NI-NTA agarose (Qlagen)

-X¥-16 column {Amensham-Pharmacia)

-300 mM imidizole

-Superdex 200 HiLoad 16/80 prep grade column (Amersham Blotech.)

-Antibody: Antl-Phosphotyrosine HRP-Conjugated Py20 (Traneduction labs).

-FAKed: Purified and activated In house

-TMB Microwell Peroxidase Substrate (Oncogene Research Products #CLO7)

-BSA: Sigma #A3284

~Tween-20: Sigma #1379

-DMSO: Sigma #D-5879

-D-PBS: Glbco #14180-037.

Reagents for Purification:

-Buffer A: 50mM HEPES pH 7.0,

500mM NaCl,

0.1mM TCEP

CompletaTM protease inhibitor cocktall tablets (Roche)

-Buffer B: 26mM HEPES pH 7.0,

400mM NaCl
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0.1mM TCEP.

-Buffer C: 10mM HEPES pH 7.5,
200mM Ammonium Sulfate
0.1mM TCEP.

Reagents for Activation
~-FAK(410-689): 3 tubes of frozen aliquots at 150ultube for a total of 450ul at 1.48

mg/m (660ug)

PCT/IB2005/001201

~His-Src(249-524): ~0.74 mg/mi stock In 10mM HEPES, 200mM (NH4)2S04

-Src reaction buffer (Upstate Blotech):
100 mM Tris-HCI pH7 .2,
125mM MgCt2,

25 mM MnCi2,
2mM EDTA,

250 uM Na3VO04,
2mMDTT

-Mn2+/ATP cocktall (Upstate Biotach)
76mM MnCI2
500 uM ATP
20mM MOPS pH 7.2
1mM Na3VO4
25mM T-glycerol phosphate
5mM EGTA
1mMMDTT

-ATP: 150mM stock

-MgClz: 1 M Stock

-DTT: 1M stock

Reagents for FAKcd Kinase ELISA

-Phosphorylation Buffer:
50mM HEPES, pH 7.5,
125mM NaCl,
48mM MgClL2

-Wash Buffer: TBS + 0.1% Tween-20.

-Blocking Buffer:

Tris Buffer Saline,
3% BSA,
0.05% Tween-20, filtered.

-Plate Coating Buffer:

9{_:@
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50mg/mi Poly-Glu-Tyr (Sigma #P0275) in Phosphate buffer Saline (DPBS).
-ATP: 0.1M ATP In H20 or HEPES, pHT.
Nota: ATP Assay Buffer:
Make up as 75 uM ATP in PBS, so that 80 ul In
120 ul reaction volume=50uM final ATP concentration.
I. Purification of His-FAKcd(410-889)

1. Resuspend 130 g baculovirus cell paste containing the over expressed His-
FAKcd410-889 recombinant protein In 3 volumes (400ml) of Buffer A,

2. Lyse celis with one pass on a microfiuidizer

3. Remove cell debris by centrifugstion et 40C for 35 minutes at 14,000 rpm in
a Sorval SLA-1500 rotor.

4. Transfer the supematant to a clean tube and add 8.0 ml of NI-NTA agarose
(Qiagen) ,
5. Incubate the suspension with gentie rocking at 40C for 1 hour

6. Centrifuge suspansion at 700 x g In a swinging bucket rotor.

7. Discard the supemeatant and resuspend the agarcees beads in 20.0 ml of
Buffer A .

8. Trensfer the beads to an XK-16 column (Amersham-Pharmacia) connected
to a FPLCTM.

9. Wash the agarose-beads with 5 column volumes of Buffer A and elute off the
column with a step gradient of Buffer A containing 300mM Imidizole.

10. Perform & buffer exchange of the eluted fractions into Buffer 8

11. Following buffer exchange, pool the fractions and add thrombin at a 1:300
(w/w) retio and Incubated ovemight at 13°C to remove the N-terminal His-tag (His-FAK410-
698 -» FAK410-689 (a.k.a. FAKcd)).

12 Add the reaction mixture back onto the NENTA column equilibrated with
Buffer A and collect the flow-through.

13. Concenirate the flow-through down to 1.7 mi and load directly onto a
Superdex 200 HiLoad 16/60 prep grade column equilibrated with Buffer C. The desired
protein elutes between 85 - 95 ml.

14. Aliquot the FAKcd protein and store frozen at —80°C
Il FAK activation

1. To 450ut of FAK(410-688) at 1.48 mg/ml (660ug) add the following:

30ul of 0.037 mg/ml (1uM) His-Src(249-524)
30ul of 7.5 mM ATP

12ul of 20 mM MgCI12

10ul Mn2+/ATP cockizall (UpState Blotech.)

X
o
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4ul of 6.7TmM DTT
60ul Src Reaction Buffer {UpState Biotech.)
2. Incubate Reaction for at least 3 hours at room temperature

At time 1, aimost all of the FAK(410-688) Is singly phosphorylated. The second
phosphorylation is slow. At ti (t = 120 minutes), add 10ul of 150 mM ATP.

To = (Start) 80% singly phosphorylated FAK(410-688) (1 PO4)

Tes = (43 min) 85% singly phosphorylated (1 PO4), 35% doubly phosphorylated (2
PO4) | '

Too = (80 min) 45% 1 PO4, 55% 2 PO4

T = 15% 1 PO4, B5% 2 PO4

Tao = <10% 1 PO4, >80% 2 PO4 desalted sample

3. Add 180 ul eliquots of the desalted material to NINTA spin column and
incubate on spin column .

4, Spin at 10k rpm {microfuge), for 5 min to Isolate and collect flow through
(Activated FAK(410-888)) and remove His-Src {captured on column)

lll. FAKcd Kinase ELISA

1. Coat 96-well Nunc MaxiSorp plates with poly-glu-tyr (pGT) &t 10 ugiwell:
Prepare 10 ug/m! of pGT In PBS and aliquot 100 ulwell. Incubsts the plates at 37°C
ovemight, aspirate the supematant, wash the plates 3 imes with Wash Buffer, and fiick to dry
before storing at 4°C.

2 Prepare compound stock sojutions of 2.5 mM In 100% DMSO. The stocks
are subsequently diluted to 80X of the final concentration in 100% DMSO, and diluted 1:5 In
Kmase Phasphorylation Buffer.

3. Prepare a 75 uM working ATP solution in Kinase phosphorylation buffer. Add
80 ul to each well for a final ATP concentration of 50 uM.

4, Transfer 10 ul of the diluted compounds (0.5log serial dilutions) to each well
of the pGT assay plate, running each compound in triplicates on the same plate.

5. Dilute on ice, FAKcd proteln to 1:1000 in Kinase Phosphorylation Buffer.
Dispense 30 ul per well.

6. Note: Linearity and the appropriete dilution must be pre-determined for each
batch of protein. The enzyme concentration selected should be such that quantitation of the
assay signal will be approximately 0.8-1.0 at OD450, and in the linear range of the reaction
rate.

7. Prepare both a No ATP control (noise) and a No Compound Control {Signal):

8. (Noise) One blank row of wells receives 10 ul of 1.5 diluted compounds in
DMSO, 80ul of Phosphorylation buffer (minus ATP), and 30 ul FAKcd solution.
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9. (Sigani) Control wells receive 10 ul of 1:5 diluted DMSO (minus Compound)
In Kinase phosphorylation buffer, 80 ul of 75 uM ATP, and 30 ul of 1:1000 FAKcd enzyme.
10. incubate reaction at room temperature for 15 minutes with gentle shaking on

a plate shaker.
1. Terminate the reaction by aspirating off the reaction mixture and washing 3

times with wash buffer.
12. Dilute phospho-tyrosine HRP-conjugated (pY20HRP) antibody to 0.250ug/mi

{4:1000 of Stock) in blocking buffer. Dispense 100 ul per well, and incubate with shaking for

30min. at R.T. .
13. Aspirate the supematant and wash the piate 3 imes with wash buffer.

14. Add 100 ul per wall of room temperature TMB solution o Initiate color
development. Color development is terminated after appraximately 15-30 sec. by the addition

of 100ul of 0.09M H2S04 per well,
15. The signal Is quantitated by measurement of absorbance at 450nm on the

BloRad microplate reader or & microplate reader capable of reading at OD450.

16. Iinhibition of tyrosine kinase activity would result in & reduced absorbance
signal. The signal is typically 0.8-1.0 OD units. The values are reported as Cso, UM
concentration.

FAK Inducible cell-based ELISA: Final Protocol

Materials:
React-Bind Goat Anti-Rabbit Plates 96-well (Plerce Product#151352ZZ @115.00

uUsD)

FAKpY397 rebblt polycional antibody (Blosource #44824 @315.00 USD)

ChromePure Rabbit igG, whole molecule (Jackson Laboratories #001-000-003
@se0/25mg USD)

UB! aFAK clone 2A7 mouse monocional antibody (Upstate#(5-182 @ 289.00 USD)

Peroxidase-conjugated AffiniPure Goat Anti-Mouse IgG (Jackson Labs #115-035-148
@05/1.5ml USD)

SuperBlock TBS (Plerce Product#375352Z @98 USD)

Bovine Serum Albumin (Sigma #A-8647 @117.95/100 g USD)

TMB Peroxidase substrate (Oncogene Research Products #CL07-100m) @40.00
usD)

Na3vO4 Sodlum Orthovanadate (Sigma #S6508 @43.95/50g USD)

MTT substrate (Sigma # M-2128 @25.95/500mg USD)

Growth Media: DMEM+10%FBS, P/S, Glu, 750 ug/m! Zeocin and 50 ug/mi
Hygromycin (Zeocin InVitrogen #R250-05 725 USD and Hygromycon InVitrogen #R220-05

@ 150 USD)

g

R
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Mifepristone InVitrogen # H110-01 @ 125 USD

CompletsTM EDTA-free Protease Inhibitor pellet Boshringer Mannheim #1873580

FAK ceil-based Protocol for selectivity of kinase-depandent phosphoFAKY397
Procedure:

An Inducible FAK cell-based assay in ELISA format for the screening of chemical
matter to identify tyrosine kinase speclific inhibitors was developed. The cei-based assay
exploits the mechanism of the GeneSwitchTM system (inVitrogen) to exogenously controi the
expression and phosphorylation of FAK and the kinase-dependent autophosphorylation site at
residue Y397. :

Inhibition of the kinase-dependent autophosphorylation at Y397 results In a reduced
absorbance signel at OD450. The signal is typicaily 0.9 to 1.5 OD430 units with the noise
falling in the range of 0.08 to 0.1 OD450 unite. The values are reported as IC50s, uM
concentration,

On day 1, grow A431sFAKwt In T175 flasks. On the day prior to running the FAK
cell-assay, seed A431esFAKwt cells [n growth media on 86-well U-bottom plates. Aliow cells
to sit at 370C, 5% CO2 for 6 to 8 hours prior to FAK Induction. Prepare Mifepristone stock
solution of 10 uM In 100 % Ethanol. The stock solution is subsequen'tly diluted to 10 X of the
final concentration in Growth Media. Transfer 10 ul of this dilution (final concentration of 0.1
nM Mifepristone) into each well. Allow cells to skt at 370C, 5% CO2 ovemight (12 to 16
hours). Also, prepare control wells without Mifepristone Induction of FAK expression and
phosphorylation.

On day 2, coat Goat Anti-Rabbilt plate(s) with 3.5 ug/ml of phosphospecific FAKpY397
polycional antibody prepared in SuperBlock TBS buffer, and allow plate(s) to shake on a plate
shaker at room temperature for 2 hours. Optionally, control wells may be coated with 3.5
ug/ml of control Capture antibody (Whole Rabbit IgG molecules) prepared In SuperBlock
TBS. Wash off excess FAKpY397 entibody 3 imes using buffer. Block Ant-FAKpY397
coated plate(s) with 200 ul per well of 3%BSA/0.5%Tween Blocking buffer for 1 hour at room
tempersature on the plate shaker. While the piate(s) are blocking, prepare compound stock
solutions of 5 mM in 100 % DMSO. The stock solutions are subsequently serially dlluted to
100X of the final concentration in 100% DMSO. Make a 1:10 dilution using the 100X solution
into growth media and transfer 10 ui of the appropriste compound dilutions to each well
containing etther the FAK induced or uninduced control A431 cells for 30 minutes at 370C,
5% CO2. Prepare RIPA lysis buffer (50 mM Tris-HCl, pH7.4, 1% NP-40, 0.25% Na-
deoxycholate, 150 mM NaCl, 1 mM EDTA, 1 mM Na3VO4, 1 mM NaF, and one CompleteTM
EDTA-free protease Inhibltor pellet per 50 mi solution). At the end of 30 minutes compound
treatment, wash off compound 3 times using TBS-T wash buffer. Lyse cells with 100 uliwell

of RIPA buffer.
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To the costed piate, remove blocking buffer and wash 3 times using TBS-T wash
buffer. Using a 96-well automatsd microdispenser, transfer 100 ul of v\'vhole celldysate (from
step 6) o the Goat Anti-Rabblt FAKpY387 costed plate(s) to capture phosphoFAKY387
protains. Shake at room temperature for 2 hours. Wash off unbound proteins 3 imes using
TBS-T wash buffer. Prepare 0.5 ug/ml (1:2000 dilution) of UBI aFAK dstection antibody in
3%BSA/0.5% Twasen blocking buffer. Dispense 100 ul of UB! aFAK solution per well and
shake for 30 minutes at room temperature. Wash off excess UB| aFAK antibody 3 times
using TBS-T wash buffer. Prepare 0.08 ug/mi (1:5000 dilution) of secondary Ant-HMouse
Peroxidase (Ant-2MHRP) conjugated antibody. Dispense 100 ul per well of the Ant-2MHRP
solution end shake for 30 minutes at room temperature. Wash off excess Ant-2MHRP
antibody 3 times using TBS-T wash buffer. Add 100 ul per well of rdom temperature TMB
substrate solution to allow for color development. Terminate the TMB reaction with 100 ul per
well of TMB stop solution (0.08M H2504) and quantitate the algnal by measurement of
absorbance at 450 nm on the BioRad micropiate reader.

Additional FAK cell assays are hereby Incorporated by reference from Pfizer Attorney
Docket No. PC11699 entitied “INDUCIBLE FOCAL ADHESION KINASE CELL ASSAY™.

In a preferred ambodiment, the compounds of the present invention have an in vitro
activity as determined by a kinase assay, 6.g., such as that described herein, of less than 500
nM. Preferably, the compounds have an ICy, of less than 25 nM In the kinase essay, and
more preferably less than 10 nM. in e further preferred embodiment, the compounds exhibit
an 1Cg In &8 FAK cell based assay, e.g., such as that described hereln, of lees than 1 pM,
more preferably less than 100 nM, and most preferably less than 25 nM.

Still further, the following assay(s) may be used to assess the ablility of a compound
of the present invention to Inhiblt osteoporosis and/or low bone mass, as described above,

This assay may be used fo test the effects of a test compound in aged intact or
ovariectomized (OVX) famale rat model.

Study Protocol
Sprague-Dawley female rats are sham-operated or OVX at 18 months of age, while a

" group of rats Is necropsled &t day 0 to serve as baseline controls. One dey poet-surgery, the

rats are freated with elther vehicle or test compound. The vehicie or test compound Is
administered twice a week (Tuesday and Friday) by subcutaneous injection (s.c.), with the
test compound being administered et an average dose of 10 milligrams per kilogram of body

welght per day (10 mg/kg/day).

PCT/IB2005/001201 %
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All rats are given s.c. Injection of 10 mg/kg of calcein {Sigma, St.Louls, MO) for
fiuorescent bone label 2 and 12 days before necropsy. On the day of necropsy, all rats under
ketarnine/xylazne anesthesla are weighed and undergoe dual-energy X-ray absorptiometry
(DXA, QDR-4500W, Hologic inc., Walthem, MA) equipped with Rat Whole Body Scan
software for lean and fat body mass detarmination. The rets are necropsied, then autopsied
and blood Is obtained by cardlac puncture. The distal fomoral metephysis and femoral ghafis
from each ret are analyzed by peripheral quantitative computerized tomography (pQCT), and
volumetric total, trabecular and cortical bone mineral content and density are determined.

Peripheral Quantitative Computerized Tomography (pQCT) Analysls: Exclsed femurs
are scanned by a pQCT X-ray machine (Stratec XCT Research M, Norland Medical Systems,
Fort Atkinson, Wi.) with software version 5.40. A 1 millimeter (mm) thick cross section of the
femur metaphysis is teken at 5.0 mm (proximal femoral metaphysis, a primary cancellous
bone ske) and 13 mm (femoral shafts, & cortical bone site) proximal from the distal end with a
voxe! size of 0.10 mm. Cortical bone is defined and analyzed using contour mode 2 and
cortical mode 4. An outer threshold setting of 340 mg/cm® Is used to distinguish the cortical
shell from soft tissue and an Inner threshold of 528 mg/cm” to distinguish cortical bone along
the endocortical surface. Trebecular bone I8 determined using peel mode 4 with a threshold
of 855 mg/cm® to distinguish (sub)cortical from cancellous bone. An addltional concentric
peel of 1% of the defined cancelious bone Is used to ensure that (sub)cortical bone Is
sliminated from the analysis. Volumetric content, density, and area are determined for both
trabeculer and cortical bone (Jamsa T. et al., Bone 23:155-161, 1998; Ke, H.Z. et al., Journa/
of Bone and Mineral Research, 16:766-773, 2001).

Vaginal histology: Vaginal tissue Is fixed and embedded in paraffin. Five micron
sactions are cut and stained with Alclan Blue staining. Histology examination of vaginal
luminai epithelial thickness and mucopolysaccharide (secreted cells) is performed.

The experimental groups for the protocol are as follows:

Group |:Baseltne controls

Group Il Sham + Vehicle

Group Il OVX + Vehicle

Group IV: OVX + Test Compound at 10 mg/kg/day (in Vehicie)

{2) Fracture Healing Assays
8 For Effects On Fracture Healln ) ic Administration
Fracture Technique: Sprage-Dawley rats at 3 months of age are anesthetized with

Ketamine. A 1 cm inclsion Is mads on the anteromedial aspect of the proximal part of the right
tibla or femur. The following describes the tibial surgical technique. The incision is carried
through to the bone, and a 1 mm hole is drilled 4 mm proximal to the distal aspect of the tibial
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tuberosity 2 mm medial to the anterlor ridge. Intramedullary nailing is performed with a 0.8
mm stainless steel tube (maximum load 36.3 N, meximum stiffness 61 8 N/mm, tested under
the same conditions as the bones). No reeming of the medullary canal s performed. A
standardized closed fracture Is produced 2 mm above the tbioflbular junction by three-point
bending using specially designed adjustable forceps with blunt Jaws. To minimize soft tissue
damage, care is taken not to displace the fracture. The skin is closed with monofilament nyton
sutures. The oporat'bn Is performed under sterile conditions. Radiographs of ail fractures are
taken Immediately aftar nailing, end rats with fractures outside the specified diaphyseal area
or with displaced nails are exciuded. The remalning animals are divided randomly Into the
following groups with 10 - 12 animals per each subgroup per time point for testing the fracture
healing. The first group receives daily gavage of vehicie (water : 100% '‘Ethanol = 85 : 5) at 1
mUrat, while the others receive dally gavage from 0.01 to 100 mg/kg/day of the compound to
be testad (1 mlirat) for 10, 20, 40 and 80 days.

At 10, 20, 40 and 80 days, 10 - 12 rats from each group are anesthetized with
Ketamine and sacrificed by exsanguination. Both tiblofibutar bones are removed by dissection
and all soft tissue is stripped. Bones from 5 - 6 rats for each group are gtored in 70% ethanal
for histological analysis, and bones from another 5 - 8 rats for each group are stored in a
buffered Ringer's solution (+4°C, pH 7.4) for radiographs and blomechanical testing which is
performed.

Histological Analysis: The methods for histologic analysis of fractured bone have
been previously published by Mosekilde and Bak (The Effects of Growth Hormone on
Fracture Healing In Rats: A Histological Description. Bone, 14:18-27, 1893). Briefly, the
fracture site is sawed 8 mm to each side of the fracture line, embadded undecalcified In
methymethacrylate, and cut frontals sections on a Reichert-Jung Polycut microtome in 8 ym
thick. Masson-Trichrome stained mid-frontel sections (including both tibla and fibula) are used
for visualizetion of the cellullar and tissue response to fraehlrelheallng with and without
treatment. Sirius red stained sections are used to demonstrate the characteristics of the callug
structure and to differentiate between woven bone and lamellar bone at the fracture site. The
following measurements are performed; (1) fracture gap - measured as the shortest distance
between the cortical bone ends in the fracture, (2) callus length and callus diameter, (3) total
bone volume area of callus, (4) bony tissue per tissue area inside the callus area, (5) fibrous
tissue In the callus, and (6) cartilage area in the callus.

Biomechanical Analysls: The methods for blomechanical analysis have been
previously published by Bak and Andreassen (The Effects of Aging on Fracture Healing in
Rats. Calcif Tissue Int 45:292-287, 1988). Briefly, radiographs of all fractures are taken prior
to the biomechanical test, The mechanical properties of the healing fractures are analyzed by
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a destructive three- or four-point bending procedure. Maximum load, stiffness, energy at
maeaximum load, deflection at maximum load, and maximum stress are determined.

558 E P AIIRF L OCH! ALFTHINSUEDU

Eracture Techpigue: Female or male beagle dogs at approximately 2 years of age are
used under anesthesia In the study. Transverse radial fractures are produced by slow
continuous loading Jjn three-point bending as described by Lenehan et al. (Lenehan, T. M.;
Balligand, M.; Nunamaker, D.M.; Wood, F.E.: Effects of EHDP on Fracture Healing in Dogs. J
Orthop Res 3:498-507; 1985). A wire Is pulled through the fracture site to ensure complete
anatomical disruption of the bone. Thereafier, local dellvery of prostaglandin agonists to the
fracture site Is achleved by slow release of compound delivered by slow relesse pellets or by
administration of the compounds In a sultable formulation such as a pasts gel solution or
suspenslon for 10, 15, or 20 weeks. )

Histologlcal Analysis: The methods for histologic analysis of fractured bone have
been previously published by Peter et al. (Peter, C.P.; Cook, W.O.; Nunamsaker, D.M.;
Provost, M. T.; Seedor, J.G.; Rodan, G.A, Effects of alendronate on fracture healing and bone
remodaling In dogs. J. 'Orlhop. Res. 14:74-70, 1988) and Moseklide and Bak (The Effects of
Growth Hormone on Fracture Healing In Rats: A Histological Description. Bone, 14:18-27,
1993). Briefly, after sacrifice, the fracture site is sawed 3 cm to eech side of the fracture line,
embedded undecsicified in methymethacrylate, and cut on a Reichert-ung Polycut
microtome in 8 pm thick of frontal sections. Masson-Trichrome stained mid-frontal sections
(including both tible and fibula) are used for visualization of the cellullar and lissue responss
to fracture hesling with and without treatment. Sirius red sisined sections are used to
demonstrate the characteristics of the callus structure and to differentlate between woven
bone and lamellar bone at the fracture site. The following measurements are performed: (1)
fracture gap - measured as the shoriest distance between the cortical bone ends in the
fracture, (2) callus length and callus dlameter, (3) total bone volume area of callus, (4) bony
tissue per tssue area Inside the callus area, (5) fibrous tissue in the callus, (5) cartilage area
in the callus.

Biomechanical Analysis: The methods for blomechanical analysis have been
previously published by Bak and Andreassen {The Effects of Aging on Fracture Healing in
Rats. Calcf Tissue Int 45:202-207, 1988) and Peter et al. (Peter, p.P.; Cook, W.O.;
Nunamaker, D.M.; Provost, M. T.; Seedor, J.G.; Rodan, G.A. Effects of Alendronate On
Fracture Healing And Bone Remodeling in Dogs. J. Orthop. Res. 14:74-70, 1886). Briefly,
radiographs of all fractures are taken prior to the biomechanical test. The mechanical
properties of the healing fractures are analyzed by a destructive three- or four-point bending
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procedures. Maximum load, stiffness, energy at maximum load, deflection at maximum loed,
and maximum stress are determined.

Administration of the compounds of the present invention (hereinafter the “active
compound(s)”) can be effected by any method that enables delivery of the compounds to the
slite of action. These methods include oral routes, intraduodenal routes, paraenteral injection
(including Intravenous, subcutaneous, intramuscular, intravascular or infusion), topical, and
rectal administration: ‘

The amount of the aclive compound administered will be dependent on the subject
being treated, the severity of the disorder or condition, the rate of administration, the
disposition of the compound and the discretion of the prescribing physiclan. However, an
effective dosage is In the range of about 0.001 to about 100 mg per kg body weight per day,
preferably about 1 to about 35 mg/kg/day, In single or divided doses. For a 70 kg human, this
would amount to about 0.05 to about 7 g/day, preferably about 0.2 to about 2.5 g/day. In
some Instances, dosage levels below the lower fimit of the aforesald range may be more than
adequate, while in other cases still larger doses may be employed without causing any
harmful side effect, provided that such larger doses sre first divided into several small doses
for administration throughout the day.

The active compound may be applied as a sole therapy or may involve one or mora
other anti-tumour substances, for axample those selected from, for exampie, mitotic inhibitors,
for exampie vinblastine; elkylating egents, for example cis-platin, carboplatin and
cyclophosphamide; anti-metabolites, for example S-fiucrouraci, cytosine arabinoside and
hydroxyurea, or, for axample, one of the preferred anti-metaboiites disciosed in European
Patent Application No. 238362 such as N-(5-{N-(3,4-dIhydro-2-methyl-4-oxoquinazolin-8-
yimethyl)}-N-methylamino]-2-thenoyl}-L-glutamic acld; growth factor Inhibltors; cell cycle
inhibitors; Intercatating antiblotics, for example adriamycin and bleomycin; enzymes, for
example interferon; and ant-hormones, for example anti-estrogens such as NoivadexO
(temoxifen) or, for example ant-androgans such as CesodexO (4'-cyano-3-(4-
fluorophenytsulphonyl)-2-hydroxy-2-methyl-3'{triflucromethyl)propionanilide). Such conjoint
treatment may be achleved by way of the simultaneous, sequential or separate dosing of the
Individual components of the treatment.

The pharmaceutical composition may, for example, be in & form suitable for ol
administration as e ieblet, capsule, pill, powder, sustained release formulations, solution,
suspenslon, for parenteral injection as a sterlle solution, suspension or emulsion, for topical
administration as an ointment or cream or for rectal administration as a suppository. The
phammaceutical composition may be in unit dosage forms suitable for single administration of
precise doseges. The phammaceutical composition will include & conventional pharmaceutical
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carrier or excipient and a compound according to the invention as an active Ingredient. In
addition, it may Include other medicinal or pharmaceutical agents, carriers, adjuvants, etc.

Exemplary parenteral administration forms Inciude solutions or suspensions of active
compounds in sterlle aqueous solutions, for example, aqueous propylene glycol or dexirose
solutions. Such dosage forms can be sultably buffered, if desired.

Suitable pharmaceutical carriers include Inert diluents or filllers, water and various
organic solvents. The phammaceutical compositions may, If desired, contaln additional
ingredients such as flavorings, binders, excipients and the like. Thus for oral administration,
tablets contalning various exciplents, such as ciiric acid may be employed together with
various disinlegrants such ss starch, aiginic acid and certain complex sllicates and with
binding agents such as sucrose, gelatin and acacia. Addlitionally, lubricating agents such as
magnesium stearate, sodium lauryl sulfate and talc are often useful for tableting purposes.
Solid compositions of a simllar type may also be employed In soft and hard fllled gelatin
capsules. Preferred materials, therefor, Include lactose or milk sugar and high molecular
weight polyethylane glycols. When equeous suspensions or elixirs are desired for orsl
administration the active compound therein may be combined with varlous sweetening or
flavoring agents, coloring matiers or dyes and, if desired, ernulslfylng' agents or suspending
agents, togsther with diluents such as water, sthanol, propylene glycol, glycerin, or
combinations thereof.

Methods of preparing various pharmagceutical compostions with a specific amount of

active compound are known, or will be apparent, to those skilled in this art. For examples,
armaceutice onces, Mack Publishing Company, Eastsr, Pa., 15th

Edition (1875).

The exampies and preparations provided below further lHlustrate and exemplify the
compounds of the present invention and methods of preparing such compounds. It is to be
understood that the scope of the present invention is not limited In any way by the scope of
the following examples and preparations. In the following examples molecules with a single
chiral center, unless otherwise noted, exist as a racemic mixture. Those molecules with two
or more chiral centers, unless otherwise noted, exist as a racemic mixture of diastereorners.
Single enantiomers/diastersomers may be obtained by methods known to those skilled In the
art.

Where HPLC chromatography Is referred to in the preparetions and examples below,
the generel conditions used, Lnless otherwise indicated, are as follows. The column used Is a
ZORBAX™ RXC18 column (manufactured by Hewlett Packard) of 150 mm distance and 4.6
mm interior diameter. The samples are run on a Hewlett Packard-1100 systern. A gradient
solvent method Is used running 100 percent ammonium acetate / acetic acid buffer (0.2 M) to
100 percent acetonitrile over 10 minutes. The systemn then proceeds on a wash cycle with
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100 percent acetonitrile for 1.5 minutes and then 100 percent buffer solution for 3 minutes.
The flow rate over this period is a constant 3 mL / minute,

Examples
General Methods:

Preparation of S-niiro-oxindole:

To a solution of oxindole (26 g) in 100 mL of concentrated sulfuric acid et —15°C was
added fuming nitric acid (8.4 mL) dropwise. Careful attention was paid to maintain the '
reaction temperature at —~15°C. After the addition was compiete, the reaction was stimed for
30 minutes and than poured into ice water. A yellow precipitate was formed which was
isolated by filtration to provide 34 grams (98%) of 5-nitro oxindole. !

To a solution of 5-nitro-oxindole (25 g) in 120 mL of dimethylacetamide n a Parr
bottie was added 10% Pd/C (0.5 g). The mixture was hydrogenated (40 psi H2) for 16 hours.
The catalyst was removed by filtration and the filtrate was dlluted with ether (2L) to provide 5-
amino-oxindole (10.5 g; 50%).

of2 S-irffiyorom ina

5-Trifluoromethyluracl (250g, 1.39 mol) and phosphorous oxychioride (655 mL, 6.54
mol, 5 equiv) were charged o a 3L 4-neck flask equipped with overhead stirer, a reflux
condenser, an addition funnel and an intemal theromocoupie. The contents were maintsined
under a nitrogen atmosphaere as concentrated phospheric acid (85 wi%, 8.5 mL, 0.1 equiv)
was added In one porition to the siumry, resuling in a, moderate exotherm.
Dilsopropylethylamine (245 mL, 1.39 mol, 1 equiv) was then added dropwise over 15 minutes
at such a rate that the internal temperature of the reaction reached 85-90°C by the end of the
addition. By the end of the amine addition the reaction mixture was @ homogenous light-
orange soiution. Heating was initiated and the orange solution was maintained at 100°C for
20 hours, at which time HPLC analysis of the reaction mixiure indicated that the starting
material was consumed. External heating was removed and the contents of the flask were
cooled to 40°C and then added dropwise to a cooled mixture of 3N HCI (5 L, 10 equiv) and
diethyl ether (2L) keeping the temperature of the quench pot between 10 and 15°C. The
leyors were separated, and the aqueous layer was exiracted once with ether (1L). The
combined organic layers ware combined, washed with water until the washes were neutral (6
x 1.5L washes), dried with MgSO, and concentrated to provide 288g (95% yleld) of a light
yellow-orange oll of 86% purity (HPLC). This material can be further purified by distillation {(bp

109°C at 78 mmHg).
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To a solution of 5-triflucromethyl-2,4-dichloropyrimidine (214.8 g; 0.921 meol) In 1:1
DCEMBUOH (1.240 L) was added Zinc chioride 1M solution In ether (1 eq; 0.821 L). After 0.5
hour, 5-amino-oxindole {124 g; 0.837 mol) was added followed by triethylamine (1290.4 mi;
0.821 mol) keeping temperature et 25°C. The reaction was allowsd to stir at room
temperature overnight, then was concentrated and the product irlb.lratad from methanol as a
yellow solid (224.3 g; 82%). 'H NMR (DMSO-ds, 400 MHz) [] 3.20 (s, 2H), 6.78 (d, J = 7.9 Hz,
2H), 7.38 (d, J = 8.3 Hz), 7.51 (br 8, 1H), 8.71 {s, 1H), 10.33 (s, 1H), 10.49 (s, 1H). 2C NMR
(DMSO-ds, 100 MHz) O 177.0, 161.3, 168.7 (br), 140.7, 132.8, 126.9, 123.7 (q, J = 268 Hz),
121.0, 118.7, 111.2 (q, J = 32 Hz), 109.6, 36.7; HPLC ret. time: 5.759 min. LRMS (M+)

329.1, 331.1.

o JOU

s
2z
N~ "N

éj c&)\©

To & solution of 1:1 DCE/-BuOH aicohol (1:1 ratio, 4 mL) and 5-(4-Chioro-5-
trifiuoromethyl-pyrimdin-2-yiamino}-1,3-dlhydro-indol-2-one {0.15 g; 0.456 mmole) was added
(RX+) alpha phenethyl amine (0.071 mL; 0.547 mmole) and diisopropyl ethyl amine (0.081
mL, 0.456 mmole). The resultant solution was stimed under nitrogen and heated to 80°C for
18 hours. The reaction was cooled to roomn temperature, diluted with ~10 mL of a 1:1 mbcture
of dichloromethane and methanol followed by the addition of 0.5 g of MP-carbonats, The
resultant mixture was stired, fitered, concentrated and purified by silica gel chromatography
(97:2.8:0.3 ratic of chloroform/methanol/concentrated ammonium hydroxide). The desired
title compounds was obtalned as a white solld {0.021 g; 11%). HPLC ret. time: 6.46 min.
LRMS (M+) 413.4

The following compounds of the invention were prepared by heating chloropyrimidine
(4) with an appropriate amine as in Example 1. Amines used in these reactions were elther
obtained commercially and used as received or alternatively they were prepared by common
synthetic methods for amines known to those skilled in the art. Unless otherwise noted,
compounds having chiral centers were prepared as racemic mixtures.

PCT/IB2005/001201 / 03 .
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Table 1. Compounds Prepared by the Method of Example 1:

HPLC
Retention | MS Data
Compound Name Time (M+H)
(min.)

N-{1-Methyi-1-phenyi-ethyl)}-3-{[2-(2-0x0-2,3-
dihydro-1H-indol-5~ylamino)-6-trifluoromethyl-pyrimidin- | 6.46 597.5
4-ylamino]-methyl}-benzenesulfonamide
3-{[2-{2-Ox0-2,3-dhydro-1H-indol-5-ylamino)-5- -
trifluoromethyl-pyrimidin-4-ylamino}-methyl}- 4.87 479.1
benzenesulfonamide
5-{4-[3-(Trifluoro-methanesulfonyl)-
benzylamino}-5-trifluocromethyl-pyrimidin-2-ylamino}-1,3- | 8.35 532.1
dihydro-indol-2-one
5-{4{{Piperidin-3-yimethyl)-aminc}-5- '
trifiuoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 3.74 407.3
one

5{4-[(1-Methanesulfonyl-piperidin-3-yimethyl)-
amino)-5-triflucromathyl-pyrimidin-2-ylamino}-1,3- 5.21 4852 ,
dihydro-indol-2-one
N{3H{[2-{2-Ox0-2,3-dihydro~1H-indol-5-
ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino}-methyl)- | 5.22 493.3
phenyl}-methanesulfonamide
3-Ox0-3-{3{[2-(2-0x0-2,3-dIhydro-1H-indol-5- '

ylamino}-5-trifluoromethyl-pyrimidin-4-ylamino}-methyl}- | 4.92 4743

piperidin-1 -ﬂtgroglonltﬂle
5-{4-{3-{1,1-Dioxo-1N"-igothiazolidin-2-yl)-

propylamino]-5-trifiuoromethyl-pyrimidin-2-ylamino}-1,3- | 4.89 471.1
dihydro-indol-2-one '
5-{4-(2-Methyl-butylamino)-5-trifluoromethyl- 6.53 380.3
idin-2-ylamino}-1,3-dihydro-indol-2-one ’ "
5-{4-{(1-Methanesulfonyl-piperidin-2-yimethyl)- . ’
amino}-5-trifivoromethyl-pyrimidin-2-ylamino}-1,3- 5.17 485.3
dihydro-indol-2-one
N-{2-{2-(2-Ox0-2,3-dlhydro-1H-indol-5-ylaminc)-
5-trifluoromethyt-pyrimidin-4-ylamino}-ethyl}- 438 431.2
methanesulfonamide
N-{4-[2-{2-Ox0-2,3-dIhydro-1H-indol-5-ylamino)-
S-trifilucromethyi-pyrimidin-4-ylamino]-butyl}- 478 458.3
methanesulfonemide
5-{4-{(1-Methanesuifonyi-piperidin-4-yimethyt)-
amino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 5§22 485.3
dihydro-indoi-2-one
N-Methyl-N-{2-[2-(2-ox0-2,3-dlhydro-1H-indol-5-

ylamino)-5-triftuoromethyl-pyrimidin-4-ylamino}-ethyl}- | 4.81 445.1
methanesulfonamide
Methanesulfonic acld 3-{[2-(2-0x0-2,3-dihydro-
1 H-Iindol-5-ylamino)-5-trifluoromethyl-pyrimidin-4- 5.67 494.1

'yiaminolmethyl}-phenyl ester
N-{3-2-{2-Oxo-2,3-dihydro-1H-indol-5-ylamino)-
S-trifiuoromethyl-pyrimidin-4-ylamino}-propyl}- 4.58 445.1
methanesuifonamide
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Compound Name

HPLC
Reterition
Time
(min.)

MS Data
(M+H)

5-{4-{(4-Methanesulfonyl-morpholin-2-yimethyi }-
amino}-5-irifiuvoromethyt-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one

4.87

487.2

N-(4-Fluoro-3-{[2{Z-ox0-2,3-dihydro-1H-Indol5-

ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino]-methyf)-
enyl}-methanesulfonamide

5111

5-{4-](5-Oxo-morphoiin-2-yimethyly-amino}-5-
trifluoromethyi-pyrimidin-2-ylamino}-1,3-dihydro-indot-2-
one

4.12

423.3

N-{4-Methoxy-3-{I2{2-0x0-2,3-dihydro-1H-indol-
5-ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino}-
methyl}-phenyl)-methanesulfonamide

6.38

S523.2

N-{4-Methyl-3-{T2-(2-ox0-2,3-dlhydro-1H-indo}-5-

ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino}-methyl}-
_phenyl)-methanesulfonamide

630

507.2

5-{4-(3-Methanesulfonyimethyl-benzylamino)-5-
muommomyl-pyrlmldln-z-ylamlm]-‘i ,3-dthydro-indol-2-

5.14

482.2

5-{4-[(4-Tﬂﬂuoroaoetyl-morphol!n—2—ylmaﬂ1yl)—
amino}-5-trifluoromethyl-pyrimidin-2-ylamino)-1,3-
dihydro-indol-2-one

5.64

§05.1

5-{4-[(1-Methanesulfony-azstidin-3-yimethyl)-
amino}-5-irifiuoromethyi-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one

4.78

4572

N-Methyl-N-{4-methyl-3-{12-(2-oxo-2,3-dihydro-
1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-
ylamino}-methyi}phenyi}-methanesulfonamide

§21.3

5-{4-{(1-Methanesulfonyl-pyrrolidin-3-yimethyl)-
amino}-5-trifiucromethyl-pyrimidin-2-ylaminc}-1,3-
dhydro-indol-2-one

4.97

471.2

N-Methyl-N-{3-{2-{2-ox0-2,3-dihydro-{H-indol-5-
ylamino)-5-trifiuoromethyl-pyrimidin-4-ylamino]-propyl}-
mathaneauifonamide

5.02

45p.2

5-{4-{2-(1-Methanesulfonyl-piperiiin-2-yl)-
ethylamino]-5-triflucromethyl-pyrimidin-2-ylamino}-1,3-
dhydro-indol-2-one

5.7

409.4

5-{4-{(4-Methanesulfonyl-pyridin-2-yimethyl)-
aming]-5-trifiuoromethyi-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one

488

479.1

{2,2-Dimethyl-3-{2-{2-0x0-2,3-dihydro-1H-indo}-
5-ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino}-
propyl}-carbamic acld tert-butyl ester

7.01

4085.0

5-{4-{3-1sopropoxy-propylamino)-5-
trifluoromethyl-pyrimidin-2-ylamine}-1,3-dihydro-indol-2-
ohe

6.27

4104

5-{4-[(1-Methyi-piperidin-3-yimethyl)}-amino]-5-
triftucromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2-
one

3N

421.0

5{4-{(Tetrahydro-pyran4-yimethyl}-amino}-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-indol-2-
one

5.16

408.3

¢
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HPLC
Retentl MS Data
Compound Name ﬂmaon (M+H)
{min.)
2-Eth mino)-5-rifluorometh
ot 3o o ane | 695 384.3
5-{44{(Tetrahydro-furan-2R-yimethyl}-amino}-5-
trifluaromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indof-2- | 5.30 394.3
one
5-{4-[(Tetrehydro-furan-2S-yimethyl)-amino}-5- .
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-indol-2- | 530 - | 3943
one
5-{4-[(5-Methyi-furan-2-yimethyl}-amino}-5-
trifiuoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 5.98 404.2
one
5-{4-[(1-Methanesulfonyl-pymolidin-2-yimethyl)-
amino}-5-triflucromethyl-pyrimidin-2-ylamino}-1,3- 5.08 471.3
_____dihydro-indol-2-one
5-{4-{(Adamantan-2-yimethyl}-amino}-5- .
trifiuoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-indol-2- | 7.89 458.3
one
5 ntan-2-yimethyi}-amino}-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 520 4733
one
5-44-{2-Methoxy-2-methyl-propylamino)-5-
trifluocromethyl-pyrimidin-2-ylaminoj-1,3-dihydro-indol-2- | 5.87 306.3
one
5-{4-{(endo-Bicyclo[2.2. 1Jhept-5-en-2-yimethyi)-
emino}-5-rifiuoromethyl-pyrimidin-2-ylamino}-1,3- 8.74 416.3
dihydro-indol-2-one

(3-{[2-(2-Ox0-2,3-dIhydro-1 H-indol-5-ylamino)-5-
trifiuoromethyl-pyrimidin-4-ylaminol-methyi}-benzyl} | 5.03 5222
phosphonic acld dimethylester
5-4(3-Methyl-butylemino)-5-trifiuoromethyl- | .- 380.2
pyrimidin-2-ylamino}-1,3-dihydro-indal-2-one ) ‘
§-{4-{(2-Hydroxy-cyciohaxylmethy)-amino]-5-
triflucromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-indol-2- | 6.66 4222
one
N-(4-Methoxy-3-{[2-{2-0x0-2,3-dihydro-1H-indo}-
5-ylamino)-5-triflucromethy-pyrimidin-4-ylamino]- 5.69 537.2
methyl}-phenyl}-N-methyl-methanesulfonamide
6-{4-[(4-Ethanesulfonyl-morpholin-2-yimethyl)-
amino}-5-trifiuoromathyl-pyrimidin-2-ylamino}-1,3- 5.11 501.3
dihydro-Indol-2-one
5-(4-{[4-(Propane-2-sulfonyl}-morpholin-2-
yimsthyl]-emino}-S-triftuoromethyl-pyrimidin-2-ylamino)- | 5.35 515.2
1,3-dihydro-indok-2-0ne
5-{4-]{4-Acetyl-morpholin-2-yimethyl}-aminoc}-5-
trifiuoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 4.43 451.2

one
5.{4-[(4-Propionyl-morpholin-2-yimethyl)}-aminoj-
§-trifiuvoromethyi-pyrimidin-2-ylamino}-1,3-dihydro-indol- | 4.74 465.2
2-one
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MS Data
(M)

5-(4-{[4-(2,2-Dimethyl-propionyl)-morpholin-2-
yimethyl}-amino}-5-trifiuoromethyl-pyrimidin-2-ylamino)-
1,3-dihydro-indol-2-one

5.43

493.2

2-{[2-(2-Oxo0-2,3-dIhydro-1H-indol-5-ylamino}-5-

lriﬂuoromaﬂryi-pyrhnldln—tl-ylamlno]mﬂ\yl}-muphollno-
lc acid m ester

5.04

487.2

5-{4-r[(4-Meﬂ1ouyacetyl-morpholln-2-ylmeﬂlyl)-
amino]-5-trifluoromethyi-pyrimidin-2-ylamino}-1,3~
dihydro-indoi-2-one

4.44

481.2

5-{4-(3-Ethanesulfonyl-benzylamino)-5-
triflucromethyi-pyrimidin-2-ylamino]-1,3-dlhydro-indol-2-
one

5.38

4923

5-{4-{(4-Methanesulfonyl-morphofin-2R-
yimethyl)}-amino}-5-trifluoromsthyi-pyrimidin-2-ylamino}-
1,3~dhydro-indol-2-one

4.84

487.3

5{4-{(4-Methanesulfonyl-morpholin-2S-
yimethyl}-amino]-5S-trifluoromethyl-pyrimkiin-2-ylamino}-
1,3-dihydro-indot-2-one

4.86

487.3

5-{4-[(Pyrimidin-2-yimethyl)}-amino}-5-
trlﬂuoromemﬁ-pyrknidln-z-ylamlno}-1 ,3-dihydro-indol-2-
one

4.53

402.3

5-{4-{(Pyrazin-2-yimethyl}-amino}-5-
trifivoromethyl-pyrimidin-2-yiamino}-1,3-dihydro-indol-2-
one

442

402.1

N-(4-Fluoro-3-{[2-{2-0x0-2,3-dIhydro~1H-indol-5-
ylamino)-5-trifucromethyl-pyrimidin-4-ylaminc}-mathyf}-
_phenyl)-N-methyl-mesthanesulfonamide

5.65

5623.3

5-{44{(1-Methanesulfonyl-piperidin-3-yimethyl)-
amino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one

5.17

486.3

5-{4-{(4-Iscbutyryi-morpholin-2-yimethyl}-amino]-5-
trifluoromethyl-pyrimidin-2-ylaminc}-1,3-dihydro-indol-2-
one

5.03

479.2

5-4-(3,3-Dimethyl-2-oxo-butylamino}-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2-
one

6.00

408.2

5-[4«(1,2-Dimethyi-propylamino)-5-
triflucromethyi-pyrimidin-2-yitamino]-1,3-dihydro-indol-2-
one

380.3

5-{4-(2-Methoxy-1-methyl-ethylamino)-5-
trifiuoromethyl-pyrimidin-2-ylamino]-1,3-dhydro-indol-2-
one

5.57

382.3

5-{4-2-{1,1-Dioxo-1D"-1sothiazolidin-2-yi)-
ethylamino]-5-trifituoromethyi-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one

4.59

457.3

5-[4-(3-Methylamino-propylamino)}-5-
trifluoromethyl-pyrimidin-2-ylaminoj}-1,3-dihydro-indol-2-
one

347

381.3

5-{4-[(Pyridin-3-yimethyl)}-amino}-5-
trifiluoromethyl-pyrimidin-2-ytamino}-1,3-dihydro-indot-2-
one

4.62

401.3

P
&
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Compound Name Re.:.:,:‘;m M(a?:;a
_ (min.)
5-{4-{(6-Msthanesulfonyl-pyridin-2-yimethyl)-
amino}-5-trifluoromethyt-pyrimidin-2-ylamino}-1,3- 4.89 479.3
dihydro-indol-2-one
54{4-13(1,1-Dioxo-1,),6-isothlazolidin-2-yi)-
benzylamina}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- | 5.45 §16.2
dihydro-indol-2-one
§-[4-(1R-Phenyl-ethylamino)-5-triflucromethyl- 6.42 414.4
pyrimidin-2-yiamino}-1,3-dihydro-indoi-2-one "
5-{4-4sopropylamino-5-trifluoromethyl-pyrimidin- 5.84 2522
2-ylamino)-1,3-d dol-2-one "
5-(4R-sec-Butylamino-5-trifiuoromethyi- 8.22 366.2
_ pyrimidin-2-ylamino)-1,3-dihydro-indol-2-one ' -
5-{45-sec-Butylamino-S-iriftuoromathyi- 623 366.2
pyrimidin-2-yiamino)-1,3-dlhydro-indol-2-one
5-{4-(2-Methylamino-ethylamino}-5-
triflucromethyi-pyrimidin-2-ylamino}-1,3-dihydro-indoi-2- | 3.29 3687.3
one
5-[4-(1S-Phanyi-ethylamino)-5-irifluoromethyl- 8.42 4143
_ pyrimidin-2-ylamino}-1,3-dihydra-indol-2-one 3 ’
5-{4-{(2-Methanesulfonyimethyl-thiazol-4- '
yimethyl)}-amino}-5-trifluoromethyl-pyrimidin-2-ylamino}- | 4.72 490.3
1,3-dlhydro-indol-2-one
5-{4-Propylamino-5-trifiuoromethyl-pyrimidin-2- 5.9 4502
ylamino)-1,3-dthydro-indol-2-one ‘
5-{4-{2-Hydroxy-1-methyl-athylamino)-5-
trifiuoromaethyl-pyrimidin-2-ylaminoc]-1,3-dihydro-indol-2- | 4.49 368.2
one
544-(1-Hydroxymethyl-propylamino}-5- .
trifiuoromethyl-pyrimidin-2-ylamino}-1.3-dlhydro-indol-2- | 4.85 382.2
one
5-{4-{(5-Methanesulfonyl-pyridin-3-yimethyl)-
amino}-5-triflucromethyi-pyrimidin-2-yiamino}-1,3- 4.55 470.4
dihydro-indol-2-one
5-{4-[(Pyridin-4-yimethyl}-amino}-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 4.40 401.2
one
5-{4{1,3-Dimethyl-butyiamino)-5-trifluoromethyi- 6.99 304 3
midin-2-yiamino]-1,3-dihydro-indol-2-one - .
N-lsopropyl-N-{3-[2~(2-0x0-2,3-dIhydro-1 H-indol-
5-ylamino)-5-trifluoromethyi-pyrimidin-4-ylamino]- 5.12 487.3
propyl}-methanesutfonamide
5-J4-{1S-Hydroxymethyl-2-methyi-propylamino)-
5-trifluvoromethykpyrimidin-2-ylamino}-1,3-dthydro-indol- | 5.23 396.3
2-0ne
N-Cyclohexyl-N-{3-]2-{2-0x0-2,3-dlhydro-1H-
indol-5-ylamino}5-trifittoromethyl-pyrimidin-4-ylamino}- | 6.24 627.2
propyi}l-methanesulfonamide
5-J4-(1,2,3 4-Tetrahydro-naphthalen-1-ytamino)-
S-trifiuvoromethyi-pyrimidin-2-ylamino}-1,3-dlhydro-indol- | 440.4 7.47
2-0ne

&
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Time
{min.)

MS Data
(M+H)

5-{4-{(1-Methanesuifonyl-pyrrolidin-25-yimethyl)-
amino}-5-triflucromethyl-pyrimidin-2-yiamino}-1,3-
dihydro-indol-2-one

5.07

4712

. 5-{4-{(3-Methyi-thiophen-2-yimethyl)}-amino}-5-
trifiuvoromsthyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2-
L one

6.18

4204

5-{4-{(1-Methanesulfonyl-pymrolidin-3R-
yimethyl)}-amino]-5-trifiucromethyi-pyrimidin-2-ylamina}-
1,3-dihydro-indol-2-one

4.95

471.2

5{4-(2-Hydroxy-1S-phenyl-sthylamino}-5-
triflucromethyi-pyrimidin-2-ylamino}-1,3-dlhydro-indol-2-

one

5.28

4303

5-{4-(2-Hydroxy-15-methyl-ethylamino}-5-
trifluoromsethyl-pyrimidin-2-ylamino]-1,3-dihydro-indol-2-
one

4.49

368.3

5-{4-{1R-Hydroxymethyi-propylamino)-5-
trifiuoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2-
one

485

382.2

5{4-(1-Pyrimidin-4-yi-athylamino)-5-
trifiucromethyl-pyrimidin-2-ylamino}-1,3-dihydro-Indol-2-
' one

4.84

416.3

544-(1,1-Dioxo-tetrahydro-1-thiophen-3-
ylamino)-5-trifiuoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one

4.87

4263

5{4-{(1H-Imidazol-2-yimethyl }-amino]-5-
trifiuoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2-
one

3.27

360.3

5-J4-{2-Piperidin-2-yl-ethylamino)-5-
triflucromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2-
one

3.79

4214

5-{4-(Isobutyl-methyl-amino)-5-trifluoromethyi-
~ pyrimidin-2-ylamino]-1,3-dlhydro-indol-2-one

380.3

N-Methyl-N-{3-{[2-(2-0x0-2,3-dIhydro-1H-indo}-
S-ylamino)-5-trifluoromethyl-pyrimidin-4-yiamino}-
methyl}-phenvi}-methanesulfonamide

6§49

507.4

N-Ethy-N-(3-{[2-(2-oxo-2,3-dIhydro-1H-indol-5-
ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino}-methyf}-
phenyl}-methanesulfonamide

5.67

521.3

5-{4-{2-Methanesulfonyl-benzylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino]-1,3-dihydro-indol-2-

547

478.2

one
N-lsopropyi-N-(3-{]2-(2-0x0-2,3-dihydro-1H-
indol-5-ylamina)-5-trifiuoromethyl-pyrimidin-4-ylamina}-
methyl}-phenyl)-methanesulfonamide

5.81

5356.3

5-{4-(3,4.5,6-Tetrahydro-2H-[1,2']blpyridinyl-3-
yimethyf)-amino]-5-trifiuoromethyl-pyrimidin-2-ylamino}-
1,3-dihydro-indol-2-one

5.79

484.3

5-{4{(1-Pyrimidin-2-yl-piperidin-3-yimethyl)-
amina}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one

6.17

485.3

9\
4
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HPLC
Compound Name Ra_'t_lar:telon h}fa?;;a
— {min.)
5{4-{2R-{1-Methanesulfonyl-piperidin-2-yi)-
athylamino)-5-trifiucromethyl-pyrimidin-2-ylamino}-1,3- | 5.70 499.4
dihydro-indol-2-one
5{4-{251-Methanesulfonyi-piperidin-2-yl)-
ethylamlno]-&-hiﬂuoromemyl-pyrlmldln-z-ylamlno}d 3- | 5.70 480.4
v ' dihydro-indol-2-one .
5-{4-(3-Methylsulfanyl-propylamino}-5- '
triflucromethyl-pyrimidin-2-ylaminc)-1,3-dihydro-indol-2- | 5.83 398.2
ane
5-{4-(1S-Hydroxymethyi-3-methyisulfanyl-
propylamino)-6-trifluoromethyl-pyrimidin-2-yleminoj-1,3- | 5.02 428.2
dihydro-Indol-2-one
5{4-(2-Hydroxy-1R-methyl-ethylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-indol-2- | 4.49 368.3
one .
5-[4-(1R-Hydroxymethyl-2-methyl-propylamino)-
5-trifiuoromethyi-pyrimidin-2-ylamino)-1,3-dihydro-indol- | 523 3068.4
2-one
N-EthyF-N-{3-2-(2-ox0-2,3-dihydro-1H-ndol-5-
ylamino)-5-trifiucromethyl-pyrimidin-4-ylamino]-propyl}- | 5.31 473.3
_ __methanesulfonamide __
5-{4-{(1-Methanesulfonyi-pyrrolidin-3R-
yimethyl)-amino}-5-trifluoromethyi-pyrimidin-2-ylamino}- | 4.84 471.4
1,3-dhydro-indol-2-one
5-§4-(15-Hydroxymethyl-propylamino)-5-
trifuoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indoi-2- | 4.86 2.3
one
5-[4-(3,5-Dinitro-benzylamino)-5-rifluoromethy’- 6.04 490.1

pyrimidin-2-ylamino]-1,3-dlhydro-indol-2-one
N-(2-{[2«(2-Ox0-2,3-dihydro-1H-Indo}-5-
yiamino)-5-trifiuvoromethyl-pyrimidin-4-ylaminc}-methyl}- | 5.84 483.1
phenyl}-methanasulfonamide
N-Isopropyl-N-{2-[2-(2-0x0-2,3-dIhydro-1H-indol-
5-ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino]-ethyl}- | 5.37 473.3
methanesulfonamide
5-[4-{2-Hydroxy-1-phenyl-ethylamino)-5-
frifluoromethyi-pyrimidin-2-yiamino}-1,3-dihydro-indol-2- | 5.29 430.3
one

5-[4-{1R-Hydroxymaethyl-3-mnethyl-butytaming)-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dibydro-indol-2- | 5.59 4104
one
5-[4-(1S-Hydroxymathyl-3-methyl-butylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino)-1,3-<dlhydro-indol-2- | 5.59 410.4
one
5-{4-](1-Methanesulfonyl-piperidin-2S-yimethyl)-
amino]-5-trifiuoromethyl-pyrimidin-2-ylamino}-1,3- 5.16 485.3
dihydro-indol-2-one
5-{4-[(1-Methanesufonyl-pyrrolldin-2R-
yimethyl)-amino}-5-trifluoromethyl-pyrimidin-2-ylamino}- | 5.08 471.3
1,3-dihydro-indol-2-one
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Retsntion | MS Data
Compound Name Time (M+H)

{min.)

5-[4-(Methyl-pyridin-2-yimethyl-amino)-5-
trifluoromethyt-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 5.37 4153
one

5-{4-[(3-Methanesulfonyi-benzyl}-methyl-amino}-
5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-ndol- | 5.686 4823
2-0ne
N-Methyl-N-(2-{[2-(2-0x0-2,3-dIhydro-1H-ndol- '
5-ylamino)-S-trifluoromethyl-pyrimidin-4-ylamino}- 6.63 507.3

methyl}-phenyi}-methanesulfonamide
5-{4-(Methyl-pyridin-3-yimethyl-amino)-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-indol-2- | 6.25 4154
one
5-{4{(1-Methanesulfonyl-piperidin-3-yimethyl)- '
methyl-amino}-5-trifluoromethyl-pyrimidin-2-ylamino}- | 5.89 490.4
______1,3-dihydro-indol-2-one
5-{4-(Methyl-pyridin-4-yimethyl-amino)-5- '
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dthydro-indol-2- | 5.12 4153
one

5-{4-Cyclopentylamino-5-trifiucromethyl- 6.47 378.3
pyrimidin-2-ylamino)-1,3-dihydro-indol-2-one T )
5-[4-(2,8-Dimethoxy-benzylamino)-5-
triftuoromethyl-pyrimidin-2-yiamino}-1,3-dihydro-indol-2- | 6.78 480.3
one

5-{4-[(1,5-Dimathyi- 1 H-pyrazol-3-yimethyl)-
amino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 4.99 418.3
dihydro-indol-2-one _
5-[4-(2-Imidazol-1-yi-ethylamino)-5-
trifiuoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 3.58 404.2
one

5-{4-{(Pyridin-2-yimethyl}-amino}-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 4.5 401.4
one
5-[6-Trifluoromethyl-4-(2-triflucromethyl-
benzylamino)-pyrimidin-2-ylamino)-1,3-dlhydro-indol-2- | 6.57 488.2
one
5-{4-{(3-Methyl-pyridin-2-yimethyl}-aminc}-5-
trifiuoromethyl-pyrimidin-2-yiamino}-1,3-dihydro-indol-2- | 6.07 415.3
one
5J4-(3-Msthanesulfonyl-benzylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-indol-2- | 5.16 4782
one

5-{4{2-(1-Acatyl-piperidin-2-yi}-ethylamino}-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 5.22 463.4
ohe
5-{4-[2-(1-Propionyl-plperidin-2-yl}-ethylaminc}-
5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dthydro-indol- | 5.65 477 .4
2-one
5-{4-[2-{1-Cyclopropanecarbonyl-piperidin-2-yl}-
sthylemino}-5-triflucromethyl-pyrimidin-2-ylamino)-1,3- | 5.86 489.4
dihydro-indol-2-one
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(min.)
5-{4-[2-(1-Isobutyryi-piperidin-2-yl)-ethylaminc}-
5-tr|ﬂuoromehyl-pydmidlr2|-2-ylamlno}-1.s-dlhydro-lndol- 6.07 491.3
-one
5-{4{2-(1-Butyryl-piperidin-2-yl}-ethylamino}-5-
triffuoromethyl-pyrimidin-2-ytamino}-1,3-dihydro-indol-2- | 5.80 491.4 ,
one .
5-{4-[2-{1-Methoxyacetyl-piperidin-2-yi)- \
ethylamino}-6-trifiuoromethyl-pyrimidin-2-ylamino}-1,3- | 5.19 493.4
dihydro-indol-2-one
5-{4-[2-(1-Cyclobutanecarbonyk-piperidin-2-yl)-
ethylamino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- | 8.31 503.4
dihydro-indol-2-one !
N-MsthyHN-{3-[2-(2-0x0-2,3-dIhydro-1H-indol-5- |
yiamino)-5-trifluoromethyl-pyrimidin-4-ylaminol-propyl}- | 4.47 423.3
acetamide
N-Methyl-N-{3-[2-{2-0x0-2,3-dIhydro-1H-indo}l-5-
ylamino)-S-trifluocromethyl-pyrimidin-4-ylamino}-propyf}- | 4.8 437.45
proplonamide
Cyclopropanecarbaxylic acld methyl-{3-[2-(2-
oxo-2,3-dlhydro-1H-ndol-5-ylamino)-S-trifluoromethyl- | 5.07. 449.3
pyrimidin-4-ylaminol-propyl}-amids -
N-Methyl-N-{3-[2-{2-0x0-2, 3-dihydro-1H-indo}-5-
ylamino)-5-trifluocromethyl-pyrimidin-4-ylamino}-propyi}- | 5.24 451.3
Isobutyramide

N-Methyl-N-{3-[2-{2-0x0-2,3-dIhydro-1H-indol-5- .
ylamino)-5-trifluoromethyl-pyrimidin-4-ylaminol-propyl}- | 5.26 451.4
butyramide
2-Methaxy-N-methyl-N-{3-[2-(2-0x0-2,3-dlhydro- ,
1H-Indol-5-ytamino)-5-trifluoromethyl-pyrimidin-4- 447 453.3
ylamino}-propyl}-acetamide
Cyclobutanecarboxylic acid methyl-{3-{2-(2-oxo-
2,3-dlhydro-1H-indol-5-ylamino)-5-triflucromethyl- 5.48 463.4
pyrimidin-4-ylaminol-propyi}-amide
2,2, N-Trimethyl-N-{3-[24(2-ox0-2,3-dihydro-1H-
Indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino}- | 5.60 485.3
propyl}-propionsmide
2,N-Dimethyl-N-{3{2-(2-0x0-2,3-dlhydro-1H-
indol-5-ylamino)-5-trifilucromethyl-pyrimidin-4-yiamino}- | 5.55 485.3
b mide
N-Methyl-N-{3-[2-(2-0x0-2,3-dihydro-1H-indol-5-
ylamino)-5-triftucromethyl-pyrimidin-4-ylamino)-propyl}-  5.38 485.3
benzamide
Isoxazole-5-carboxylic acid methyl-{3-[2-{2-oxo-
2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl- 491 476.2
pyrimidin-4-ylamino]-propyi}-amide
Morpholine-4-carboxylic acid methyl-{3-{2-{2-
oxo-2,3-dihydro-1H-indol-5-ylamino)-5-irifluoromethyl- | 4.78 4b4.3
pyrimidin-4-ylaminol-propyi}-amide
Ethanesulforic acid methyl-{3-[2-(2-0x0-2,3-
dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin- | 5.29 473.3
4-ylamino]-propyl}-amide
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Propane-1-sulfonic acid methyl-{3{2-(2-oxo0-2,3-
dihydro-1 H-ndol-5-ylamino)-5-trifiuoromethyl-pyrimidin- | 5.71 487.3
4-ylamino]-propyl}-amide

1,1,3-Trimethyl-3-{3{2-(2-0x0-2,3-dihydro-1H-
Indol-5-ytamino}-5-trifivoromethyl-pyrimidin-4-ylamino}- | 5.63 4883
+ ' ___propyil-sulfonylurea
2,2.2-Trifluoro-N-methyl-N-{3-[2-(2-0x0-2,3-
dihydro-1H-indol-5-ylamino)-S-trifiucromethyl-pyrimidin- { 5.80 4772
amino}-pro; mide
N-Methyl-N-{2-{2-{2-0x0-2,3-dIhydro-1H-indol-5-
ylamino)-5-triflucromethyl-pyrimidin-4-yiamino}-ethyl}- | 4.23 409.2
acetamide
N-Methyl-N-{2-{2«(2-0x0-2,3-dihydro-1H-indol-5-
yiamino)-5-trifiuoromethyl-pyrimidin-4-ylamino}-ethyl}- | 4.61 423.2
propionamide .

Cyclopropanecarboxylic acid methyl-{2-[2-(2-
oxo-2,3-dhydro-1H-indol-5-ylamino)-6-trifluoromethyl- | 4.77 435.2
pyrimidin-4-ylaminoj-ethyf}-amide
N-Methyl-N-{2-[2-(2-ox0-2,3-dihydro-1H-indol-5-
yiamino)-5-trifiuoromethyl-pyrimidin-4-ylamino}-sthyl}- | 4.94 437.2
isobutyramide
N-Methyl-N-{2-[2-{2-0x0-2,3-dihydro-1H-indo}-5-
ylamino)-5-trifluoromethyl-pyrimidin-4-ylamino}-ethyl}- | 4.85 437.2
butyramide
2-Methoxy-N-methyl-N-{2-[2-(2-ox0-2,3-dihydro-
1H-indol-5-ylamino)-5-trifiucromethyl-pyrimidin-4- 421 439.2
_ylamino}-ethyl}-acetamide
Cyclobutanecarbaxylic acld methyl-{2-{2-(2-oxo-
2,3-dihydro-1H-indol-5-yilamino)-5-trifluoromethyl- 5.17 449.3
_ pyrimidin-4-ylamino]-ethyl}-amide
2,2 N-Trimethyl-N-{2-[2-(2-0x0-2,3-dthydro-1H-
indol-5-ylamino)-5-trifiucromethyl-pyrimidin-4-ylamino}- | 5.57 4514
gth ionamide
2,N-Dimethyl-N-{2-[2-(2-ox0-2,3-dIhydro-1H-
indol-5-ylamino)-5-rifluoromethyl-pyrimidin4-ylamino}- | 526 4514
. ethyl-butyremide
N-Methyl-N-{2-[2-(2-ox0-2,3~dIhydro-1H-indol-5-
ylamino)-5-trifluoromethyl-pyrimidin-4-ylaminoc}-ethyl}- | 4.80 4713
benzamide
Isoxazole-5-carboxylic aclkd methyi-{2-[2-{2-axo-
2,3-dihydro-1H-indol-5-ylarino)-S-trifluoromethyl- 451 45823
pyrimidin-4-ylamino]-ethyl}-amide
Morpholine-4-carbaxylic acid methyl-{242-{2-
oxo-2,3-dihydro-1H-indol-5-ylamino)-5-triflucromethyl- | 4.41 480.3
pyrimidin-4-viamino}-ethyt}-amide
N-Methyl-N-{2-{2-{2-0x0c-2,3-dihydro-1H-indol-5-
ylamino)-5-triftuoromethyi-pyrimidin-4-ylaminoj-ethyl} | 4.77 445.1
_____ methanesulfonamide
Ethanesulfonic acid methyl{2-{2-(2-ox0-2,3-
dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin- | 5.03 458.2
4-ylamino]-sethyl}-amide
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Compound Name Time (M+H)
__{min.)
Propane-1-sulfonic acid methyl{2{2-(2-0x0-2,3-
dihydro-1H-Indol-5-ylamino)-5-trifluoramethyl-pyrimidin- | 5.44 4733
____4-ylaminoj-sthyl}-amide
1.1,3-Trimethyl-3-{2-[2-(2-0x0-2,3-dihydro-1H-
indol-5-ylamino}-5-trifluoromethyl-pyrimidin-4-ylamino}- | 5.48 4742
¥ ' ethyi}-sulfonylurea
2,2,2-Trifluoro-N-methyl-N-{2{2-{2-0x0-2,3- :
dihydro-1H-indpl-5-yiamino)-5-riftucromethyl-pyrimidin- | 5.49 483.2

4-ylaminol-ethyl}-acetamnide

5-{4-{2-Hydroxy-ethylamino)-6-trifluoromethy}- 4.05 354.3
pyrimidin-2-ylamino]- 1,3-dihydro-indol-2-one : )

5-(4-Cyclopropylamino-S-trifiucromethyl- 5.41 350.3
__pyrimidin-2-ylamino)-1,3-dihydro-indol-2-one ) )
5-(4-Cyclobutylamino-5-triffuoromethyl- 6.01 3843
pyrimidin-2-ylamino)-1,3-dihydro-indol-2-one . il
5-[4-(1,4-Dimethyl-pentylamino)-5-
trifluoromethyi-pyrimidin-2-ylamino]-1,3-dihydro-indof-2- | 7.45 408.4
ons
5-{4-{3-Imidazol-1-yl-propylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-indol-2- | 3.77 418.3
‘ one
5-[4-(2-Phenoxy-ethylamino)-5-trifluoromethyl- 6.34 430.3

pyrimidin-2-yiamino}- 1,3-dihydro-indol-2-one

§{4-{1-Cyclohaxy-ethytamino)-5-triflucromethyl- 7.6 420.4
midin-2-yiamino}-1,3-dihydro-indol-2-one * "

5-{4-(1-Hydroxymethyl-2, 2-dimethyl-

propylamino)-5-triftuoromethyl-pyrimidin-2-ylamino}-1,3- } 5.64 410.4
dihydro-indol-2-one
5-{4-(1-Methoxymethyl-propylamino)-6-
triflucromethyl-pyrimidin-2-yiamino}-1,3-dlhydro-indol-2- | 5.96 396.3
one
5-[4-{Indan-2-ylamino)-5-triflucromethyi- 6.78 426.4

‘ pyrimidin-2-ylamino}-1,3-dihydro-indol-2-one

5-[4-(1,2,3,4-Tetrahydro-naphthalen-1-ylamino)-

S-trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-indol- | 7.16 4403
2one
5-(4-Cycloheptylamino-S-trifluoromethyi- 7.24 406.3

pyrimldin-2-ylamino}-1,3-dihydro-indol-2-one
5{4-{2-(2-Oxo-imidazolidin-1-yi}-ethylamino]-5-
rifluoromethyi-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 4.04 4223
one

4-[2-(2-Ox0-2,3-dihydro-1H-Indol-5-ylamino)-5-
trifivoromethyl-pyrimidin-4-ylamino]-butyric acid ethyl | 5.65 424.2

ester
5-[4-{2-Hydroxy-1-hydroxymethyl-ethylamino}-5-
triflucromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 3.72 384.2

one
5-[4-(3-Hydroxy-2,2-dimethyl-propylamino)-5-
trifluoromethyl-pyrimidin-2-vlamino}-1,3-dlhydro-indok-2- | 5.09 396.3
one
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5-{4-[(Isochromean-1-yimethyt}-amino}-5-
trifiuvoromethyl-pyrimidin-2-ylamino}-1,3-dihydre-ndol-2- | 6.36 456.3
one
5-{4-{4-Hydroxy-1,1-dioxo-tetrahydro-18&-
thiaphen-3-ylamino)-5-trifluoromethyl-pyrimidin-2- 4.42 4422 .
ylamino}-1,3-dihydro-indol-2-one
5-J4-(2-Methoxy-1-methyl-sthylamino)-5- '

trifluoromethyl-pyrimidin-2-ytamino}-1,3-dhydro-indol-2- | 5.58 382.3
one
5{4-(trans-4-Msthylsuifanyl-tetrahydro-furan-3-
yliamino)-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 5.37 4263
dihydro-indol-2-one '
5-{4-{trans-2-(Pyrimidin-2-ylsuffanyl)- .
cyclopentylamino}-S-trifluoromethyi-pyrimidin-2- 6.32 488.3
ylamino}-1,3-dlhydro-indol-2-one
5{4-(Inden-1-ylamino)-5-trifiluoromethyi- 6.86 4263

___pyrimidin-2-ylamino}-1,3-dihyiro-indol-2-one
5-{4-{2-(2-Hydroxy-ethylsulfanyl)-sthylamino}-5-
trifivoromethyl-pyrimidin-2-ylamino)-1,3-dihydro-indol-2- | 4.66 4143
one .

5-{4-12(Pyridin-3-yloxy)-propylamino]-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-indo-2- | 520 445.3
one
5-{4-[2-(8-Methyl-pyridin-2-yl)-ethylamino]-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-indol-2- | 5.00 4203

one
5-{4-[(2,3-Dihydro-benzo[1,4}dIoxin-2-yimethyl)-
amino}-5-triflucromethyl-pyrimidin-2-ylamino}-1,3- 5.01, 458.2
dihydro-indol-2-one
5-{4-{(1-Methyl-1H-pyrazol-4-yimethyl}-amino}-5-
rifluoromethyl-pyrimidin-2-yiamino}-1,3-dthydro-indol-2- | 4.60 404.3
one
5-{4-{(4,5,6,7-Tetrahydro-ben2othiazoi-2-
yimethyl}-amino}-5-trifluoromethyl-pyrimidin-2-ylamino}- | 5.93 481.2
_1,3-dihydro-indol-2-one
5-[4-{1-Phenyl-3-[1,2 4]triazol-1-yi-propylamino)-
S-trifluoromethyl-pyrimidin-2-ylaminc}-1,3-dthydro-indol- | 5.24 495.2
2-one
5-{4-Isobutylamino-5-trifluoromethy-pyrimidin-2- 8.12 366.4
ylamino}-1,3-dihydro-indol-2-one . .
5-[4-(2-Cyclohexyl-1-hydroxymethyl-
gthylemino)-5-trifluoromethyl-pyrimidin-2-ylamino]-1,3- | 6.41 4504
dihydro-indol-2-0ne

2-{2-(2-Oxo0-2,3-dlhydro-1H-indol-5-ylamino)-5-
trifiuoromethyl-pyrimidin-4-ylamino}-proplonic acid 5.26 388.3
methyl aster
5-(4-Cyciohexylamino-5-trifiucromethyi- 6.82 192.3
pyrimidin-2-ylamino)-1,3-dihydro-indol-2-one ) "

5-{4-(3-Hydroxy-propylamino)-5-trifluoromethyl- 4.24 388.3
pyrimidin-2-yiamino]-1,3-dihydro-indol-2-one ) i
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5-{4-{2-{4-Methy}-1H-imidazoi-2-yi}-ethylamino}-
S-trifluoromsethyl-pyrimidin-2-ylamino}-1,3-dIhydro-indol- | 3.54 418.3
2-one
5-[4-(Tetrahydro-furan-3-ylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 4.89 380.3
¥ one
.5-{4-(Dicyclopropyimethyl-amino)-5- '
trifluoromethy}-pyrimidin-2-ylamino]-1,3-dihydro-indol-2- | 6.58 404.3
one
544-[2-(6-Methy-4H-1,2,4]trlezol-3-y1)-
ethylamino}-5-riftucromethyl-pyrimidin-2-ylamino}-1,3- | 4.00 419.3
dihydro-indol-2-one
5-{4-(2-Ethylsulfanyl-ethylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indoi-2- | 6.89 308.3
one .
5-[4-(2-Phenoxy-propylamino}-5-trifiuoromethyl- 8.57 444.2
pyrimidin-2-ylamino}- 1,3-dlhydro-indol-2-one : :
5-{4-[(1-Ethyl-5-axo-pyrrolidin-3-yimethyl)-
arnino]-5-triftuoromethyl-pyrimidin-2-ylamino)-1,3- 4.57 435.2
:__dihydro~indol-2-one
5-{4-{[1<2-Methoxy-sthyi)-5-oxo-pyrrolidin-3-
yimethyl}-amino}-5-triftuoromethyl-pyrimidin-2-ylamino)- | 4.44 485.2
1,3-dihydro-indol-2-one
5-{4-(Benzhydryl-amino)-5-trifluoromethyl- 7.26 476.2

pyrimidin-2-ylamino]-1,3-dihydro-indol-2-one
5-<{4-[2(1-Methyi-1H-pyrazol-4-yi)}-sthylamino}-
S-irifiuoromethyi-pyrimidin-2-ylamino}-1,3-dihydro-indol- | 4.90 418.3
2-one
5{4-[(a-Methyl-1H-imidazol-2-yimethyl}-amino}-
5-triflucromathyk-pyrimidin-2-ylamino}-1,3-dihydro-indol- | 3.40 404.2
2-one
5-{4-[(5-Cyclopropyl-1H-pyrazol-3-yimethyl)-
aming]-5-triflucromethyl-pyrimidin-2-ylamino}-1,3- 5.00 430.2
dhhydro-indol-2-one__
5-{4-[2-(4-Methyi-thiazol-5-yi}-ethylamino}-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dlhydro-ndol-2- | 5.18 435.2
one '
5-{4-[2-(1H-Benzoimidazol-2-yl}-ethylamino}-5-
trifiuoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 4.39 454.2
one
5-{4-{(5-Methyt-[1,3,4]oxadlazol-2-yimethyl)-
amino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 4.25 406.3
dhydro-indol-2-one
5{4{(5-Phenyt-4H-[1,2,4]trlazol-3-yimethyl)-
amino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3- 492 467.3
dihydro-indol-2-one
54{4-[(1H-Indo}l-2-yimethyl}-amino]-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 6.10 439.3
one




HPLC

Retention | MS Data
Compound Name Time (M+H)

{min.}

5-{4-{(1,5-Dimethyl-1H-pyrazol-4-yimethyl)-

aming}-5-triflucromethyl-pyrimidin-2-ylamino}-1,3- 4.77 418.3
dihydro-indoi-2-one

. 5-{4-[(Benzothiazol-2-yimethyl}-amino}-5-

h‘lﬂuommehyl-pyﬂmldln-z-ylamlno}d 3-dihydro-indol-2- | 5.77 4572

5-[4—[(3-Moﬂ1yi-isoxazol—5—ylmahyl)—amlno}-5— -
trifluoromethyi:pyrimidin-2-yiamino}-1,3-dlhydro-indol-2- | 5.02 405.3
one

5-{4-[(4-Methy-thiazol-2-yimethyl}-amino}-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 5.12 4212
one

“544-[1-{4-Methyl-thiazol-2-yl)-ethylaminc]-5-
trifiuoromethyi-pyrimidin-2-ylamino}-1,3-dihydro-indoi-2- | 5.62 4352
one .

5-{5~Trifluoromethyl-4-(1,3,5-rimethy}-1H-
pyrazol-4-yimethyl}-aminc}-pyrimidin-2-ylamino}-1,3- | 4.85 432.2
dihydro-indol-2-one
5-{4-[1-(2-Methyi-thiazol-4-yi}-athylamino}-5-
trlﬂuoromethyl-pyrlmldln-z-ylamlno}-1 ,3-dihydro-indol-2- | 5.69 435.3
one
5-{4-{(3-Methyl-imidazo[2,1-b]thiazol-6-
yimethyl)}-amino}-5-trifiuoromethyl-pyrimidin-2-ylamino}- { 6.03 460.3
1,3-dthydro-indol-2-one
5-{4-[1 (5-Methyl-4H-[1,2 4]triazol-3-yi)-
ethylamino]-5-trifiuoromethyl-pyrimidin-2-ylamino}-1,3- | 420 419.3
dihydro-indol-2-one _
5-{4-[1-(3,5-Dimethyl-1H-pyrazol-4-yi)-
sthylamino]-5-rifftuoromethyl-pyrimidin-2-ylamino}-1,3- | 5.02 432.3
dihydro-indol-2-one
5-{4-[2-(3,5-Dimethyl-1H-pyrazol-4-yi)-
ethylamino]-5-trifluoromethyl-pyrimidin-2-ylamino}1,3- | 4.85 4324
dihydro-indol-2-one
5-{4-[2-{4,6-Dimsthyl-pyrimidin-2-yl)-
ethylaminoc]-5-trifluoromethyl-pyrimidin-2-ylamina}-1,3- | 5.17 444 4
dihydro-indol-2-cne
5-{4-{2-(4-Methyl-5,8,7 8-tetrahydro-quinazolin-
2-yi)-ethylamino]-5-trifluoromethyl-pyrimidin-2-ylamino}- | 5.88 484.4
1,3-dlhydro-indol-2-one
5{4-(2-Thlazol-4-yl-athylamino)-5-
trifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2- | 5.18 4213
one
5-{4-Dimethylamino-5-trifiuoromethyl-pyrimidin- 560 338.3
2-ylamino)-1,3-dihydro-indol-2-one ’ :
5~{4-[(1-Pyrmidin-2-yl-piperidin-3-yimethyl)-
amino}-5-triflucromethyl-pyrimidin-2-ylamino}-1,3- 6.17 485.4
dihydro-indol-2-one
5-[4-{Indan-1-ylamino)-5-trifluoromethyl- 6.85 426.3
pyrimidin-2-ylamino]-1,3-<dihydro-indol-2-one . :
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Time {min)
N-Methyl-N-{3-{({methyl-[2-(2-0x0-2,3- 6.08 621.3
diydro-1H-indol-5-ylamino}5-rifluoromethyl-
pyrimidin-4-yll-amino})-methyl}-phenyl}-
methanesulfonamide
N-Methyl-N-{4-methyl-3-{{{methyi-[2-{2-ox0- 6.24 535.8
2,3-dlhydro-1H-indol-5-ylamino)-5-triflucromethyl-
pyrimidin-4-yl}-amino})-methyf}-phenyl}- .
methanesulfonamkie '
N-(5-Methyi-2-{[2-(2-0x0-2,3-dlhydro-1H- 8.23 507.2

indol-5-ylamino)-5-trifiucromethyi-pyrimidin-4-
ylamino]-methyl}-phenyl}-methanesulfonamide
N-{3-Mathyl-2-{[2-{2-0x0-2,3-dhydro-1H- 8.28 507.2
Indol-5-ylamino)-6-trifiuoromethyl-pyrimidin-4-
amino]-methyi}-phenyl -methanesulfonamide .
N-{4-Methyl-2-{[2-(2-0x0-2,3-dIhydro-1H- 6.12 507.3

indok-5-yiamino}-S-triflucromethyl-pyrimidin<4-
amino he ethanesulfonamkie
N-(2-Methyl-6-{T2<(2-0x0-2,3-dlhydro-1H- 5714 507.3

indol-5-yiamino)-5-trifluoromethyl-pyrimidin-4-
viamino]-methyil-phenyl}-methanesulfonamide
5-4-(3-Methanesulfonyl-propylamino)-5- 442 430.4
trifuoromethyl~pyrimidin-2-ylamino}-1,3-dihydro-indol-
2-0ne
N-Methy-N-{5-methyl-2-{[2-(2-ox0-2,3- 5.95 521.2
dihydro-1H-indol-5-ylamino)-5-trifiucromethyi-
pyrimidin-4-ylaminoj-methyl}-phenyl)-
methanesulfonamide
N-(3-Methanesulfonytamino-5-{[2-(2-ox0-2,3- 4.85 586.2
ditrydro-1H-indol-5-ylamino)-5-trifluoromethyl- \
pyrimidin-4-ylamino}-methyl}-phenyf)-
methanesulfonamide
N-Methyl-N-{4-methyl-2-{[2-{2-0x0-2,3~ 5.87 521.3
dihydro-1H-indol-5-ylamino)-5-triftuoromethyl-
pyrimidin-4-ylamino}-methyl}-phenyl)-
methanesulfonamide
N-Methyi-N<{2-methyl-8-{[2-{2-0x0-2,3- 5.86 521.3
dihydro-1H-Indo}l-5-ylamino)-5-triflucromethyi-
pyrimidin-4-ylamino]-methyl}-phenyl)-
methanesulfonamide
N-Methyi-N-(3-methyl-2-{[2-(2-0x0-2,3- 5.97 521.3
dihydro-1H-indol-5-ylamino)-§-trifluocromethyi-
pyrimidin-4-ylamino}-methyl}-phenyi)-
methanesulfonamide
5-{4-{{{15,2R)-2-Hydroxy-cyclohexylmethyl)- 5.56 422.3
amino]-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one
5-[4-{(1R,2S)-2-Hydroxy-indan-1-ylamino}-5- 5.66 442 .4
triflucromethyl-pyrimidin-2-ylaming]-1,3-dihydro-indol-
2-0ne
5-[4-((S)-1-Hydroxymethyl-2-phenyl- 5.54 444.3
ethylamino)-5-trifluoromethyl-pyrimidin-2-ylamino)-
1,3-dlhydro-indol-2-one
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Name HPLC Ret | LRMS (MH+)

' Time (min)
N-{3-(Methanesulfonyl-methyl-emino)-5-{[2- 536 614.2

{2-ox0-2,3-dihydro-1H-ndol-5-ylamino)-5-
trifluoromethyl-pyrimidin-4-ylamino]-methyl}-phenyl)-
N-methyl-methanesulfonamide

5-{4-[(1-Hydroxy-cyclopentyimethyi)}-amino]- 52 408.2
5-triflucromethyl-pyrimidin-2-ylamino}-1,3-dihydro- ,
indol-2-one
N-Methyl-N~{3-{[2-{2-ox0-2,3~dthydro-1H- 5.26 508.2 :
indol-5-ylamino}-5-trifluoromethyl-pyrimidin-4-
aminc}-meth -2 ethanesulfonamide
N-{3-Fluoro-2-{[2-{2-oxp-2,3-dihydro-1H- 5.88 525.2
indol-5-ytamino)-5-triflucromethyl-pyrimidin-4-
ylamino}-methyf}-phenyl)}-N-methyl-
methanesulfonamide '
5-{4-]2{(S)-1-Methanesulfonyl-pymrolidin-2- 5.32 485.4
yl)-ethylamlno]-ﬁ-ﬁﬂuoromehyl—pyﬂmIdh-z-ylamlno]-
1,3-dihydro-indol-2-one '

5-(4-{(1-H ydroxy-cyciobutyimethyl)-emino}5- 491 3843
trifftuoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-
____indol-2-one
5-{4-[2-((R)-1-Msthanesulfonyi-pyrrolidin-2- 5.32 485.4

yi)-ethylamino}-5-trifiuoromethyi-pyrimidin-2:-ylamino}-
1,3-dlhydro-indol-2-one
N-(2-Fiuoro-8-{[2-{2-ox0-2,3-dihydro-1H- 592 525.2
ndol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-
yiemino}-methyl}-phenyl)-N-methyl-
_methanesulfonemide
N-{¢-Fluoro-2{[2-(2-ox0-2,3-dlhydro-1H- . 5.78 525.3
indol-5-ylamino}-5-trifiuoromethyl-pyrimidin-4- A
ylamino]-methyl}-phenyl}-N-methyl-
methanesulfonamide
N-Methyl-N-{4-{[2-(2-0x0-2,3-dlhydro-1H- 5.17 508.1
indol-5-ylamino)-5-triflucromethyl-pyrimidin-4-
ylamino]-methyi}-pyridin-2-yl}-methanesulfonamide
N-{2,2-Dimethyl-3-[2-(2-0x0-2,3-dihydro-1H4- 5.7 487.3
indol-5-ylamino)-5-trifiuoromethyl-pyrimidin-4-
ylaminol-propyl}-N-methyl-methanesulfonamide
N-Methyl-N-{8-{[2-{2-0x0-2,3-dlhydro-1H- 5.61 508.2
indol-5-ylamino)-5-trifiuoromethyl-pyrimidin-4-
ylamino]-methyf}-pyridin-2-y{-methanesulfonamide

N<{(2,4-Difluoro-6-{|2-(2-ox0-2,3-dihydro-1H- 5.88 543.2
indol-5-ylamino)-5-trifiucromethyl-pyrimidin-4-
ylamino]-methyl}-phenyl)-N-methyl-
methanesulfonamide
5-[4-{(R)-1-Methanesulfonyl-plperidin-3- 524 4713

ylamino)-5-trifluoromethyl-pyrimidin-2-ylamino)-1,3-
dihydro-indol-2-one
N-Methyl-N-(6-methyl-3-{[2-{2-0x0-2,3- 5.58 522.2
dihydro-1H-indol-5-ylamino)-5-trifluaromethyl-
pyrimidin-4-ylamino}-methyl}-pyridin-2-yi)-
methanesulfonamide
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Name HPLC Ret | LRMS (MH+)
Time {min)
N-Methyl-N-(5-{[2-(2-0x0-2,3-dIhydro-1H- 4.79 508.2

indol-5-ytamino)-5-trifluoromethyt-pyrimidin-4-
amino}-meth dIn-3- sthanesulfonamide
5-{4-(1-Methanesulfonyl-piperidin-4-ylamino)- 5.28 471.2
S-triflucromethyl-pyrimidin-2-ylamino}-1,3-dthydro-
indol-2-one
5-{4-{Methyl{(R)-1-phenyl-athyl}-aminc]-5- 723 |, 428.3
trifluoromethyi-pyrimidin-2-ylamino}-1,3-dihydro- '
.Indoi-2-one
5-{4-Benzylamino-5-triflucromethyl-pyrimidin- 6.05 400.3
2-ylamino)-1,3-dihydro-indol-2-one

N-{4,8-Dimethyl-3-{[2{2-0x0-2,3-dihydro- 1H- 8.1 536.3
indol-5-ylamino)-5-trifluoromethyi-pyrimidin-4-
ylamino}-methyl}-pyridin-2-yl)}-N-methyi-
methanesulfonamide

5-(4-tert-Butylamino-5-trifiucromethyl- 8.49 3662
pyrimidin-2-ylamino)-1,3-dihydro-indol-2-one

5{4-{(1R,58,6S)-3-Methanesulfonyl-3-aza- 4.89 469.3
bicycio[3.1.0]hex-6-yiamino)-5-triflucromethyl-
midin-2-yiamino}-1,3-dlhydro-indal-2-one
N-Methyl-N-{3-methy}-3-[2-(2-0x0-2,3- 57 487.2
dihydro-1H-Indal-5-ylamino)-5-trifiucromethyl-
pyrimidin-4-ylamino}-butyl}- methanesulfonamide
N-(6-Methy-3-{[2-(2-ox0-2,3-dihydro-1H- 5.27 508.2
indol-5-ytamino)-5-trifluoromsthyl-pyrimidin-4-
aminoj-meth in-2 ethanasulfonamide
5-{4{(2-Methanesulfonyl-pyridin-4-yimethyl)- 4.79 479
amino}-5-trifiuoromethyl-pyrimidin-2-yiamino}-1,3-
dihydro-indol-2-one
2-[2<{2-Ox0-2,3-dihydro-1H-indol-5-ylamino)- 419 417.4
S-rifluoromethyi-pyrimidin-4-ylarino}-ethanesulfonic
acld amide
N-(3-{Methyl-[2(2-0x0-2,3-dihydro-1H-indal- 5.07 450.3
5-ylamino)-5-trifiuoromethyl-pyrimidin-4-yij-amino}-
~ propyl :nésthanesulfonamide
N-{(2-{MethyH2-(2-ox0-2,3-dIhydro-1H-indol- 4.89 4453
5-yleamino)-5-trifluoromethyl-pyrimidin-4-yi]-amino}-
ethyl}-methanesulfonamide
5-{4-{2-Methanesuifonyimethyi- 5.38 492.3
benzyiemino)}-5-trifiuoramethyl-pyrimidin-2-ylamino]-
1,3-dihydro-indol-2-one
2{24(2-Ox0-2,3-dlhydro-1H-indol-5-ylamino)- 5.09 4452
5-trifluoromethyl-pyrimidin-4-ylammo}-ethanesulfonic
acld dimethylamide
N-Methyl-N-(3-{[2-{2-0x0-2,3-dlhydro-1H- 5.49 508.2
Indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-
ylamino]-methyl}-pyrazin-2-yi}-methanesulfonamide
Ethanesulfonic acid methyl-(2-{[2-(2-0x0-2,3- 5.96 521.3
dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyl}-phenyl}-emide
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HPLC Ret
Time {min)

LRMS (MH+)

Ethanesulfonic acid (2-{[2-(2-0x0-2,3-

dihydro-1H-Indol-5-ylamino)-5-triflucromethyl-
pyrimidin-4-ylaminol-methyi}-pheny)-amide

6.23

507.2

N-Ethyl-N-(3-{[2{2-ox0-2,3-dihydro-1H-indo}-
5-ylamino)-5-trifiuoromethyl-pyrimidin-4-ylamino}-
methyl}-pyridin-2-yi}-methanesulfonamide

5.54

622.2

N-{1,1-Dimethyt-3-f2-(2-ox0-2,3-dIhydro-1H-
Indol-5-ylamino)5-trifluoromethyl-pyrimidin-4-
ylaminol-propyll-methanesulfonamide

5.18,

473.1

N~{5,6-Dimethyl-3-{[2-(2-0x0-2,3-dIhydro-1H-
indo-5-ylamino)-$-{riffucromethyt-pyrimidin-4-
ylamino}-methyl}-pyrazin-2-yi}-N-methyl-
methanesulfonamide

6.31

637.1

5-{4{((R)-4-Methanesulfonyl-morpholin-3-

yimethyl)-amino}-5-triflucromethyt-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-ons

4.62

487.2

Propane-1-sutfonic acid (2{{2-(2-ox0-2,3-
dihydro-1H-indo-5-yiamino)-5-trifluoromethyl-
idin-4-ylaminoj-methyl}-phenyi)-amide

6.6

521.2

5-{4-]2-{(R)4-Methanasulfonyl-morpholin-3-
yl)-ethylamino}-S-trifiucromethyl-pyrimidin-2-ylamino}-
1,3-dihydro-indol-2-one

4.09

601.1

Ethanesutfonic acld methyl-(3-{[2<(2-ox0-2,3-
dthydro-1H-indol-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino}-methyi}-pyridin-2-yl}-amide

564

5222

Trifluoro-N-methyl-N-{3-[2-(2-0x0-2,3-
dihydro-1H-indol-5-ylamino)-S-triftuoromethyi-
pyrimidin-4-ylamino}-propyl}-methanesuifonamide

6.42

513.3

Cyclopropanesulfonic acid methyl-{3-{2{2-
ax0-2,3-dihydro-1H-indo}l-5-ylamino)-5-
trifluorom midin-4-ylamino]-propyi}-amide

485.3

N-Ethyl-N-(2-(J2-{2-0x0-2,3-dlhydro-1H-indol-
5-ylamino)-5-triflucromethyt-pyrimidin-4-ylamino}-
meth ethanesulfonamide

594

621.2

Ethanesulfonic acld methyl-{5-methyl-2-{[2-(2-0x0-2,3-dihydro-1H-indol-5-
yiamino)-5-friftucromaethyl-pyrimidin-4-ylamino}-methyl}-phenyl)-amide

~ Ethanesulfonic acld ethyl-(2-{[2-{2-ox0-2,3-
dihydro-1H-indol-5-ylamino)-5-triflucromethyi-
pyrimidin-4-ylaminopbmethyl}-phenyl}-amide

6.22

635

Ethanesulfonic acid ethyl-(5-methyl-2-{[2-(2-
oxo-~2,3-dhydro-1H-Indol-5-ylamino)-5-

trifiuvoromethyl-pyrimidin-4-ylamino}-methyl}-phenyl)-
amide

6.55

549

N-Ethyl-N-(5-methyl-2-{[2-(2-ox0-2,3-dihydro-
{H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-
ylaminoj-methyi}- phenyt}-methanesulfonamide

6.27

535.1

Ethanesulfonic acid (S5-methyl-2-{]2-{2-oxo-
2,3-dihydro-1H-indol-5-ylamino)-5-trifiuoromethyl-

pyrimidin-4-ylamino]-methyl}-phenyl}-amide

6.59

521.1

\
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Name HPLC Rst LRMS (MH+)
Time (min)
Ethanesulfonic acld (3-methyl-2-{[2-(2-oxo- 6.7 521.3

2,3-dihydro-1H-indol-5-ylamino)-5-trifiuoromethyi-
pyrimidin-4-ylaminopmethyl}-phenyl)-amide
Ethanssulfonic acid methyl-(3-methyl-2-{[2- 8.33 5356.2
(2-ox0-2,3-dIhydro-1H-Indol-5-yiemino)-5-
tﬁluommeﬁnyl—pyﬂmldlﬂﬂ:mho]mehyl}-phenyl}-
toam

2-[2-(2-Oxo-2,3-dihydro-1H-indoF-5-ylamino)- 48 | - 4311
5-trifluoromethyl-pyrimidin-4-ylamino}-sthanesulfonic
acld methylamide

Ethanesulfonic acid {3-[2-{(2-ox0-2,3-dihydro- 4.87 459.1
1H-indol-5-ylamino)-6-trifluoromethyl-pyrimidin-4-
__ytamino]-propyl}-amide
C-Methanesulfonyl-N-{3{2-(2-ox0-2,3- 4.84 523
dihydro-1H-indoi-5-ylamino)-S-trifiuoromethyl-
midin-4-ylamino]-propyi}-methanesulfonamkie '
Ethanesulfonic acld {2-{2(2-0x0-2,3-dlhydro- 465 4452

1H-indol-5-ylamino)-5-rifiucromethyl-pyrimidin-4-
__ylamino}-ethyl}-amide
C-Methanesulfonyl-N-{2-{2<{2-o0x0-2,3- 4.62 508

dihydro-1H-indol-5-ylamino)-S-trifluoromethyl-
midin-4-viamino}-ethyl}l-methanesulfonamide
N-Methyl-N-{4-methyl-3-{T2(2-0x0-2,3- 5.63 522.1
dihydro-1 H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylaminoJ-methyf}-pyridin-2-yi)-
methanesufonamide
5-(4-{[1<(2,2,2-Trifluoro-acetyl)}-piperidin-3- 6.04 503.1
yimethyll-amino}-5-trifluoromethyl-pyrimidin-2-
ylamino)}-1,3-dihydro-indol-2-one
2,2, 2-Trifluoro~ethanesulfonic acid {3-{2-(2- 5.56 513.2
0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-
triftuo idin-4-ylamino! Ide
N-Methyl-N-{4-{[2-(2-0x0-2,3-dihydro-1H- 5.21 508.3
indol-5-ylamino)-5-triflucromethyl-pyrimidin-4-
amino}-methyl}-pyrimidin-2-yl)}-methanesulfonamide
N-Cyclopropyl-N-(2-{[2-(2-ox0-2,3-dlhydro- 6.01 533.3
4H-indol-5-ylamino)-5-trifluoromethyl-pyrimidin-4-
yiamino}methyl}-phenyl}-methanesulfonamide
N-Methyl-N-(2-{T24(2-0x0-2,3-dIhydro-1H- 4.95 509.2
indol-5-ylamino)-5-trifiuoromethyl-pyrimidin-4-
aminoj-meth imkiin-4-yi)-methanesulfonamide
N-Methyl-N-{6-{[2-{2-0x0-2,3-dihydro-1H- 53 508.4
Indol-5-ylamino)-5-triflucromethyi-pyrimidin-4-
ylamino]-methyl}-pyrazin-2-yi}-methanesuifonamide
N-Mathy-N-{2{[2-(2-0x0-2,3-d}hydro-1H- 5.54 508.3
Indol-5-ylamino)-5-trifiuoromethyl-pyrimidin-4-
ylamino]-methyl}-pyridin-3-vi}-methanesulfonamide
N-Methy-N-(3-{[2-{2-ox0-2,3-dlhydro-1H- 5.55 508.4
indol-5-ylamino)}-5-trifluoromethyl-pyrimidin-4-
ylamino]-methyf}-pyridin-4-yl}-methanesulfonamide
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HPLC Ret | LRMS (MH+)
Time (min)

N-Cyclopropyl-N-(3-{[2-(2-0x0-2,3-dIhydro-
1 H-indol-5-ylamino)}-5-trifiuoromathyl-pyrimidin-4-
ylamino]-methyl}-pyridin-2-yi}-methanesulfonamide

5.6 534.1

N-Methyl-N-{8-methyl-3-{[2-{2-0x0-2,3-
dihydro-1H-indol-5-ylamino)-5-triftuoromethyl-
pyrimidin-4-ylamino]-methyl}-pyrazin-2-yi)-
methanesulfonamide

5.83 5234

5{4-[{2-Methenesulfonyimethyl-pyridin-3-
yimethyf)-amino}-5-trifluoromethyl-pyrimidin-2-
yiamino}-1,3-dihydro-indol-2-one

54 483.2 '

N-Methy-N-(4-{[2-(2-ox0-2,3-dihydro-1H-
indol-5-ylamino)-5-triflucromethyl-pyrimidin-4-

viaminolmethyl}-pyridin-3-yi}-methanesulfonamide

4.77 508.2

w ]

The present Invention is not to be limited In scope by the specific embodiments
described hersin. indeed, various modifications of the invention in addition to those described
herein will become apparent to those skilled in the art from the foregding description and the
accompanying figures. Such modifications are intended to fali within the scope of the

appended claims.

All patants, applications, publications, test methods, literature, and other materials
cited herein are hereby Incorporated harein by reference In their entireties.
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1. A compound of the formuia 1

Ay -R
N N
H RHCRIR),

¥ 1 ,
or 8 pharmaceutically ecceptabie salt, solvate, hydrats, or pnodn..:g thereof,
wherein n is an Integer from 1 to 3;
each R' Is a eubstituent independently selected from the group consisting of
hydrogen, hydroxy, ~(C+-Celalkyl, {Cy-Cry)cycloalkyl, {Cx-Co)heterocyclyl, -O(Ci-Celalkyl, -
O(Cs-Cr)cycloalkyl, -O{CrCq)heterocyclyl, -NR°R®, -SR’, -SOR", -SOR’, -COR™, -
CONR®R®, -SO;NR’R®, -NHCOR™, -NR?CONR’R’, and —-NR'SO,R"; wherein said R'
substituents, Ci-Ce)alkyl, -(Cs-Cy)cycloalkvi, -(CrCo)heteracyclyl, -O{(C,-Colalkyl, -O(Cy
C;)cycloalkyl, -O(Cx-Co)hsterocyclyl, -NR°R®, -SR’, -SOR’, -SO;R’, -CO:R'2, -CONR'R®, -
SO,NR®R®, -NHCOR'", -NR"CONR®R®, and -NR'SO.R’, are optionally substitrted by one
to three moleties Independently selscted from the group consisting of hydrogen, halogen,
hydroxy, -CFa, -CN, <C:-Ce)alkyl, -NR°R®, -OR", {Cy-Cr)cycloalkyl, {CzColheterocyciyl, -
CO.R", -<CONR®R® and -CONR®R”;

each R? Is a substituent independently selected from the group consisting of
hydrogen, -{Cr-Coalkyl, {CrCo)alkenyl, ~(CzCe)slkynyl, -{CsxCricycioalkyl, ~(Cxr
GCp)heterocyclyl, -CO:R', end -CONR'R’; wherein sald R® substituents, -(C,-Co)alkyl, {C-
Colalkenyl, {Cz-Ce)aliynyl, «(Cs-C;)cycloalkyl, {C-Co)heterocyciyl, -COR™, and -CONRR®,
are optionally substituted by one to three moieties independently selected from the group
consisting of hydrogen, halogen, hydroxy, -CFs, -NOz, -CN, {C+-Celalkyl, (Cz-Cy)alkenyl, -
(CxCalalkynyi, -C=N-OH, -C=N-O((Ci-Ce)alkyl), -NR'R®, -OR™, {Cy-C;)cycloalkyl, <C-
C,)heterocyclyl, -CO:R*, -CONR’R®, -CONR’R’, -SR’, -SOR’, -SO,R’, -SO:NR°R®, -
NHCOR™, -NR?CONR’R’, and -NR'?SO,R’, whereln said ~(CrColalkenyl and ~(C»-
Cp)elkynyl R* moleties may be optionally substituted by one to three R™ groups;

R' and R? may be taken together with the atom(s) to which they are attached to form
a cydic group, {CsCio)cycloalkyl or {Cr-Cyheterocyclyl, wherein sald cyclic group is
optionally substituted by one to three moleties independently selected from the group
consisting of hydrogen, halogen, hydroxy, -CFs, -NOz, -CN, {C1-Ce)alkyl, {Cz-Cs)alkenyt, -
(CzCoalkynyl, -C=N-OH, -C=N-O((C:-Cs)alkyl), -NRR®, -OR™, -(Cy-Cr)cycloalkyl, -(Cr
Co)heterocyclyl, -COaR™, -CONR®R®, -CONR®R®, -SR’, -SOR’, -SO,R’, -SONR°R®, -
NHCORY, -NRCONR'R®, and -NR'?SO,R’, wherein said —C,Cs)alkenyl and —(C.-
Ce)alkynyl moieties of said cyclic group may be optionally substituted by one to three R

PCT/IB2005/001201 \?ﬂ
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groups, and sald cydlic group is optionally interrupted by one to three e:Iemenls selected from
the group consisling of {C=0), -SO,, -S-, -O-, -N-, -NH- and —NR'%
R*Is a substituent selected from the group consisting of:

(a)
(b)

(©)

hydrogen;
{Ce-Cro)aryl or {C,-Cp)heteroaryl, optionally substituted by one to three
moieties independently selectad from the group consisting of halogen,
hydroxy, ~(C+-Calalkyl, ~(Cr-CaJalky-P(OXO(C1-Ca)alkyl)a, {Ca-Cro)oycloalkyl,
{CeCrleryl, (CrCohetarocyciyl, -(Ci-Co)heteroaryl, -NR'R®, -NHSOx(C,- '
Colalkyl, NHSO{Cs-Cs)cycicalkyl , -N{{C1-Ca)alkyl}(SOLC;-Celalkyl), -N((Cy-
Ca)alkyl){SOz(Cs-Ce)cycloalkyl), “N((Cy-Ce)cycloalkyl{SO-C+-Ce)alkyl),
“N((Cs-Ce)cycioaikyl)(SO;(Cy-Celcycioalkyl).  -O(Ci-Colalkyl, -0-5O0(C-
Celalkyl, -O-S0xCs-Ce)cycioalkyl, (COXCi-Colalkyl, ~{(CO)CFs, (CO)(Cy-
Culoysloalkkyl, ~(CO)CeCrlaryl, ~COXCrColheterocycly, ~{COXC,-
Cylhetervaryl, CO)O(Cy-Colalkyl, ~(COYO(Cs-Cyo)cycloalkyl, -(CO)O(Cy-
Crlaryl, -(CO)O(CrGCilheterocyclyl, «CO)JO(Cq-Co)heteroaryl, ~CO)C-
Cajalkyl-O(Cy-Co)alkyl, -SOz(Ci-Coalkyl, -SOxA{Cs-Cs)cycioalkyl, -SO.CF,,
-SO;NHz,  -SONH(Ci-Ca)aliyl, -SONH(Cy-Co)cycioalkyl, -SON((C-
Celalkyl)s, ~SO:N({Ci-Ca)alkyl}{(Cs-Ce)cycioalkyl), -SO:N((Cs-Ce)cycioalkyl)
and -SONRR®, wherein said -(Ce-Cio) aryl or -(Ci-Cs) heteroaryl are
optionally interrupted by one to three elements selected from the group
consisting of -S-, -O-, -N-, -NH- and -NR'%;

«{Cs-Crlcycloalkyl,  -(CxrCyheterocyclyl, and, -(Ci-Celalkyl{CxCy)
heterocyclyl, optionaily substituted by one to three moleties independentiy
selected from the group consisting of halogen, hydroxy, -(C,-Ce)alkyl, «{(C,-
Colaliky-P(O)NO(Cy-Colalkyl),  «(Cx-Cro)oycloalkyl, (Ce-Croarvl, -{Cs-
Codheterocyclyl, {Cs-Clheteroaryl, NR°R’, -NSO4(C1-Ca)alkyl, -NHSO4{C5-
Ca)cycloalkyl, -N((C-Ce)alkyl)(SOz-C1-Celalicyl),  -N((Cy-Cq)alkyl)(SOx{Cs-
Ce)cycloalkyl), -N({Cs-Cs)cycloalkylXSOz-C,-Co)alkyl), -N((C»-
Ce)cycloalkyl)(SOx{(Cy-Ce)cycioalkyl), -O{Cy-Ce)alkyl, -O-SO;(Cy-Co)alkyl, -O-
SOACi-Calalkyl, -O-SOACy-Ce)cycioatkyl, «(COXCi-Co)alkyl, -(CO)CF,,
«{COXCs-Cro)kycioalkyl,  {COXCe-Cio)aryl,  ~CO)(CrCs)heterocycivi,
-(CO}Ci-Codhetoroaryl,  ~(CO)O(Ci-Colalkyl,  -{CO)O(C5-Ciolcycioalkyl,
«CO)O(Ce-Cro)aryl, -(CO)O(CrCo)heterocyciyl, -{CO)O(Cy-Colheteroaryl,
«{CO)(C1-Ca)alkyl-O(C1-Ca)alkyl, -SOzCy-Celalkyl, -SOxCy-Cs)cycioalkyl,
S0,CFs, -SO;NH,,  -SONH(C,-Cglalkyl, -SO;NH(Cs-Ce)cycioalkyl,
-SON((C1-Colalkyl)s, -SO2N((C-Celalkyl)((Cs-Ca)cycloalkyl), -SON((Cs-
Ce)cycloalkyl): and -SO.NR°R®, wherein said -(Cy-Cyo)cycloalkyl, -(Co-
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Cs)heterocyclyl, and -{(Cy-Cg)alkyl{CzCs) heteroq!clyl are optionally
interrupted by one to three elements selectad from the group consisting of
{C=0), -804, -8-, -O-, -N-, -NH- and -NR'%;

(d) -(Cy-Gs)alkyl optionally substituted by one to three moleties selected from the
group consisting of halogen, hydroxy, {(C+-Ce)alkyl, {(Cy-Ce)alkyl-P(O)O(C;-
Celalkyll, ~(Cy-Cio)cycloalkyl, ~Ce-Cio)aryl, ~(CzColheterocyclyl, ~C,-
Ce)heteroaryl, -NR'R®, -NHS04(C/-Cy)alkyl, -NHSO(Cy-Colcydloalkyl, -N((C,-
Co)alkyl}(SOr-Cy-Ca)alkyl), -N((Cy-Co)alkyl(SOz(Cs-Co)cycioalkyl), -N((Cy-
Colcycioalkyl(SOz-Cy-Celalkyl), -N((Cs-Celcycloalkyl){SOz(Cy-Ce)cycloalkyl),
“O(C1-Colalkyl, -0-SOACi-Colaikyl, -O-SOACs-Ce)cyclonlkyl, ~(CO)C,-
Colalkyl, -{CO)CFs, -{(COXCyCro)cycioaliyl, {CONCe-Cyaryl, CONC:-
Co)heterocyclyl, -(COXCi-Co)hetercaryl, «CO)NCy-Celatkyl, ~(CO)O(Cy-
CioJcycloalkyl, -(CO)X(Ce-Cyro)aryl, ~{CO)YXHCr-Co)heterocyciyl, -(CO)O(C,-
Colheteroaryl, ~{CO)(C;-Celalky-O(C-Colalkyl, -SOz(Ci-Cylalkyl, -SOAC,-
Colcycloalkyl, -SOiCFs, -SO;NH,, -SO;NH(Ci-Celalkyl, -SO;NH(Cs-
Co)cycloalkyl, -SO:N({Cy-Ca)alkyl)z, -SOMN{(Cy-CelalkyiX(Cs-Colcycloalkyl),
-80;N((Cx-Ce)cycloalkyl), and -SO,NR°R®, wherein sald -(Ci-Co)alky! Is
optionally interrupted by one to three elements sslected from the group
consisting of {C=0), -80,, -5-, -O-, -N-, -NH- and -NR'%

and whaereln each R* (b)(d) substituent, molety, or element is optionally substituted
by one to three radicals independently selected from the group consisting of hydrogen,
halogen, hydroxy, -CFs, -NO;, -CN, -(Ci-Celalkyl, {CzCy)alkenyl, -(CrCealkynyl, Cs-
Cr)cycloalkyl, ~(C-Co)heterocyciyl, {Ca-Ciolaryl, -(Cs-Colheteroaryl, -O(Ci-Colalkyl, -O(Csy-
Cr)eycloslkyl, -O(Cz-Ca)heteracyclyl, -C=N-OH, -C=N-O(C;-Cs alkyl), -NR'R®, -SR’, -SOR’,
SO,R’, -CO:R"™, -CONRPR®, - SO;NR°R®, -NHCOR®, -NR'’CONRR®, and -NR'2SO.R";

R* Is a substituent selected from the group consisting of hydrogen, {C-Cy)alicyl, {Cy-
Cr)cycloalkyl, and «(C-Cg)heterocyclyl; wherein sald -(C,-Ce)alkyl, ~(Cs-C;)cycloalkyt, and
-(CxCs)heterocyclyl R* substituents are optionally substiuted by one to three moleties
independently selected from the group consisting of hydrogen, halogen, hydroxyl, ~(C;-
Cealkyl, <CN, -NR'R’, -OR®, «{Cx-Cy)cycloalkyl, {C-Cy)heterocyciyl, -CO.R™, -SO,NR'R®,
-NRSO,R’, -SO,R" and -CONR®R®; wherein R® and R® of sald -CONR®R® group may be
taken together with the atoms to which they are attached to form a {(C,-Cp)heterocyciyi;

R® and R® are each substituents independently selected from the group consisting of
hydrogen, -(Ci-Celalkyl, -Cs-Crlcycloalkyl, -(Cr-Ci)heterocyclyl, ~(CeCio)aryl, <Cy-
Co)hetsroaryl, -COR™ and -8O:R™; wherein said -(Cy-Cp)alkyl, -(Cs-Crlcycioalkyl, ~(Co-
CyJheteracyclyl, {Ce-CioJaryl, {Ci-Co)heteroaryl, -COR™ and -SO;R'? R® or R® substituents
are optionally substituted by one to three moieties independently selected from the group
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consisting of hydrogen, halogen, -CFs, -CN, «Ci-Ce)alkyl, -NH(C,-Celatkyl, -NH(Cs-
Cy)cycloalkyl, -NH(CxCpheterocyciyl, -NH(Ce-Cro)aryl, -NH(Ci-Co)heteroaryl, -N((C,-
Celalkylla,  N((Cy-Cy)cycloalkylh, -N((CrGelheteracyciylls, -N((Ce-Ciolaryl)s,  -N((Cy-
Co)hetercaryl); , -O(C+-Cs)alkyl, -O(CxCy)cycloalkyl, -O(CrCo)heterocyclyl, -O(Ce-Cio)aryl,
-O(C+-Ca)hteroaryl, {Cs-Cr)cycloaliyl, (C-Coheterocyclyl, -CO;R", SO:NR'R’, NR'SO.R",
-SO4R" -CONH,, -CONHR’, and -CONR'R’; whereln R’ and R" of sald -CONR'R® group may
be taken together with the nitrogen atom to which they are sttached to form a —(Cs-Cq)
heterocyclyi; '

R® and R® may be taken together with the atom(s) fo which they are atiached to form
a -(CxCo)hsterocyclyl, wherein sald -({Co-Cy)heterocyclyl group is optionally substituted by
one to three moisties selected from the group conslsting of hydrogen, halogen, hydraxy,
-CFs, NOs, -CN, -{Ci-Colalkyl, (Cz-Ce)alkenyl, {CzrCejalkynyl, -C=N-OH, -C=N-O((C,-
Celaikyl). -NR'R", -OR"™, <{CsCicycloalkyl, {CrCoheterocyciyl, -COR', -CONR'R’,
CONR®R", -SR’, -SOR’, -SO.R’, -SO:NR'R?, -NHCOR", -NR"’CONR’R’, and -NR'?SO,R’,
wherelin said ~{Cz-Ce)alkenyl and —(C,-Ce)elkyny! moieties of said {CrCg)heterocyciyl group
may be optionally substituted by one to three R’ groups, and said -(C»-Cs}heterocyclyl group
is optionally interrupted by one to three elements selected from the group consisting of
{C=0), 803, -S-, -O-, -N-, -NH- and -NR™%;

R’ is & substiuent selected from the group consisting of —(C-Cy)alkyl, -(Cy
C;)cycloalkyl, {Cx-Coheterocyclyl, (Ce-Cio)aryl, and {C4-Cq) heteroaryl; wherein sald —(C-
Ca)alkyl, (Cs-Cricycloslkyl, CzColheterocyclyl, {Ce-Cro)aryl, and {Cs+-Cs) heteroaryl R’
substituents are optionally substituted by one to three moleties independently selected from
the group consisting of hydrogen, halogen, hydroxy, -CN, «{(C-Ce)alkyl, -NR'%, and -O(C,-
Colaliyl;

R® is a substituent selected from the group consisting of hydragen, -{C;-Ce)alkyl, -(Cy-
Cr)oycloalkyl, {Cz-Co)heterocyclyl, {Ce-Cio)aryl, and <C,4-Cy) heteroaryl; wherein said C,-
Ce)alkyl, ~(Cs-Cr)cycloalkyl, -(C-Co)hetarocyciyl, {Ce-Cro)aryl, and «{C;-Cs) heteroaryl R®
substituents are optionally substititied by one to three moieties indepaendently selected from
the group consisting of hydrogen, halogen, hydroxy, -CN, ~(Cy-Ca)alkyl, -NHz, -NHR®, -NR";,
OR®, {Cs-Cr)cycloalkyl, {Cz-Cs)heterocyciyl, -CO.R"™, -CONH;, -CONHR™, and -CONR™R";
wherein R* and R'" of -CONR™R"' may be taken together with the nitrogen atom to which
they are attached to form a -(Cz-Cy)heterocyclyl;

R® and R" are each -(C,-Cy)alkyl;

R is hydrogen or {C-Cs)alkyl; and

R" is a substituent selected from the group consisting of hydrogen, -{Cs-Cg)alkyl,
-(Cx-Cricycioalkyl, {(CxCe)heterocyclyl, {Cs-Cio)aryl, and -(Ci-Co)heteroaryl; wherein said
-(Cy-Colalkyl, -(Cx-Cr)cycloalkyl, {C-Co)heterocyclyl, -(Ce-Cro)aryl. and -(Cy-Cs)heteroaryl R
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substituent is aptionally substituted by one to three moletias lndependeptly selected from the
group consisting of hydrogen, halogen, -CF,, <CN, <(C-Ce)alkyl, -NH(C,-Ce)alkyl, -NH(Cx-
Cr)cycloalkyl, -NH(CrCyiheterocyclyl, -NH(Ce-Cilaryl, -NH(Cs-Colheteroaryl -N{(Cy-
Celalkyl)a, -N((Cx-Cr)cycloalkyl)y, -N{(CrCoheterocyclyl)s, -N((CaCilarylly, -N((Cs-
Co)heteroaryl): , -O(C4-Celalkyl, -O(Cy-Cr)cycloalkyl, -O(CzCs)heterocydlyl, ~O(Cs-Cyo)aryl,
-O(C-Colheteroaryl, -(Cy-Cr)cycloalkyl, {CrColheterocyclyl, -COzR’, -CONH;, -CONHR,
and -CONR'R"; wherein R’ and R? of said -CONR'R* group may be taken together with the
atoms to which they are attached to form a <(C-Cs) heterocyciyl.

2. A compound according to claim 1 wherein Rls hydrogen.

3, A compound according fo ciaim 1 wherein R? is selected from the group
consisting of -(Ca-Cyp)aryl and «{C,-Cyheteroaryl, oplionally substitited by one to three
moleties independently salected from the group consisting of halogen, hydroxy, <(C1-Ce)alkyl,
«C1-Ca)alkyl-P(OXO(Cy-Colaikyl)s, {C5-Cyo)cycioalkyl, (Co-Cro)aryl, (Cr-Colheterocyciyl, <C,-
Coheteroaryl, -NR'R’, -NHSOZ{(Cs-Co)alkyl, -NHSO2(Cs-Co)cycioalkyl , -N((C+-Cs)alkyi{SO5
Ci-Colalkyl), -N((C1-Ce)alkyl)(SOz(Cy-C)cycioalkyl), -N((Cs-Co)cycloalkyl(SO-C,-Colalkyl),
-N((Cs-Celcycioalkyl(SOz(Cy-Co)cycioalkyl), -O(Cy-Colalkyl, -0-SOz(Cy-Celalkyl, -O-SOx(Cs-
Ce)cycloalkyl, ~(COXC:-Coalkyl, -{CO)CFs, -(CONCs-Cio)cycioalkyl, ~{COXCy-Cao)aryl,
-(CO)CxColheterocyclyl, = {CONC,-Colhetaroaryl,  {CO)O(Ci-Celalkyl,  <{CO)O(Cy-
Cio)oycioalkyl, ~CO)O(Ce-Cro)aryi, ~CO)O(Cr-Coplheterocyaiyl, ~(CO)O(C-Colhetercaryl,
~{CO)(C1-Co)alicyl-O(C,-Coalkyl, -SO0AC+-CoJalkyl, ~-SOCs-Cy)cycloalkyl, SOLLCFs, SONH;,
SO;NH(Cy-Co)alkyl, -SOzNH(Cx-Cy)cycioalkyl, -SO;N((Cy-Celalkyl), SON((C4-Co)alkylX({(Cs-
Ca)cycioalkyl), -SON((Cx-Celcycioalkyl)z and -SO:NR’R®, wherein said C¢-Cyo) aryl or -(C,-
Cs) heteroaryl are optionally interrupted by one to three elements selected from the group
consisting of -S-, -O-, -N-, -NH- and -NR™.

4, A compound according to claim 1 whereln R’ Is selected from the group
consisting of {C3-Cyo)cycloalkyl, -(C2-Co)heterocyclyl, and -(C,-Ce)alkyl{CCs) heterocyclyl,
optionally substiuted by one to three moleties independently selected from the group
consisting of halogen, hydroxy, ~(Ci-Celalkyl, ~(Ci-Ce)alkyl-P(OXO(C-Ce)alkyl)s, -(Cs-
Ciolcycloaliyl, (CeCroeryl, (CrColheterocyciyl, «Cr-Cohetercaryl, -NR'R’, -NSO(C:-
Colalkyl, NHSO;(C3-Ce)cycioalkyl, -N((C1-Cq)alkyl{SO2C-Ce)alkyt), -N((C,-Celalkyl)(SO(Cs-
Cs)cycloalkyl), -N((Cs-Cq)cycioalkyi(SO--C1-Ce)alkyl), -N((C+-Ce)cycloalkyl)(SO2(Cs-
Ce)cycloalkyl), -O(Cy-Colalkyl, -O-SO,(Cy-Cy)alkyl, -O-802(Ci-Celalkyl, -0-50,{Csy-
Cecycloatkyl, <(CO)(Ci-Cslalkyl, «CO)CF,;, -HCO)CsCrolkcycloalkyl, -(COXCa-Crolaryl,
{CO)CrCo)heterocyclyl,  {COXCi-Coheteroaryl,  {CO)O(Ci-Calalkyl,  ~(CO)O(Cs
Cu)cycloalkyl, H{CO)O(CeCio)aryl, -(CO)O(CrCpiheterocydlyl, -(CO)O(C,-Ce)hetsroaryl,
-(CO)(C1-Ce)alkyl-O(C,-Co)alkyl, -SO2(Cy-Ce)alkyl, -SO2(Cs-Cs)cycloalkyl, SO,CFs, SO:NH,,
SO;NH(C1-Co)atkyl, -SO:NH(Cx-Cs)cycloalkyl, -SO.N((Cs-Ce)alkyl)a, SON((Ci-CealkylK(Cs-
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Ce)cycloalkyl), -SO,N((Cy-Ce)cycloalkyl), and -SO;NR°R®, wherein said {Cy-Cyo)cycioalkyt,
«{C2-Cy)heterocyciyl, and {C:-Cy)alky{C-Cs) heterocyclyl are optionally interrupted by one to
three elements selected from the group consisting of {C=0), -80,, -§-, -O-, -N-, -NH- and
-NR"-

5. A compound eccording to claim 1 whereln R* I8 -(C,-Coalkyl optionally
substituted by one to three moleties selected from the group consisting of halogen, hydroxy,

{Cy-Colalkyl, -Ci-Coalkyl-P(O)O(Cy-Colalkyl)s, ~CxCiolcycioaliyl, (CoCo)aryl, (Cr

Co)hetarocyclyl, {Cy-Cy)heteroaryl, -NR'R®, -NHSOC1-Ca)alkyl, -NHSOLCy-C)cycioalkyl,
N((C+-Co)aliky)(SO-C,-Ce)aliyl), -N((C+-Cy)alkyl(SOACs-Ce)cycioalkyl), -N((Cs-
Ce)cycloalkyl{SOr-C1-Colalkyl), -N((Cy-Ce)cycloalkyiSO;(Cs-Colcycioalkyl), -O(Ci-Co)alkyl,
-0-S0zCy-Celalkyl, -O-SOACsCs)cycioalkyl, <CO)Ci-Co)alkyl, {CO)CF;, -(COXC»
Cu)cycloalkyl, CO}GeCulary, (CO)NCrColheterocyclyl, * «(CO)(C;-Cy)heteroaryl,
~{CO)O(C1-Coalkyt, <{CO)O(Cy-Cro)cycioatkyl, «{CO)O(Ce-Cro)aryl, {COYO(C»-
Cy)hetaracyciyl, {CO)O(Cs-Colhetaroaryl, {(CONC1-Celalkyt-O(Ci-Calalkyl, -SO02(C1-Cy)alkyl,
-SO2(Cs-Ce)cycloalkyl, SOLF,, SONH;, SONH(Cy-Celalkyl, -SO:NH(Cs-Ce)cycloalkyl,
~SON((C1-Colalkyt)a, SON((Cs-Colalkyi}(Cs-Co)cycioalkyl), -SO:N((Cs-Ce)cycloalkyl), and
-SO,NR°R®, wherein said -(C,-Ce)alkyl Is .optionally interrupied by one to three elements
selectad from the group consisting of {C=0), <80;, -S-, <O-, -N-, -NH- and ~-NR".
8. A compound according to any one of the preceding claims of the formula 2

N ~CFs
=X,

2
wherein A is selected from the group consisting of:
<L L Nl
R \ R! R N
R I TR R® | N\'l-—(ﬂ")m R? | T—(R“)m
7 e F
/e R*
rr( / ,-l{ /R‘ ,.r{ N/
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wherein m is an Integer from 0 to 3 and R is a substituent selected from the group

consisting of hydrogen, halogen, hydraxy, (Ci-Cs)-alkyl, (C3-C7)-cycioalkyl, {Cg-Cyo)-aryl, (Cy-

5 Co)heteroaryl, (CrCe)-heterocyciyl, O-(C-Celalkyl, O-(Cs-Cr)-cycioalkyl, SO--(Cs-Ce)aliyl,
SOCyCr)cycioalkyl,  NHSO,Ci-Colalkyl,  N((C+-ColalkylXSO{Ci-Coraliyl)),  N((Cs
Cr)eycloalkylXSO«C-Ce-aliyl)), N(C-Ce-alkyl)(SO{Cs-Cr)cycloalkyl), N((Cs
CricycloalkylSOACx-Crlcycloalkyl), OSOAC:-Ceolkyl, SOLCFs, SOMNH,, SO:NH(C;-
Gelalkyl, SONH(Cx-Cricycloalkyl, SONR'R’, SON((Cr-Coleliyl)z, CFs, CO-(Cr-Ca)elkyl, CO-

10  (Cy-Cr)cycioalkyl, COCFj, COA(Ci-Celalieyl,

/ i ,(/
028
7. A compound according to any one of the preceding claims of the formuta 3
H
~ I, L
h‘J\”, 5

15 3
whereln B Is selected from the group consisting of:
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L
whereln q Is an integer from 1 to 2.
9. A compound according to any one of the preceding claims of formula §:
<X
e
8
10 wherein E Is selected from the group conslsting of:
R*
A

R‘A
R CR'R%),
,./‘\ AR
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wherein R" s selected from the group consisting of (Cy-Ca)-alkyl, (Cs-Cr)-cycloalkyl,
and (CzCq)-heterocyciyl, and R Is selected from the group consisting of hydrogen, (Cy-Ce)-
alkyl, (Cs-Cr)-cycioalkyl, and (Cr-Ce}-heterocyclyl.
10, A compound selected from the group consisting of:
N-Methy-N<{3{({methyl-{2-(2-0x0-2,3-dIhydro-1H-Indol-5-ylamino)-5-riflucromethyi-
pyrimidin-4-yl}-amino}}-methyi}-phenyi}-methanesulfonamide;
N-Methyl-N-{4-mathyi-3-{({methyl-{2-(2-axo-2,3-dhydro-1H-indol-6-yiernino)-6-
trifftuoromathyl-pyrimidin-4-yl}-amino))-methyl}-phenyl}-methanesulfonamide;
N-(5-Methyl-2-{[2-(2-0x0-2,3-dIhydro-1H-Indol-5-yiamino)-5-trifiucromethyl-pyrimidin-
4-ylamino]-methyl}-phanyl}-methanssulfonamide;
N-{3-Methyl-2-{]2-(2-ox0-2,3-dlhydro-1 H-hdol-s-ylammo)-&h-muwnemw-pynmldln-
4-ylaminc}methyi}-phenyl}-methanssulfonamide;
N-(4-Methyl-2-{[2-(2-0x0-2,3-dlhydro-1H-indol-5-ylamino)-5-triflucromethy-pyrimidin-
4-ylamino}-methyl}-phenyl)}-methanesutfonamide;
N-(2-Methyl-6-{[2-(2-ox0-2,3-dthydro-1H-indoi-5-ylaminao)-5-triftuoromethyl-pyrimidin-
4-ylamino]-methyl)-phenyi)-methanesulfonamide;
5-[4-{3-Methanesuifonyl-propylamino)-5-trifluoromethyl-pyrimidin-2-yiamino)-1,3-
dihydro-indol-2-one;
N-Methyl-N-(5-methyl-2-{[2(2-0x0-2,3-dihydro-1 H-lndol-s-yiamlno)-&trlﬁuorumﬂ'ayl-
pyrimidin-4-ylamino]-methyl}-phenyl}-methanesulfonamide;
N-(3-Methanesulfonylamino-5-{[2{2-0x0-2,3~dIhydro-1 l-l-lndol-s-ylammo)-&
trifluoromethyl-pyrimidin-4-ylamino]-methyf}-phenyl}-methanesulfonamide;
N-Methyl-N-{4-methyi-2-{[2<{2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-rifluoromethyi-
pyrimidin-4-ylaminol-methyl}-phenyi}-methenesulfonamids;
N-Methyl-N-(2-methyi-8-{[2-{2-0x0-2,3-dIhydro-1H-indo}-5-ylamino)-5-triflucromethyl-
pyrimidin-4~yiamino}-methyl}-phenyl)}-methanesulfonamide;
N-Methyl-N-(3-methyl-2-{[2-(2-0x0-2,3-dihydro-1H-indal-5-ylamino)-5-triftuoromethyl-
pyrimkiin-4-ylamino}-methyi}-phenyi}-methanesulfonamide;
5-{4-[((1S,2R)-2-Hydroxy-cyclohexylmethyl}-amino]-5-trifluoromethyl-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
5-[4-((1R,2S)-2-Hydroxy-Indan-1-ylamino)-5-trifluoromethyl-pyrimidin-2-ylamine}-1,3-
dihydro-indotl-2-one;
5-]4-{(S)-1-Hydroxymethyi-2-phenyl-ethylamino)-5-triftuoromethyl-pyrimidin-2-
ylamino]-1,3-dihydro-indol-2-one;
N-(3-(Methanesulfonyl-methyl-amino}-5-{[2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5~
trifluoromethyl-pyrimidin-4-ylamino]-methyl}-phenyl}-N-methyl-methanesulfonamide;
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5-{4-[(1-Hydroxy-cyclopentyimethyt}-amino}-5-trifluoromethyi-pyrimidin-2-ylamino}-
1,3-dihydro-indol-2-0ne; _ '

N-Methyl-N-(3-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-triflucromethyl-pyrimidin-
4-ylamino}-methyf}-pyridin-2-y}-methanesuionamide;

N-{3-Fiuoro-2-{{2-{2-ox0-2,3-dIhydro-1H-Indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino}-methyf}-phenyl)-N-methyl-methanesulfonamide;

5-{4—[2-((8)'-1-MethanesuHmﬂpwolidln—&yl)-eﬂrylamho]—ﬁtiﬂuomshyl—pyr&nidln— '

2-ylamino}-1,3-dihydro-indol-2-one;
5-{4-[(1-Hydroxy-cyciobutyimethyl}-amino}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indoi-2-one;
5-{4-{2-((R)-1-Methanesulfonyl-pyrrolidin-2-y{}-sthylemino}-5-trifiuoromethyi-pyrimidin-
2-ylamino}-1,3-dihydro-indol-2-one; '
N-{2-Fluoro-6-{[2-(2-0x0-2,3-dihydro-1H-iIndol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino]-methyl}-phenyi}-N-methyl-methanesulfonamide;
N-{4-Fluoro-2-{J2-{2-0x0-2,3-dihydro-1H4ndol-5-ylamino}-5-trifluoromethyl-pyrimidin-
4-ylaminojmethyi}-phenyl)-N-methyl-methenesuifonamide;
N-Methyl-N-{4-{[2-(2-0x0-2,3-dIhydro-1H-Indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ylamino]-methyi}-pyridin-2-yi)}-meathanesulfonamide;
N-{2,2-Dimethy}-3-{2«(2-0x0-2,3-dihydro-1H-Indo-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino}-propyl}-N-methyl-methanesulfonamide; .
N-Methyl-N-{6-{[2-(2-0x0-2,3-dihydro-1 H-indol-5-ylamino)-5-trifiuoromethyl-pyrimidin-
4-ytemino}-methyi}-pyridin-2-yi}-methanesulfonamide; .
N+2,4-Difluoro-8-{12-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyl}-phenyl)}-N-methyl-methanesulfonamide;
5-{4-((R)-1-Methanesulfonyl-piperidin-3-ylamino)-5-trifluoromethyi-pyrimidin-2-
ylamino}-1,3-dihydro-indol-2-one;
N-Methyl-N-(8-methyl-3-{[2-{2-0x0-2,3-dlhydro-1H-indol-6-ylamino)-5-triftuoromethyi-
pyrimidin-4-ylamino]-methyl}-pyridin-2-yi}-methanesulfonamide;
N-Methyl-N-(5-{[2-{2-0x0-2,3-dlhydro~1H-indol-5-ylamino)-5-triflucromethyl-pyrimidin-
4-ylamino}-methyl}-pyridin-3-yl}-methanesulfonamide;
5-{4-(1-Methanesulfonyl-piperidin-4-ylamino)-5-trifiluoromethyl-pyrimidin-2-ylamino)-
1,3-dihydro-indol-2-one;
5-{4-[MethyH{(R)-1-phenyi-ethyl}-aminc}-5-trifluoromethyl-pyrimidin-2-ylamino}-1,3-
dihydro-indol-2-one;
5-(4-Benzylamino-5-trifiucromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2-one;
N-{4,6-Dimethyi-3-{[2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifiuoromethyt-
pynmidin-4-ylamino]-methyl}-pyridin-2-yl)}-N-methyi-methanesulfonamide;
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5-(4-tert-Butylamino-5-trifiuoromethyl-pyrimidin-2-ylamino)-1,3-dihydro-indol-2-one;
5-[4-{(1R,58,6S)-3-Methanesulfonyl-3-aza-bicycio[3.1.0]hex-6-ylaminc)-5-
rifluoromethyl-pyrimidin-2-ylamino}-1,3-dihydro-indol-2-one;
N-Methyl-N-{3-methyl-3-[2{2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyi-
pyrimidin-4-ylamino]-butyl}-methanesulfonamide;
N-{6-Methyl-3-{[2-(2-0x0-2,3-dhydro-1H-indol-5-ylamino)-5-trifiucromethyl-pyrimidin-
4-ylamino}-methyi}-pyridin-2-yi)-methanesulfonamide;
5-{4-[(2-Memanesu|fony|-pyr|d|n-4-y|memy|)-anmol-s-trmumemyl-pyrimldln-z-
ylamino)-1 .3-dn1ydro-lndol-2-ona.
2-[2+(2-Ox0-2,3-dihydro-1H-indol-5-ylamino)-5-triflucromethyl-pyrimidin-4-ylamino}-
ethanesulfonic acid amide;
N-(3-{Msthyi-[2(2-0x0-2,3-dihydro-1H-Indol-5-ylamino)-5-triflucromethyl-pyrimidin-4-
yil-amino}-propyl)-methanesulfonamide;
N-(2{Methyl-[2-(2-ax0-2,3-dthydro-1 rl-hdol-s-ylamlno)-&trlﬂuol'ommwyfknldln-L
yil-emino}-ethyl)-methanesulfonamide;
5-[4-(2-Methanesulfonyimethyl-benzytamino)-5-trifiuoromethyl- pyrimidin-2-ylamino]-
1,3-dihydro-indol-2-cne;
2-[2-{2-Ox0-2,3-dihydro-1H-Indol-5-ylamino)-5-triftuoromethyl-pyrimidin-4-ylamino}-
ethanesulfonic acld dimethylamide;
N-Methy-N-(3-{[2{2-0x0-2,3-dlhydro-1H-indol-5-ylamino)-5-triflucromethyl-pyrimidin-
4-ylamino}-methyi}-pyrazin-2-yi)-methanesulfonamide;
Ethanesulfonic acld methyi-(2-{I2-{(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-
trifuoromethyl-pyrimidin-4-ylamino}l-methyl}-phenyl)}-amide;
Ethanesulfonic acld (2-{[2-{(2-ox0-2,3-dihydro-1H-Indol-5-ylamino)&-trifluocromethyl-
pyrimidin-4-ylamino}-methyi}-phenyi)-amide;
N-Ethy-N-(3-{[2{2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifiluoromethyl-pyrimidin-4-
ylamino}-methyl}-pyridin-2-yl-methanesulfonamide;
N-{1,1-Dimethyl-3-[2«{2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-propyf}-methanesulfonamide;
N-{5,6-Dimethyi-3-{[2-{2-0x0-2,3-dihydro-1H-Indol-5-ylamino)-5-trifluoromethyi-
pyrimidin-4-ylamino]-methyl}-pyrazin-2-yi)-N-methyl-methanesulfonamide;
5-{4-1((R)-4-Methanesulfonyl-morpholin-3-yimethyl)-amino}-5-triflucromethyt-
pyrimidin-2-ylemino}-1,3-dihydro-indol-2-one;
Propane-1-sulfonic acid (2-{|2-{2-ox0-2,3-ainydro-1 H-indol-3-ylamino)-9-
triluoromethy-pynmidin-4-ylamino}-methyi}-phenyl }-amide;
5-{4-[2-({R)-4-Methanesulfonyl-morphaolin-3-yl)}-ethylamino]-5-trifluoromethyi-
pyrimidin-2-ylamino}-1,3-dihydro-indol-2-one;
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Ethanesulfonic acid methyl-(3-{[2-{2-0x0-2,3-dlhydro-1H-indol-5-ylamino)-5-
trifluoromethyl-pyrimidin-4-ylamino}-methyf}-pyridin-2-yi}-amide;

Trifluoro-N-methyl-N-{3-[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyi-
pyrimidin-4-ylamino}-propyl}-methanesulfonamide;

Cyclopropanesulfonic  acid methyl{3-[2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-
trifluoromethyl-pyrimidin-4-yiamino]-propyl}-amide;

N-Ethyl-N+(2-{[2-(2-ox0-2,3-dIhydro-1H-indol-5-ylamino)-5-triflucromethy-pyrimidin-4-
ylamino]-methyl}-phenyl}-methanesulfonamide; '

Ethanesulfonic acid methyl-{5-methyl-2-{J2-(2-0x0-2,3-dihydro-1H-indol-5-yilamino)-5-
triflucromethyl-pyrimidin-4-ylamino}-methyl}-phenyi)}-amide;

Ethanesulfonic acld ethyk(2-{[2<(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-
riluoromethyl-pyrimidin-4-ylamino]-methyf}-phenyl)}-amide;

Ethanesulfonic eacid ethyl-{5-methyl-2-{2-(2-0x0-2,3-dlhydro-1H-indol-5-ylamino)-5-
trifiuoromethyl-pyrimidin-4-ylamino}-methyl}-phenyl)-amide;

N-Ethyl-N~{5-methy-2-{[2-(2-0x0-2,3-dIhydro-1H-Indol-5-ylamino)}-5-trifiucromethyl-
pyrimidin-4-ylamino}-methyi}-phenyl)-methanesulfonamide;

Emanesulfonic acid (5-methyl-2-{[2-{2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-
triflucromethyt-pyrimidin-4-ylamino]-methyl}-phenyl)-amide;

Ethanesulfonic  acld  (3-methyl-2-{J2-(2-0x0-2,3-dIhydro-1H-Indol-5-ylamino)-5-
trifluoromethyl-pyrimidin-4-ylamino]-methyf}-phenyl)-amide;

Ethanesulfonic acld methyl-(3-methyl-2-{[2<{2-0x0-2,3-dihydro-1H-Indol-5-ylamino)-5-
trifluoromethyl-pyrimidin-4-ylamino}-methyl}-phenyl}-emide;

2-[2-(2-Ox0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifiucromethyl-pyrimidin-4-ylamino}-
sthanesulfonic acid methylamide;

Ethanesulfonic acid {3-[2-(2-ox0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifiuoromethyl-

pyrimidin-4-ylamino}-propyl}-amide;
C-Methanesulfonyl-N-{3-{2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino}-5-trifluoromethyl-

pyrimidin-4-ylamino}-propyl}-methanesulfonamide;
Ethanesulfonic acid {2-[2-{2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-irifiuoromethyt-
pyrimidin-4-ylamino]-ethyl}-amide;
C-Methanesulfonyl-N-{2-[2-(2-ox0-2,3-dIhydro-1H-indol-5-ylamino)-5-triflucromethyl-
pyrimidin-4-ylamino]-ethyl}-methanesulfonamide;
N-Methyl-N-(4-methyl-3-{[2-(2-ox0-2,3-dihydro-1H-Indoi-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyl}-pynain-2-yl)-methanesulfonamiide;
5-(4-{[1-{2,2,2-Trifluoro-acety!}-piperidin-3-yimethyl}-amino}-5-trifiuoromethyl-
pyrimidin-2-ylamino)-1,3-dihydro-indoi-2-one;
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2,2,2-Trifluoro-ethanesulfonic acld  {3-[2-(2-oxo0-2,3-dlhydro-1H-indol-5-ylamino)-5-
triluoromethyl-pyrimidin-4-ylaminol-propyl}-amide;
N-Methyl-N-{4-{[2-(2-oxo-2,3-dihydro-1H-indol-5-ylamino)-5-triftuocromethyl-pyrimidin-
4-ylamina}-methyi}-pyrimidin-2-yl)}-methanesulfonamide;
N-Cyclopropyl-N-{2-{J2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino]-methyi}-phenyl}-methanesulfonamide;
N-Methyl-N~(2-{[2-(2-0x0-2,3~dlhydro-1H-indol-6-ylamino}-5-trifluoromethyl-pyrimidin-
4-ylaminoHmethyi}-pyrimidin-4-yi)-methanesulfonamide;
N-Msthyl-N-{6-{[242-0x0-2,3-dlhydro-1H-Indol-5-ylamino)-S-triflucromethyl-pyrimidin-
4-ylamino}-methyl}-pyrazin-2-yl)-methanesulfonamide;
N-Methyl-N-{2-{f2<(2-0x0-2,3-dIhydro-1 H-Indol-&ylamlno)-s-mnuoromemykpyrlmldln-
4-yiamino}-methyl}-pyridin-3-y)-methanesulfonamide;
N-Methyl-N-(3-{[2«(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-S-trifluoromethyl-pyrimidin-
4-ylamino}methyi}-pyridin-4-yl)}-methanesulfonamidse;
N-Cyclopropyl-N-(3-I2-(2-0x0-2,3-dIhydro-1H-indo-5-yiamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino]-methyf}-pyridin-2-yi}-methanesulfonamide;
N-Methyl-N-{8-methy-3-{[2-{2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyi-
pyrimidin-4-ylamino}-methyl}-pyrazin-2-yl}-methanesulfonamide;
5-{4-{(2-Methanesulfonyimethyl-pyridin-3-yimethyl}-amino]-5-trifiucromethyi-pyrimidin-
2-ylamino}-1,3-dthydro-indol-2-one;
N-Methyl-N~{4-{[2-{2-0x0-2,3-dihydro-1 H-Indol-6-ylamino)-5-trifluoromethy-pyrimidin-
4-ylamino}methyf}-pyridin-3-yl}-methanesulfonamide;
N-Methyl-N-(3-meathyl-6-{[2-(2-0x0-2,3-~dlhydro-1 H-!ndol-S-ylamlno)—S-&lﬂuoromemyl-
pyrimidin-4-ylamino}-methyi}-pyridin-2-yl)-methanesulfonamide;
N-Methyl-N-{5-methyl-3-{[2-(2-0x0-2,3-dIhydro-1H-indol-5-ylamino)-5-triffluoromethyl-
pyrimidin-4-ylamino}-methyi}-pyridin-2-yi-methanesulfonamide;
N-Methyl-N-(4-methyl-6-{[2-(2-ox0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifiuoromethyi-
pyrimidin-4-ylamino]-methyi}-pyridin-2-yl)}-msthanesulfonamide;
N-Methyl-N-{2-methyl-5-{[2-(2-0x0-2,3-dihydro-1H-Indo}-5-yiamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino}-methyl}-pyridin-3-yi}-methanesulfonamide;
N-Methy-N-(5-methyl-8-{f2-(2-ox0-2,3-dihydro-1H-indol-5-ylamino}-5-trifiuoromethyi-
pyrimidin-4-ylamino}-methyl}-pyridin-2-yl}-msthanesulfonamide;
N-Methy-N-{6-methyl-2-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino}-5-trifiucromethyl-
pyrimidin-4-ylamino]-methyi}-pyridin-3-yl)}-methanesuifonamide;
N-Methyl-N-(5-methyl-2-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifiuoromethyi-
pyrimidin-4-ylamino}-methy}-pyrimidin-4-yt)-methanesulfonamide;
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N-Methyl-N-{5-methyi-2-{J2-(2-0x0-2,3-dihydro-1H-Indoi-5-ylamino)-5-triflucromethyl-
pyrimidin-4-ylamino}-methyl}-pyridin-3-yi}-methanssulfonamide;
N-Methyl-N-(4-methyl-2-{[2-(2-0x0-2,3-dihydro-1H-Indal-5-ylamino }-6-trifluoromethyl-
pyrimidin-4-ylamino}-methyf}-pyridin-3-yl)}-methanssulfonamide;
N-Methy-N-(3-methyl-4-{[2-(2-0x0-2,3-dlhydro-1H-indol-5-ylamino)-5-irifluoromethyl-
pyrimidin-4-ylamino}-methyi}-pyridin-2-yl)-methanesulfonamide;
N-MathyhN-(5-methyl-4-{2-{2-0x0-2,3-dIhydro-1H-Indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyl}-pyrimidin-2-yl)}-methanesuifonamide; '
N-Methyl-N-(8-methyl-5-{[2-(2-ox0-2,3-dthydro-1H-Indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylaminoHmethyl)-pyridin-3-yi)-methanesulfonamide;
N-Methy-N~{8-methy}-2-{[2-(2-0x0-2,3-dlhydro-1H-indoi-6-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyi}-pyrimidin-4-yl}-methanesulfonamide;
N-Methyl-N-(5-methyl-4-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino-methyl}-pyridin-2-yl)-methanesulfonamide;
N-Methy}-N-{2-methyl-3-{[2-(2-ox0-2,3-dIhydro~1H-indoi-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}methyl}-pyridin-4-yl)-methanesulfonamide;
N-Methyl-N-(6-methyl-4-{2-(2-ax0-2,3-dlhydro-1H-indol-5-ylamino)-5-trifluoromethyi-
pyrimidin-4-ylamino}-methyl}-pyridin-2-yi}-methanesulfonamide;
N-Methyl-N-{5-methyl-3~{]2-(2-0x0-2,3-dIhydro-1 H-ndol-5-ylamino)-5-irifiuoromethyl-
pyrimidin-4-ylamino}-methyl)}-pyridin-4-yl)-methanesulfonamide;
N-Methyl-N-(6-methyl-6-{[2-(2-ox0-2,3-dIhydro-1H-indol-5-ylamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino}-methy}-pyrimidin-4-yi}-methanesulfonamide;
N-Methyl-N-(5-methyl-4-{[2-(2-ox0-2,3-dlhydro-1H-Indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyl}-pyridin-3-yi}-methanesuifonamide;
N-Methyi-N-(6-{[2-(2-0ox0-2,3-dthydro-1H-indol-5-ylamino)-5-triflucromethyl-pyrimidin-
4-ylamino]-methyl}-pyrimidin-4-yi)}-methanesulfonamide;
N-Methyl-N-{6-methyl-4-{[2-(2-0x0-2,3-dihydro-1H-indol-5-yiamino)-5-trifluoromethyl-
pyrimidin-4-ylamino)-methyl}-pyrimidin-2-yl}-methanesulfonamide;
N-Methyl-N-(2-methyl-4-{[2-(2-0x0-2,3-dthydro-1H-Indol-5-yiamino)-5-trifiuoromethyl-
pyrimidin-4-ylamino-methyi}-pyridin-3-yl)}-methenasulfonamide;
N-Methy-N-{5-{[2<{2-ox0-2,3-dIhydro- 1H-Indo}-5-ylamino)-5-trifiucromethyi-pyrimidin-
4-+ylamina]-methyl}-pyrimidin-4-yi}-methanesulfonamide;
N-Methyl-N-(2-methyi-6-{[2-{2-ox0-2,3-dihydro-1H-indol-5-ylamino)-5-trfflucromethyl-
pyrimidin-d-ylaminol<methyl}-pyrimkiin4-yl)-methanesulfonamide;
N-Methyl-N-(6-methyl-4-{[2-(2-0x0-2,3-dihydro-1 H-indol-5~ylamino)-6-trifiuoromethyl-
pyrimidin-4-ylamino]-methyl}-pyridin-3-yi)-mathanesulfonamide;
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N-Methyl-N-(4-{[2-(2-ox0-2,3-dihydro-1H-Indol-5-ylamino)-5-trifluoromethyl-pyrimidin-
4-ytam ino}-methyt}-pyrimidin-5-yl}-methanesutfonamide;
N-Methyi-N-(2-methyl-5-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyl}-pyrimidin-4-yl}-methanesulfonamide;
N-Methyi-N-{4-methyl-6-{[2-{2-0ox0-2,3-dIhydro-1H-Indol-5-ylamino)-5-triflucromethyi-
pyrimidin-4-ylamino]-methyl}-pyrimidin-5-yl)-methanesulfonamide;
N-Methyl-N-{5-methyl-6-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyl}-pyrazin-2-yl}-methanesulfonamide; '
N-Methyl-N-{5-methyl-3-{[2-{2-0x0-2,3-dlhydro-1H-Indol-5-ylamino)-5-trifiucromethyl-
pyrimidin-4-ylamino]-msthyl}-pyrazin-2-yl}-methanesuifonamide;
N-Methyl-N-(2-methy-6-{2-(2-0x0-2,3-dIhydro-1 H-indoi-5-ylamina)-5-triffuoromethyt-
pyrimidin-4-ylamino]-methyi}-pyrimidin-5-yi)-methanesulfonamide;
N-Methyl-N-{3-methyi-8-{[2-(2-ox0-2,3-dlhydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pyrimidin-4-ylamino}-methyl}-pyrezin-2-yi}-methanesulfonamide; and
N-Methyl-N-{8-methyl-5-{[2-(2-0x0-2,3-dihydro-1H-indol-5-ylamino)-5-trifluoromethyl-
pydmldln-d-ylammo]erpemyl}-pyﬂmldirwyl)-meﬂmnesulfonamIde.
1. A method for the treatment of abnormal cell growth in a mammal comprising
administering to seid mammal an amount of a compound of claim 1 that is effective in treating

abnormal call growth.
12. A pharmeaceutical composition for the treatment of abnormal cell growth in a

mammat comprising an amount of a compound of claim 1 that Is effective in treating abnormal
call growth, and a pharmaceutically acceptable carrier.
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DERIVADOS DE PIRIMIDINA PARA TRATAR EL CRECIMIENTO CELULAR
ANOMALO
Referencias cruzadas cén solicitudes relacionadas

Se hace referencia a la solicitud de patente de EE.UU. nimero de serie
60/435.670, presentada el 20 de Diciembre, 2002 (N° de expediente del apoderado
PC25339), y solicitud de patente de EE.UU. numero de sene 60/500.742, presentada el
5 de Septiembre, 2003 (N° de expediente del apoderado PC25937).

Antecedentes de [a invencién

Esta invencién se refiere a nuevos derivados de pirmidina que son ttiles en el
tratamiento del crecimiento celular anémalo, tal como el cancer, en mamiferos. Esta
invencién también se refiere a un método de uso de dichos compuestos en el
tratamiento del crecimiento celular andmalo en mamlferos, especialmente seres
humanos, y a composicioneg farmacéuticas que contienen dichos compuestos.

Se sabe que una célula se puede convertir en cancercsa en virtud de la
transformacion de una parte de su ADN en un oncogén {(es decir, un gen que, cuando
se activa, conduce a la formacién de células tumorales malignas) Muchos oncogenes
codifican proteinas que son tirosina-quinasas aberrantes capaces de producir
transformacion celular. Alternativamente, la sobreexpresién de una tirosina-quinasa
protooncogénica normal también puede dar como resultado trastomos proliferativos,
que a veces dan como resultado un fenotipo maligno.

Las tirosina-quinasas receptores son enzimas que se extienden por la
membrana celular y tienen un dominio de unién extracelular para factores de
crecimento tales como el factor de crecimiento epidérmico, un dominio
transmembrana, y una parte intracelular que funciona como una quinasa para fosforilar
restos de tirosina especlficos en proteinas y por lo tanto influyen en la prolferacién
celular. Otras tirosina-quinasas receptores incluyen c-erbB-2, c-met, tie-2, PDGFr,
FGFr, y VEGFR. Se sabe que dichas quinasas son expresadas de forma aberrante con
frecuencia en céanceres humanos comunes tales como céncer de pecho, cancer
gastrointestinal tales como céncer de colon, rectal o de estémago, leucemia, y cdncer
de ovario, bronquial o pancreatico. También se ha mostrado que el receptor del factor
de crecimiento epidérmico (EGFR), el cual tiene actividad de tirosina-quinasa, muta y/o
es sobreexpresado en muchos ¢anceres humanos tales como los tumores de cerebro,
pulmén, células escamosas, vejiga, gdstrico, pecho, cabeza y cuello, oseofdgico,
ginecolégico y tiroides.
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De acuerdo con esto, se ha reconocido que los inhibidores de las tirosina-\l,@
quinasas son Utiles como inhibidores selectivos del crecimiento de células cancerosas
de mamiferos. Por ejemplo, la erbstatina, una tirosina-quinasa, atenGa selectivamente
el crecimiento en ratones atimicos de un carcinoma de mama humano transplantado
que expresa la tirosina-quinasa receptor del factor de crecimiento epidérmico (EGFR),
pero no tiene efecto en el crecimiento de otros carcinomas que no expresan el receptor
del EGF. Por lo tanto, los inhibidores selectivos de ciertas de tirosina-quinasas
receptores, son Utiles en el tratamiento del crecimiento celular anémalo, en particular
del cdncer en mamiferos. Ademas de las tirosina-quinasas receptores, los inhibidores
selectivos de algunas tirosina-quinasas no receptores, tales como FAK (quinasa de
adhesion local), Ick, src, abl o serina/treonina-quinasa (p. ej., quinasas dependientes de
ciclina), son utiles en el tratamiento del crecimiento celular anémalo, en particular del
céncer, en mamiferos. FAK también se conoce como la protelna tirosina-quinasa 2,
PTK2.

Hay pruebas convincentes que sugieren que FAK, una tirosina-quinasa no
receptor, citoplasmatica, juega un papel esencial en las rutas de transduccién de
sefiales de la matnz celular (Clark and Brugge 1985, Science 268: 233-239) y su
activacion aberrante estd asociada con un aumento del potencial metastatico de los
tumores (Owens et al. 1995, Cancer Research 55: 2752-2755). También se identificé
originaimente la FAK como una proteina de 125 kDa altamente fosforilada en las
tirosinas, en las células transformadas por v-Src. Posteriormente se encontré que la
FAK era una tirosina-quinasa que se localiza en adhesiones focales, que son puntos de
contacto entre células cultivadas y su sustrato subyacente y sitios de intensa
fosforilacion de tirosinas. La FAK es fosforilada, y por lo tanto, activada como respuesta
a la unién en la matriz extracelular (ECM) a las integrinas. Recientemente, los estudios
han demostrade que un aumento de los niveles de ARNm de FAK acompafiaban la
transformacion invasiva de tumores, y la atenuacion de la expresién de FAK (por el uso
de oligonucledtidos antisentido) induce la apoptosis en células tumorales (Xu et al.
19986, Cell Growth and Diff. 7: 413-418). Ademds de ser expresada en la mayoria de los
tipos de tejidos, se encuentran niveles elevados de FAK en la mayoria de los canceres
humanos, particularmente en metastasis atamente invasivas.

También se ha mostrado que diferentes compuestos, tales como derivados de
estireno, tienen propiedades inhibidoras de tirosina-quinasa. Cinco publicaciones de
patentes europeas, concretamente EP 0566226 A1 (publicada el 20 de octubre, 19983),
EP 0602851 A1 (publicada el 22 de junio, 1994), EP 0635507 A1 (publicada el 25 de
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enero, 1995), EP 0635498 A1 (publicada el 25 de enero, 1995), y EP 0520722 A1
(publicada el 30 de diciembre, 1992), se refieren a algunos derivados biciclicos, en
particular a derivados de quinazolina, que tienen propiedades anticancerigenas que
resultan de sus propiedades inhibidoras de la tirosina-quinasa.

Ademas, la solicitud de patente internacional WO 92/20642 (publicada el 28 de
noviembre, 1892), se refiere a algunos compuestos de arilo y heteroarilo bis-mono y
biciclicos como inhibidores de tirosina-quinasa que son (tiles en la inhibicién de la
proliferacidn celular andmala. Las solicitudes de patentes internacionales WO 96/18960
(publicada el 6 de junio, 1896), WO 96/09284 (publicada el 6 de marzo, 1896), WO
07/30034 (publicada el 21 de agosto, 1997), WO 98/02434 (publicada el 22 de enero,
1998), WO 98/02437 (publicada el 22 de enero, 1998), y WO 98/02438 (publicada el 22
de enero, 1998), también se refieren a derivados heteroarométicos biciclicos sustituidos
como inhibidores de tirosina-quinasa, que son (tiles para el mismo propésito. Ademds,
la siguiente lista de publicaciones se refieren a compuestos de arilo y heteroarilo bis-
mono y biciclicos que se pueden usar opcionalmente como inhibidores de tirosina-
quinasa: WO 03/030909, WO 03/032997, solicitud de patente de EE UU. n°
2003/0181474, solicitud de patente de EE.UU. n° 2003/0162802, patente de EE.UU. n°®
5863.924, WO 03/078404, patente de EE.UU. n® 4.507.146, WO 99/41253, WO
01/72744, WO 02/48133, solicitud de patente de EE.UU. n°® 2002/156087, WO
02/102783, y WO 03/063794,

La solicitud de patente de EE.UU. de n° de serie 10/734.038, presentada el 11
de diciembre, 2003 (n® de expediente del apoderado PC25339A) se refiere a una
amplia clase de nuevos derivados de pirimidina que son inhibidores de quinasa, y mas
especlficamente, inhibidores de FAK. Ademds, la solicitud de patente de EE.UU. n° de
serie 10/733.215, presentada el 11 de diciembre, 2003 (n° de expediente del
apoderado PC25937A) se refiere mas especificamente a un subgrupo de derivados de
pirimidina, es decir, a los que llevan un 5-aminooxindol, que son inhibidores de tirosina-
quinasa, y mas particularmente, inhibidores de FAK. Los compuestos como estos son
ttiles en el tratamiento del crecimiento celular andmalo.

De acuerdo con esto, son necesarios inhibidores selectivos adicionales de
algunas tirosina-quinasas receptores y no receptores, (tiles en el tratamiento del
crecimiento celular anémalo, tal como el cancer, en mamiferos. La presente invencién
proporciona nuevos derivados de pirimidina que son inhibidores de quinasa e
inhibidores de la tirosina-quinasa no receptor, FAK, y son Gtiles en el tratamiento del
crecimiento celular anémalo.
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Sumario de la Invencién

Por lo tanto, la presente invencion proporciona un compuesto de férmula 1

om N CF3
| R*
rUCR'R?),

1

0 una de sus sales, solvatos, hidratos o profirmacos farmacéuticamente
aceptables, en la que n es un nimero enterode 1 a 3;

cada R! es un sustituyente independientemente seleccionado del grupo que
consiste en hidrégeno, hidroxi, -alquilo (C4-Cs), -cicloalquilo (C5-C;), -heterociclilo {C,-
Cs), -Oalquilo (C4+-Ce), -Ocicloalquilo (Cs-C;), -Oheterociclilo {C2-Cg), -NR°R®, -SR’,
-SOR’, -SO.,R’, -CO,R?, -CONR'R?, -SO,NR’R®, -NHCOR", -NRZ?CONRSR®, y
-NR'SO.R’; en la que dichos sustituyentes R', -alquilo (C4-Cy), —cicioalquilo (Cy-C),
-heterociclilo (C2-Cs), -Oalquilo (C4-Ce), -Ocicloalguilo (Ca-C;), -Oheterociclilo (C2-Cq),
-NR®R®, -SR’, -SOR’, -SO.R’, -CO;R'?, -CONR°R®, -SO,NR°R°, -NHCOR'",
-NR?CONR’R®, y -NR'?SO,R’, estan opcionalmente sustituidos con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -CFs, -CN, -alquilo (C-Cs), -NR’R®, -OR'?, -cicloalquilo (Cs-C;), -heterociclilo
(CzCs), -CO:R", -CONR®R® y -CONR®R®;

cada R? es un sustituyentes independientemente seleccionade del grupo que
consiste en hidrégeno, -alquilo (C-Ce), -alquenilo (CxCe), -alquinilo (Cz-Cs),
~cicloalquilo (Cs-C;), -heterociclilo {C~Cg), -CO:R', y -CONR®R®; en la que dichos
sustituyentes R?, -alquilo (C,-Ca), -alquenilo (C2-Ca), -alquinilo (C,-Cs), -cicloalquilo (Ca-
C;), -heterociclilo (C2~Cs), -CO.R', y -CONR®R?®, estédn opcionalmente sustituidos con
uno a tres restos independientemente seleccionados del grupo que consiste en
hidrégeno, halégeno, hidroxi, -CFs, -NOz, -CN, -alquiloe (C-Cg), -alqueniio (C2-Cs),
-alquinilo (CzCs), -C=N-OH, -C=N-O(alquilo(C:-Ce)), -NR°R®, -OR™, -cicloalquilo {Cs-
Cy), -heterociciilo (C»Cs), -CO.R'?, -CONR’R®, -CONR'R®, -SR’, -SOR7, -SO:R?,
-SO.NR®R?, -NHCOR", -NR?CONR’R®, y -NR™SO,R’, en la que dichos restos R?
-alquenilo (C>-Ce) y -alquinile (C2-Cs) pueden estar opcionalmente sustituidos con uno a
tres grupos R'?;

R' y R? se pueden considerar junto con el(los) dtomo(s) al{los) que esta(n)
unido(s) para formar un grupo clclico, -cicloalquilo (Cs-C1o) © -heterociclilo (C2-Cs), en el
que dicho grupo ciclico est4 opcionalmente sustituido con uno a tres restos
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independientemente seleccionados del grupo que consiste en hidrégeno, haldgeno,
hidroxi, -CF,, -NO;, -CN, -alquilo (C;-Cg), -alquenilo (CzCs), -alquinilc (C2-Cs), -C=N-
OH, -C=N-O(alquilo(C-Cs)), -NR°R®, -OR", -cicloalquilo (Cs-C;), -heterociclilo (C2'Cy),
-CO:R', -CONR°R®, -CONR°R?, -SR’, -SOR’, -SO:R’, -SO,NR°R°, -NHCOR",
-NR?CONR®R®, y -NR'2SO.R’, en los que dichos restos -alquenilo (C-Cs) y -alquinilo
(C2-Ce) de dicho grupo ciclico puede estar opcionalmente sustituido con uno a tres
grupos R'? , y dicho grupo ciclico estd opcionalmente interrumpido con uno a tres
elementos seleccionados del grupo que consiste en -(C=0), -§0,, -8-, -O-, -N-, -NH- ¥y
-NR'%;
R® es un sustituyente seleccionado del grupo que consiste en:
(a) hidrégeno;
(b) -arilo (C¢-C10) 0 -heteroarilo (C-Cq), opcionalmente sustituido con uno a
tres restos independientemente seleccionados del grupo que consiste en
halégeno, hidroxi, -alquilo (C4-Cs), -alquil(C4-Ce)-P(O}(Oalquilo(C;-Cg))2,
-cicloalquilo (Cy-Cyo), arilo (Ce-Cy), heterociclito (C~C,), -heteroarilo (C4-Ca),
-NR°R®, -NHSOalquilo(C,-Cs), -NHSO.-cicloalquilo(Cy-Cs),  -N(alquil(Cy-
Cs))(SO2-alquilo(C1-Ce)), -N(alquil(C+-Ce)){SCz-cicloalquilo(Cs-Ca)),
-N(cicloalquil(Cs-Ca))(SO;-alquilo(C4-Ce)), -N(cicloalquil(C3-Ce))(SO2-
cicloalquilo(C3-Cs)), -Oalquilo (C4-Cs), -O-alquilo{C,-Cs), -O-SO,-cicloalquilo(Cs-
Cs), -(CO)-alquilo(C+-Cs), -(CO)CFs, -(CO)-cicloalquilo{Cs-C1o),  -(CO)-arilo(Ce-
Ci), -{CO)-heterociclilo(CrCq), -(CO)-heteroarilo(C+-Cs), (CO)O-alquilo(C+-
Ce), -(CO)O-cicloalquilo{Ca-Cyg), -(CO)O-arilo(Ce-C1), -(CO)O-heterociclilo(Ca-
Co), -(CO)O-heteroario{C-Cg), -(CO)-alquilo(C;-Ce)-Oalquilo(C1-Ce), -SOz-
alquilo{C4-Cy), -SO2-cicloalquilo (C3-Cs), ~SO.CF3, -SO,NH;, -SO,NH-alquilo (C,-
Cs), -SO:NH-cicloalquilo(C3-Ce), -SO2N(alquilo(Cy-Ce))z, -SO:zN(alquilo(C4-
Ce))(cicloalquilo(Cs-Cs)), -SO2N(cicloalquilo(Cs-Ce))z ¥ -SO.NRR®, en los que
dichos -arilo (Ce-C10) 0 -heteroarilo (C1-Co) estdn opcionalmente interrumpidos
con uno a tres elementos seleccionados del grupo que consiste en -S-, -O-, -N-,
-NH-y -NR'%,
(c) -cicloalquilo  (C3-C1c), -heterociclilo (CxCg), y -alquil(Ci-Ce)-
heterociclilo(C>-Cs), opcionalmente sustituido con uno a tres restos
independientemente seleccionados del grupo que consiste en halbégeno, hidrox,
-alquilo (C4-Ce), -alquil(C4-Cs)-P(O)(Oaiquilo(C4-Ce))a, -cicloalquilo  (Cs-Cio),
-arilo (Ce-Cyo), -heterociclilo (C-Cq), -heteroarilo (Ci-Cg), -NR°R®, -NSO
alquilo{C4-Cs), -NHSO-cicloalquilo{Cs-Cs), -N(alquil(Cs-Ca))(SO2-alquilo(C-Cs)),
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-N(alquil(C+-Cg))(SO;-cicloalquilo(Cs-Cp)), -N(cicloalquil(Cs-Ce))(SO--aiquilo(Cy-

Cs)), -N(cicloalquil(C,-C6))(SO,-cicloalquilo{Cs-Ce)), -Qalquilo (Cy-Cs), -O-SOa-

alquilo(C4-Ce), -O-SOr-alquilo(C+-Cs), -O-SO.-cicloalquilo(Cs-Cs), -(CO)-

alquilo{C+-Cs), -(CO)CF,, -(CO)-cicloalquilo(C3-C1o), -(CO)-arilo(Ce-C1g), -(CO)-
heterociclilo(C2-Cp), -(CO)-heteroarilo(C4-Cg), -(CO)O-alquilo{C4+-Ce), -(CO)O-
cicloalquilo(Cs-C1p), -(CO)O-arilo{Ce-C1p), -(CO)O-heterociclilo(C-Cg), ~(CO)O-
heteroanlo(Cs-Ce), ~(CO)-alquil(C1-Cs)-Oalquilo(C1-Cq), -SOz-alquilo (C4-Ce),

-S0.-cicloalquilo(Cs-Cs), ~-SO,CFj3, -SO2NH,, -SO,NH-alquilo(C-Cg), -SO;NH-

cicloalquilo(C3-Cs), -SO2N(alquilo(Cy-Cs))z, -SO2N(alquil{C;-Ce)){cicloalquilo(Cs-

Cs)), -SO:N(cicloalquilo(Cs-Ce))z ¥ -SO.NR°R®, en los que dichos -cicloalquilo

(Cs-C1a), -heterociclilo (Cx-Cg), y -alquil(C,-Ce)-heterociclilo{(C-Cy) estin

opcionalmente interrumpidos con uno a tres elementos seleccionados de!l grupo

que consiste en -(C=0), -SO;, -S-, -O-, -N-, -NH- y -NR'%

(d) -alquilo (C+-Cg) opcionalmente sustituido con uno a tres restos

seleccionados del grupo que consiste en halégeno, hidroxi, -alquilo (C,-Cs),

-alquil(C4-Cg)-P(0)(Oalquilo(C4-Ce))2, -cicloalquile (Cs-Cig), -arilo  (Ce-Cio),

-heterociclilo (C>-Cg), -hetercarilo (Ci-Cs), -NR°R®, -NHSO.-alquilo(C4-Cs),

-NHSOz-cicloalquilo(Cs-Ce), -N(alquil{(C1-Ce))(SO2-alquilo(C1-Ce)), -N(alquil(Cs-

Ce)){SO-~cicloalquilo(C3-Cg)), -N{cicloalquil{C5-Cg))(SOz-alquilo(C-Cs)),

-N(cicloalquil{C3-Ce))(SOcicloalquilo(Cs-Cs)), -Oalquilo  (C-Ce), -0-SO»-

alquilo(C4-Ce), -O-SO-cicloalquilo{(Cs-Ce), -(CO)-alquilo(Ci-Cq), -(CO)CFs,

-(CO)-cicloalquilo(C3-Cyg), -(CO)-arilo(Ca-C1o), <(CO)-heterociclilo(Cx-Cy), -(CO)-

heteroarilo(C4-Cg), -(CO)O-alquilo(C+-Cs), (CO)O-cicloalquilo(Cs-Cyg), -(CO)O-

arilo(Ce-C10), -(CO)O-heterociclilo(Cx-Cs), -(CO)O-heteroarilo(C4-Cg), -(CO)-
alquil(C4-Cg)-0O-alquilo(C4-Cs), -SO-alquilo(Ci-Ce), -SO.~cicloalquilo(Cs-Cs),

-SOCF;  -S8O;NH;, -SO;NH(Cs-Ce)alquilo, -SO;NH-cicloalquilo(Cs-Ch),

-S0O;N(alquilo(C+-Cq))a, -S0:N(alquil(C,-Ce))(cicloalquilo(C3-Ch)),

-SO;N(cicloalquilo{Cy-Ce))z y -SO:NR°R®, en los que dicho -alquilo (C,-Cs) estd

opcionalmente sustituido con uno a tres elementos seleccionados del grupo que

consiste en -(C=0), -S0;, -S-, -O-, -N-, -NH- y -NR'%

y en la que cada sustituyente, resto o elemento R® (b)-(d) est4 opcionalmente
sustituido con uno a tres radicales independientemente seleccionado del grupo que
consiste en hidrégeno, haldégeno, hidroxi, -CFs, -NO,, -CN, -alquilo (C,-Cs), -alquenilo
(Cx-Cs), -alquinilo (Cz-Cg), -cicloalquilo (Cs-C;), -heterociclilo (Cx~Cy), -arilo (Cs-Cio),
~-heteroarilo (C4-Cg), -Oalquilo (C,-Cg), -Ocicloalquilo (Cs-C;), -Oheterociclilo (C2-Cq),
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-C=N-OH, -C=N-Oalquilo(Cs-Cs ), -NR°R?, -SR’, -SOR’, -SO:R’, -CO:R"?, -CONR’R®,
-SO;NR®R®, -NHCORS, -NR'2CONR®R?, y -NR'?SO.R’;

R* es un sustituyente seleccionado del grupo que consiste en hidrégeno,
-alquilo (C4-Cs), -cicloalquilo (Cs-C;), y -heterociclilo (C~Cg); en los que dichos
sustituyentes de R* -alquilo (C4-Cq), -cicloalquilo (Cy-C7) y -heterociclilo (C2-Cy) estan
opcionalmente sustituidos con uno a tres restos independientemente seleccionados del
grupo que consiste en hidrégeno, halégeno, hidroxilo, -alquilo (C+-Cs), -CN, -NR'R®,
-OR?®, -cicloalquilo (Cs-C7), -heterociclilo (C2Cs), -CO:R", -SO.NR®R?, -NR'?SO,R’,
-SO,R” y -CONR’R?, en los que R® y R® de dicho grupo —CONR®R® se pueden
considerar junto con los atomos a los que estan unidos para formar un -heterociclilo
(CCo);

R®* y R® son cada uno sustituyentes independientemente seleccionados del
grupo que consiste en hidrogeno, -alquilo (C,-C,), -cicloalquilo {Cs-C;), -heterociclilo
(C-Cs), -arilo (Cg-Cyg), -heteroarilo (C;-Cg), -COR™ y -SO.R'% en los que dichos
sustituyentes R® o R® -alquilo (C4-Ca), -cicloalquilo (Cs-C), -heterociclito (C2-Cs), -arilo
(Ce-C10), -heteroarilo (C,-Cs), -COR'? y -SO,R" estdn opcionalmente sustituidos con
uno a tres restos independientemente seleccionados del grupc que consiste en
hidrédgeno, haldégeno, -CF;, -CN, -alquilo (C,-Cg), -NH-alquilo (C4-Cg), -NH-cicloalquilo
(Ca -C;), -NH-heterociclilo (CrCy), -NH-arlo (Ce-Cio), -NH-heteroarilo (C,-Cp),
-N(alquilo{C4-Cs))2, -N(cicloalquilo(C3-Cy))a, -N(heterociclilo(C-Cg))a, -N(arilo(Ce-Cio))z,
-N(heteroarilo(C4-Cg))z, -Oalquilo (C4-Ce), -Ocicloalquilo {C5-C;), -Oheterociclilo (C2-Cy),
-Oarilo (Ce-C10), -Ohetercarilo (C4-Cy), -cicloalquilo (Cs-C;), -heteraciclilo (CzCq),
-CO:R’, SONR®R®, NR"SO.R’, -SO;R’, -CONH;, -CONHR’, y <CONR'R®; en los que
R’ y R® de dicho grupo -CONR'R® se pueden considerar junto con el &tomo de
nitrégeno al que estan unidos para formar un -heterociclilo (C2-Cs);

R® y R® se pueden considerar junto con el(los) dtomo(s) ai(los) que esta(n)
unido(s) para formar -heterociclilo {(C-Cg), en el que dicho grupo -heterocichlo (CCs)
estd opcionalmente sustituido con uno a tres restos seleccionados del grupo que
consiste en hidrégeno, halégeno, hidroxi, -CF3, -NO,, -CN, -alquilo (C4-Cs), -aiquenilo
(CrCq), -alquinilo (CzCg), -C=N-OH, -C=N-O(alquilo(C,-Cs)), -NR'R’, -ORY
-cicloalquilo (Cs-C7), -heterociclilo (C2-Co), -CO:R', -CONR'R?, -CONR°R®, -SR’,
-SOR’, -SO;R’, -SO;NR'R®, -NHCOR"™, -NR™?CONR'R®, y -NR'2SO;R’, en los que
dichos restos -alquenilo {C,-Ca} y -alquinilo (C2-Cs) de dicho grupo -heteraciclilo (C2-Cq)
pueden estar opcionalmente sustituidos con uno a tres grupos R’, y dicho grupo

180
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-heterociclilo (C-Cg) esta opcionaimente interrumpido con uno a tres elementos
seleccionados del grupo que consiste en -(C=0), -SO,, -8-, -O-, -N-, -NH- y -NR'%;,

R? es un sustituyente seleccionado def grupo que consiste en -alquilo (C-Ce),
-cicloalquilo {Ca-C;), -heterociclilo (C2-Cs), -arilo {Ce-Cio), ¥ -heteroarilo {C,-Cy); en el
que dichos sustituyentes R’ -alquilo (C1-Cs), -cicloalquilo (Cs-C7), -heterociciilo (Cz-Cq),
-arilo {Ce-C1p), ¥ -heteroarilo (Ci-Cy) estédn opcionalmente sustituidos con uno a tres
restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquilo (C1-Ce), -NR'2%;, y -Oalquilo (C4-Cs);

R® es un sustituyente seleccionado del grupo que consiste en hidrégeno,
-alquilo (C+-Cs), -cicloalquilo (C1-Cy), -heterociclilo (CCy), -arilo (Ce-Ci10), ¥ -heteroarilo
(C+-Cq); en el que dichos sustituyentes R® -alquilo (Ci-Ce), -cicloalquilo (Cs-Cy),
-heterociclilo (C-Cs), -arilo (Ce-C1o), y -heteroarilo (C.-Cg) estdn opcionalmente
sustituidos con unc a tres restos independientemente seleccionados del grupo que
consiste en hidrogeno, halégeno, hidroxi, -CN, -alquilo (C-Ce), -NH., -NHR®, -NR®,,
OR®, -cicloalquio (Cs-C;), -heterociclio (CzCe), -CO:R', -CONH; -CONHR'", y
-CONR'™R", en lo que R y R'' de -CONR*R"* se pueden considerar junto con el
atomo de nitrégeno al que estan unidos para formar un -heterociclilo (C-Cs);

R® y R" son cada uno -alquilo (C-Ca);

R" es hidrégeno o -alquilo (C1-Ca); ¥

R es un sustituyente seleccionado del grupo que consiste en hidrégeno,
-alquilo (C-Csg), -cicloalquilo (C3-Cs), -heterociclilo (C;-Cq), -arilo (Ce-C1o), ¥ -heteroanio
(C:-Cs); en el que dicho sustituyente R'? alquile (C:-Cg), -cicloalquilo (Cs-Cy),
-heterociclilo (C2-Cyg), -arilo (Ce-C10), y -heteroarilo (C1-Cy) esta opcionalmente sustituido
con uno a tres restos independientemente seleccionados del grupo que consiste en
hidrégeno, haldgeno, -CF3, -CN, -alquilo {(C-Ce), -NH-alquilo {C4-Cs), -NH-cicloalquilo
(Cs-Cr), -NH-heterocicliio (CzCqa), -NH-arilo (CeCio), -NH-heteroarilo (Cy-Cq),
-N(alquilo(C4-Cs))2, -N(cicloalquilo(Cs-C7))2, -N(heterociclilo(C2-Cs))2, -N(arilo(Ce-C1o))2
-N(heteroarilo(C4-Cq))2, -Oalquilo (C4-Cs), -Ocicloalquilo (Cs-C7), -Oheterociclilo (C-Csg),
-Oarilo (Ce-C10), -Oheteroarilo (C,-Cp), -cicloalquilo (Cs-C;), -heterocicliio (C2-GC,),
-CO.R’ -CONH., -CONHR?, y ~-CONR'R®; en los que R’ y R® de dicho grupo -CONR'R?
se pueden considerar junto con los atomos a los que estdn unidos para formar un
-heterociclilo (C»-Cq);

La presente invencién también incluye compuestos marcados isotépicamente,
que son idénticos a los citados en la Férmula 1, salvo por el hecho de que se sustituyen
uno o mas atomos por un atomo que tiene una masa atdmica o niUmero de masa
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diferente de la masa atdmica © nimero de masa que se encuentra normalmente en la
naturaleza. Los ejemplos de isétopos que se pueden incorporar en los compuestos de
la iInvencién, incluyen 1sétopos de hidrégeno, carbono, nitrégeno, oxigeno, fésforo, fltior
y cloro, tales como 2H, *H, ™C, “C, "N, "0, V0, ¥P, 2p, ¥s, F, y *C|
respectivamente. Los compuestos de la presente invencion, sus profarmacos, y las
sales farmacéuticamente aceptables de dichos compuestos o de dichos profadrmacos,
que contienen los isétopos mencionados y/u otros isétopos de otros atomos, estdn
dentro del alcance de esta invencién. Algunos compuestos de la presente invencion
isotépicamente marcados, por ejemplo, aquellos en los que se incorporan isétopos
radiactivos tales como *H y 'C, son Otiles en ensayos de distribucién tisular de
fArmaco y/o sustrato. Se prefieren en particular isétopos tritiados, es decir, *H y
carbono-14, es decir 14C, por su facilidad de preparacién y detectabilidad. Ademaés, la
sustitucidn con isétopos méis pesados tales como deuterio, es decir, 2H, puede
proporcionar algunas ventajas terapéuticas que resuitan de la mayor estabilidad
metabdlica, por ejemplo, mayor semivida in vivo 0 menores requisitos de dosificacion, y
por lo tanto, pueden ser preferidos en algunas circunstancias.

Los compuestos de Formula 1 de esta invencién isotépicamente marcados y
sus profammacos, se pueden preparar generalmente llevando a cabo los procedimientos
descritos en los Esquemas y/o en los siguientes Ejemplos y Preparaciones,
sustituyendo un reactivo no marcado 1sotépicamente por un reactivo 1sotépicamente
marcado facilmente disponible.

La presente invencién también se refiere a las sales de adicién de 4cido
farmacéuticamente aceptables de los compuestos de férmula 1. Los acidos que se
usan para preparar las sales de &cido farmacéuticamente aceptables de los
compuestos basicos de esta invencién mencionados, son los que forman sales de
adicién de acido no toxicas, es decir, sales que contienen aniones farmacolégicamente
aceptables, tales como las sales de cloruro, bromuro, yoduro, nitrato, sulfato, bisulfato,
fosfato, fosfato acido, acetato, lactato, citrato, citrato dacido, tartrato, bitartrato,
succinato, maleato, fumarato, gluconato, sacarato, benzoato, metanosulfonato,
etanosulfonato, bencenosulfonato, p-toluenosulfonato y pamoato [es decir, 1,1-metilen-
bis-(2-hidroxi-3-naftoato)).

La invencién también se refiere a sales de adicién de base de férmula 1. Las
bases quimicas que se pueden usar como reactivos para preparar sales de base
farmacéuticamente aceptables de los compuestos de férmula 1 que son de naturaleza
4cida, son las que forman sales de base no tdxicas con dichos compuestos. Dichas



10

15

20

25

30

10

sales de base no tdxicas incluyen, pero no se limitan, las derivadas de dichos cationes
farmacol6égicamente aceptables, tales como cationes de metales alcalinos (p. €j.,
potasio y sodio) y cationes de metales alcalinotérreos (p. ej., calcio y magnesio),
amoniaco, o sales de adicidn de amina solubles en agua tales como N-metilglucamina-
(megiumina), y las sales de {alcanol inferior)-amonio y otras sales de base de aminas
organicas farmacéuticamente aceptables.

La expresion "sal(es) farmacéuticamente aceptable(s)”, como se usa en esta
memoria, salve que se indique o contrario, incluye sales de grupos dcidos o basicos
que pueden estar presentes en los compuestos de la presente invencién. Los
compuestos de la presente invencion que son de naturaleza bésica pueden formar una
amplia variedad de sales con diferentes acidos inorgdnicos y orgdnicos. Los acidos que
se pueden usar para preparar sales de adicién de &cido farmacéuticamente aceptables
de dichos compuestos basicos, son los que forman sales de adicidn de acido no
téxicas, es decir, sales que contienen aniones farmacolégicamente aceptables, tales
como sales de hidrocloruro, hidrobromuro, hidroyoduro, nitrato, sulfato, bisulfato,
fosfato, fosfato acido, isonicotinato, acetato, lactato, salicilato, citrato, citrato acido,
tartrato, pantotenato, bitartrato, ascorbato, succinato, maleato, gentisinato, fumarato,
gluconato, glucuronato, sacarato, formiato, benzoato, glutamato, metanosulfonato,
etanosulfonato, bencenosulfonato, p-toluenosulfonato y pamoato {es decir, 1,1-metilen-
bis-(2-hidroxi-3-naftoato)]. Los compuestos de la presente invencién que incluyen un
resto basico, tal como un grupo amino, pueden formar sales farmacéuticamente
aceptables con diferentes aminodcidos, ademas de los 4cidos antes mencionados.

Esta invencién también abarca composiciones farmacéuticas que contienen
profarmacos de los compuestos de férmula 1. Los compuestos de férmula 1 que tienen
grupos amino, amido, hidroxi o carboxilico libres se pueden convertir en profarmacos.
Los profarmacos incluyen compuestos en los que un resto de aminoicido, o una
cadena de polipéptido de dos o mas restos de aminoécidos (p. ej., dos, tres o cuatro)
estan unidos covalentemente mediante enlaces peptidicos a los grupos amino, hidroxi
o acido carboxilico libres de los compugstos de férmula 1. Los restos de aminoécidos
incluyen los 20 amino&cidos naturales \designados normaimente por los simbolos de
tres letras, y también incluyen, 4-hidro lina, hidroxilisina, demosina, isodemosina,
3-metilhistidina, norvalina, beta-alanina, &acido gamma-aminobutirico, citrulina,
homocistelna, homoserina, omitina y sulfona de la metionina. Los profdrmacos también
incluyen compuestos en los que carbonatos, carbamatos, amidas y ésteres de alquilo

w
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estdn covalentemente unidos a los sustituyentes anteriores de férmula 1, mediante el
carbono carbonilico de la cadena lateral del profarmaco.

Esta invencién también abarca compuestos de férmula 1 que contienen grupos
protectores. Un experto en la técnica también observara que los compuestos de la
invencion también se pueden preparar con algunos grupos protectores que son Utiles
para la purificacién o almacenamiento, y que se pueden eliminar antes de administrar a
un paciente. La proteccién y desproteccién de grupos funcionales estd descrita en
"Protective Groups in Organic Chemistry’, edited by J.W.F. McOmie, Plenum Press
(1973) y "Protective Groups in Organic Synthesis”, 3rd edition, T.W. Greene y P.G.M.
Wuts, Wiley-Interscience (1989).

Los compuestos de esta invencién incluyen todos los esterecisémeros (p. ¢j,
isémeros cis y trans) y todos los isbmeros Opticos de los compuestos de férmula 1 (p.
ej., enantidmeros R y S), asl como mezclas racémicas, diasterebmeras y otras mezclas
de dichos isémeros

Los compuestos, sales y profarmacos de la presente invencién pueden existir
en varias formas tautdmeras, incluyendo la forma de enol e imina, y la forma de ceto y
enamina, y los isbmeros geométricos y sus mezclas. Todas dichas formas tautdmeras
estan incluidas dentro del alcance de la presents invenciébn. Los tautémeros existen
como mezclas de un grupo tautdbmero en solucidén. En forma sdlida, normalmente
predomina un tautémero. Aunque puede estar descrito sélo un tautdbmero, la presente
invencion incluye todos los tautdbmeros de los presentes compuestos.

La presente invencién también incluye atropoisdémeros de la presente invencién.
Los atropoisémeros se refiere a compuestos de formula 1 que se pueden separar en
isémeros con rotacion restringida.

Los compuestos de esta invencidn pueden contener enlaces dobles de tipo
olefina. Cuando dichos enlaces estan presentes, los compuestos de la invencién
existen como configuraciones cis y trans y como sus mezclas.

Un "sustituyente adecuado" se pretende que signifique un grupo funcional
quimica y farmacéuticamente aceptable, es decir, un resto que no anula la actividad
biolégica de los compuestos de la invencién. Tales sustituyentes adecuados pueden
ser seleccionados de manera rutinaria por los expertos en la técnica. Los ejemplos
ilustrativos de los sustituyentes adecuados incluyen, pero no se limitan, los grupos
halégeno, grupos perfluoroalquilo, grupos alquilo, grupos alquenilo, grupos alquinilo,
grupos hidroxi, grupos oxo, grupog mercapto, grupos alquiltio, grupos alcoxi, grupos
arilo o heterarilo, grupos ariloxi o heteroariloxi, grupos aralquilo o heteroaralquilo,
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grupos aralcoxi o heteroaralcoxi, HO-(C=0)-, grupos amino, grupos alquil- y
dialquilamino, grupos carbamoilo, grupos alquilcarbonilo, grupos alcoxicarbonilo,
grupos alquilaminocarbonilo, grupos dialquilaminocarbonilo, grupos arilcarbonilo,
grupos ariloxicarbonilo, grupos alquilsulfonilo, grupos arilsufonilo y similares. Los
expertos en la técnica observaran que muchos sustituyentes pueden estar sustituidos
con sustituyentes adicionales. Los ejemplos adicionales de sustituyentes adecuados
incluyen los citados en la definicion de los compuestos de Férmula 1, incluyendo de R’
a R, como se define en lo que antecede.

La expresion "interrumpido con” se refiere a compuestos en los que un atomo
de carbono del anillo es sustituido por un elemento seleccionado del grupo que
consiste en -(C=0), -SQ,, -S-, -O-, -N-, -NH-, y -NR'? Por ejemplo, si un sustituyente es
-arilo (Ce-Cip) tal como

‘t‘l

el anillo puede estar interrumpido o sustituido con un heterodtome para formar
el siguiente anillo:

X

-.‘,1 r

de forma que un dtomo de carbono del anillo es sustituido por el heteroatomo
nitrégeno. Los compuestos de la invencidn pueden acomodar hasta tras de dichas
sustituciones o interrupciones.

Como se usa en esta memoria, el término "alquilo”, asl como los restos alquilo
de otros grupos a los que se hace referencia en esta memoria (p. €j., alcoxi), puede ser
lineal o ramificado (tal como metilo, etilo, n-prepilo, isopropilo, n-butilo, iso-butilo, butilo
secundario, butilo terciario); opcionalmente sustituido con 1 a 3 sustituyentes
adecuados como se ha definido antes, tales como fltior, cloro, trifluorometilo alcoxi (Cq-
Ca), ariloxi (Ce-C1o), trifluorometoxi, difluorometoxi o alquilo (C4+-Cg). La frase "cada uno
de dichos alquilo" como se usa en esta memoria, se refiere a cualquiera de los restos

alquilo precedentes en un grupo tal como alcoxi, alquenilo o alquilamino. Los alquilos wa v .
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preferidos incluyen alquilo (C-Ce), son mas preferidos los alquilo (C:-C.), y los més
preferidos son metilo y etilo.

Como se usa en esta memoria, el término “cicloalquilo” se refiere a un anillo
carboclclico monociclico, biciclico o triciclico (p. ej., ciclopropilo, ciclobutilo, ciclopentilo,
ciciohexilo, cicloheptilo, ciclooctilo, ciclononilo, ciclopenteniio, ciclohexenilo,
biciclo[2.2.1]heptanilo, biciclo[3.2 1joctanilo y biciclo[5 2.0)nonanilo, etc); que
opcionalmente contiene 1 6 2 dobles enlaces y estd opcionalmente sustituido

con 1 a 3 sustituyentes adecuados como se han definido antes, tales como
flior, cloro, trifluorometilo, alcoxi (C4-Cs), ariloxi (Ce-C1p), trifluorometoxi, difluorometoxi
o alquilo (C4-Cs).

Como se usa en esta memoria, el término "halégeno” incluye fiGor, clore, bromo
o yodo, o fluoruro, cloruro, bromuro 0 yoduro.

Como se usa en esta memora, el témmino “alquenilo" significa radicales
insaturados de cadena lineal o ramificada de 2 a 6 4omos de carbono, incluyendo,
pero sin limitar, etenilo, 1-propenilo, 2-propenilo (alilo), iso-propenilo, 2-metil-1-
propenilo, 1-butenilo, 2-butenilo, y similares; opcionaimente sustitudo con 1 a 3
sustituyentes adecuados como se ha definido antes, tales como flGor, cloro,
trifluorometilo, alcoxi (C4-Ce), ariloxi (Ce-Cig), trifluorometoxi, difluorometoxi o alquilo
(C+-Co).

Como se usa en esta memoria, el término “alquinilo" significa radicales
hidrocarbonados de cadena lineal o ramificada que tienen un triple enlacs, incluyendo,
pero sin limitar, etinilo, propinilo, butinilo, y similares; opcionalmente sustituido con 1 a
3 sustituyentes adecuados como se ha definido antes, tales como flior, cloro,
trifluorometilo, alcoxi (C4-Cs), anloxi (Ce-Cio), trifluorometoxi, difluorometoxi o alquilo
(C1-Co).

Como se usa en esta memoria, el término "carbonilo" o "{C=0)" {cuando se usa
en frases tales como alquilcarbonilo, alquil-(C=0)- o alcoxicarbonilo) se refiere a la
unién del resto de >C=0 a un segundo resto tal como un grupo alquilo 0 amino (es
decir, un grupo amido). Alcoxicarbonilamino (es decir, alcoxi(C=0)-NH-) se refiere a un
grupo alquil-carbamato. El grupo carbonilo se define de forma equivalente aqul a
(C=0). Alquilcarbonilamino se refiere a grupos tales como acetamida.

Como se usa en esta memoria, el término "anlo” significa radicales aromaticos
tales como fenilo, naftilo, tetrahidronatftilo, indanilo y similares; opcionalmente sustituido
con 1 a 3 sustituyentes adecuados como se ha definido antes.
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Como se usa en esta memoria, el término "heteroarilo” se refiere a un grupo
heterociclico aromaticos normalmente con un heterodtomo seleccionado de O, Sy N
en el anllo Ademas de dicho heteroatomo, el grupo aromatico puede tener
opcionalmente hasta cuatro 4tomos de N en el anlllo Por ejemplo, el grupo heteroarilo
incluye pindilo, prrazinilo, pinmidinilo, pindazinilo, tienllo, funlo, imidazolilo, pirrohlo,
oxazolilo (p e], 1,3-oxazollo, 1,2-oxazollo), trazollo (p e, 1,2-trazolilo, 1,3-tiazohlo),
pirazolilo, tetrazolilo, tnazollo (p e, 1,2,3-tnazollo, 1,2,4-tnazohlo), oxadiazolilo (p €],
1,2,3-oxadiazolilo), tadiazohlo (p e), 1,3, 4-tiadiazolio), quinohio, 1soquinolio,
benzotienlo, benzofurlo, indehlo, y similares, opcionaimente susttuido con 1 a 3
sustituyentes adecuados como se ha defindo antes, tales como flior, cloro,
trfluorometilo, alcoxt (C-Ce), anloxi (Ce-Cio), trifluorometoxi, difluorometoxi o alquilo
(C+-Ce)

El término "heterociclico” como se usa en esta memora se refiere a un grupo

“clchico que contiene 1-9 4tomos de carbono y 1 a 4 heteroatomos seleccionados de N,

O, S(0), o NR Los ejemplos de dichos anillos incluyen azetidinilo, tetrahidrofuranilo,
imidazolidimilo, pirrohidimlo, pipendinlo, piperaziniio, oxazoldimle, tiazohdinilo,
prrazolidinilo, tiomorfolinlo, tetrahidrotiazinilo, tetrahidrotiadiazinilo, morfolinilo,
oxetanilo, tetrahidrodiazinilo, oxazinile, oxatiazinlo, Iindolimllo, 1soindolinilo,
quinuchdinilo, cromanilo, 1Isocromanilo, benzoxazinilo, y similares Ejemplos de dichos
sistemas de anllos monociclicos saturados o parcialmente saturados son
tetrahidrofuran-2-ilo,  tetrahidrofuran-3-lo, mmidazoldin-1-lo,  imidazolidin-2-ilo,
imidazolidin-4-ilo, pirrolidn-1-ilo, pirolidin-2-to, pirralidin-3-ilo, pipendin-1-ilo, pipendin-
2-llo, pipendin-3-llo, piperazin-1-ilo, piperazin-2-ilo, pperazin-3-ilo, 1,3-oxazohdin-3-ilo,
1sotiazolidina, 1,3-tlazohdin-3-llo, 1,2-pirazolidin-2-ilo, 1,3-pirazolidin-1-ilo, tiomorfohinilo,
1,2-tetrahidrotiazin-2-lo, 1,3-tetrahidrotiazin-3-lo, tetrahidrotiadiazirilo, morfolinilo, 1,2-
tetratudrodiazin-2-ilo, 1,3-tetrahidrodiazin-t-lo, 1,4-oxazin-2-ilo, 1,2 5-oxatazin-4-il y
similares, que contienen opcionalmente 1 & 2 dobles enlaces y opcionalmente
sustituidos con 1 a 3 sustituyentes adecuados como se ha definido antes, tales como
fldor, cloro, triflucrometilo, alcoxi {C4-Cg), anioxi (Ce-C1g), trifluorometoxi, difluorometoxi
o alquilo (C4-Cs)

Los heteroatomos nitrégeno, como se usa en esta memona, se refieren a N=,
>N y -NH, en los que -N= se refiere a un doble enlace con nitrégeno, >N se refiers a un
nitrégeno que contiene dos conexiones de enlace, y -N se refiere a un nitrégeno que
contiene un enlace
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"Realizacién” tal como se usa en esta memona, se refiere a agrupamientos
especificos de compuestos 0 usos en subgéneros discretos Dichos subgéneros se
pueden reconocer de acuerdo con un sustituyente particular, tal como un grupo R! o R?
especifico Otros subgéneros se pueden reconocer de acuerdo con combinaciones de
diferentes sustituyentes, tales como todos los compuestos en los que R? es hidrdgeno y
R' es alquilo (Cy-Ce)

Por lo tanto, la presente invencidn proporciona un compuesto de férmula 1, en
la que R? es hidrégeno

La presente invencibn también proporciona un compuesto de férmula 1, en la
que R® se selecciona del grupo que consiste en -anlo (C¢-Cio) ¥ -heteroarilo (C4-Cs),
opcionalmente sustituido con uno a tres restos independientemente seleccionados del
grupo que consiste en halégeno, hidrox, -alquilo (C;-Cg), -alquil(Cy-Ce)-
P(O)(Oalquilo(C-Ce))2, -cicloalquilo (Cs-Cio), anlo (Ce-Cio), heterocichlo (C,-Cq),
-heteroarilo  (Cy-Cs), -NR°R®, -NHSO:alquilo{Ci-Cs), -NHSO-cicloalquilo(Cs-Ce),
-N(alquil(C,-Cs))(80,-alquilo(C+-Csg)), -N(alquil{C1-Cg))(SO-cicloalquilo(C3-Ce)),
-N(cicloalquil{(C3-Ce))}(SO2-alquilo(C4-Cg)), -N{cicloalquil{Ca-Ca))(SO,-cicloalquilo{Cy-Cs)),
-Oalquilo (C4-Cs), -O-SO;-alquilo(C,-Cg), -O-SO,-cicloalquilo(Ca-Cg), -(CO)-alquilo(Cy-
Cs), (CO)CF;, ~(CO)-cicloalquilo{Cs-Cyg), -(CO)-anlo(Ce-C1a), ~(CO)-heterocichlio(C2-Co),
-(CO)-heteroanlo(C,-Cg), -(CO)O-alquilo(C4-Cs), -(CO)O-cicioalquilo{Cs-Co), -{CO)O-
anlo(Ce-C10), -(CO)O-heterocicllo(C-Cg), -(CO)O-heteroario(C,-Cs), -(CO)-alquil{Cs-
C6)-Oalquilo{C1-Cs), -SOs-alquilo(C4-Cs), -SO-cicloalquilo{Cs-Cg), SO,CFs, SO:NHz,
SO,NH-alquilo(C4-Cs), -SO,;NH-cicloalquilo{C3-Cs), -SO;N(alquilo{C4-Ca))2,
SO;N(alquil(C:-Ce))(cicloalquilo(Ca-Cs)), -SO:N(cicloalquilo(Cs-Ca))2 ¥ -SO:NR°R®, en el
que dicho -anlo (Cs-C10) 0 -heteroario (C,-Cq) estdn opcionaimente interrumpidos con
uno a tres elementos seleccionados del grupo que consiste en -S-, -O-, -N-, -NH- y
_NRﬂ

Otra realizacién de la presente invencién es un compuesto de férmula 1, en la
que R? se selecciona del grupo que consiste en -cicloalquilo (C3-Cqo), -heterociclio (Cx-
Cy), v -alquil{C,-C;)-heterocichio(C»-Cs), opcionaimente sustituido con uno a tres restos
independientemente seleccionados del grupo que consiste en halégeno, hidroxi,
-alquilo (C4-Cs), -alquil(C4-Ce)-P(O)(Oalquilo{Cy-Cs))2, -cicloalquilo (Cs-Cio), anlo (Ce-
C10), heterociclilo (C2-Cy), -heteroanlo (C,-Cq), -NR°R?, -NHSO,-alquilo(C+-Cs), -NHSO-
cicloalquilo{cs-Cs), -N(alquil{C4-Cs))(SO2-alquilo(C,-Cs)), -N(alquil{C4-Cs))(SO2-
cicloalquilo{Cs-Cs)), -N(cicloalquil{C3-Ce)}{(SO-alquilo(C4-Ce)), -N(cicloalquil(Cs-
Ce))(SO-cicloalquilo(Cs-Cg)), -Oalquilo  (Cy-Ce), -O-SOz-alquio(Ci-Ce), -0-SO»-
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cicloalquio(Cs-Ce), -(CO)-alquilo(C,-Cg), -(CO)CF;, -(CO)-cicloalquilo(Cs-Cqo), -(CO)-
anlo(Cg-Cqp), -(CO)-heterocichlo(C,-Cq), -(CO)-heteroarilo(C4-Cs), -(CO)O-alquila(C+-Cs),
-(CO)O-cicloalquilo(Cs-Cap), -(CO)O-anlo(Ce-Cie), -(CO)O-heterocicllo(C.-Ce), ~(CO)O-
heteroanlo(Cy-Cs), -(CO)-alquil(C+-Cs)-Oalquilo(Cy-Ce}, -SOz-alquilo(Cy-Ca), -SO,-
cicloalquilo{C;-Ce), SO.CF3, SO:NH;, SO NH-alquilo(C4-Cs), -SONH-cicloalquiio(Ca-
Ce), -SO;N(alquiio(C4-Cq))2, SO N(alquil(C4-Ceg))(cicloalquilo{Ca-Ceg)),
-SO.N(cicloalquilo(Cs-Ce))2 ¥ -SO.NR°R®, en el que dicho -cicloalquilo (Cs-Cia),
-heterociclo (C+Cg), y -alquil(C;-Cs)-heterocichlo(C,-Cy) estdn opcionaimente
interrumpidos con uno a tres elementos seleccionados del grupo que consiste en -
(C=0), -SO;3, -§-, ~O-, -N-, -NH- y -NR"

Una realizacién adicional de la invencién es un compuesto de formula 1, en la
que R® es -alquilo (Ci-Ce) opcionaimente susttuido con uno a tres restos
independientemente seleccionados del grupo que consiste en haldgeno, hidrox,
-alquilo (C4-Ce), -alquil(C,-Cs)-P(O)(Oalquilo(C4-Cs))2, -cicloalquilo (Ca-Cip), anlo {Ce-
C1q), heterociclilo (C2-Cq), -heteroanlo (C4-Cs), -NR°R®?, -NHSO,-alquilo(C4-Cs), -NHSO~
cicloalquilo(cy-Ces), -N(alquil(C1-Ce)){(SOzalquilo(C4-Cs)), -N{alquil(C+-C¢))(SO2~
cicloalquilo(C3s-Ce)), -N(cicloalquil{C3-Cg)) (SO-~alquilo(C4-Ce)), -N(cicloalquil{Cs;-
Ce))(SO-cicloalquilo(C3-Ce)), -Oalquile  (Ci-Cg), -0-SOs-alquilo(C1-Ce), -0-SO2-
cicloalquilo(Cs-Cs), -(CO)-alquilo(Cs-Cs), -(CO)CF;3, -(CO)-cicloalquilo(Cs-Cq), -(CO)-
arlo(Cs-C1g), -(CO)-heterocichlo(C-Cs), -(CO)-heteroanlo(C,-Cs), -(CO)O-alquilo(C4-Ca),
-(CQ)O-cicloalquilo(Cs-Cqe), -(CO)O-anlo(Ce-C1a), -(CO)O-heterocichlo(C-Ca), -(CO)O-
heteroanlo(Cy-Cg), -(CO)-alquil{C,-C6)-Oalquilo{C,-Cs), -SOralquilo{Ci-Ce), -SO2-
cicloalquilo(Cs-Ce), SO.CFs, SOzNH;, SO;NH-alquilo(C4-Cg), -SONH-cicloalquilo(Cg-
Cs), -SO:N(alquilo(C1-Ce))2, SO:N(alquil{C4-Ce))(cicloalquilo(C,-Ce)),
-SO;N(cicloalquilo(Cs-Cg))2 ¥ -SO:NR°R®, en el que dicho -alquilo (Ci-Co) esta
opcionalmente Interrumpido con uno a tres elementos seleccionados del grupo que
consiste en {C=0), -S0O,, -S-, -O-, -N-, -NH- y -NR"

Ademads también, la iInvencidn proporciona un compuesto de férmula 2

II;I' X~ CF3
<0G

2

en la que A se selecciona del grupo que consiste en
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en los que m es un nimero entero de 0 a 3 y R™ es un susttuyente
seleccionado del grupo que consiste en hidrégeno, halégeno, hidroxi, -alquilo (C4-Ce),
-cicloalquilo (C3-C;), -anlo (Ce-C1o), ~heteroanlo (C-Cy), -heterociclilo (Cz-Cq), O-alquilo
(C1-Cs), O-cicloalquilo {Cs-C;), SO,-alquilo(C-Cs), SOz-cicloalquilo(Cy-C;), NHSO-
alquilo(C4-Csg), N(alquil{C4-Ce))(SO2-alquil(C+-Ce)), N{(cicloalquil{Ca-C7))(SO2-alquito(Cs-
Ce-)). N(alquil(C4-Cs)(SO2-cicloalquilo(Cs-Cy)), N{cicloalqui(Cs-C7))(SO.-cicloalquiio{Cs-
C7), OS8Oz alquio{Cy-Ca), SOLF; SONHz, SOzNH-alquiio(Cy-Cs), SONH-
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cicloalquilo(Cs-C;), SONR°R®, SO,N(alquilo(Ci-Ce))e, CFa, CO-alquilo(Ci-Ce), CO-
cicloalquilo(Cs-C7), COCF,, COalquilo(C,-Cs),

D

Otra realizacién de la invencion es un compuesto de férmula 3

i S CFs
°=<'J@LHJ;IB
3
en la que B se selecciona del grupo que consiste en

N < ./

v P <
r‘{ R r"< R* r‘_( R*
R:K\O—m. i@ S -L@M.

Sl <L "("/w

&
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También se proporciona un compuesto de formula 4
i S CFs
“CZ@HJ;ID
4

en la que D se selecciona del grupo que consiste en

Fd (” .J{\/"'
FR‘“\C_L,;% ‘m:\(j—c;m
A o
- _f_“;u,,_ m‘\(cj—m%
L o
ﬂn:i:\G—um H:‘:\C,)—n'm
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. :‘\/ | :\/ |
\ .m'nc\[\ LN E
.{R’R‘ L I | U
g, ,../ ™S P R
r'{ [ of r'{ [ o ’J{ o]
( { (

“NR, #NR, #NRy “NR,
—E(R“),,, N )—(R“),,. - R, O)_(R“)m
“uR, *NRy R, “NRy
¥ (R, éc.,—(n")m @‘(R“)m
¥R, NRy ¥R, ¥Ry
d:—oin").. o,—-(a“)... <‘;—m“)... g: R

en los que q es un nimero enterode 1a 2,
Una realizacién adicional de la presente invencién es un compuesto de férmula

H

N~ CFs
o~ L

H

en la que E se selecciona del grupo que consiste en
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en el que R™ se selecciona del grupo que consiste en -alquilo (Cy-Cs),
-cicloalquilo (Cs-C»), y -heterociclilo (C2-Ce), ¥ R'® se selecciona del grupo que consiste
en hidrégeno, -alquilo {C-Ce), -cicloalquilo (Cs-C;) y -heterociclilo (C2-Cs)

Por lo tanto, la presente invencién proporciona un compuesto de férmula 1, en
la que R' se selecciona de hidrégeno, hidrox, y -alquilo {C1-Cs), opcionaimente
sustituido con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (C;-Ce), -NR°R®, -ORY,
-cicloalquilo {Cs-C7), -heterociclilo (C2-Cy), -CO2R'2, -CONR®R® y -CONR®R®

La presente invencidn proporciona ademas un compuesto de férmula 1, en la
que R' es -alqulo (C:-Cs), opcionalmente susttudo con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -CN, -alquilo (C+-Cs), -NR°R®, -OR™, -cicloalquilo (C5-C;), -heterocichlo (C2-Cs),
-CO:R" -CONR’R® y -CONR’R®

La presente invencidn también proporciona un compuesto de férmula 1, en la
que R' se selecciona del grupo que consiste en -cicloalquilo (Cs-C7) y -heterociclilo (C-
Cs), opcionalmente sustituidos con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrogeno, halégeno, hidroxi, -CN, -alquilo
(C+-Ca), -NR°R®, -OR", -cicloalquilo (C,-C7), -heterociclilo (C-Cy), -CO:R™, -CONR’R®
y -CONR®R®

La invencién también contempla compuestos de férmula 1, en la que R’ se
selecciona de -Oalquilo (C4-Cg), -Ocicloalquilo (Cs-C7), y -Oheterociclilo (C2-Ca),
opcionalmente sustituidos con uno a tres restos independientemente seleccionados del
grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquifo (C4-Cs), -NR°R®,
-OR", -cicloalquilo (C3-Cy), -heteraciclio (C2-Cy), -CO;R", -CONR®R® y -CONR®R® En
una realizactén prefenda, R' es -Oalquilo (Ci-Cq), opcionalmente sustituido con uno a
tres restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquifo (Ci-Ce), -NR°R®, -OR™, -cicloalquilo (Cs-Cy), ¥
-heterocichio (C2-Cq), -CO:R", -CONR®R® y -CONR®R®
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Una realizacién de la invencién es un compuesto de férmula 1, en la que R' es
-NR°R® opcionalmente susttudo con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, haldgeno, hidroxi, -CN, -alquilo
(C+-Cs), -NR°R®, -OR™, cicloalquilo (C3-C), -heterociclilo (C-Cq), -CO:R™?, -CON R°R®
y -CONR’R®

Una realizacién adicional de la invencién es un compuesto de férmula 1, en la
que R’ se selecciona de —SR’, -SOR’, -SO.R’, y -SO,NR°R® opcionalmente susttuidos
con uno a tres restos independientemente seleccionados del grupo que consiste en
hidrégeno, halégeno, hidrox, -CN, -alquilo (C;-Cs), -NR°R®, -OR'2, -cicloalquilo (Cy-C5),
-heterociclilo (Cz-Cs), -COzR", -CONR®R® y -CONR*R® En una realizacién prefenda R’
es -SO.NR°R® opcionalmente sustituido con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo
(C1-Ce), -NR°R®, -OR", -cicloalquilo (Cs-C7), -heterocichlo (C-Cg), -CO:R'2, -CONR®R®
y -CONR°R®

La presente invencidn también proporciona compuestos de férmula 1, en la que
R' es -CO;R', -CONR®R®, -NHCOR", -NR'?CONR’R®, o -NR'2SO;R’, opcicnaimente
sustititndos con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (C,-Ce), -NR®R®, -OR™,
-cicioalquilo (Ca-Cy), -heterocichio (Cz-Cg), -CO-R'™, -CONR’R® y -CONR'R® En una
realizacién preferida, R' es —NR'?SO,R’, opcionalmente susttuido con uno a tres
restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquilo (C.-Ce)., -NR°R®, -OR', -cicloalquilo (Cs-Cs),
-heterocichlo (C2-Cy), -CO:R', -CONRR® y -CONR’R®

También se proporciona un compuesto de férmula 1, en la que R? es hidrégeno
o -alquilo {C-Cg), opcionalmente sustituido con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -NO,, -CN,
-alquilo (C,-Cs), -alquenilo (CCsg), -alquinilo (C2-Cs), -C=N-OH, -C=N-O(alquilo{C-Chs)),
-NR°R®, -OR', -cicloalquilo (Cs-C;), -heterocicllo (Ci-Cg), -CO,R™, -CONR°R,
-CONRR®, -SR’, -SOR’, -SO,R’, -SONR°R®, -NHCOR'", -NR'’CONR°R® vy
-NR*2SO.R’, en el que dichos restos de R? -alquenilo (C2-C) Yy -alquinile (C2-Cs) pueden
estar opcionalmente sustituidos con uno a tres grupos R'2

Ademas se proporciona un compuesto de férmula 1, en la que R? es
-cicloalquilo (Cs-C7), o -heterocichlo (Cx-Cq), opcionalmente sustituidos con uno a tres
restos independientemente seleccionados del grupe que consiste en hidrégeno,
halégeno, hidrox), -NO,, -CN, -alquilo (C4-Ceg), -alquentlo (Cx-Cg), -alquinilo (C2-Ce),
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-C=N-OH, -C=N-O(alquilo(C;-Cg)), -NR°R®, -OR'*, -cicloalquilo (C3-C;), -heterociclilo
(C2-Ca), -CO.R'™, -CONR®R?®, -CONR®R?, -SR’, -SOR’, -SO.R’, -SO,NR°R®, -NHCOR",
-NR'?CONR’R®, y -NR'?SO;R’, en el que dichos restos de R?* -alquenilo (Co-Cs) ¥
-alquinilo (C>-Cg) pueden estar opcionalmente sustituidos con uno a tres grupos R'2

23

Otra realizacion de la presente invencién es un compuesto de férmula 1, en la
que R? es -CO;R" y -CONR°R® opcionalmente susttuidos con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -NO,, -CN, -alquilo (C,-Cs), -alquenilo (CC,), -alquinilo {Cz-Ce), -C=N-OH,
-C=N-O(alquiio(C+-Cg)), -NR°R®, -OR'2, -cicloalquio (Cs-C;), -heterocichio (C»-Cg),
-COR™, -CONR’R®, -CONR°R®, -SR’, -SOR’, -SO:R’, -SO,NR°R®, -NHCOR",
-NR'?’CONR’R?, y -NR'?SO,R’, en el que dichos restos de R?* -alquenilo (C2-Ce) ¥
-alquinilo (C2-Cs) pueden estar opcionalmente sustituidos con uno a tres grupos R

También se proporciona un compuesto de férmula 1, en la que R' se selecciona
de hidrégeno, hidroxi, y -alquilo (C.-Ce), opcionalmente susttuidos con uno a tres
restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquilo (Ci-Ce), -NR°R®, -OR™, -cicloalquilo (Ci-C).
-heterocicllo (C>Co), -CO,R', -CONR®R? y -CONR®R®, y R? es hidrégeno o -alquilo
(C+-Ce), opcionalmente sustituido con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -NO2, -CN,
-alquilo (C4-Cs), -alquenilo {Cz-Cs), -alquinilo (C,-Cs), -C=N-OH, -C=N-O(alquiio(C,-Cs)),
-NR®°R®, -OR" _cicloalquilo {C»>-C;), -heterociclio {Cz-Cs), -COR™, -CONR°R®,
-CONRR®, -SR’, -SOR', -SO,R’, -SO,NRR?’ -NHCOR', -NR™CONR°R® vy
-NR'2SO.R’, en el que dichos restos de R? -alquenilo (CzCe) y -alquinilo (C2-Ce)
pueden estar opcionalmente sustriturdos con uno a tres grupos R'2

La invencién proporciona ademas un compuasto de férmula 1, en la que R’ se
selecciona de hidrégeno, hidrox, y -alquilo (Cy-Cs), opcionalmente sustituidos con uno
a tres restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquilo (Ci-Cg), -NRPR®, -OR', -cicloalquile (Cs-C»),
-heterociclilo (C2-Cg), -CO:R', -CONR®R® y -CONR’R®, y R? es hidrdgeno

La presente invencidn proporciona ademas un compuesto de formula 1, en la
que R' es -alquilo (C;-Cs), opcionaimente sustituido con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -CN, -alquilo (C4-Cs), -NR°R?, -OR™, -cicloalquilo (C»-Cy), -heterocichlo (C2-Cy),
-CO.R¥, -CONR’R® y -CONR®R®, y R? es hidrégeno
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La presente invencion también proporciona un compuesto de férmula 1, en la
que R' se selecciona del grupo que consiste en ~cicloalquilo (Cs-C7) v -heterociclilo (Co-
Ce), opcionalmente sustituidos con uno a tres restos Independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo
(C+-Ce), -NRPR®, -OR', -cicloalquio (Ca-C;), y -heterocichio (C-Ci), -CO:RY
-CONR’R® y -CONR®R®, y R? es hidrégeno

La invencion también contempla compuestos de féormula 1, en la que R' se
selecciona de -Oalquilo (Ci-Cs), -Ocicloalquilo (Ca-C;), y -Oheterocichio (Cx-Co),
opcionalmente sustituidos con uno a tres restos independientemente seleccionados del
grupo que consiste en hidrégeno, haldgeno, hidroxi, -CN, -alquilo (C,-Ce), -NR°R?,
-OR", -cicloalquilo (Cs-C7), -heterociclilo (Cz-Cg), -COZR™, -CONR®R® y -CONR®R®, y
R? es hidrégeno

Una realizacién de la invencién es un compuesto de férmula 1, en la que R' es -
NR°R® opcionalmente susttuido con uno a tres restos Independientemente
seleccionados del grupo que consiste en hidrégeno, haldégeno, hidroxi, -CN, -alquilo
(C4-Cs), -NR®R®, -OR?, -cicloaiquilo (Cs-C;), -heterocichlo (C-Cs), -CO:R'™, -CON R°R®
y -CONR®R?, y R? es hidrégeno :

Una realizacién adicional de la invencién es un compuesto de férmula 1, en la
que R’ se selecciona de —SR’, -SOR’, -SO;R’, y -SO;NR°R®* opcionalmente sustituidos
con uno a tres restos ndependientemente seleccionados del grupo que consiste en
hidrégeno, halégeno, hidroxi, -CN, -alquilo (C1-Cs), -NRR®, -OR", -cicloalquile (C3-C7).
-heterociclilo (C2-Cq), -COzR™, -CONR®R® y -CONR®R®, y R? es hidrégeno

La presente invencidon también proporciona compuestos de formula 1, en la que
R' es -CO;R"™, -CONR’R®, -NHCOR™, -NR?CONR®R®, o -NR'SO:R’, opcionaimente
sustituidos con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (C-Ce), -NR°R®, -OR'
-cicloalquilo (Ca-C7), -heterocicllo (C2-Cg), -CO:R", -CONR®R® y -CONR®R®, y R? es
hidrégeno

También se proporciona un compuesto de férmula 1, en la que R? es hidrégeno
o -alquilo (C+-Cs¢), opcionalmente sustituido con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -NO,, -CN,
-alquilo (C4-Cs), -alquenilo (C2-Ce), -alquiniio (C-Cs), -C=N-OH, -C=N-O(alquilo{C+-Cs)),
-NR’R®, -OR', -cicloalquilo (Cs-Cy), -heterocichlo (CrCs), -CO.R™, -CONR'R’,
-CONR°R®, -SR’, -SOR’, -SO,R’, -SO.NR°R?, -NHCOR'", -NR'’CONR°R® y
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-NR'SO;R’, en los que dichos restos de R? -alquenilo (C-Ce) y -alquinilo {Cz-Ce)
pueden estar opcionalmente sustituidos con uno a tres grupos R'?, y R es hidrdgeno

Ademas se proporclonah un compuesto de férmula 1, en la que R? es
-cicloalquilo (Cs-C7), o -heterociclilo (C»Cg), opcionalmente sustituidos con uno a tres
restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -NO;, -CN, -alquilo (C:-Ce), -alquenilo (CzCg), -alquintio (Cx-Cs),
-C=N-OH, -C=N-O(alquilo{C-Cg)), -NR°R®, -OR'™, -cicloalquilo (Cs-C;), -heterociclilo
(C-Cs), -COzR™, -CONR®R?, -CONR®R?, -SR’, -SOR7, -SO;R’, -SO.NR°R®, -NHCOR",
-NR™CONR®R®, y -NR'?SO.R’, en los que dichos restos de R? -alquenilo (C.-Cs) ¥
-alquinilo {(C.-Cq) pueden estar opcionalmente sustituidos con uno a tres grupos R*2, y
R' es hidrégeno

Otra realizacién de la presente invencidn es un compuesto de férmula 1, en la
que R? es -COR'? y -CONR’R® opcionaimente sustituidos con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -NO;, -CN, -alquilo (C.-Ce), -alquenilo (CCe), -alquinilo (Cx-Cs), -C=N-OH,
-C=N-O(alquilo{(C+-C¢)), -NR®R®, -OR'?, -cicloalquilo (Cas-C;), -heterocicliio (Ca-Cs).
-COR™, -CONR'R®, -CONR'R®, -SR’, -SOR!, -SOR’, -SO.NR'R®, -NHCOR™,
-NR'CONR®R®, y -NR'2SO;R’, en los que dichos restos de R?> -alquenilo (C-Cs) ¥
-alquinilo (C-Cs) pueden estar opcionalmente sustituidos con uno a tres grupos R, y
R' es hidrégeno

La invencién proporciona ademds un compuesta de férmula 1, en la que R' se
selecciona de hidrégeno, hidroxi, y -alquilo (C4-Cs), opctonalmente sustituido con uno a
tres restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquio (C+-Ce), -NR°R%, -OR'?, -cicloalquio (Cy-Cy),
-heterociclilo (Cz-Cq), -CO2R', -CONR®R® y -CONR®R®, y R? es -alquilo (C;-Cy)

La presente invencidon proporciona ademas un compuesto de formula 1, en la
que R' es -alquilo (Cy-Cs), opcionaimente susttudo con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, haldégeno,
hidroxi, -CN, -alquilo (C:-Ce), -NR°R?, -OR"2, -cicloalquilo (C5-C;). -heterociclilo (C2-Cq),
-CO;R", -CONR’R® y -CONR®R?, y R? es -alquilo (C1-Cs)

La presente invencidn tamtién proporciona un compuesto de férmula 1, en la
que R' se selecciona del grupo que consiste en -cicloalquilo (C3-C») y -heterocichio {Cx-
Cg), opcionalmente susttuidos con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo
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(C1-Cs), -NR°R®, -OR", -cicloalquilo (C3-C7), -heterocichlo (C2-Cs), -CO:R', -CONR®R®
y -CONR®R®, y R? es -alquilo (C1-Ce)

La invencién también contempla compuestos de formula 1, en la que R' se
selecciona de -Oalquilo (C-Ce), -Ocicloalquilo (Cs-C;), v -Oheterocicllo (C.-Cq),
opcionalmente sustituidos con uno a tres restos independientemente seleccionados del
grupo que consiste en hidrégeno, haldégeno, hidroxi, -CN, -alquilo (C1-Ca), -NR°R®,
-OR", -cicloalquilo (C3-C7), -heterociclilo (CCg), -COzR", -CONR’R® y -CONRR?, y
R? es -alquilo (C1-Ce)

Una realizacién de Ja invencién es un compuesto de formula 1, en la que R' es
-NR°R® opcionalmente susttudo con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alqudo
(C1-Ce), -NR°R®, -OR", cicloalquilo (C3~C7), -heterocichilo (C2-Cg), -CO:R', -CONR'R®
y -CONR®R®, y R? es -alquilo (C1-Ce)

Una realizacién adicional de la invencién es un compuesto de férmula 1, en la
que R' se selecciona de —SR’, -SOR’, -SO.R’, y -SO.NR*R® opcionalmente sustituidos
con uno a tres restos independientemente seleccionados del grupo que consiste en
hidrégeno, halégeno, hidroxi, -CN, -alquilo (C4-Cy), -NRR®, -OR™, -cicloalquilo {(C3-C7),
-heterociclilo (C2-Cs), -COzR'?, -CONR®R® y -CONR’R?, y R? es -alquilo (C;-Ce)

La presente invencidn también proporciona compuestos de formula 1, en la que
R' es -CO,R*, -CONR®R®, -NHCOR", -NR?CONR®R®, o -NR'?SO;R’, opcionalmente
sustituidos con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (C.-Ce), -NR°R, -OR",
-cicloalquilo (Ca-C7), -heterociclilo (C2-Cq), -CO:R™, -CONR®R® y -CONR®R®, y R? es
-alquilo (C4-Ce)

También se proporciona un compuesto de formula 1, en la que R? es hidrégeno
o -alquilo (C;-Cs), opcionalmente sustiturdo con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -NO,, -CN,
-alquilo (C4-Cg), -alquenilo (C2-Ce), -alquinilo {Cz-Cs), -C=N-OH, -C=N-O(alquilo{C;-Cs)),
-NR°R®, -OR™, -cicloalquilo {(CsC;), -heterocicllo {C2Cs), -CO:R'?, -CONRPR®,
-CONR®R®, -SR7, -SOR7, -SOR’, -SO;NR°R’, -NHCOR®, -NR™CONR'R®, y
-NR"SO,R7, en los que dichos restos de R? -alquenilo (Cz-Cs) y -alquinilo (Cz-Ce)
pueden estar opcionalmente sustituidos con uno a tres grupes R™, y R' es -alquilo (Cs-
Ce)

Ademas se proporciona un compuesto de férmula 1, en la que R? es
-cicloalquilo (C5-C;), 0 -heterociclilo (Cz-Cyp), opcionalmente sustituidos con uno a tres
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restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -NO,, -CN, -alquilo (C4+-Cg), -alquenilo (CrCs), -alquiniio (Cz-Ce),
-C=N-OH, -C=N-O(alquilo(C+-Cs)), -NR’R®, -OR", -cicloalquilo (Cs-C7), -heterociclilo
(C2-Cq), -CO,R™, -CONR®R®, -CONR®R®, -SR’, -SOR’, -SO.R’, -SO;NR°R®, -NHCOR",
-NR'2CONR’R?®, y -NR'2SO;R’, en los que dichos restos de R* -alquenilo (C2-Ce) ¥
-alquinilo (C2-Cs) pueden estar opcionalmente sustituidos con uno a tres grupos R, y
R' es -alquilo (C1-Cg)

Otra realizacién de la presente invencibn es un compuesto de férmula 1, en la
que R? es -CO;R" y -CONRR® opcionalmente sustituidos con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, haldgeno,
hidroxi, -NO;z, -CN, -alquilo (C,-Cg), -alquenilo (Cz-Cg), -alquinilo (C2Cs), -C=N-OH,
-C=N-O(alquilo(C:-Cg)), -NR°R®, -OR'", -cicloalquilo (Ci-C;), -heterociclio (CzCs).
-CO:R™?, -CONR’R®, -CONR’R®, -SR’, -SOR’, -SO.R’, -SO,NR°R®, -NHCOR',
-NR?’CONR®R®, y -NR'2SO,R’, en los que dichos restos de R? -alquenilo (C-Ce) ¥
-alquinilo (C,-Ca) pueden estar opcionaimente sustituidos con uno a tres grupos R'2, y
R' es -alquilo (C-Cg)

También se proporciona un compuesto de férmula 1, en la que R' se selecciona
de hidrogenao, hidrox, y -alquifo (C4-Cs), opcionalmente sustituido con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, haldgeno,
hidroxi, -CN, -alquilo (C4-Cs), -NR°R®, -OR', -cicloalquilo (C5-C;), y -heterociclilo (Cz-
Ci). -CO:R', -CONR’R® y -CONR’R®, R? es hidrégeno o -alquilo (C;-Ce),
opcionalmente sustituido con uno a tres restos iIndependientemente seleccionados del
grupo que consiste en hidrégeno, haldégeno, hidroxi, -NOz, -CN, -alquilo (C4-Cs),
-alquenilo (C-Ce), -alquinilo (C2-Ce), -C=N-OH, -C=N-O(alquilo(C;-Cs)), -NR°R®, -OR™?,
-cicloalquilo (C3-C;), -heterocicilo (C>-Cq), -CO.R'?, -CONR’R®, -CONR’R?, -SR’,
-SOR’, -SO;R’, -SO,NR5R6, -NHCOR", -NR?’CONR’R®, y -NR'SO,R’, en los que
dichos restos de R? -alquenilo (C2-Cq) ¥ -alquinilo (C-Cs) pueden estar opcionalmente
sustituidos con uno a tres grupos R'?, yn es 1

La invencién proporciona ademds un compuesto de férmula 1, en la que R' se
selecciona de hidrégeno, hidrox, y -alquilo (C,-Cg), opcionaimente sustitindo con uno a
tres restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquilo (C;-Ceg), -NR°R®, -OR', -cicloalquilo (Cs-Ci),
-heterociclilo (C2-Cq), -CO2R12, -CONR®R® y -CONR®R®, R? es -alquilo (C,-Cg), y n @s 1

La presente invencién proporciona ademas un compuesto de férmula 1, en la
que R' es -alquio (Ci-Ce), opcionalmente susttuido con uno a tres restos
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independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -CN, -alquilo (C4-Ce), -NR®R®, -OR™, -cicloalquilo (Cs-C), -heterociclilo (C,-Cs),

-CO;R", -CONR’R® y -CONR’R®, R? es -alquilo (C1-Ce), ¥ N s 1
La presente invencién también proporciona un compuesto de férmula 1, en la

que R' se selecciona del grupo que consiste en -cicloalquilo (C3-C;) y -heterociclilo (C»-
Cs), opcicnalmente sustituidos con uno a tres restos independientemente
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seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo
(C+-Ce), -NR°R®, -OR™, -cicloalquilo (C3-C7), -heterocichilo (C2-C,), -COR', -CONR'R®
y -CONR®R?, R? es -alquilo (C1-Cs), y n €5 1

La invencién también contempla compuestos de formula 1, en la que R' se
selecciona de -Oalquilo (C,-Ce), -Ocicloalquilo (Cs-C;), ¥ -Oheterociclio (Cz-Cq),
opcionalmente sustituidos con uno a tres restos independientemente seleccionados del
grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (C4-Cs), -NR°R®,
-OR", -cicloalquilo (C3-C;), -heterociclilo (C2-Cg), -CO;R*, -CONR®R® y -CONR®R?, R?
es -alquilo (Cy-Cs). ynes 1

Una realizacién de la invencidon es un compuesto de férmula 1, en la que R' es
-NR°R® opcionalmente sustitudo con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, haldgeno, hidroxi, -CN, -alquilo
(C1-Ce), -NR°R®, -OR™, -cicloalquito (C5-C;), -heterociclilo (C»-Cg), -CO.R", -CON R°R®
y -CONR®R?®, R? es -alquilo (C1-Cs), y n es 1

Una realizacion adicional de la invencién es un compuesto de férmula 1, en la
que R’ se selecciona de -SR’, -SOR’, -SO,R’, y -SO,NR*R* opcionalmente sustituidos
con uno a tres restos independientemente seleccionados del grupo que consiste en
hidrégeno, haldégeno, hidroxi, -CN, -alquio (C:-Ce), -NR°R®, -OR", -cicloalquilo (Cs-C7),
-heterociclilo (CzCs), -CO.R"2, -CONR®R® y -CONR®R®, R? es -alquilo (C1-Cs), y n es 1

La presente invencidn también proporctona compuestos de formula 1, en la que
R'! es -CO,R™, -CONR®R®, -NHCOR'?, -NR"2CONR°R®, 0 -NR'"2SO.R’, opcionalmente
sustituidos con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, haldgeno, hidroxi, -CN, -alquilo (C:-Ce), -NR°R®, -OR",
-cicloalquilo (Ci-Cy), -heterociclo (C2-Cy), -COR', -CONR®R® y -CONR®R®, R? es
-alquilo (C,-Cq), ynes 1

También se proporciona un compuesto de férmula 1, en la que R? es hidrégeno
o -alquilo (C+-Cs), opcionalmente sustituido con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, haldgeno, hidroxi, -NOz, -CN,
~alquilo (C+-Cs), -alquenilo (C2-Cg), -alquinilo (CCs), -C=N-OH, -C=N-O(alquilo{C;-Cs)),
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-NR°R®, -OR'", -cicloalquilo (C3-C7), -heterociclio (CzCs), -COR™, -CONR°R®,
-CONR®R®, -SR7, -SOR7, -SO;R’, -SO,NRSR® -NHCOR', -NR“ZCONR°R®, y
-NR'?SO,R7, en el que dichos restos de R? -alquenilo (C2-Cs) ¥y -alquinilo (C2-Cs)
pueden estar opcionalmente sustituidos con uno a tres grupos R12, R1 es -alquilo (C;-
Ce)ynesi

Ademéas se proporciona un compuesto de férmula 1, en la que R? es
-cicloalquilo (C4-Cy), o -heterocichlo (C,-Cg), opcionalmente sustituidos con uno a tres
restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -NO,, -CN, -alquilo (C4-Cs), -alquenilo (C2-Cg), -alquinilo (Cz-Cs),
-C=N-OH, -C=N-O(alquilo(C-Cs)), -NR°R®, -OR", -cicloalquilo (Ca-C;), -heterociclilo
(C2-Cs), -CO-R', -CONR®R®, -CONR®R®, -SR7, -SOR’, -SO:R’, -SO:NR°R®, -NHCOR™",
-NR'?’CONR®R®, y -NR'2SO;R’, en el que dichos restos de R? -alquentlo (C,-Cq) ¥
-alquinilo (Cz-C) pueden estar opcionalmente sustituidos con uno a tres grupos R'?, R!
es -alquilo (C'-Ce), y n es 1

Otra realizacién de la presente invencidn es un compuesto de férmula 1, en la
que R? es -CO;R' y -CONR®R® opcionalmente sustituidos con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -NOz, -CN, -alquilo (G:-Cs), -alquento (Cz-Ce), -alquinifo (Cz-Cg), -C=N-OH,
-C=N-O(alquilo(C+-Cq)), -NR°R®, -OR'™, -cicloalquilo (C3-C;), -heterociciio (C,-Co),
-CO;R"”, -CONR°R®, -CONR°R?, -SR’, -SOR’, -SO°R7, -SO;NR°R® -NHCOR®",
-NRCONR®R®, y -NR™SO;R’, en el que dichos restos de R®> -alquenilo (C2-Ce) ¥
-alquinilo (C>-Cs) pueden estar opcichalmente sustituidos con uno a tres grupos R', R'
es -alquilo (C-Cg), ynes 1

La invencibn proporciona ademas un compuesto de férmula 1, en la que R' se
selecciona de hidrégeno, hidrox, y -alquilo (C4-Cs), opcionalmente sustituido con uno a
tres restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquilo (Cy-Ce), -NR’R®, -OR', -cicloalquilo (C;-C7),
-heterociclilo (CCg), -CO:R™, -CONR’R® y -CONRSRS, R? es -alquilo (C1-Ce), y n €5 1

La presente invenciébn proporciona ademas un compuesto de férmula 1, en la
que R' es -alquilo (Ci-Ce), opcionalmente sustiturdo con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -CN, -alquilo {C4-Ce), -NR°R®, -OR"?, -cicloalquila (Cx-Cy), -heteraciclio (C-Cs),
-CO;R™, -CONR®R? y -CONR®R?, R? es -alquilo (C1-Ce), ¥ n €8 1

La presente invencion también proporciona un compuesto de férmula 1, en la
que R' se selecciona del grupo que consiste en -cicioalquilo (C-C7) y -heterociciilo (Cx-
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Ce), opcionalmente sustituidos con uno a tres restos Independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo
(C1-Ce). -NR°R®, -OR', -cicloalquilo (Cs-C;), y -heterocichlo (Cs-Ce), -CO.R'™,
-CONR®R® y -CONR®R?, R? es -alquilo (C1-Ce), y n B8 1

La invencién también contempla compuestos de férmula 1, en la que R' se
selecciona de -Oalquilo (C:+-Cs), -Ocicloalquilo (C5-C7), y -Oheterociclo (Ca-Cg),
opcionalmente sustituildos con uno a tres restos independientemente seleccionados del
grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (C:-Ce), -NR°RS,
-OR", -cicloalquilo (Ca-C7), -heterocichiio (C-Cs), -COR'™?, -CONR’R® y -CONR®R®, R?
es -alquilo (C1-Cg), ynes 1

Una realizacién de la invencién es un compuesto de férmula 1, en la que R es -
NR°R® opcionalmente sustitudo con uno a tres restos Independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo
(C1-Ce), -NR°R®, -OR", -cicloalquilo (C3-C;), -heterocichlo (C-Cq), -CO;R', -CONR®R®
y -CONR®R®, R? es -alquilo (C,-Ce), y n €s 1

Una realizacién adicional de la invencién es un compuesto de férmula 1, en la
que R’ se selecciona de —SR’, -SOR’, -SO,R’, y -SO.NR°R* opcionalmente sustituidos
con uno a tres restos independientemente seleccionados del grupo que consiste en
hidrégeno, halégeno, hidroxi, -CN, -alquilo {(C;-Cs), -NR°R®, -OR, -cicloalquilo {(Cs-C;),
-heterociclilo (C2-Cy), -CO;R'?, -CONR®R® y -CONR®R®, R? es -alquilo (Cy-Ca), ¥ n es 1

La presente invencién también proporciona compuestos de férmula 1, en la que
R' es -CO;R™, -CONR’R®, -NHCOR", -NR'?’CONR®R®, 0 -NR'2SO;R’, opcionaimente
sustituidos con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, haldégeno, hidrox, -CN, -alquio {(Ci-Cs), -NR°R®, -OR",
-cicloalquilo (Cs-Cy), -heteraciclilo (C2-Cg), -CO;R*, -CONR®R® y -CONR®R®, R? es
-alquilo (C4-Cs), ynes 1

También se proporciona un compuesto de férmula 1, en la que R? es hidrégeno
o -alquilo (C4+-Cg), opcionalmente sustituido con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -NO,, -CN,
-alquilo (C4-Cs), -alquenilo (C2-Cs), -alquinilo (C2-Cg), -C=N-OH, -C=N-O(alquilo(C4-Cs)),
-NR°R®, -OR™, .cicloalquilo (Cs-C;), -heterocichlo (Cx-Cs), -CO:R™, -CONR°R®,
-CONR°R®, -SR’, -SOR’, -SO:;R’, -SO:NR®R’ -NHCOR®, -NR'?CONR°R®, y
-NR™SO,R7, en el que dichos restos de R? -alquenilo (C>Cs) y -alquinilo (C2-Ce)
pueden estar opcionalmente sustituidos con uno a tres grupos R', R' es -alquilo (Cy-
Ce),ynes1

B3
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Ademas se proporciona un compuesto de férmula 1, en la que R? es
-cicloalquile (Cs-C7), o -heterociclilo {C,-Cg), opcionalmente sustituidos con uno a tres
restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, tidroxi, -NO,, -CN, -alquilo (C4-Cg), -alquenilo (C2-Cg), -alquiniio (C2-C,),
-C=N-OH, -C=N-Ofalquilo(C,-Cg)), -NR°R®, -OR™, -cicloalquilo (C,-C;), -heterocichlo
(CCs), -CO:R', -CONR’R®, -CONR’R®, -SR’, -SOR’, -SO2R7, -SO,NRSR’,
-NHCOR™", -NR?CONR®R®, y -NR'2SO?R7, en el que dichos restos de R2 -alquenilo
{C~C8) y -alquinilo (C-Cs) pueden estar opcionalmente sustituidos con uno a tres
grupos Rz, R' es -alquilo (C1-Ce), yn es 1

Otra realizacién de la presente invencién es un compuesto de férmula 1, en la
que R? es -CO,R' y -CONR®R® opcionalmente sustituidos con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, haldgeno,
hidroxi, -NOz, -CN, -alquilo (C4-Cg), -alquenilo (Cz-Cs), -alquinilo (C2-Cs), -C=N-OH,
-C=N-O(alquilo(C4-Cg)), -NR°R®, -OR'™, -cicloalquilo (C3-C;), -heterocicllo (C2-Cq),
-CO,R"”, -CONR’R?, -CONR’R®, -SR’, -SOR’, -SO?R7, -SO,NR°R?, -NHCOR",
-NR™CONR®R?, y ~NR'?SO,R7, en el que dichos restos de R? -alquenilo (C-Ce) ¥
-alquinilo (C>-Ce) pueden estar opcionalmente sustituidos con uno a tres grupos R¥, R'
es -alquilo (C+-Cg), ynes 1

También se proporciona un compuesto de formula 1, en la que R' se selecciona
de hidrégeno, hidroxi, y -alquilo (C,-Cg), opcionalmente sustituido con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -CN, -alquilo (C,-Cs), -NR*R®, -OR'?, -ciclealquilo (C3-C;), y -heterociclilo (C
Cs), -CO:R™, -CONR’R® y -CONR°R®, R? es hidrégeno o -alquilo (C:-Cs).
opcionalmente sustituido con uno a tres restos independientemente seleccionados del
grupo que consiste en hidrégeno, halégeno, hidroxi, -NO,, -CN, -alquilo (C4-Cg),
-alquenilo (C3-Cg), -alquiniio (C-Cg), -C=N-OH, -C=N-O(alquilo{C;-Cs)), -NR°R®, -OR"?,
-cicloalquilo (Cs-C7), -heterocicllo (CrCs), -CO.R', -CONR°R®, -CONR’R®, -SR’,
-SOR’, -SO;R’, -SO,NR5R6, -NHCOR", -NR“CONR®R®, y -NR'?SO,R’, en el que
dichos restos de R? -alquenilo (C;-Cs) ¥ -alquinilo (C,-Cs) pueden estar opcionalmente
sustitiidos con uno a tres grupos R*, y n es 1

La invencién proporciona ademas un compuesto de férmula 1, en la que R' se
selecciona de hidrégeno, hidroxi, y -alquilo (b,-ce), opcionalmente sustituido con uno a
tres restos independientemente seleccionados del grupo que consiste en hidrégeno,
haldgeno, hidroxi, -CN, -alquilo (Ci-Cs), -NR°R®, -OR'Y, -cicloalquilo (Cs-Cy),
-heterociclito (C2-Cy), -COzR", -CONR®R® y -CONR®R®, R? es hidrégeno, y n es 1
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La presente invencién proporciona ademas un compuesto de férmula 1, en la
que R' es -alquilo (Ci-Ce), opcionalmente sustituido con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, haldégeno,
hidroxi, -CN, -alquilo (C;-Cg), -NR°R®, -OR", -cicloalquilo (C+-C;), -heterocichio (C,-Cy),
-CO,R"?, -CONR’R® y -CONR’R®, R? es hidrégeno, y n es 1

La presente invencién también proporciona un compuesto de férmula 1, en la
que R' se selecciona del grupo que consiste en -cicloalquilo (C3-C;) y -heterocichlo (C-
Co), opcionaimente sustitudos con uno a tres restos Independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidrox, -CN, -alquilo
(C+-Cs), -NR°R®’, -OR™, -cicloalquilo (Cs-C;), y -heterociciio (CCi), -CO.R™,
-CONR®R® y -CONR®R®, R? es hidrégeno, y n es 1

La invencién también contempla compuestos de férmula 1, en la qus R' se
selecciona de -Oalquilo (C:-Ce), -Ocicloalquilo (Cs-C;), y -Oheterociclilo (C2-Cs),
opcionalmente sustituidos con une a tres restos iIndependientemente seleccionados del
grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (C4-Cs), -NR°R®,
-OR", -cicloalquilo (Cs-C7), -heterociclio (C2-Co), -CO:R'™, -CONR’R® y -CONR®R®, R?
es hidrégeno, y n es 1

Una realizacién de la invencién es un compuesto de férmula 1, en la que R' es
-NR°R? opcionaimente sustituido con uno a tres restos Independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo
(C+-Ce), -NR°R®, -OR", -cicloalquilo (C3-C;), -heterocichio (C2-Co), -CO.R'?, -CON R°R®
y -CONR®R®, R? es hidrégeno, y n es 1

Una realizacion adicional de la invencidn es un compuesto de férmula 1, en la
que R' se selecciona de —SR’, -SOR’, -SO;R’, y -SO.NR°R®* opcionalmente sustituidos
con uno a tres restos Independientemente seleccionados del grupo que consiste en
hidrégeno, halégeno, hidroxi, -CN, -alquilo (C1-Cs), -NR°R®, -OR'2, -cicloalquilo (Cs-Cy),
-heterociclilo (C2-Cq), -CO2R", -CONR’R® y -CONR®R®, R? es hidrégeno, y n es 1

La presente invencién también proporciona compuestos de férmula 1, en la que
R! es -COsR", -CONR®R?, -NHCOR", -NR™?CONR®R®, 0 -NR'?*SO,R’, opcionalmente
sustituiidos con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (Ci-Cs), -NR°R®, -OR",
-cicloalquilo (Cs-C;), -heterocichlo (Cz-Cq), -CO.R'™, -CONR®R® y -CONR®R®, R? es
hidrégeno, y nes 1

También se proporciona un compuesto de férmula 1, en la que R? es hidrégeno
o -alquro (C4-Cs), opcionalmente sustituido con uno a tres restos independientemente
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seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -NO;, -CN,
-alquilo {C4-Cs), -alquentilo (C2-Cg), -alquinilo (C»-Cs), -C=N-OH, -C=N-O(alquilo{C;-Cs)),
-NR°R®, -OR", -cicloalquilo (Cs-C;), -heterocichlo (C-Cs), -CO.R'?, -CONRR®,
-CONR’R®, -SR7, -SOR’, -SO,R’, -SO;NR5R® -NHCOR', -NR™CONR'R® vy
-NR'¥SO,;R7, en el que dichos restos de R? -alquenilo (C-Cs) ¥ -alquinio (C,-Ca)
pueden estar opcionalmente sustituidos con uno a tres grupos R'2, R’ es hidrgeno, y n
es 1

Ademéas se proporciona un compuesto de férmula 1, en la que R? es
-cicloalquilo (C5-Cs), o -heterociclilo (C,-Cs), opcionalmente sustituidos con uno a tres
restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -NO,, -CN, -alquilo (C,-Cs), -alqueniio {CCs), -alquinilo {Cz-Cy),
-C=N-OH, -C=N-Ofalquilo(C:-Cs)), -NR°R®, -OR™, -cicloalquilo (Cs-C;), -heterociclilo
(C2-Cy), -CO;R', -CONR®R®, -CONR®R?, -SR’, -SOR’, -SO,R’, -SO,NR’R®, -NHCOR"?,
-NRCONR®R®, y -NR™SO;R’, en el que dichos restos de R? -alquenilo (C:-Ce) ¥
-alquinilo (C-C,) pueden estar opcionalmente sustituidos con uno a tres grupos R*, R’
es hidrégeno, yn es 1

Otra realizacién de la presente invencién es un compuesto de formula 1, en la
que R? -CO;R' y -CONR®R® opcionalmente sustituidos con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -NQ,, -CN, -alquilo (C4-Ce), -alquenilo (C;-Ce), -alquinilo (C2-Ce), -C=N-OH, -
C=N-O(alquilo(C-Cg)), -NR°R®, -OR", -cicloalquilo (C;-Cy), -heterocichlo (Cz-Cs), -
CO;R*%, -CONR°R®’, -CONR°R®, -SR’, -SOR’, -SO:R’, -SO:NR°R’, -NHCOR™,
-NR'CONR®R®, y -NR'280;R’, en el que dichos restos de R? -alquenilo (C;-Ce) ¥

-alquinilo (C,-Cg) pueden estar opcionalmente sustituidos con uno a tres grupos
R, R' es hidrégeno, y n es 1

También se proporciona un compuesto de férmula 1, en la que R’ se selecciona
de hidrégeno, hidroxi, y -alquilo (C4-Cs), opcionalmente sustituido con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -CN, -alquilo (C41-Ca), -NR°R®, -OR", -cicloalquilo (Cs-C7), -heterociclilo (C-Ca),
-CO:R"2, -CONR®R® y -CONR®R®, R? es hidrégeno o -alquilo (C:-Cs), opcionalmente
sustifuido con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, halégeno, hidroxi, -NO,, -CN, -algquilo (C4-Cs), -alquenilo (C2-
Ce), -alquinilo (C2-Ce), -C=N-OH, -C=N-O(alquilo{C-Cs)), -NR°R®, -OR", -cicloalquilo
(Cs-C1), -heterocichio (C»-Cq), -CO;R', -CONR®R®, -CONR®R®, -SR’, -SOR7, -SO?R’,
-SO.NR°R®, -NHCOR'", -NR'ZCONR®R®, y -NR'?SO;R’, en el que dichos restos de R?
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-alquenilo (Cz-Cs) y -alquinilo {C.-Cs) pueden estar opcionalmente sustituidos con uno a
tres grupos R'%, ynes 2

La invencién proporciona ademés un compuesto de férmula 1, en la que R? se
selecciona de hidrégeno, hidroxi, y -alquilo (C4-Cs), opcionalmente sustituido con uno a
tres restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquilo (C,-Cs), -NR°R®, -OR™, -cicloalquio (Cs-Cy),
-heterocichlo (C2-Cg), -COsR"?, -CONR®R® y -CONR®R®, R? es -alquilo (C1-Ce), y n es 2

La presente invencién properciona ademas un compuesto de formula 1, en la
que R' es -alquilo (C+-Cs), opcionalmente susttuido con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, haldgeno,
hidroxi, -CN, -alquilo {C4-Cs), -NR°R®, -OR'?, -cicloalquilo (Cs-C;), -heterociclilo (C2-Cs),
-CO,R™, -CONR®R® y -CONR®R?®, R? es -alquilo (C1-Ce), ¥ N €5 2

La presente mvencién también proporciona un compuesto de férmula 1, en fa
que R? se selecciona del grupo que consiste en -cicloalguilo (Cs-C;) y -heterociclio (Co-
Ce), opcionaimente sustituidos con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo
(C1-Ce). -NR°R®, -OR™, -cicloalquilo (Ca-C;), -heterociclio (CCg), -CO-R'?, -CONR’R®
y -CONR®R®, R? es -alquilo (C4-Cg), y N €8 2

La invencién también contempla compuestos de férmula 1, en la que R’ se
selecciona de -Oalquilo (C,-Cs), -Ocicloalquilo (C3-C;), y -Oheterocichlo (C2-Caq),
opcionalmente sustituidos con uno a tres restos independientemente seleccionados del
grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (C4-Co), -NR°R?,
-OR"™, —cicloalquilo (C5-Cy), -heterociclilo (C2-Ca), -CO;R2, -CONR®R® y -CONR®R?, R2
es -alquilo (C+-Cs), ynes 2

Una reafizacidn de la invencién es un compuesto de férmula 1, en la que R' es
-NR°R® opcionalmente susttuido con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo
(C+-Cs), -NRER®, -OR', -cicloalquilo (C5-C;), -heterociclilo (C-Cs), -CO;R"?, -CONR®R®
y -CONR®R?, R? es -alquilo (C1-Cq), yn €8 2

Una realizacién adicional de la invencién es un compuesto de férmula 1, en la
que R’ se selecciona de —~SR’, -SOR’, -SO,R’, y -SO,NR°R® opcionalmente sustituidos
con uno a tres restos independientemente seleccionados del grupo que consiste en
hidrégeno, halégeno, hidroxi, -CN, -alquilo (C+-Cs), -NR°R®, -OR", -cicloalquilo (Cs-C7),
-heteraciclilo (C-Cs), -CO:R™, -CONR®R® y -CONR’R®, R? es -alquilo (C1-Cs), y n €8 2
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+ La presente invencién también proporciona compuestos de férmula 1, en la que

R' es -CO,R', -CONR®R®, -NHCOR™, -NR"?CONR’R®, 0 -NR'2SO,R’, opcionalmente
sustituidos con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, haldégeno, hidroxi, -CN, -alquilo (C:-Cs), -NR°R®, -OR%,
-cicloalgquilo (Cs-C7), -heterocichlo (C2-Cy), -CO:R'?, -CONR®R® y -CONR®R®, R? es
-alquilo (C1+-Csg), ynes 2

También se proporciona un compuesto de férmula 1, en la que R? es hidrégeno
o -alquilo (C4-Cg), opcionalmente sustituido con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -NO,, -CN,
-alquilo (C4-Cs), -alquenilo (Cz-Cs), -alquinilo (C2-Ce), -C=N-OH, -C=N-O(alquilo(C4-Cs)),
-NR°R®, -OR'™, -cicloalquilo (Cs-C;), -heterociclle (C»Cs), -CO,R™, -CONRSR®,
-CONRR®, -SR’, -SOR’, -SO,R’, -SO,NR°R®, -NHCOR', -NR'CONR°R®, y
-NR'2SO,R’, en el que’ dichos restos de R? -alquenilo (C.-Ce) y -alquinilo (Cz-Ce)
pueden estar opcionalmente sustiturdos con uno a tres grupos R, R' es -alquilo (C:-
Ce),ynes2

Ademas se proporciona un compuesto de férmula 1, en la que R? es
-cicloalquilo (Ca-C;), o -heterociclilo (C,-Cy), opcionalmente sustiturdos con uno a tres
restos Independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -NO,, -CN, -alquilo (C:-Cs), -alquenilo (C2-Ce), -alquinilo {Cx-Ce),
-C=N-OH, -C=N-O(alquilo(C,-Cs)), -NR°’R®, -OR™, -cicioalquilo (C;-Cy), -heterocichio
(C~Cq), -CO2R™, -CONR®R®, -CONR®R®, -SR’, -SOR’, -SO,R’, -SO,NR°R®, -NHCOR",
-NR?CONR’R®, y -NR'2SO.R’, en el que dichos restos de R? -alquenilo (C2Cs) v
-alquinilo (C2-Ce) pueden estar opcionalmente sustituidos con uno a tres grupos R'2, R!
es -alquilo (C-Cg), ynes 2

Otra realizacién de la presente invencion es un compuesto de férmula 1, en la
que R? es -CO;R%? y -CONR®R® opcionalmente sustituidos con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidroxi, -NO2, -CN, -alquilo {C+-Cs), -alquenilo {Cz-Cg), -alquinilo {C-Cs), -C=N-OH,
-C=N-O(alquilo(C+-Cq)), -NR°R®, -OR", -cicloalquilo (Cs-C;), -heterocicliio (C-C),
-COR", -CONR°R®’, -CONR’R", -SR’, -SOR’, -SO;R’, -SO;NR°R®, -NHCOR",
-NR*?CONR®R®, y -NR'?SO;R’, en el que dichos restos de R? -alquenilo (C-Ce) ¥
-alquinilo (C2-Cs) pueden estar opcionalmente sustituidos con uno a tres grupos R'%, R'
es -alquilo (C1-Ce), ynes 2

La invencién proporciona ademas un compuesto de férmula 1, en la que R' se
selecciona de hidrégeno, hidroxi, y -alquilo {(C,-Cg), opcionalmente sustituido con uno a
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tres restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquilo (Ci-Ce), -NR°R®, -OR', -cicloalquio (Cs-Cy),
-heterociclilo (C2-Co), -CO;RY, -CONR®R® y -CONR’R®, R? es -alquilo (C,-Ca), y n es 2

La presente invencién proporciona ademas un compuesto de férmula 1, en la
que R' es -alqulo (C\-Cs), opcionalmente susttuido con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, haldgeno,
hidroxi, -CN, -alquilo (C;-Cs), -NR°R®, -OR", -cicloalquilo (C»-Cy), y -heterocichlo (Co-
Cs), -COzR"™, -CONR®R® y -CONR®R®, R? es -alquilo (C{-Cq), ¥ n €s 2

La presente invencion también proporciona un compuesto de férmula 1, en la
que R’ se selecciona del grupo que consiste en -cicloalquilo (C3-C7) y -heterocichio (C-
Ce), opcionalmente sustituidos con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidrox), <CN, -alquilo
(C1-Ce), -NR°R®, -OR", -cicloalquilo (C3-C;), -heterociclilo (C-Cq), -CO.R'?, -CONR®R®
y -CONR®R®, R? es -alquilo (C;-Cas), ¥ N €5 2

La invencién también contempla compuestos de férmula 1, en la que R’ se
selecciona de -QOalguilo {C4-Cs), -Ocicloalquio (Ca-C;), y -Oheterocichio (Cz-Co),
opcionalmente sustituidos con uno a tres restos independientemente seleccionados del
grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (C,-Ca), -NR°R®, -
OR", -cicloalquilo (Cs-C7), -heterocichio (C2-Cs), -CQ2R'Y, -CONR®R® y -CONR’R®, R?
es -alquilo (Cy-Cy), ynes 2

Una realizacién de la nvencién es un compuesto de férmula 1, en la que R' es
-NR°R® opcionaimente susttuido con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo
(C+-Ce), -NR°R®, -OR™, -cicloalquilo (C3-C;), -heterociclilo (C2-Cs), -CO.R'?, -CON R°R®
y -CONR®R?, R? es -alquilo (C,-Cs), y n s 2

Una realizacién adicional de la invencion es un compuesto de formula 1, en la
que R’ se selecciona de ~SR’, -SOR’, -SO,R’, y -SO.NR°R® opcionalmente susttuidos
con uno a tres restos independientemente seleccionados del grupo que consiste en
hidrdgeno, halégeno, hidroxi, -CN, -alquilo (C,-Cs), -NR°R®, -OR", -cicloalquilo (C»-C7),
-heterociclilo (C2-Cp), -CO:R™, -CONR®R® y -CONR®R?, R? es -alquilo (C4-C), ¥ n €5 2

La presente invencidn también proporciona compuestos de férmula 1, en la que
R' es -CO,R'2, -CONR®R®, -NHCOR', -NR?CONRR®, 0 -NR'?SO;R’, opcionalmente
sustituidos con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, hal6geno, hidroxi, -CN, -alquilo (C:-Ce), -NR°R®, -OR™",
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-cicloalquilo {Cs-C;), -heterocicllo (C~Cs), -CO.R', -CONR®R® y -CONR’R®, R? es
-alquilo (C4-Ce), ynes 2

También se proporciona un compuesto de férmula 1, en la que R? es hidrégeno
o -alquilo (C¢-Cs), opcionalmente sustiturdo con uno a tres restos independientemente
seleccionados del grupe que consiste en hidrdgeno, halogeno, hidroxi, -NO;, -CN,
-alquilo (C4-Cs), -alquenilo (C2-Csg), -alquinilo (C2-Ce), -C=N-OH, -C=N-O(alquilo(C,-Cs)),
-NR’R®, -OR™, -cicloalquilo (CsC;), -heterociclio (CzCs), -CO:R', -CONR®RS,
-CONR®R®, -SR’, -SOR’, -SO°R’, -SO;NR°R6, -NHCOR", -NR™CONR’R®, vy
-NR'SO;R’, en el que dichos restos de R? -alquenilo (C2-Ce) y -alquinilo (C2-Ce)
pueden estar opcionalmente sustituidos con uno a tres grupos R'2, R' es -alquilo (Cy-
Ce),ynes2

Ademas se proporciona un compuesto de féormula 1, en la que R? es
-cicloalquilo (Cs-C5), o -heterocichio (Cx-Cg), opcionalmente sustitindos con uno a tres
restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -NO,, -CN, -alquilo (C,-Cg), -alquenilo (C;-Ce), -alquinilo (C2-Cs),
-C=N-OH, -C=N-O(alquilo(C;-Cs)), -NR°R®, -OR'?, -cicloalquilo (C;-C;), -heterociclilo
(C-Cs), -CO,R™, -CONR®R?, -CONR®R®, -SR’, -SOR’, -SO?R7, -SO,NR°R?®, -NHCOR'"?,
-NR™CONR®R?, y -NR'?SO;R’, en el que dichos restos de R? -alquenilo (C:-Ce) ¥
-alquinilo (C2-Ce) pueden estar opcionalmente sustituidos con uno a tres grupos R, R’
es -alquilo (C4-Ce), ynes 2

Otra realizacién de la presente invencidn es un compuesto de formula 1, en (a
que R? es -CO;R"™ y -CONR®R® opcionalmente sustituidos con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidrox), -NO;, -CN, -alquilo (C4-Cg), -alquenilo (Cp-Cs), -ailquinio (C>-Cy), -C=N-OH,
-C=N-O(alquilo(C;-Cs)), -NR°R®, -OR'", -cicloalquilo (C3-C;), -heterocichlo (CzCs),
-CO,R™?, -CONR’R®, -CONR°’R®, -SR’, -SOR’, -SO.,R’, -SO,NR°R®, -NHCOR",
-NR"CONR®R®, y -NR'2SO,R’, en el que dichos restos de R? -alquenilo {C:-Ce) ¥
-alquinilo (C~Ce) pueden estar opcionalmente sustituidos con uno a tres grupos R'2, R’
es -alquilo (C'-Cq). ynes 2

También se properciona un compuesto de férmula 1, en la que R’ se selecciona ]

de hidrégeno, hidrox, y -alquilo (C-Ce), opcionalmente sustituido con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, haldgeno,
hidroxi, -CN, -alquilo (C+-Cs), -NR°R®, -OR", -cicloalquilo (Cs-C7), y -heterocichio (Cz-
Cs), -CO:R™, -CONR’R® y -CONR’R®, R? es hidrogenc o -alquito (C:-Ce),
opcionalmente sustituido con uno a tres restos independientemente seleccionados del
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grupo que consiste en hidrégeno, haldgeno, hidroxt, -NOa, -CN, -alquilo (C:-Cs),
-alquenilo (C2-Cg), -alquinilo (C2-Cg), -C=N-OH, -C=N-O(alquilo(C+-Cs)). -NR°R®, -OR"?,
-cicloalquilo (Ca-C;), -heterocicio (C,-Cg), -CO,R'?, -CONR°R®, -CONRSR®, -SR’,
-SOR’, -SO;R’, -SO,NR°R®, -NHCOR", -NRCONR®R®, y -NR'?SO,R’, en el que
dichos restos de R? -alquenilo (C-Ce) y -alquinilo (C2-Cs) pueden estar opcionalmente
sustituidos ¢on uno a tres grupos R'%, y n es 2

La invencién proporciona ademas un compuesto de férmula 1, en la que R’ se
selecciona de hidrégeno, hidroxi, y -alquilo (C4-Ce), opcionalmente sustituido con uno a
tres restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquio (Cy-Ce), -NR°R®, -OR', -cicloalquio (Cs-Cy),
-heterocichlo (C2-Cg), -COzR,2, -CONR®R® y -CONR®R®, R? es hidrégeno, y n es 2

La presente invencibn proporciona ademas un compuesto de férmula 1, en la
que R' es -alquilo (C,-Ce¢), opcionalmente sustitudo con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, haldgeno,
hidrox), -CN, -alquilo (C1-Cg), -NR*R®, -OR", -cicloalquilo (Cs-C;), y -heterociclilo (Cz-
Cs), -CO:R™, -CONR*R® y -CONR®R®, R? es hidrégeno, y n es 2

La presente invencién también proporciona un compuesto de férmula 1, en la
que R’ se selecciona del grupo que consiste en -cicloalquilo (Cs-C;) y -heterociclilo (C-
Cy), opcionalmente sustitudos con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidrox, -CN, -alquilo
(C+-Ce), -NR°R?®, -OR", -cicloalquilo (Ca-C;), -heterociclilo (C,-Cs), -CO,R"2, -CONRSR®
y -CONR®R®, R? es hidrégeno, y nes 2

La invencién también contempla compuestos de férmula 1, en la que R' se
selecciona de -Oalquilo (C4-Ce), -Ocicloalquito (Cs-C;), y -Oheterociclio (C2-Cs),
opcionalmente sustituidos con uno a tres restos iIndependientemente seleccionados del
grupo que consiste en hidrégeno, haldgeno, hidroxi, -CN, -alquilo (Cs-Ce), -NR°R®, -
OR™, -cicloalquilo (Cs-C7), -heterocichilo (C2-Cq), -CO2R12, -CONR®R® y -CONR®R®, R?
es hidrégeno, ynes 2

Una realizacién de la invencidn es un compuesto de férmula 1, en la que R' es
-NR°R* opcionalmente sustituido con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo
(Ci-Ce), -NR°R®, -OR"?, -cicloalquilo (C3-C;), -heterccichlo (C2-Cs), -CO;R", -CON R°R®
y -CONR®R®, R? es hidrégeno, yn es 2

Un® realizacién adicional de la invencién es un compuesto de formula 1, en la
que R' se
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selecciona de -SR’, -SOR’, -SO,R’, y -SO;NR°R® opcionalmente sustituidos con uno a
tres restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquile (Cy-Cs), -NR°R®, -OR™, —cicloalquilo (Cs-Cy),
-heterociclilo (Cx-Cy), -CO;R™, -CONR®R® y -CONR®R®, R? es hidrégeno, y n es 2

La presente invencién también proporciona compuestos de férmula 1, en la que
R' es -CO:R', -CONRR®, -NHCOR™, -NR"?CONR®R®, 0 -NR'2SO,R’, opcionalmente
sustituidos con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (Ci-Ce), -NR®R®, -OR'™,
-cicloalquilo (Cs-Cs), -heterocicliio (C-Cg), -CO;R*, -CONR’R® y -CONR’R®, R? es
hidrégeno, ynes 2

También se proporciona un compuesto de férmula 1, en la que R? es hidrégeno
o -alquilo (C4-Cs), opcionalmente sustituido con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxi, -NOgz, -CN,
-alquilo (C+-Cs), -alquenilo (C-Cs), -alquinilo (C2-Cg), -C=N-OH, -C=N-O(alquilo{C,-Cs)),
-NR®R®, -OR', -cicloalquilo (Cy-C;), -heterocichio (C-Cy), -CO.R'™, -CONR’RS,
-CONR’R®, -SR’, -SOR’, -SO.R’, -SO,NR°R’, -NHCOR', -NR"CONR°R®, vy
-NR'™SO,R’, en ei que dichos restos de R? -alqueniio (C,-Cs) y -alquinilo (C2-Ce)
pueden estar opcionalmente sustituidos con uno a tres grupos R'?, R! es hidrégeno, y n
es 2

Ademas se proporciona un compuesto de férmula 1, en la que R? es
-cicloalquilo (Cs-C;), o -heterociclilo (C2-Cg), opcionalmente sustituidos con uno a tres
restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -NO,, -CN, -alquilo (C-Cg), -alquenilo (C.-Ce), -alquiniio (Cz-Cs),
-C=N-OH, -C=N-O(alquilo(C-Ce)), -NR°R®, -OR', -cicloalquilo (Cs-C;), -heterociclilo
(CzCy), -COR'™, -CONR’R®, -CONR®R®, -SR’, -SOR’, -SO.,R’, -SO2NR°R®, -NHCOR?"?,
-NR?CONR’R®, y -NR'?SO;R’, en el que dichos restos de R; -alquenilo (CzCe) ¥
-alquintio (C2-Cs) pueden estar opcionalmente sustituidos con uno a tres grupos R'2, R!
es hidrégeno, y n es 2

Otra realizacion de [a presente invencion es un compuesto de férmula 1, en la
que R? es -CO;R5 y -CONR’R® opcionalmente sustituidos con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,
hidrox), -NQO2, -CN, -alquilo (C4-Cs), -alquenilo (Cz-Ce), -alquinio (C2-Cs), -C=N-OH,
-C=N-O(alquilo{Cs-C¢)), -NR°R®, -OR', -cicloalgulo (Cs-C;), -heterocichlo (C2-Co).
-CO;R™, -CONR°R®, -CONR°R®, -SR’, -SOR’, -SO’R’, -SO,NR°R®, -NHCOR",
-NR?CONR®R®, y -NR'SO,R’, en el que dichos restos de R? -alquenilo {(Co-Ce) ¥
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-alquinilo {C>-Cs) pueden estar opcionalmente sustituidos con uno a tres grupos R'?, R!
es hidrégeno, y n es 2

La presente invencidn también proporciona un compuesto de férmula 1, en la
que R’ y R? se consideran juntos con el(los) 4tomo(s) de carbono a los que estan
unidos para formar un -cicloalquilo (Cs-Cy0) opcionaimente sustituido con uno a tres
restos seleccionados del grupo que consiste en un hidrégeno, halégeno, hidroxi, -NO,,
-CN, -alquio (C4-Cg), -alquenilo (Cs-Ce), -alquinilo (Cz-Ce), -C=N-OH, -C=N-
O(alquilo(C-Cq)), -NR°R®, -OR™, -cicloalquilo (Cy-C;), -heterocichlo (Cz-Ce), -CO-R™,
-CONR®R®, -CONR’R?, -SR’, -SOR’, 'SO;R’, -SO,NR°R®, -NHCOR"™, -NR'’CONR'R®, y
-NR'?SO.R’, en el que dichos restos -alquenilo (C-Cs) y -alquinilo (C-Cs) de dicho
grupo ciclico puede estar opcionalmente sustituido con uno a tres grupos R'?

La presente invencién proporciona ademas un compuesto de férmula 1, en la
qﬁe R y R? se consideran junto con el(los) 4tomo(s) de carbono a los que estan unidos
para formar un -heterociclilo (C>Cg) opcionalmente sustituido con uno a tres restos
seleccionados del grupo que consiste en un hidrégeno, halégeno, hidroxi, -NO,, -CN,
-alquilo (C1-Cs), -alquenilo (C2-Cs), -alquinilo (C2-Cs), -C=N-OH, -C=N-O(alquilo{C;-Ca)},
-NR°R®, -OR', -cicloalquio (Ci-C;), -heterocicllo (C2-C), -CO:R™, -CONRSR®,
-CONR*R®, -SR’, -SOR’, -SO;R’, -SO,NR°R® -NHCOR', -NR“ZCONR'R® y
-NR"SO,R’, en el que dichos restos -alquenilo (C2-Cs) y -alquinilo {(C;-Ce) de dicho
grupo clclico puede estar opcionaimente sustituido con uno a tres grupos R*2

La presente invencién también proporciona un compuesto de férmula 1, en la
que R' y R? se consideran juntos con el(los) 4tomo(s) de carbono a los que estan
unidos para formar un -cicloalquilo (Cs-C,0) opcionaimente sustituido con uno a tres
restos seleccionados del grupo que consiste en un hidrégeno, halégeno, hidroxi, -NO,,
-CN, -alquilo (C4-Cq), -alquenilo (Cx-Cs), -alquinio (Cz-Cg), -C=N-OH, -C=N-
O(alquilo(C+-Cs)), -NR°R?, -OR", -cicloalquilo (Ca-C7), -heterocicilo (CCs), -CO.R™,
-CONR®R®, -CONR®R®, -SR’, -SOR’, "SO;R’, -SO,NR°R®, -NHCOR", -NR’CONR°R®, y
-NR™S0,R’, en el que dichos restos -alquenilo (Cz-Ce) Y -alquinilo (C»-Ce) de dicho
grupo ciclico puede estar opcionalmente sustrtuido con uno a tres grupos R'2, y n es 1

La presente invencidn proporciona ademas un compuesto de fdrmula 1, en la
queR'y R? se consideran junto con el(los) 4tomo(s) de carbono a los que estan unidos
para formar un -heterociclilo (C2-Cg) opcionalmente sustituido con uno a tres restos
seleccionados del grupo que consiste en un hidrégeno, halégeno, hidroxi, -NO,, -CN,
-alquilo (C,-Ce), -alquentlo (C2-Ca), -alquinilo (C2-Cs), -C=N-OH, -C=N-O(atlquiio(C,-Cs)),
-NR°R®, -OR', -cicloalquilo (Cs-C;), -heterociclila (C2-Cs), -CO;R? -CONR°R®,
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-CONR®R?, -SR’, -SOR’, -SO;R’, -SO.NR°R®, -NHCOR", -NR"CONR°R®, vy
-NR'2SO;R’, en el que dichos restos -alquenilo (C,-Cg) y -alquinilo (C2-Ce) de dicho
grupo ciclico puede estar opcronalmente sustituido con uno a tres grupos R'2, yn es 1

En una realizacién prefenda, R* es un sustituyente seleccionado del grupo que
consiste en hidrégeno, -alquilo (C,-Cq), -cicloalquilo (Ca-C;), y -heterociclilo (C2-Cg), en
el que dichos sustituyentes R* -alquilo (C4+-Co), -cicloalquito (Cs-C;), y -heterocichlo (C-
Co)estan opcionalmente sustituidos con uno a tres restos independientemente
seleccionados del grupo que consiste en hidrégeno, halégeno, hidroxilo, -alquilo {Cy-
Ce), -CN, -NR°R°, -OR', -cicloalquilo (C3-C;), -heterocicliic (Cx-Cp), -CO.R™, y
-CONR®R®, con la condicibn de que un heterodtomo de los sustiuyentes de R*
anteriores no puede estar unido a un 4tomo de carbono sp” unido a otro heterodtomo, y
en el que R’y R® de dicho grupo -CONR®R® se pueden considerar junto con los &tomos
a los que estan unidos para formar un -cicloalquilo (Cs-C1o) 0 -heterociclilo (C2-Cy)

En una realizacién prefenda adicional, R* es hidrégeno

Ademas, la invencidén proporciona un compuesto de férmula 1, en la que R®y R®
son cada uno sustituyentes independientemente seleccionados del grupo que consiste
en hidrégeno y -alquilo (C,-Cs), opcionaimente sustituido como se ha descnto antes

Son realizaciones especificas de la presente nvencion compuestos
seleccionados de

N-(1-Metil-1-fenil-etil)-3-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-1lamino)-5-
trnfluorometil-pinmidin-4-ilaminc}-metil}-bencencsulfonamida,

3{[2-(2-Ox0-2,3-ditudro-1H-indol-5-1laming)-5-triflucrometil-pinmidin-4-ilamino]-
metil}-bencenosulfonamida,

5-{4-[3-(Triflucro-metanosulfonil}-bencilamino]-S-trfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

5-{4-[(Pipenidin-3-imetil)-amno}-5-trifluorometil-pinmidin-2-lamino}-1,3-dihidro-
Indol-2-ona,

54{4-[(1-Metanosulfonil-pipendin-3-imetil)-amino]-5-trifluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

N-(3-{[2-(2-Oxo-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-4-
ilamino]-metil}-fenil)-metanosulfonarmda,

3-Ox0-3-(3-{[2-(2-0x0-2,3-dihidro-1H-Indol-5-tlamino)-5-trifluorometil-pinmidin-4-
ilamto]-metil}-pipendin-1-il)-propionitrilo,

5-{4[3-(1,1 -Dioxo-1N®-isotiazolidin-2-il)-propilamino}-5-triflucrometil-pinmidin-2-
llamino}-1,3-dhidro-indol-2-ona,
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5-[4-(2-Metil-butilamino)-5-tnfluorometil-pirimidin-2-lamino]-1, 3-dihidro-indol-2-

42

ona,

5-{4-[(1-Metanosulfonil-piperndin-2-imetil}-amino)-5-trifluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

N-{2-[2-(2-Oxo0-2,3-dihidro-1H-indol-5-lamine)-5-triflucrometil-pinmidin-4-
ilamino]-etil}-metanosulfonamida,

N-{4-[2-(2-Ox0-2,3-dihidro-1H-indol-5-lamino)-5-trifiuorometil-pinmidin-4-
ilamino]-butil}-metanosuifonamida,

5-{4-[(1-Metanosulfonil-piperdin-4-iimetil)-amino}-5-trifluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

N-Metil-N-{2-[2-(2-0x0-2, 3-dihidro-1H-indol-5-laming)-5-tnfluorometi-pirmidin-4-
ilammno]-etil}-metanosulfonamida,

Ester de 3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-<4-
llamino]-metil}-fenilo del acido metanosulfénico,

N-{3-[2-(2-Ox0-2,3-dihidro-1H-indol-5-lamino)-5-trflucrometil-pinmidin-4-
lamino]-propil}metanosulfonamida,

5-{4-[(4-Metanosulfonil-morfolin-2-iimeti)-amino]-5-tnflucrometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

N-(4-Fluoro-3{[2-(2-ox0-2, 3-dihidro-1H-indol-5-1lamino)-5-trftuorometil-pirimidin-
4-1lamino}-metil}-fenil)-metanosulfonamida,

5<{4[(5-Oxo-morfolin-2-imetil)-amino}-5-tnfluorometil-pinmidin-2-ilamino}-1,3-
dihidro-indol-2-ona

N-(4-Metoxi-3-{[2-(2-0x0-2, 3-dihidro-1H-Indol-5-1lamino)-5-trifluorometil-pirmidin-
4-laminc}-mebi}-fenil)-metanosulfonamida,

N-(4-Metil-3-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-llamino)-5-tnfluorometit-pinmidin-
4-jlamino]-metil}-fenil)}-metanosulfonamida,

5-[4-(3-Metanosulfoniimetil-bencilamino)-5-trifluorometil-pinmidin-2-ilamino]-1,3-
dihidro-indol-2-ona,

5-{4-[(4-Trfluoroaceti-morfolin-2-itmetil}-amino}-5-trfluorametil-pinmidin-2-
ilamino}-1,3<hhidre-indol-2-ona,

5-{4-[(1-Metanosulfonil-azetidin-3-imetil)-amino}-5-trifluorometil-pinmidin-2-
wamino}-1,3-dihidro-tndol-2-ona,

N-Metil-N-(4-metil-3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-itamino)-5-trifluorometil-
pinmidin-4-lamino}-metil}-fenil)-metanosulfonamida,
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5-{4-[(1-Metanosulfonil-pirrolidin-3-iimetil)-amino]-S-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidre-indol-2-ona,
N-Metil-N-{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamine)-5-tnfluorometil-pinmidin-4-
ilamino]-propil}-metanosulfonamida,
5-{4-[2-(1-Metanosulfonil-piperidin-2-il)-etilamino)-5-tnfluorometil-pirmidin-2-
llamino}-1,3-dihidro-indol-2-ona,
5-{4-[(4-Metanosulfonil-pindin-2-iimetil)-amino]-5-trifluorometid-pinmidin-2-
itamino}-1,3-dihidro-indol-2-ona,
Ester de terc-butlo del acido {2,2-dimetil-3-[2-(2-0x0-2,3-dihidro-1H-indol-5-
llamino)-5-trifluorometil-pinmidin 4-llamino}-propil}-carbamico
5-[4-(3-Isopropoxi-propilamino)-5-trifiuorometil-pirmidin-2-ilamino}-1,3-dihidro-
indol-2-ona,
5-{4-[(1-Metil-pipendin-3-iimetil)-amino]-5-trifluorometi-pinmidin-2-lamino}-1,3-
dihidro-indol-2-ona,
5-{4-[(Tetrahidro-piran-4-iimetil)-amino}-5-trifluorometil-pinmidin-2-lamino}-1,3-
dihidro-indol-2-ona,
5-[4-(2-Eti-butilamino)-5-trifluorometil-pinmidin-2-1lamino]-1,3-dihidro-indol-2-
ona,
5-{4-[(Tetrahidro-furan-2R-iimetil)-amino}-5-trifluorometil-pinmidin-2-lamino}-1,3-
dihidro-indol-2-ona,
5-{4-[(Tetrahidro-furan-2S-iimetil)-amino})-5-triflucrometil-pinmidin-2-ilamino}-1,3-
dihidro-indol-2-ona,
5-{4-[(5-Metil-furan-2-iimetil)-amino)-5-tnfluorometil-pinmidin-2-lamino}-1,3-
dihidro-indol-2-ona,
5-{4-[(1-Metanosuifonil-pirrolidin-2-iimetil)-amino]-5-triflucrometil-pinmidin-2-
llamino}-1,3-dihidro-indol-2-ona,
5{4-[(Adamantan-2-iimetil)-amino}-5-tnfluorometil-pinmidin-2-1lamino}-1,3-
dihidro-indol-2-ona,
5-{4-[(Adamantan-2-iimetil)-amino]-5-trifluorometil-pinmidin-2-ilamino}-1,3-
dihidro-indol-2-ona,
5-[4-(2-Metoxi-2-metl-propilamino)-5-triflucrometil-pinmidin-2-taminol-1,3-
dihidro-indol-2-ona,
5-{4[(endo-Biciclo[2 2 t]hept-5-en-2-iimetil)-amino]-5-tnfluorometil-pinmidin-2-
lamino}-1,3-dihidro-indol-2-ona,
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Ester de dimetlo del &cido (3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-5-
trfluorometil-pinmidin-4-ilamino]-metil}-bencil)-fosfénico,
5-[4-(3-Metil-butilamino)-S-trifluorometil-pinmidin-2-ilamine]-1,3-dihidro-indol-2-

44

ona,
5-{4-[(2-Hidroxi-ciclohexiimetil)-amino]-5-tnfluorometil-pinmidin-2-famino}-1,3-
dihdro-indol-2-ona,
N-{4-Metoxi-3-{[2-(2-0x0-2,3-dthidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-
4-ilamino]-metil}-fenil}-N-metil-metanosulfonamida,
5-{4-{(4-Etanosulfonil-morfolin-2-imeti)-amino}-5-triflucrometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-(4{[4-(Propano-2-sulfonil)-morfolin-2-iimetil}-amino}-5-triflucrometit-pinmidin-2-
llamino)-1,3-dihidro-indol-2-ona,
5-{4-[(4-Acetil-morfolin-2-timetil}-amino]-5-tnfluorometi-pinmidin-2-itamino}-1,3-
dihidro-indol-2-ona,
5-{4[(4-Propionil-morfohin-2-imetif)-amino]-5-tnflucrometil-pinmidin-2-ilammo}-
1,3-dihidro-indol-2-ona,
5-(4-{[4-(2,2-Dimetil-propionil)-morfolin-2-iimetil]-amino}-5-tnfluorometil-pinmidin-
2-lamino)-1,3-dilidro-indol-2-ona,
Ester de metilo del &cdo 2-{[2-(2-oxo-2,3-ditidro-1H-indol-5-ilamino)-5-
tnfluorometil-pinmidin-4-iiamino]-rmetil}morfolina-4-carboxiiico,
5-{4-[(4-Metoxiacetil-morfolin-2-imetil)-amino]-5-tnflucrometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-[4-(3-Etanosulfonil-bencilamino)-5-trflucrometil-pmmimidin-2-ilamino]-1,3-
dibidro-indol-2-ona,
5-{4-[(4-Metanosulforul-morfolin-2R-imetil)-amino]-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-{4-[(4-Metanosulfonil-morfolin-2S-iimetil}-amino]-5-tnfluorometil-pinmidin-2-
Ilamino}-1,3-dihidro-indol-2-ona,
5-{4-[(Pinmidin-2-iimetil)-amino]-5-tnfluorometi-pinmidin-2-lamino}-1,3-dihidro-
indol-2-ona,
54{4-[(Prrazin-2-imetil)-aminc}-5-trflucrometil-pinmidin-2-llamino}-1,3-dihidro-
indol-2-ona,
N-(4-Fluoro-3-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-llamino)-5-trifluorometil-pirimidin-
4-lamino]-metil}-fenil)-N-metil-metanosulfonamida,
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5-{4-[(1-Metanosulfonil-pipendin-3-imetil)-amino]-5-triflucrometil-pinmidin-2-
lamino}-1,3-dihudro-indol-2-ona,
S5-{4-[(4-Isobutinl-morfolin-2-iimetil)-ammno]-5-trfluorometil-pinmidin-2-ilamino}-
1,3-dihidro-indol-2-ona,
5-[4-(3,3-Dimetil-2-oxo-butilamino)-5-tnfluorometil-pinimidin-2-ilamino}-1,3-
dihidro-indol-2-ona,
5-[4-(1,2-Dimetil-propilamino)-5-tnfluorometil-pinmidin-2-itammo}-1,3-dihidro-

45

indol-2-ona,

5-{4-(2-Metoxi-1-metil-etilamino)-5-trfluorometi-pinmidin-2-lamino}-1,3-diudro-
indol-2-ona,

5-{4-]2-(1,1-Dioxo-1N°-isotiazolidin-2-1)-etilamino)-5-trflucrometil-pirimidin-2-
lamino}-1,3-dihidro-indol-2-ona,

5-[4-(3-Metilamino-propilamino)-S-tnflucrometi-pinmidin-2-itamino}-1,3-dihidro-
indol-2-ona,

S-{4-[(Pindin-3-1imetil}-amino]-5-trifluorometil-pirmidin-2-flamino}-1, 3-dihtdro-
indol-2-ona,

5-{4-[{6-Metanosulfonil-pindin-2-iimetil}-amino]-5-trifluorometil-pirimidin-2-
llamino}-1,3-dihidro-indol-2-ona,

5-{4-[3-(1,1-Dioxo-1,1,6-1sotiazolidin-2-1l)-bencilamino]-5-tnfluorometil-pinmidin-
2-ilamino}-1,3-dihidro-indol-2-ona,

5-[4-(1R-fenil-etilamno)-5-trifluorometil-pinmidin-2-lamino]-1,3-dihidro-indol-2-
ona,

5-(4-1sopropilamino-5-trifluorometil-pinmidin-2-ilamino)-1,3-diidro-indol-2-ona,

5-(4R-sec-Butilamino-5-tnflucrometil-pinmidin-2-iamino)-1,3-dihidro-indol-2-ona,

5-(4S-sec-Butilamino-5-trifluorometil-pinmidin-2-lamino)-1,3-dihidro-indol-2-ona,

5-[4-(2-Metilamino-etilamino)-5-trifluorometil-pirmidin-2-ilamino]-1, 3-dihidro-
Indol-2-ona,

5-[4-(1S-fenil-etilamino)-5-triftuorometi-pinmidin-2-ilamino}-1, 3-dihidro-indol-2-
ona,

5-{4-[(2-Metanosulfoniimetil-tiazol-4-imetif)-amino}-5-tnfluorometil-pinmidin-2-
llamino}-1,3-dihidro-indol-2-ona,

8-(4-Propilamino-5-trifluorometil-pinmidin-2-ilamino)-1,3-dihidro-indol-2-ona,

5-[4-(2-Hidroxi-1-metil-eblamino)-5-trifluorometil-pinmidin-2-ilamine}-1,3-dihidro-

indol-2-ona,
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5-[4-(1-hidroxametil-propitamino)-5-triflucrometil-pinmidin-2-ilamino)-1, 3-dibidro-
indol-2-ona,
5-{4-[{5-Metanosulfonil-pindin-3-iimetil)-amino)-5-trifluorometil-pinmidin-2-
ifamino}-1,3-dihidro-indol-2-ona,
5-{4-[{Pindin-4-imetil)-amino]-5-tnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-
indol-2-ona,
5-[4-(1,3-Dimetil-butilamine)-5-trnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-
2-ona,
N-Isopropil-N-{3-[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pirmidin-4-ilamino]-propif}-metanosulfonamida,
5-[4-(1 S-hidroximetil-2-metil-propilamino)-5-tnfluorometil-pinmidin-2-ilamino)-
1,3-dihidro-indol-2-ona,
N-Ciclohexil-N-{3-[2-{2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-triflucrometil-
pinmidin-4-ilamino]-propil}-metanosulfonamida,
5-[4-(1,2,3,4-Tetraludro-naftalen-1-ilamino)-5-trifluorometil-pinmidin-2-ilamino}-
1,3-dihidro-indol-2-ona,
5-{4-[(1-Metanosulfonil-pirrolidin-2S-iimetil)-amino)-5-trifluorometi-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-{4-[(3-Metil-tiofen-2-iimetil)-amimo]-5-tnfluorometil-pirimidin-2-ilamino}-1,3-
dihidro-indol-2-ona,
5<{4-[(1-Metanosulfonil-pirrolidin-3R-limetil)-amino}-5-trifluorometi-pinmidin-2-
Ilamino}-1,3-dihidro-indol-2-ona,
5-[4-(2-Hidroxi-1S-fenil-etilamino)-5-tnfluorometil-pinmidin-2-iamino}-1,3-dihidro-
indol-2-ona,
5-[4-(2-Hidroxi-1S-metil-etilamino)-5-tnfluorometil-pinmidin-2-1lamino}-1,3-
dihidro-indol-2-ona,
5{4-(1R-hidroximetil-propilamino)-5-tnfluorometil-pinmidin-2-lamino}-1, 3-dihidro-
indol-2-ona,
5-[4-(1-Pinmidin-4-il-etilamino)-5-trifluorometil-pinmidin-2-lamino]-1,3-dihidro-
indol-2-ona,
5-[4-(1,1-Dioxo-tetrahidro-1-tiofen-3-lamino)-5-triflucrometil-pinmidin-2-ilamino)-
1,3-dihidro-indol-2-ona,
5-<{4[(1H-Imidazol-2-imetil)-aming]-5-trifluorometil-pinmidin-2-ilamino}-1,3-
dihidro-indol-2-ona,
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5-[4-(2-Pipendin-2-il-etilarmino)-5-trflucrometil-pinmidin-2-ilamino)-1,3-ditudro-

47

indol-2-ona,
5-[4-(Isobutil-metil-amino)-5-tnfluorometil-pirmidin-2-ilamino}-1, 3-dihidro-indol-2-
ona,
N-Metil-N-(3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluerometil-pinmidin-
4-llamino]-metil}-fenil}-metanosulfonamida,
N-Etil-N-(3-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-pinmidin-4-
ilamino}-metil}-fenil)-metanosuifonamida,
5-[4-(2-Metanosulfonil-bencilamine)-5-triflucrometil-pinmidin-2-lamino}-1,3-
dihidro-indol-2-ona,
N-Isopropil-N-(3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-
pinmidin-4-ilamino)-metil}-fenil)-metanosulfonamida,
5-{4-[(3.,4,5,6-Tetrahidro-2H-[1,2'bipindinil-3-iimetil)-amino}-5-tnfluorometl-
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona,
5-{4-{(1-Pinmidin-2-il-piperidin-3-iimetil}-amino]-5-triflucrometil-pirimidin-2-
llarmino}-1,3-dihidro-indol-2-ona,
5-{4-[2R-(1-Metanosulfonil-piperidin-2-il)-etilamino]-5-trifluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-{4-{25-(1-Metanosuifonil-pipendin-2-ii)-etilamino}-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-{4-(3-Metilsulfani-propilamino)-5-trifluorometil-pinmidin-2-lamino}-1,3-dihidro-
indol-2-ona,
5-[4-(1S-hidroximetil-3-metilsulfanil-propilamino)-5-tnfluorometil-pinmidin-2-
ilamino]-1,3-dihidro-indol-2-ona, p
5-[4-(2-Hidroxi-1R-metil-etilaming)-5-trifluorometil-pinmidin-2-itarmino}-1,3-
dihidro-indal-2-ona,
5-[4-(1R-hidroximetil-2-metil-propilamino)-5-trifluorometil-pinmidin-2-lamino}-1, 3-
dihidro-indol-2-ona,
N-Etil-N-{3-[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-pinmidin-4—
ilamino]-propil}-metanosulfonamida,
5-{4-[(1-Metanosulfonil-pirrolidin-3R~1imetil)-amino]-5-trfluorometil-pinmidin-2-
ilamine}-1,3-dihidro-indol-2-ona,
5-[4-(1S-hidroximetil-propilamino)-5-trifiuorometil-pinmidin-2-lamino)-1, 3-dihidro-
indol-2-ona,
5-[4-(3,5-Dinitro-bencilamino)-5-trifluorometil-pinmidin-2-ilamino)-1,3-dihidro-
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N-(2{[2-(2-Ox0-2,3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-pinmidin-4-
llamino]-metil}-fenil)-metanosulfonamida,
N-Isopropil-N-{2-[2-(2-0x0-2,3-dihidre-1H-indol-5-Ilamine)-5-trfluorometil-
pinmidin-4-ilamino]-etil}-metanosulfonamida,
5-[4-(2-Hidroxi-1-fenil-etilamino)-5-triflucrometil-pinmidin-2-ilaminol-1,3-dihidro-
indol-2-ona,
5-[4-(1R-Hidroximeti-3-metil-butiiamino)-5-trifluorometil-pinmidin-2-tamino}-1,3-
dihidro-indol-2-ona,
5-[4-(1S-Hidroximetil-3-metil-butilamine)-5-tnfluorometi-pinmidin-2-llamino)-1,3-
dihidro-indol-2-ona,
54{4-[(1-Metanosulfonil-piperdin-2S-iimetil}-amino)-S-tnfluocrometl-pinmidin-2-
llan.no}-1,3-dihidro-indol-2-ona,
54{4{(1-Metanosuifonil-pirrolidin-2R-1imetil)-amino}-5-trifluorometil-pirimidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-[4-(Metil-pindin-2-ilmetil-amino)-5-tnfluorometi-pinmidin-2-lamino}-1,3-dihidro

indol-2-ona,
5-{4-[(3-Metanosulfonil-bencil)-metil-amino]-5-trifluorometil-pinmidin-2-ilamino}-
1,3-dihidro-indol-2-ona,
N-Metil-N-(2-{[2-(2-ox0-2, 3-dihidro-1H-indol-5-Ilamino)-5-trfluorometil-pinmidin-
4-llamino]-metil}-fenil)-metanosulfonamida,
5-[4-(Metil-pindin-3-imetil-amino)-5-trifluorometil-pinmidin-2-ilamino}-1, 3-dihidro

indol-2-ona,
5-{4-[(1-Metanosulfonil-pipendin-3-iimetl)-metil-amino}-5-trifluorometil-pirmidin-
2-lamino}-1,3-dihidro-indol-2-ona,
5-[4-(Metil-pindin-4-iimetil-amino)-5-trfluorometi-pinmidin-2-tamino}-1,3-cihidro-
Indol-2-ona,
5-(4-Ciclopentilamino-5-trifluorometil-pinmidin-2-itamino)-1,3-dihidro-indol-2-ona,
5-[4-(2,6-Dimetoxi-bencilamino)-5-trifluorometil-pinmidin-2-ilamino]-1,3-dihidro-indol-2-
ona,
5-{4-[(1,5-Dimetil-1H-pirazol-3-1imetil)-amino]-5-trifiuorometi-pirmidin-2-ilamino}-
1,3-dihidro-indol-2-ona y
5-[4-(2-Imidazol-1-il-etilaming)-5-tnfluorometil-pinmidin-2-lamino}-1,3-dihidro-
indol-2-ona
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Algunas realizaciones preferidas de la invenciébn son compuestos seleccionados
de 5-{4-[(1-Metanosulfonil-pipendin-3-iimetil)-amino}-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

N-Metil-N-{2-[2-(2-ox0-2,3-dthidro-1H-indol-5-lamino)-5-tnfluorometil-pirimidin-4-
laminol-eti}-metanosutfonamida,

N-Metil-N-{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-tnfluorometil-pinmidin-4-
lamino]-propil}-metanosulfonamida,

5-{4-[2-(1-Metanosulfonil-piperdin-2-il)-etilamino]-5-trifluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

5-{4-[(Biciclo[2 2 1]hept-5-en-2-imetil)-amino)-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

5-[4-(3-Metil-butilamino)-5-trfluorometil-pinmidin-2-laminec)-1,3-dihidro-indol-2-

ona,
5-{4-[(1-Metanosulfonil-pipendin-3-iimetil)-amino)-5-trifluorometil-pinmidin-2-
lamino}-1,3-dihidro-indol-2-ona,

N-isopropil-N-{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-lamno)-5-tnfluorometil-
pinmidin-4-ilamino}-propil}-metanosulfonamida,

N-Ciclohexil-N-{3-[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometl-
pinmidin-4-ilamino]-propil}-metanosulfonamida,

5-{4-[2-(1-Metanosulfonil-pipendin-2-it)-etilamino]-5-trifluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

N-Isopropil-N-{2-[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-
pinmidin-4-ilamino]-etil}-metanosulfonamida,

5-{4-[(1-Metanosulfonil-pirrolidin-2-iimetil)-amino}-5-trflucrometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

5-(4-ciclopentilamino-5-tnfluocrometil-pinmidin-2-lamino)-1,3-dihidro-indol-2-ona,

Metil{3-]2-(2-0x0-2,3-dihidro-1H-1ndol-5-lamino)-5-tnflucrometil-pinmidin-4-
ilamino]-propil}-amida del acido etanosulfénico,

2,2 2-Trnfluoro-N-metil-N-{3-[2-(2-ox0-2, 3-dihidro-1H-indol-S-lamine)-5-
trifluorometii-pinmidin-4-lamino]-propil}-acetamida,

N-Metil-N-{2-[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-trfluorometil-pinmidin-4-
Ilamino]-etil}-metanosulfonamida,

5-(4-ciclobutilamino-5-tnfluorometil-pinmidin-2-llamino)-1,3-dihidro-indol-2-ona,

5{4-[2-Hidroxi-2-(1-metanosulfonil-pipendin-2-il)-etlamino]-5-triflucrometii-
pinmidin-2-lamino}-1,3-dihidro-indol-2-ona,
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3-Ox0-3-(3-{[2-(2-0x0-2,3-dihidro-1H:indol-5-llamino)-5-tnfluorometil-pinmidin-4-
ilamino}-metil}-piperidin-1-il}-propionitrilo,
5-{4-{(1-Metanosulfonil-piperidin-4-timetil)-amino]-5-trifluorometil-piimidin-2-

50

llamino}-1,3-dihidro-indol-2-ona,
5-{4-[(4-Metanosulfonil-morfolin-2-iimetil)-amino}-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-{4-[(5-Oxo-morfohin-2-imetil}-amino]-5-trifluorometil-pinmidin-2-lamino}-1,3-
dihidro-indol-2-ona,
5-{4-[(1-Metanosulfonil-pirrolidin-3-imetil)-amino}-5-tnfluorometi-pinmidin-2-
llamino}-1,3-dihidro-indol-2-ona,
5-[4-(3-Isopropoxi-propilamino)-5-trifluorometil-pirimidin-2-ilamino]-1,3-dihidro-
indol-2-ona,
5-{4.[(Adamantan-2-iimetil}-amino]-5-trifluorometil-pinmidin-2-ilamino}-1, 3-
dihidro-indol-2-ona,
N<{2,2-Dimetil-3-[2-(2-0x0-2, 3-dihidro-1H-indol-5-Ilamino)-5-tnfluorometil-
pinmidin-4-ilamino}-propil}-metanosulfonamida,
5-{4-[(1-Hidroxi-ciclopentiimetil)-amino]-5-trifluorometil-pinmidin-2-lamino}-1,3-
dihidro-indol-2-ona,
5-{4-[(4-Hidroxi-tetrahidro-piran-4-iimetl)-amino}-5-triflucrometil-pinmidin-2-
lamino}-1,3-dihidro-indol-2-ona,
5-{4-[(2-Hdroxi-ciclohexiimetil}-amino}-5-tnfluorometil-pinmidin-2-laminc}-1, 3-
dihidro-indol-2-ona,
5-[4-(3-Metanosulfonil-propilamino)-5-tnfluorometil-pinmidin-2-lamino}-1,3-
dihidro-indol-2-ona,
5-{4-[(1-Pinmidin-2-Il-pipendin-3-iimetl)-amino}-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
Ester de etlo del d4cido 3-[2-(2-oxo-2,3-dihidro-1H-indol-5-ilamino)-5-
trifluorometil-pinmidin-4-tlaminol-propiénico,
5-{4-[(1-Etil-5-oxo-pirrolidin-3-iimetil)-amino}-5-trifluorometil-pinmidin-2-llamina}-
1.3-dihidro-indol-2-ona,
2,N-Dimetil-N-{2-[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-tnfluorometil-
pinmidin-4-ilamino]-etl}-butiramida,
2-Metoxi-N-metil-N<{3-[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-trfluorometil-
pinmidin-4-ilamino)-propil}-acetamida,
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5-{4-[2-(1-Acetii-pipendin-2-il)-etilamino]-5-trifluorometil-pinmidin-2-lamine}-1,3-

51

dihidro-indol-2-ona,
5-{4-{(1-Metanosulfonii-piperidin-2-iimetil)-amino}-S-tnfluorometil-pinmidin-2-
itamino}-1,3-dihidro-indol-2-ona,
5{4-{(1-Metanosulfonil-pirrolidin-3-iimetil)-amino}-5-trifluorometi-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
54{4-[(1-Pinmidin-2-il-pipendin-3-iimetil}-amino}-5-tnfluorometil-pinmidin-2-
lamino}-1,3-dihidro-indol-2-ona,
3-{[2-(2-Ox0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-pmmidin-4-ilamino}-
metil}-bencenosulfonamida,
N-(3-{[2-(2-Ox0-2,3-dihidro-1H-indol-5-llamino)-5-trfluorometil-pinmidin-4-
ilaminc]-metil}-fenil}-metanosulfonamida,
N-(4-Metoxi-3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-pinmidin-
4-lamino]-metil}-fenil)-metanosulfonamida,
5-[4-(3-Metanosulfoniimetil-bencilamino)-5-trifluorometil-pinmidin-2-1lamino]-1,3-
dimdro-indol-2-ona,
N-Metil-N-(4metl-3{[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-tnfluorometil-
pinmidin-4-ilamino]-metil}-ferul)-metanosutfonamida,
5-{4-[(4-Metanosuifonil-pindin-2-Iimetil)-amino]-5-tnfluorometil-pinmidin-2-
llamino}-1,3-dihidro-indol-2-ona,
5-{4-[(5-Metil-furan-2-iimetil}-amino)-5-tnfluorometil-pinmidin-2-llammo}-1,3-
dihidro-indol-2-ona,
Ester de dimetlo del &cido (3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-
trifluorometil-pinmidin-4-ilaminoj-metil}-bencil)-fosfénico,
54{4-[(Pindin-2-imetil)-amino}-5-tnflucrometi-pinmidin-2-1lamino}-1,3-dihidro-
indol-2-ona,
5-[5-Tnfluorometil-4-(2-trifluorometil-bencilamino)-pinmidin-2-llamino)-1, 3-
dihidro-indoi-2-ona,
5-[4-(3-Etanosulfonil-bencilamino)-5-tnflucrometil-pinmidin-2-tamino}-1,3-
dihidro-indol-2-ona,
5-{4[(pinmidin-2-iimetil)-amino]-5-trfluorometil-pirimidin-2-ilamino}-1,3-dibidro-
indol-2-ona,
5-{4-[(pirazin-2-1imetil)-amtno]-5-trnfluorometil-pirmidin-2-lamino}-1,3-dihidro-
indol-2-0na,
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N-(4-Fluoro-3-{[2-(2-ox0-2, 3-dihidro-1H-indol-5-ilammno)-5-trifluorometil-pinmidin-
4-llamino]-metil}-feni)-N-metil-metanosulfonamida,
54{4-[(pindin-3-1imetil}-amino]-5-tnflucrometi-pinmidin-2-lamino}-1,3-dihidro-

52

indol-2-ona,
5-{4-[(6-Metanosulfonil-pindin-2-imetil)-amino)-5-trifluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-{4-[(2-Metanosulfoniimetil-tiazol-4-1imetil)-amino]-5-tnfluorometil-pirimidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-{4-[(5-Metanosulfonil-pindin-3-iimetil)-amino]-5-trfluorometi-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5{4-[(3-Metil-tiofen-2-Iimetil)-amino]-5-trfluorometil-pirimidin-2-lamino}-1,3-

dihidro-indol-2-ona,
544-[(1H-Imidazol-2-iimetil)-aminoc)-5-tnfluorometil-pinmidin-2-laminoc}-1,3-

dihidro-indol-2-ona,
N-Metil-N-(3-{{2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-pinmidin-
4-1lamino]-metil}-fenil)-metanosulfonamida,
5-[4-(2-Metanosulfonil-bencilamino)-5-trfluorometil-pinmidin-2-ilamino}-1,3-
dihidro-indol-2-ona,
N-(2{[2-(2-Oxo-2,3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-pinmidin-4-
llaminecl-metil}-fenil)-metanosulfonamida,
N-Metil-N-(2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-trfluorometil-pinmidin-
4-iJamino]-metil}-fenil)-metanosulfonamida,
5-{4-[(1,5-Dimetil-1H-pirazol-3-llmetil}-amino]-5-trfluorometil-pirmidin-2-lamino}-
1,3-dihidro-indol-2-ona,
5-[4-(2-Imidazol-1-1l-etilamino)-5-trfluorometii-pinmidin-2-lamino}-1,3-dihidro-
indol-2-ona,
N-(5-Metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-Ilamino)-5-tnfluorometil-pinmidin-
4-1lamino]-metil}-fenil)-metanosulfonamida,
5-{4-[(3-Metil-pindin-2-imetil}-amino]-5-tnfluorometil-pirimidin-2-larmino}-1,3-
dihidro-indol-2-ona,
5-[4-(3-Metanosulfonil-bencilamino)-5-tnflucromettl-pinmidin-2-ilamino}-1,3-
dihidro-indol-2-ona, 5
-{4-[(Isocroman-1-iimetil)-amino]-5-trfluorometil-pinmidin-2-llamino}-1,3-dihidro-

indol-2-ona,
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5-{4-[2-(Pindin-3-lloxi)-propilamino]-S-trfluocrometil-pinmidin-2-ilamino}-1,3-
dihidro-indol-2-ona,
5-{4-[2-(6-Metil-pindin-2-il)-etilamino]-5-tnfluorometil-pinmidin-2-ilamino}-1, 3-
dihidro-indol-2-ona,
5-{4-[(2,3-Dihidro-benzo[1,4)dioxin-2-iimetl)-amino)-5-trifluorometil-pinmidin-2-
llamino}-1,3-dihidro-indol-2-ona,
5-{4-[2-(4-Metil-1H-imidazol-2-1l)-etilamino]-5-trifluorometil-pinmidin-2-llamino}-
1,3-dihidro-indo}-2-ona,
5-{4-[2-(1 H-B'enzolm|dazol-2-|l)-etllam|no]-5-trmuorometll-plrlmldln-z-llamlno}-
1,3-dihidre-indol-2-ona,
54{4-[(5-fen:-4H-[1,2,4]tnazol-3-Iimeti}-amin¢}-5-trifluorometil-pinmidin-2-
llamino}-1,3-dihidro-indol-2-ona,
5-{4-{(3-Metil-imidazo(2, 1-b}tiazol-6-1imetl)-amino]-5-tnfluorometil-pinmidin-2-
lamino}-1,3-dihidro-indol-2-ona,
N-Metl-N-(2-metil-6{[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-5-triflucrometil-
pinmidin-4-lamino]-metil}-fenil)-metanosulfonamida,
N-(2-Metil-6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-5-trifluorometil-pirmidin-
4-ilamino]-metil}-fenil}-metanosulfonamida,
N-(3-Metanosulfornlamino-5-{[2-(2-ox0-2, 3-dihidro- 1H-indol-5-lamino)-5-
trfluorometil-pinmidin-4-lamino}-metil}-feni)-metanosulfonamida, y
N-Metil-N-(3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamine)-5-trifluorometil-pirnmidin-
4-llamino}-metil}-pindin-2-1l)-metanosulfonamida
La realizacion preferida de la presente invencién se selecciona de
5-[4-(3-metanosulfonil-bencilamino)-5-tnfluorometil-pinmidin-2-ilamino]-1,3-
dihidro-indol-2-ona,
Metil-{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-pimmidin-4-
lamino}-propil}-amida del acido etanosulfénico,

5-{4-[(Isocroman-1-iimetil)-amino]-5-trifluorometil-pirimidin-2-ilamino}-1, 3-dihidro-

indol-2-ona,
5-{4-[2-(Pindin-3-lloxt)-propilamino]-5-trifluorometil-pinmidin-2-ilamino}-1,3-
cihidro-indol-2-ona, -
3-{[2-(2-Ox0-2,3-dihidro-1H-indol-5-lamino)-5-triflucrometil-pinmidin-4-ilamino}-
metil}-bencenosulfonamida,
5-{4-[(1-Metanosulfonil-ptpendin-3-iimetil)-amino}-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,



10

15

20

25

30

\

19>

N-(3-{[2-(2-Oxo-2,3-dihidro-1H-indol-5-1lamino)-5-trfluorometil-pinmidin-4-
lamino]-metif}-fenil)-metanosulfonamida,
N-Metil-N-{2-[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-5-triflucrometil-pirimidin-4-
ilamino]-etif}-metanosulfonamida,
5-{4-[(4-Metanosulfonil-morfolin-2-iimetil}-aminc]-5-trifluorometil-pinmidin-2-
ilamino}-1,3-diidro-indol-2-ona,
5-[4-(3-Metanosulfoniimetil-bencilamino)-5-tnfluorometil-pirimidin-2-ilamino]-1,3-

54

dthidro-indol-2-ona,
5-{4-[(1-Metanosulfonil-pirrolidin-3-imetil)-amino]-5-trifluorometil-pinmidin-2-

ilamino}-1,3-dihidro-indol-2-ona,
N-Metil-N<{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-pirimidin-4-
llamino}-propil}-metanosulfonamida,
5-4{4-{2-(1-Metanosulfonil-pipendin-2-i)-etlamino]-S-trfluorometit-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
54-[(4-Metanosulfonil-pindin-2-imetil)-amino}-5-trifiuorometi-pinmidin-2-
llamino}-1,3-dihidro-indol-2-ona,
5-[4-(3-Isopropoxi-propilamino)-5-trfluorometil-pinmidin-2-ilamino]-1, 3-dihidro-
indol-2-ona,
5{47(5Metil-furan-2-iimetil)-amino}-5-tnfluorometil-pinmidin-2-ilamineo}-1, 3-
diidro-indol-2-ona,
5-{4-[(Biciclo[2 2 1]hept-§-en-2-iimetil)-amino]-5-trfluorometil-pinmidin-2-
Ilamino}-1,3-dihidro-indol-2-ona,
N-(4-Fluoro-3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-triflucrometil-pinmidin-
4-lamino]-metil}-fenil)-N-metil-metanosulfonamida,
5-{4-[(1-Metanosulfoni-pipendin-3-imetil}-amino]-5-trifluorometil-pinmidin-2-
llamino}-1,3-dihidro-indol-2-ona,
5-{4-[(6-Metanosulfonil-pindin-2-ilmetil)-amino]-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-{4-[(5-Metanosuifonil-pindin-3-ilmetil)-amino]-5-triflucrometil-pinmidin-2-
ilamino}-1,3-dihidro-indoi-2-ona,
5-[4-(2-Metanosulfonil-bencilamino)-5-tnfluorometil-pinmidin-2-iamino}-1,3-
dihidro-indol-2-ona,
5-{4-[(1-Pinmidin-2-1l-pipendin-3-iimetil)-amino]-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

N
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5-{4-[2-(1-Metanosulfonil-piperidin-2-il)-etilamino]-5-trifluorometil-pinmidin-2-
(lamino}-1,3-dihidro-indol-2-ona,
5-{4-[2-(1-Metanosulfonil-pipendin-2-il)-etilamino]-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
N-(2-{[2-(2-Oxo0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-pinmidin-4-
ilamino]-metil}-fenil)-metanosulfonamida,
5-{4-[(1-Metanosulfonil-pirrolidin-2-timetil)-amino]-5-trifluorometil-pirimidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
N-Metil-N-(2-{[2-(2-ox0-2, 3-dihidro-1H-indol-5-ilamino}-5-tnflucrometi-pinmidin-
4-ilamino]-metil}-fenil)-metanosulfonamida,
N-Metil-N-(2-metil-6-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4-itamino]-metil}-fenil)-metanosulfonameda,
§544-(2-Hdroxi-indan-1-ilamino)-5-trifluorometit-pinmidin-2-ilamino]-1,3-dihidro-
indol-2-ona,
5-{4-[(1-Hidroxi-ciclopentiimetil)-amino]-5-tnfluorometil-pinmidin-2-lamino}-1,3-
dihidro-indol-2-ona,
5-{4-[2-Hidroxi-2-(1-metanosulfonil-piperndin-2-il)-etilaminec]-5-trifluorometil-
pinmidin-2-itamino}-1,3-dihidro-indol-2-ona, y
N-Metil-N-(3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-ptrimidin-
4-jlamino}-meti}-pindin-2-i)-metanosulfonamida

Algunas realizaciones especlficas de la presente invencion incluyen los

siguientes compuestos
N-Metil-N-{3-[{{metil-[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-tnfluorometil-
pinmidin-4-il}-amino})-metil]-fenil}-metanosulfonamida,
N-Metil-N-{4-metil-3-[{{metil-{2-(2-0x0-2,3-dIhidro-1H-indol-5-llamino)-5-
trifluorometil-pinmidin-4-il]-amino})-metil}-fenil}-metanosulfonamida,
N-(5-Metil-2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)-5-trfluorometil-pinmidin-
4-lamino}-metil}-fenit)-metanosulfonamida,
N-(3-Metil-2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-pinmidin-
4-lamino]-metil}-fenil)}-metanosulfonamida,
N-{4-Metil-2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-pinmidin-
4-llamino]-metil}-fenil}-metanosulfonamida,
N-(2-Metil-6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-trfluorometil-pinmidin-
4-llamino]-metil}-fenil)-metanosulfonamida,
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5-[4-(3-Metanosulfonil-propilamino)-5-tnfluorometil-pinmidin-2-ilamine]-1,3-
dihdro-indol-2-ona,
N-Metil-N-(5-metil-2-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-
pinmidin-4-ilamino}-metil}-fenil)}-metanosulfonamida,
N-{3-Metanosulfenilamino-5-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-
trifluorometil-pinmidin-4-lamino]-metil}-fenil)-metanosulfonamida,
N-Metil-N-(4-metil-2-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-
pinmidin-4-ilamino]-metii}-fenil)}-metanosulfonamida,
N-Metil-N-(2-metil-6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-tnfluorometil-
pinmidin-4-lamino]-metil}-fenil)-metanosulfonamida,
N-Metil-N-(3-metil-2-{[2-(2-ox0-2, 3-dihidro-1H-indol-5-1lamino)-5-triflucrometil-
pinmidin-4-ilamino]-metil}-fenil)-metanosufonamida,
54{4-[((1S,2R)-2-Hidroxi-cicloheximeti}-amino]-5-trifluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
5-[4-((1R,2S8)-2-Hidroxi-indan-t-ilammo)-5-trifluorometil-pinmidin-2-ilaminc}-1,3-
dihidro-indol-2-ona, '
5-[4-((S)-1-hidroximetil-2-fenil-etilamino)-5-tnflucrometil-pinmidin-2-ilamino}-1,3-
dihidro-indol-2-ona,
N-(3-(Metanosulfonil-metil-amino}-5-{[2-(2-ox0-2, 3-dihidro-1H-indol-5-lamino)-5-
trifluorometil-pinmidin-4-lamino}-metil}-fenil)-N-metil-metanosulfonamida,
5-{4-[(1-Hidroxi-ciclopentiimetil)-aminol-5-trfluorometil-pinmidin-2-ilamtno}-1,3-
dihidro-indol-2-ona,
N-Metil-N-(3{[2-(2-0x0-2,3-dihidro-1H-indol-5-Ilamtno)-5-trflucrometil-pinmidin-
4-laminc}-meti}-pindin-2-il)-metanosulfonamida,
N-(3-Fluoro-2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-pinmidin-
4-{lamino]-metil}-fenil)-N-metil-metanosulfonamida,
5-{4-[2-({S)-1-Metanosulfonil-pirrolidin-2-il)-etitamino]-5-trifluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
54{4-[(1-Hidroxi-ciclobutiimetl)-amino}-5-tnfluorometil-pinmidin-2-lamino}-1,3-
dihidro-indol-2-ona,
5-4{4-[2-((R)-1-Metanosulfonil-pirrolidin-2-1l)-etilamino}-5-tnfluorometil-pinmidin-2-
flamino}-1,3-dihidro-indol-2-ona,
N-(2-Fluoro-6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometl-pirimidin-
4-lamino}-metil}-fenil)-N-metil-metanosulfonamida,
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N-(4-Fluoro-2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)-5-trflucrometil-pinmidin-
4-lamino}-metil}-fenil)-N-metil-metanosulfonamida,
N-Metil-N-(4{[2-(2-0x0-2,3-dildro-1H-indol-5-ilamino)-5-trfluocrometil-pirimidin-
4-1lamino]-metil}-pindin-2-il)-metanosutfonamida,
N-{2,2-Dimetil-3-[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-tnfluorometil-
pirimidin-4-ilamino}-propil}-N-metii-metanosulfonamida,
N-Metil-N-(6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-triflucrometil-pinmidin-
4-ilamino]-metil}-pindin-2-il)-metanosulfonamida,
N-(2,4-Difluoro-6-{[2-(2-oxo-2,3-dilndro-1H-indol-5-ilamino)-5-tnfluorometil-
pinmidin-4-ilamino]-metil}-feml)-N-metil-metanosulfonamida,
5-[4-((R)-1-Metanosulfonil-pipendin-3-ilamino)-5-trifluorometil-pinmidin-2-
ilamino]-1,3-dihidro-indol-2-ona,
N-Metil-N-(6-metil-3{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pinmudin-4-ilamino]-metil}-pindin-2-il)-metanosulfonamida,
N-Metil-N-(5<{[2-(2-oxo-2, 3-dihidro-1H-indol-5-1lamino)-5-tnfluorometil-pinmidin-
4-llamino}-metil}-pindin-3-il}-metanosutfonamida,
5-[4-(1-Metanosulfonil-pipendin-4-itamino}-5-triflucrometil-pinmidin-2-ilaminoj-
1,3-dihidro-indol-2-ona,
5-{4-[Metil-((R)-1-fenil-etil}-amino]-5-trifluorometil-pinmidin-2-itamino}-1,3-
dihidro-indol-2-ona,
5-(4-Bencilamino-5-trifluorometil-pinmidin-2-#amino)-1,3-dihidro-indol-2-ona,
N-(4,6-Dimetil-3<{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino}-5-tnflucrometil-
pirimidin-4-ilamino}-metil}-piridin-2-1l)-N-metil-metanosulfonamida,
5-(4-terc-Butilamino-5-trfluorometil-pinmidin-2-ilamino)-1,3-dihidro-indol-2-ona,
5-[4-((R,5S,6S)-3-Metanosulfonil-3-aza-biciclo[3 1 OJhex-6-lamino)-5-
tnfluorometil-pinmidin-2-lammne)-1,3-dihidro-indol-2-ona,
N-Metil-N-{3-metl-3-[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-5-trifluorometil-
pinmidin-4-ilamino}-butil}-metanosulfonamida,
N-(6-Metil-3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pmmidin-
4-Ilamino]-metil}-pindin-2-1l)-metanosulfonamida,
5-{4-[(2-Metanosulfonil-pindin-4-imetil)-amino}-5-trifluorometil-pinmidin-2-
lamine}-1,3-dihidro-indol-2-ona,
Amida del &acido 2-[2-(2-oxo-2,3-dihidro-1H-indol-5-lamino)-5-influorometil-
pinmidin-4-ilamino]-etanosulfénico,

57
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N-(3{Metil-[2-(2-0x0-2, 3-dithidro-1H-indol-5-lamino)-5tnfluorometil-pinmidin-4-
il}-amino}-propil)-metanosulfonamida,

N-(2{Metil-[2-(2-ox0-2,3-chhdro-1H-indol-5-llamino)-5-trifluorometil-pinmidin-4-
II[-amino}-etil}-metanosulfonamida,

5-[4-(2-Metanosulfoniimetl-bencilamino)-5-trifluorometil-pirimidin-2-ilamino]-1,3-
dihidro-indol-2-ona,

Dimetilamida del acido 2-[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-
tnfluorometil-pinmidin—4-ilamino}-etanosulfénico,

N-Metil-N-(3-{{2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-pinmedin-
4-llamino]-metil}-pirazin-2-il}-metanosulfonamida,

Metil-(2-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-llamino)-5-tnfluorometil-pinmidin—4-
ilamino]-metil}-fenil)-amida del acido etanosulfénico,

{2{[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-pinmidin-4-lamino}-
metil}-fenil)-amida del Acido etanosulférico,

N-Etil-N-(3{[2-(2-ox0-2, 3-ditudro-1H-indol-5-ilarmino)-5-tnflucrometi-prrimidin-4-
ilamino]-metil}-pindin-2-il)-metanosulfonamida,

N-<{1, t-Dimetil-3-[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-5-triflucromehl-
pinmicin-4-ilamino}-propil}-metanosuffonamida,

N-(5,6-Dimetil-3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-Ilamino)-5-triflucrometil-
pinmidin-4-llamino]-metil}-pirazin-2-il)-N-metil-metanosulfonamida,

5<{4-[((R)4-Metanosulfoni-morfolin-3-imetil)-amino]-5-trifluorometil-pinmidin-2-
llamino}-1,3-dihidro-indol-2-ona,

(24{[2-(2-Ox0-2,3-dihidro-1H-indol-5-tlamino}-5-tnfluorometil-pinmidin-4-ilamino)-
metil}-fenil)-amida del 4cido propano-1-sulfénico,

5-{4-[2-((R)-4-Metanosulfonil-morfolin-3-i)-etlamino)-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,

Metil-(3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-flamino)-5-trifluorometil-pirmidin-4-
ilamino]-metil}-pindin-2-it)-amida del dcido etanosulfénico,

Trifluoro-N-metii-N-{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-1larmino)-5-tnfluorometil-
pinmidin-4-llamino]-propil}-metanosulfonamida,

metil-{3-[2-(2-0x0-2, 3-dihidro-1H-indol-5-llamino)-5-trifluorometil-pinmidin-4-
Ilamino}-propil}-amida del 4ctdo ciclopropanosulfénico,

N-Etil-N-(24{[2-{2-0x0-2, 3-dihidro-1H-Iindol-5-1lamino)-5-tnflucrometil-pirnmidin-4-
llamino]-metil}-fenil)-metanosulfonamida,
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Metil-(5-metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pirimidin-4-ilamino}-meti}-fenil}-amida del acido etanosulfénico,

Etil-(2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-tnfluorometi-pinmidin-4-
ilamino}-metil}-fenil)-amida del dcido etanosulfénico,

Etil-(5-metil-2-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-llamino)-5-tnfluorometil-pinmidin-
4-lamino]-metil}-fenil)-amida del 4cido etanosulfénico,

N-Etil-N-(5-metil-2-{[2-(2-0x0-2, 3-dilidro-1H-indol-5-iiamino)-5-triftuorometil-
pinmidin-4-llamino]-metii}-fenil)-metanosuifonamida,

(5-Metil-2{[2-(2-0x0-2, 3-dihidro-1H-indol-5-ilamino)-5-triflucrometil-pirmidin-4-
ilamino}-metil}-fenil)-amida del acido etanosulfénico,

(3-Metil-2{[2-(2-0x0-2,3-dihidro-1H-indol-5-tlamino)-5-tnfluorometil-pinmidin-4-
ilamino]-metil}-fenil)-amida del 4cido etanosulfénico,

Metil-(3-metil-2-{[2-(2-0x0-2,3-dihidro-1H-1ndol-5-llamino)-5-tnfluorometil-
pinmidin-4ilamino]-metil}-fenil)-amtda del acido etanosulfénico,

Metlamida del acido 2-[2-(2-Oxo-2,3-dihidro-1H-indol-5-11amino)-5-trifiuorometi-
pinmidin-4-ilamino]-etanosulfénico,

{3-[2-(2-Ox0-2,3-dihidro-1H-indol-5-ilamino)-5-tnfluorometil-pinmidin-4-ilamino]-
propil}-amida del acido etanosulfénico,

C-Metanosulfoni-N-{3-[2-(2-0x0-2, 3-dihidro-1H-indol-5-11amino)-S-tnfluorometil-
pinmidin-4-ilamino]-propil}-metanosulfonamida,

{2-[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-S-triflucrometit-pinmudin-4-lamino}-
eti}-amida de! acido etanosulfonico,

C-Metanosulfonil-N-{2-[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-tnfluorometil-
pinmidin-4-ilamino]-etil}-metanosulfonamida,

N-Metil-N-(4-metil-3{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-
pinmidin-4-tlaminol-metil}-pindin-2-il}-metanosulfonamida,

5-(4-{[1-(2,2,2-Tnfluoro-acetil)-piperidin-3-Iimetil]-amino}-5-trifluorometil-
pinmidin-2-llamino)-1,3-dihidro-indol-2-ona,

{3-[2-(2-Ox0-2,3-dihidro-1H-indol-5-lamino)-5-trflucrometil-pinmidin-4-lamino]-
propil}-amida del 4cido 2,2,2-tnfluoro-etanosulfénico,

N-Metil-N-(4{[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-4-
Hamino]-metil}-pinmidin-2-il)-metanosulfonamida,

N-Ciclopropil-N-(2-{[2-(2-0x0-2,3-dihidro- 1H-Indol-5-llamino)-5-trfluorometl-
pinmidin-4-ilamino}-metil}-fenil}-metanosulfonamida,
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N-Metil-N-(2<{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-tnfluorometil-pinmidin-
4-lamino]-metl}-pinmidin-4-il}-metanosulfonamida,
N-Metil-N-(6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-tnfluorometil-pinmidin-
4-llamino}-metil}-pirazin-2-il)-metanosulfonamida,
N-Metil-N-(2{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-tnfluorometil-pinmidin-
4ilammno]-metil}-pindin-3-1l}-metancsulfonamida,
N-Metil-N-(3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-
4-1lamino]-metil}-pindin-4-1l)-metanosulfonamida,
N-Ciclopropil-N-(3-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-
pinmidin-4-llamino]-metil}-pindin-2-il)-metanosulfonamida,
N-Metil-N-(6-metl-3-{[2-(2-0x0-2,3-dihidro-1H-indo}-5-lamino)-5-tnfluorometil-
prrimidin-4-lamino]-metil}-pirazin-2-il)-metanosulfonamida,
5-{4-{(2-Metanosulfoniimetii-pindin-3-iimetil)-armino]-5-trifluorometil-pitmidin-2-
Wamino}-1,3-dihidro-indol-2-ona,
N-Metil-N-(4-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-triflucrometil-pinmidin-
4-lamino}-metil}-pindin-3-il)-metanosulfonamida,
N-Metil-N-(3-metil-6-{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-
pinmidin-4-ilamino]-metil}-piridin-2-il)-metanosulfonamida,
N-Metil-N-(5-metil-3{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-
pinmidin-4-ttamino)-metil}-piridin-2-il)-metanosulfonamida,
N-Metil-N-(4-meti-8-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4-ilamino]-metil}-pindin-2-il}-metanosulfonamida,
N-Metil-N-(2-metil-5{[2-(2-0x0-2, 3-dihidro- 1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4-itamimo}-metil}-piridin-3-il)-metanosulfonamida,
N-Metil-N-(5-metil-6{[2-(2-0x0-2,3-dihidro-1H-indol-54lamino)-5-trfluorometil-
pinmidin<4-ilamino]-metil}-pmdin-2-if)-metanosuifonamida,
N-Metil-N-(6-metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-trfluorometil-
pinmidin-4-lamino}-meti}-pindin-3-il)-metanosulfonamida,
N-Metil-N-(5-metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-
pirnmidin-4-llamino]-metil}-pinmidin-4-l)-metanosulfonamida,
N-Metil-N-(5-metil-2{[2-(2-0x0-2, 3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-
pinmidin-4-ilamino}-metil}-piridin-3-il)-metanosulfonamida,
N-Metl-N-(4-metil-2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-trfluorometil-
pinmidin-4-ilamino)-metil}-piridin-3-if)-metanosulfonamida,
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N-Metil-N-(3-metil-4-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-S-trifluorometil-
pinmidin<4-ilamino]-metil}-piridin-2-i)-metanosulfonamida,
N-Metil-N-(5-metil-4-{[2-(2-ox0-2,3-dihidro-1H-indol-5-llamino)-5-trifluorometil-
pinmidin-4-laminoc]-meti}-pinmidin-2-1l)-metanosulfonamida,
N-Metl-N-(6-metil-5-{[2-(2-ox0-2,3-dihidro-1H-indoi-5-llamino)-5-trifluorometil-
pinmidin-4-Hamino}-metii}-pindin-3-il}-metanosulfonamida,
N-Metil-N-(6-metil-2-{[2-(2-0x0-2,3-dihdro-1H-indol-5-lamno)-5-trifiuorometi-
pinmidin-4-ilamino}-metil}-pinmidin-4-il)-metanosulfonamida,
N-Metil-N-(5-meti-4-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4-ilamino}-metil}-pindin-2-il)-metanosulfonamida,
N-Metil-N-(2-metil-3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-S-trifluorometil-
ptrimidin-4-ilamino]-metil}-pindin-4-il)-metanosulfonamida,
N-Metil-N-(6-metil-4-{[2-(2-0x0-2,3-dihidro-1H-indol-5-Ilamino)-5-trifluorometil-
pinmidin-4-ilamino}-metil}-piridin-2-il)-metanosulfonamida,
N-Metil-N-(5-metil-3<{[2-(2-ox0-2,3-dihidro-1H-indol-5-Ilamino)-5-tnfluorometil-
pinmidin-4-lamino)-metil}-pindin-4-il)-metanosulfonarmida,
N-Metil-N-(5-metil-6-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4-itamino]-metil}-pinmidin-4-il)-metanosulfonamida,
N-Metil-N-(5-metil-4{[2-(2-ox0-2,3-dihidro-1H-indol-5-Ilamino)-5-trfiuorometil-
pinmidin-4-ilamino)-metil}-pirndin-3-il)-metanosulfonamida,
N-Metil-N-(6{[2-(2-0x0-2,3-dihidro-1H-indol-5-1amino)-5-trifluorometil-pirmidin-
4-tlamino}-metil}-pinmidin-4-il)-metanosulfonamida,
N-Metil-N-(6-metil-4-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-
ptinimidin-4-ilaminoj}-metil}-pinmidin-2-il)-metanosulfonamida,
N-Metil-N-(2-metil-4-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-
pinmidin-4-ilamino}-metil}-piridin-3-l)-metanosulfonamida,
N-Metil-N-{5-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-
4-ilamino]-meti}-pinmidin-4-il)-metanosulfonamida,
N-Metil-N-(2-metil-6-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-llamine)-5-tnfluorometil-
pinmidin-4-lamino}-metil}-pinmidin-4-il)-metanosutfonamida,
N-Metil-N-(6-metl-4-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-triflucrometil-
pirimidin-4-ilamino]-metil}-piridin-3-il)-metanosulfonamida,
N-Metil-N-(4-{[2-(2-ox0-2,3-dihidro-1H-tndol-5-Ilamtno)-5-trifluorometil-pirmidin-
4-llamino]-metil}-pinmidin-5-il)-metanosulfonamida,

61
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N-Metil-N-(2-metil-5-{[2-(2-ox0-2, 3-didro-1H-indol-5-ilamino)-5-trifluorometil-
pinmidin-4-lamino}-metil}-pinmidin-4-il)-metanosulfonamida,
N-Metil-N-(4-meti-8{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-triflucrometil-
pinmidin-4-ilamino}-metil}-pimmidin-5-if)-metanosulfonamida,
N-Metil-N-(5-metil-6-{[2-(2-0x0-2,3-dihidro-1H-Indol-5-ilamino)-5-tnfluorometil-
pinmidin-4-ilaminec]-meti}-pirazin-2-il)-metanosulfonamida,
N-Metil-N-(5-metil-3-{[2-(2-0x0-2,3-ditidro-1H-indol-5-1lamine)-5-trifluorometil-
pinmidin-4-ilamino]-metil}-pirazin-2-1l)-metanosulfonamida,
N-Metil-N-(2-metil-6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-tnifluorometil-
pirimidin-4-ilamino]-metil}-pinmidin-5-il)-metanosulfonamida,
N-Metil-N-(3-metil-6-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-trfluorometil-
pinmidin-4-lamino]-metil}-pirazin-2-il}-metanosulfonamida, y
N-Metil-N-(6-metil-5-{[2-(2-ox0-2, 3-dihidro-1H-indol-5-lamino}-5-trflucrometil-
pinmidin~4-ilaminc]-metil}-pinmidin-4-1l)-metanosulfonamida
Esta invencidn también se refiere a un método para tratar el crecmiento celular
andémalo en un mamifero, incluyendo un ser humano, que comprende administrar a
dicho mamifero una cantidad de un compuesto de féormula 1, como se ha defimdo
antes, o una de sus sales, solvatos o profarmacos farmacéuticamente aceptable, que

62

es eficaz para tratar el crecimiento celular anémalo En una realizacién de este método,
el crecmiento celular anémalo es cancer, incluyendo, pero sin limitar, cancer de
pulmén, cancer éseo, cancer pancreatico, cancer de piel, cancer de cabeza o cuello,
melanoma cutdneo o intraocular, cancer utenno, cdncer de ovano, cancer rectal, cancer
de la regién anal, cancer de estébmago, cancer de colon, cdncer de pecho, cancer
uterino, carcinoma de las trompas de falopio, carcinoma del endometro, carcinoma del
cuello uterino, carcinoma de la vagina, carcinoma de la vulva, enfermedad de Hodgkin,
cancer de esdfago, cancer del intestino delgado, cancer del sistema endocrino, cancer
de la glandula troides, cdncer de la glandula paratiroidea, cancer de la gldndula
suprarrenal, sarcoma de tejido blando, cancer de uretra, cancer de pene, cancer de
prostata, leucemia crénica o aguda, linfomas Iinfoclticos, cancer de vejga, cancer de
nién o uréter, carcinoma de células renales, carcinoma de la pelwis renal, neoplasmas
del sistema nervioso central (SNC), linfoma del SNC pnmano, tumores del eje espinal,
glhoma del tallo cerebral, adenoma hipofisano, 0 una combinacién de uno o mas de los
cénceres anteriores En una realizacién, el método comprende admimstrar a un
mamlfero una cantidad de un compuesto de férmula 1, que es eficaz para tratar dicho
tumor sélido cancerigeno En una realizacidon prefenda el tumor sélido es cancer de
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(melanoma), endocrino, utenno, testicular, y de vejiga

En otra realizacién de dicho método, dicho ¢crecimiento celular andémalo es una
enfermedad proliferativa benigna, incluyendo, pero sin limitar, psonasis, hipertrofia
prostatica benigna o reestenosis

Esta invencién también se refiere a un método de tratamiento del crecimiento
celular anémalo en un mamifero, que comprende administrar a dicho mamlfero una
cantidad de un compuesto de férmula 1, o una de sus sales, solvatos o profdrmacos
farmacéuticamente aceptabie, que es eficaz para tratar el crecimiento celular anémaio,
combinado con un agente anttumoral seleccionado del grupo que consiste en
inhibidores mitéticos, agentes alquilantes, antimetabolitos, antibibticos intercalantes,
inhibidores del factor de crecimiento, inhibidores del ciclo celular, enzimas, inhibidores
de la topoisomerasa, modificadores de la respuesta bioldgica, anticuerpos, citotéxicos,
antihormonas, y antiandrégenos

Esta invencidn también se refiere a una composicidon farmacéutica para tratar el
crecimiento celular anémalo en un mamifero, incluyendo un ser humano, que
comprende una cantidad de un compuesto de férmula 1, como se ha defimdo antes, o
una de sus sales, solvatos o profarmacos farmacéuticamente aceptable, que es eficaz
para tratar el crecimiento celular andémalo, y un vehiculo farmacéuticamente aceptable
En una realizacidn de dicha composicién, dicho crecimiento celular anémalo es cancer,
incluyendo, pero sin imitar, cancer de pulmén, cancer ¢seo, cancer pancreatco, cancer
de piel, cdncer de cabeza o cuello, melanoma cutaneo o intraocular, cancer utenno,
cancer de ovano, cancer rectal, cdncer de la regibn anal, cancer de estdtmago, cancer
de colon, cancer de pecho, cancer utenno, carcinoma de las trompas de falopio,
carcinoma del endometno, carcnoma del cuello utenno, carcinoma de la vagina,
carcinoma de la vulva, enfermedad de Hodgkn, cdncer de eséfago, céncer del intestino
delgado, cancer del sistema endocnino, cancer de la glandula tiroides, cancer de la
glandula paratiroidea, cancer de la gléndula suprarrenal, sarcoma de tejdo blando,
cancer de uretra, cancer de pene, cancer de prostata, leucemia crénica o aguda,
hnfomas linfoclticos, cancer de vejiga, cancer de nfidn o uréter, carcinoma de células
renales, carcinoma de la pelvis renal, neoplasmas del sistema nervioso central {SNC),
linfoma del SNC pnmario, tumores del eje espinal, glloma del tallo cerebral, adenoma
hipofisano, o una combinacién de uno 0 mas de los canceres antenores En otra
realizacién de dicha composicién farmacéutica, dicho crecimiento celular anémalo es
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una enfermedad proliferativa benigna, incluyendo, pero sin imitar, psoriasis, hipertrofia
prostatica benigna o reestenosis

Esta invencién también se refiere a un método para tratar el crecimiento celular
andémalo en un mamifero, que comprende administrar a dicho mamifero una cantidad
de un compuesio de férmula 1, o una de sus sales, solvatos o profdrmacos
farmacéuticamente aceptable, que es eficaz para tratar el crecimiento celular anémalo,
combinado con otro agente anttumoral seleccionado del grupo que consiste en
inhibidores mitéticos, agentes alquilantes, antimetabolitos, antibiéticos intercalantes,
inhibidores del factor de crecimiento, inhibidores del ciclo celular, enzimas, inhibidores
de la topoisomerasa, modificadores de la respuesta biolégica, anticuerpos, citotdxicos,
anthormonas, y antiandrégenos La invenciéon también contempla una composicion
farmacéutica para tratar el crecimiento celular anémalo en el que la composicidn
incluye un compuesto de férmula 1, como se ha definido antes, 0 una de sus sales,
solvatos o profarmacos farmacéuticamente aceptable, que es eficaz para tratar el
crec:miento celular anémalo, y otro agente antitumoral seleccionado del grupo que
consiste en inhibidores mitéticos, agentes alquilantes, antimetabolitos, antibiéticos
intercalantes, inhibidores del factor de crecimiento, inhibidores del ciclo celular,
enzmas, inhibidores de la topoisomerasa, modificadores de la respuesta biolégica,
anticuerpos, citotéxicos, antthormonas, y antiandrégenos

Esta invencidn también se refiere a un método para el tratamiento de un
trastorno asociado con la angiogénesis en un mamifero, incluyendo un ser humano,
que comprende administrar a dicho mamifero una cantidad de un compuesto de
formula 1, como se ha definido antes, o una de sus sales, solvatos o profArmacos
farmacéuticamente aceptable, que es eficaz para tratar dicho trastorno, combinado con
uno o0 mas agentes anttumorales listados antes Dichos trastomos incluyen tumores
cancerosos tales como melanoma, trastomos oculares tales como degeneracidn
macular relacionada con la edad, presunto sindrome de histoplasmosis ocular, y
neovasculanzacién de la retina por retinopatia diabética prolferativa, artntis
reumatoide, trastornos de pérdida ésea tales como osteoporosis, enfermedad de Paget,
hipercalcemia humoral mahgna, hipercalcemia por tumores metastaticos del hueso, y
osteoporosis inducida por tratamiento con glucocorticoides, reestenosis coronana, y
algunas infecciones microbianas incluyendo las asociadas con patégenos microbianos
seleccionados de adenovirus, hantavirus, Bomella burgdorfen, especie Yersinia,
Bordetella pertussis, y grupo A de estreptococos
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Esta invencion también se refiere a un meétodo (y a una composicion
farmacéutica) para tratar el crecmiento celular anémalo en un mamifero, que
comprende una cantidad de un compuesto de férmula 1, o una de sus sales, solvatos o
profdrmacos farmacéuticamente aceptables, combinado con una cantdad de una o
mas sustancias seleccionadas de agentes antiangiogénesis, inhibidores de la

transduccion de sefiales, y agentes antiproliferativos, cuyas cantidades juntas son:

eficaces para tratar dicho crecimiento celular anémalo

Los agentes antiangiogénesis, tales como nhibidores de MMP-2
{metaloproteasa 2 de la matniz), inhibidores de MMP-8 (metailoproteasa 9 de la matnz),
e inhibidores de la COX-Il (ciclooxigenasa Il), se pueden usar junto con un compuesto
de formula 1 en los métodos y composicicnes fammacéuticas descntas en esta
memona Los ejemplos de inhibidores de la COX-Il dties incluyen CELEBREX®
(celecoxib), Bextra (valdecoxib), paracoxib, Vioxx (rofecoxib), y Arcoxia (etoncoxib) Se
descnben ejemplos de inhibidores de metaloproteasas de la matnz udtiles en los
documentos WO 86/33172 (publicado el 24 de octubre, 1996), WO 96/27583 (publicado
el 7 de marzo, 1996), solictud de patente europea n® 97304971 1 (presentada el 8 de
Julio, 1897), solicitud de patente europea n°® 99308617 2 (presentada el 29 de octubre,
1999), WO 98/07697 (publicada el 26 de febrero, 1998), WO 98/03516 (publicada el 29
de enero, 1998), WO 98/34918 (publicada el 13 de agosto, 1998), WO 98/34915
(publicada el 13 de agosto, 1998}, WO 98/33768 (publicada el 6 de agosto, 1998), WO
98/30566 (publicada el 18 de julio, 1998), solictud de patente europea 606 046
(publicada el 13 de julio, 1994), publicacién de patente europea 931 788 (publicada el
28 de julio, 1999), WO 90/05719 (publicada el 31 de mayo, 1990), WO 99/52910
(publicada el 21 de octubre, 1999), WO 99/52888 (publicada el 21 de octubre, 1998),
WO 99/29667 (publiicada el 17 de jumo, 1999), solcitud intemacional PCT n®
PCT/IB88/01113 (presentada el 21 de julio, 1998), solicitud de patente europea No.
99302232 1 (presentada el 25 de marzo, 1999), solicitud de patente de Gran Bretafia
namero 9912861 1 (presentada el 3 de junio, 1999), solicitud provisional de Estados
Unidos n® 60/148,464 (presentada el 12 de agosto, 1999), patente de Estados Unidos
5 863 949 (expedida el 26 de enero, 1999), patente de Estados Umidos 5 861 510
(expedida el 19 de enero, 1999), y publicacién de patente europea 780 386 (publicada
el 25 de junio, 1997), todos los cuales se incorporan en esta memoria en su totalidad
como referencia Los inhibidores de MMP-2 y MMP-9 prefendos son aquellos que no
tienen o tienen poca actividad inhibidora frente a MMP-1 Los méas prefendos son los
que inhiben selectivamente MMP-2 y/o MMP-9 respecto a las otras metaloproteasas de
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la matnz (es decir, MMP-1, MMP-3, MMP-4, MMP-5, MMP-6, MMP-7, MMP-8, MMP-10,
MMP-11, MMP-12, y MMP-13)

Algunos ejemplos especificos de mhibidores de MMP (tiles combinados con los
compuestos de la presente invencién son AG-3340, RO 32-3555, RS 13-0830, y los
compuestos citados en la siguiente lista

acido 3-[[4-(4-fluoro-fenoxi)-bencenosulfonil]-(1-hidroxicarbamoil-ciclopentil)-
amino]-propidnico,

hidroxiamida del dcido 3-exo-3-[4-(4-fluoro-fenoxi)-bencenosulfonilamino)-8-oxa-
bicicio[3 2 1]octano-3-carboxilico,

hidroxiamida del dcido (2R,3R) 1-[4-(2-cloro-4-fluoro-benciloxi)-bencenosulfonil]-
3-hudroxi-3-metil-pipenidina-2-carboxilico,

hidroxiamida del acido 4-[4-(4-fluoro-fenoxi)-bencenaosulfonilamino]-tetrahidro-
piran-4-carbox(lico,

acido 3-[[4-{4-fluoro-fenoxi)-bencenosulfonii}-{ 1-hidroxicarbamail-ciclobutil)-
amino]-propinico,

hidroxiamida del acido 4-[4-(4-cloro-fenoxi)-bencenosulfonilamino]-tetrahidro-
piran-4-carboxilico,

hidroxiamida del acido 3-[4-(4-cloro-fenoxi)-bencenosulfonilamino)-tetrahidro-
prran-3-carboxilico,

hidroxiamida del acido (2R,3R) 1-[4-(4-fluoro-2-metil-benciloxi)-bencenosulfonil)-
3-hidroxi-3-metil-pipendina-2-carboxilico,

acido 3-[[4-(4-fluoro-fenoxi)-bencenosulfonil]-(1-hidroxicarbamoil-1-metil-etil)-
amino]-propionico,

acido 3-[[4-(4-fluoro-fenoxi)-bencenosulfonil]-(4-hidroxicarbamoil-tetrahidro-
piran-4-il)-amino]-propiénico,

hidroxiamida del dcido 3-exo-3-[4-(4-cloro-fenoxi)-bencenosulfonilamino]-8-oxa-
biciclo[3 2 1 Joctano-3-carboxilico,

hidroxiamida del acido 3-endo-3-{4-(4-fluoro-fenoxi)-bencenosuifoniiamino]-8-
oxa-biciclo[3 2 1]octano-3-carboxflico, y

hidroxiamida del acido 3-[4-(4-fluoro-fenoxi)-bencenosulfonilamino]-tetrahidro-
furan-3-carboxllico,

y sales, solvatos y profarmacos de dichos compuestos farmacéuticamente
aceptables.

También se pueden combinar con un compuesto de férmula 1, inhibidores de
VEGF, por ejemplo, SU-11248, SU-5416 y SU-6668 (Sugen Inc of South San
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Francisco, California, USA) Se describen inhibidores de VEGF, por ejemplo, en la
patente intemacional WO 99/24440 (publicada el 20 de mayo, 1998), solicitud de
patente PCT PCT/IB99100797 (presentada el 3 de mayo, 1999), en WO 95/21613
(publicada el 17 de agosto, 19985), WO 99/61422 (pubhcada el 2 de diciembre, 1999),
patente de Estados Unidos 5834 504 (expedida el 10 de noviembre, 1998), WO
98/60356 (publicada el 12 de noviembre, 1998), patente de Estados Unidos 5 883 113
(expedida el 16 de marzo, 1899), patente de Estados Unidos 5 886 020 (expedida el 23
de marzo, 1999), patente de Estados Unidos 5 792 783 (expedida el 11 de agosto,
1998), patente de EE UU n° US 6 653 308 (expedida el 25 de noviembre, 2003), WO
99/10349 (publicada el 4 de marzo, 1989), WO 97/32856 (publicada el 12 de
septiembre, 1997), WO 97/22596 (publicada el 26 de junio, 1987), WO 98/54093
(publicada el 3 de diciembre, 1998), WO 98/02438 (publicada el 22 de enero, 1998),
WO 99/16755 (publicada el 8 de abnl, 1999), y WO 98/02437 (publicada el 22 de enero,
1998), todas las cuales se incorporan en esta memona en su totalidad como referencia
Otros ejemplos de algunos inhibidores especificos de VEGF son IMB62 (Cytran Inc of
Kirkland, Washington, USA), Avastin, un anticuerpo monoclonal ant-VEGF de
Genentech, Inc of South San Francisco, California, y angiozima, una ribozima sintética
de Ribozyme (Boulder, Colorado) y Chiron (Emeryville, Califorra)

Se pueden administrar combinados con un compuesto de férmula 1, inhibidores
del receptor ErbB2, tales como GW-282974 (Glaxo Wellcome pic), y los anticuerpos
monoclonales AR-209 (Aronex Pharmaceuticals Inc of The Woodlands, Texas, USA) y
2B-1 (Chiron) Dichos inhibidores de erbB2 incluyen Herceptin, 2C4, y pertuzumab
Dichos inhibidores de erbB2 incluyen los descritos en las patentes internacionales WO
98/02434 (publicada el 2 de enero, 1988), WO 99/35146 (publicada el 15 de julio,
1999), WO 98/35132 (publicada el 15 de julio, 1999), WO 98102437 (publicada el 22 de
enero, 1998), WO 97/13760 (publicada el 17 de abnl, 1897), WO 95/19970 (publicada
el 27 de julio, 1995), patente de Estados Unidos 5 587 458 (expedida el 24 de
diciembre, 1996), y patente de Estados Unidos 5 877 305 (expedida el 2 de marzo,
19989), cada una de las cuales se incorpora en esta memona en su totalidad como
referencia También se describen inhibidores del receptor ErbB2 Utiles en la presente
invencién en la solicitud provisional de Estados Unidos n® 60/117 341, presentada el
27 de enero, 1999, y en la solicitud provisional de Estados Unidos n® 60/117 346,
presentada el 27 de enero, 1999, las cuales se Incorporan ambas en esta memona en
su totalidad como referencia Otros inhibidores del receptor erbb2 incluyen TAK-165
(Takeda) y GW-572016 (Glaxo-Wellcome)
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Se ha mostrado que otros compuestos dferentes, tales como derivados de
estireno, también tienen propiedades inhibidoras de tirosina-quinasa, y algunos
inhibidores de tirosina-quinasa se han identificado como inhibidores del receptor erbB2
Mds recientemente, cinco publicaciones de patentes europeas, concretamente EP
0566226 A1 (publicada el 20 de octubre, 1993), EP 0602851 A1 (publicada el 22 de
junio, 1994), EP 0635507 A1 (publicada el 25 de enero, 1995), EP 0635498 A1
(publicada el 25 de enero, 1995), y EP 0520722 A1 (publicada el 30 de diciembre,
1992), se refieren a algunos denvados biciclicos, en particular a denvados de
quinazolina, que tienen propiedades anticancerigenas que resultan de sus propiedades
inhibidoras de fa tirosina-quinasa Ademas, la solicitud de patente internacional WO
82/20642 (publicada el 26 de noviembre, 1992), se refiere a algunos compuestos de
anlo y heteroarilo bis-mono y biciclicos como inhibidores de tirosina-quinasa que son
ttiles en la nhibicién de la proliferacién celular anémala Las solictudes de patentes
internacionales W096116960 (publicada el 8 de jumio, 1996), WO 96109294 (publicada
el 6 de marzo, 1996), WO 97/30034 (publicada el 21 de agosto, 1997), WO 98/02434
(publicada el 22 de enero, 1998), WO 98/02437 (publicada el 22 de energ, 1998), y WO

98/02438 (publicada el 22 de enero, 1998), también se refieren a denvados
heteroaromaticos biciclicos sustituidos como inhibidores de tirosina-quinasa, que son
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utiles para el mismo propésito Otras solictudes de patentes que se refieren a
compuestos anticancerigenos son la solicitud de patente internacional WO 00/44728
(publicada el 3 de agosto, 2000), EP 1029853A1 (publicada el 23 de agosto, 2000), y
WO 01198277 (publicada el 12 de diciembre, 2001) las cuales se incorporan todas en
la presente memona en su totalidad como referencia

Otros agentes antiprolferativos que se pueden usar con los compuestos de ia
presente invencién incluyen inhibidores de la enzima protelna famesil-transferasa e
inhibidores del receptor de trosina-quinasa PDGFr, Iincluyendo los compuestos
descntos y reivindicados en las siguientes solicitudes de patentes de Estados Unidos
09/221946 (presentada el 28 de diciembre, 1998), 09/454058 (presentada el 2 de
diccembre, 1999), 09/501163 (presentada el 9 de febrero, 2000), 091539930
(presentada el 31 de marzo, 2000), 09/202796 (presentada el 22 de mayo, 1997),
09/384339 (presentada el 26 de agosto, 1999), y 09/383755 (presentada el 26 de
agosto, 1899), y los compuestos descntos y reivindicados en las siguientes solicitudes
de patentes provisionales de Estados Unidos 60/168207 (presentada el 30 de
noviembre, 1999), 60/170119 (presentada el 10 de diciembre, 1989), 60/177718
(presentada el 21 de enero, 2000), 60/168217 (presentada el 30 de noviembre, 1999), y
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60/200834 (presentada el 1 de mayo, 2000) Cada una de las solicitudes de patentes y
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solicitudes de patentes provisionales anteriores se incorporan en esta memorna en su
totalidad como referencia

También se puede usar un compuesto de féormula 1 con otros agentes Utiles en
el tratamiento del crecimiento celular anémalo o ¢éncer, incluyendo, pero sin limtar,
agentes capaces de potenciar las respuestas inmunitanas anttumorales, tales como
anticuerpos CTLA4 (antigeno 4 asociado al linfocto citotdxico), y otros agentes
capaces de bloquear CTLA4, y agentes antiproliferativos tales como otros inhibidores
de la proteina farnesil-transferasa, por ejemplo, los inhibidores de la protelna farmesil-
transferasa descritos en las referencias citadas en la seccién de "Antecedentes”, véase
antes Los anticuerpos de CTLA4 que se pueden usar en la presente invencidn
incluyen los descntos en la solictud provisional de Estados Unidos 60/113 647
{presentada el 23 de diciembre, 1998) que se incorpora en la presente invencién en su
totahdad como referencia

Un compuesto de férmula 1 se puede aplicar como una sola terapia o puede
implicar una o mas sustancias antitumorales, por ejemplo, las seleccionadas, por
ejemplo, de inhibidores mitdticos, por ejlemplo, vinblastina, agentes alquilantes, por
e)emplo, cis-platino, oxaliplatino, carbopiatino y ciclofosfamida, antimetabobtos, por
ejemplo, 5-fluorouracilo, capecitabina, arabindésido de citosina e hidroxurea, o, por
ejemplo, uno de los antimetabolitos preferidos descnto en la solicitud de patente
europea n° 239362 tal como el acido N-(5-L-(3,4-dihidro-2-metil-4-oxoquinazolin-6-
limetil}-N-metilamino}-2-tenoil)-L-glutdmico, inhibidores del factor de
crecimiento,inhibidores del ciclo celular, antibiéticos intercalantes, por ejemplo,
adnamicina y bleomicina, enzimas, por ejemplo, interferén, y anthormonas, por
ejemplo, antestrégenos tales como Nolvadex (tamoxifeno) o, por ejemplo,
antiandrégenos, tales como Casodex (4'-ciano-3-(4-fluorofenilsulfonil)-2-hidroxi-2-metil-
3'-(tmflucrometif)propionanilida)

Los compuestos de la presente invencién se pueden usar solos o combinados
con uno 0 mas de una variedad de agentes anticancerigenos o agentes auxiiares Por
ejlemplo, los compuestos de la presente invencibn se pueden usar con agentes
citotéxicos, p €, uno o mas seleccionados del grupo que consiste en una
camptotecina, Innotecan HC! (Camptosar), edotecarina, SU-1 1248, epirubicina
(Ellencs), docetaxel (Taxotere), pachtaxel, ntuximab (Rituxan), bevacizumab (Avastin),
mesilato de matinib (Gleevac), Erbitux, gefiinib (Iressa), y sus combinaciones La
invencién también contempla el uso de los compuestos de la presente invencién junto
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con terapia hormonal, p €], exemestano (Aromasin), Lupron, anastrozol (Anmidex),
citrato de tamoxifeno (Nolvadex), Trelstar, y sus combinaciones Ademas, la invencién
proporciona un compuesto de la presente invencién solo ¢ combinado con uno o mas
productos auxiliares, p €|, un producto seleccionado del grupo que consiste en
Filgrastim (Neupogen), ondansetrén (Zofran), Fragmin, Procnt, Aloxi, Emend, o sus
combinaciones Dicho tratamiento conjunto se puede lograr mediante la dosificacién
simultanea, secuencial o separada de los componentes individuales del tratamiento

Los compuestos de la invenciébn se pueden usar con agentes antitumorales,

agentes aiquidantes, antimetabolitos, antibiéticos, agentes antitumorailes obtenidos de
plantas, denvados de camptotecina, inhibidores de tirrosina-quinasa, anticuerpos,
interferones, y/o modificadores de la respuesta bioclégica En relacién con esto, a
continuacién se da una lista no imitante de ejemplos de agentes secundanos que se
pueden usar con los compuestos de la nvencién

s Los agentes alquilantes inciuyen, pero no se imitan, N-6xidos de mostazas
nitrogenadas, ciclofosfamida, fosfamida, melfalan, busulfan, mitobronitol,
carbocuona, tiotepa, ranimustina, nimustina, temozolomida, AMD-473,
altretamina, AP-5280, apazicuona, brostalicina, bendamustina, carmustina,
estramustina, fotemustina, glufosfamida, fosfamida, KW-2170, mafosfamida,
y mitolactol, los compuestos alquilantes coordinados con platino sncluyen,
pero no se lmitan, cisplatino, carboplatino, eptaplatino, lobaplatino,
nedaplatino, oxaliplatino o satrplatino,

e Los antimetabolitos incluyen, pero no se imitan, metotrexato, nbésido de 6-
mercaptopunna, mercaptopurina, 5-flucrouracilo (5-FU) solos o combinados
con leucovonn, tegafur, UFT, doxiflundina, carmofur, citarabina, ocfosfato de
citarabina, enoctabina, S-1, gemcitabina, fludarabin, 5-azacitidina,
capecitabina, cladnbina, clofarabina, decitabina, eflomiina, etinilcitidina,
arabinésido de citosina, hidroxiurea, TS-1, melfalan, nelarabina, nolatrexed,
ocfosfato, premetrexed disédico, pentostatina, pelitrexol, raltitrexed, triapina,
tnmetrexato, vidarabina, vincristina, vinorelbina, o por ejlemplo, uno de los
antimetabolitos prefendos descntos en la solicitud de patente europea n°
239362 tal como el acido N-{5-[N«(3,4-dihidro-2-metil-4-oxoquinazolin-8-
Iimetil)-N-metilamino]-2-tenoil)-L-glutamico,

s Los antibibhcos incluyen, pero no se hmitan aclarubicina, actinomicina D,
amrubicina, anamicina, bleomicina, daunorubicina, doxorubicina,
elsamitrucina, epirubicina, galarubicina, 1darubicina, mitomicina C,
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nemorubicina, neocarzinostatina, peplomicina, pirarubicina, rebecamicina,
stimalamer, estreptozocina, vairubicina o zinostatina,

Agentes de terapia hormonal, por ejemplo, exemestana (Aromasin), Lupron,
anastrozol (Anmidex), doxercalciferol, fadrozol, formestano, anti-estrogenos
tales como citrato de tamoxifeno (Nolvadex) y fulvestrant, Trelstar,
toremifeno, raloxifeno, lasofoxifeno, letrozol (Femara), o anti-andrégenos
tales como bicalutamida, flutamida, mifepristona, nilutamida, Casodex® (4'-
ciano-3-(4-fluorofenilsulfonil)-2-hidroxi-2-metil-3'-(trifluorometil)
propionanilida) y sus combinaciones,

Las sustancias antitumorales obterdas de plantas incluyen, por ejemplo, las
seleccionadas de inhibidores mitéticos, por ejemplo, vinblastina, docetaxel
(Taxotere) y paclitaxel,

Los agentes inhibidores de la topoisomerasa citotéxicos incluyen uno o mas
agentes seleccionados del grupo que consiste en aclarubcina, amonafida,
belotecan, camptotecina, 10-hidroxicamptotecina, 9-aminocamptotecina,
diffomotecan, innotecan HCI (Camptosar), edotecanna, epirubicina (Ellence),
etopésido, exatecan, gimatecan, lurtotecan, mitoxantrona, pirarubicina,
pixantrona, rubitecan, sobuzoxano, SN-38, taflupésido, y topotecan, y sus
combinaciones,

Las compuestos inmunolégicos Incluyen nterferones y muchos otros
agentes potenciadores de la Inmunidad Los interferones incluyen interferon
alfa, interferdn alfa-2a, interferén alfa-2b, interferon beta, interferon gamma-
la o interferbn gamma-n1 Otros agentes incluyen filgrastm, lentinan,
sizofilan, TheraCys, ubenimex, WF-10, aldesleucina, alemtuzumab, BAM-
002, dacarbazina, daclhzumab, denileucina, gemtuzumab ozogamicina,
ibntumornab, iImiquimod, lenograstim, lentinan, vacuna contra el melanoma
(Conxa), moigramostim, OncoVAX-CL, sargramostm, tasonermin,
tecleucina, timalasina, tositumomab, Viruhzin, 2Z-100, epratuzumab,
mitumomab, oregovomab, pemtumomab, Provenge,

Los modificadores de la respuesta biolégica son agentes que modifican los
mecanismos de defensa de los organismos vivos o las respuestas
biolégicas, tales como la supervivencia, crecimiento o diferenciacion de las
células de los tepdos, para dingirlas para que tengan actividad antitumoral
Dichos agentes incluyen krestin, lentinan, sizofiran, picibanilo, o ubenimex
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s Ofros agentes anticancerigenos incluyen alitretinoina, ampligen, atrasentan
bexaroteno, bortezomib Bosentan, calcitniol, exisubnd, finastenda,
fotemustina, acido ibandrénico, miltefosina, mitoxantrona, |-asparaginasa,
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procarbazina, dacarbazina, hidroxicarbamida, pegaspargasa, pentostatina,
tazarotna, TI-K-286, Velcade, Tarceva, o tretinoina,

e Ofros compuestos antiangiogénicos Incluyen acitretina, fenretinida,
taldomida, 4&cido zoledronico, angiostatina, aplidina, cilengtida,
combretastatina A-4, endostatina, halofuginona, rebimastat, removab,
Revimid, squalamina, ukrain y Vitaxin,

¢« Los compuestos coordinados con platno incluyen, pero no se limitan,
cisplatino, carboplatino, nedaplatino, u oxaliplatino,

o Los denvados de camptotecina incluyen, pero no se limitan,camptotecina,
10-hidroxsicamptotecina, 9-aminocamptotecina, innotecan, SN-38,
edotecanna, y topotecan,

" e Son inhibidores de la tirosina-quinasa Iressa o SU5416,

s Los anticuerpos incluyen Herceptin, Erbitux, Avastin, o Rituximab,

* Los interferones incluyen interferén alfa, interferon alfa-2a, interferén alfa-2b,
interferén beta, interferén gamma-1a o interferén gamma-n1,

» Los modificadores de la respuesta biolégica son agentes que modifican los
mecanismos de defensa de los organismos vivos o las respuestas
biologicas, tales como la supervivencia, crecimiento o diferenciacién de las
celulas de los tejdos, para dingirlas para que tengan actividad antitumoral
Dichos agentes incluyen krestin, lentinan, sizofiran, picibanilo, o ubenimex y

Otros agentes anttumorales incluyen mitoxantrona, l-asparaginasa,

procarbazina, dacarbazina, hidroxicarbamida, pentostatina, o tretinoina

"Crecimiento celular anémalo"”, tal como se usa en esta memona, salvo que se

indique lo contrano, se refiere al crecimiento celular que es independiente de los
mecanismos reguladores normales (p ej, pérdida de inhibicibn de contacto) Esto
incluye el crecimiento anémalo de (1) células tumorales (tumores) que proliferan
mediante la expresién de una tirosina quinasa mutada o mediante la sobreexpresion de
la tirosina-quinasa de un receptor, (2) células benignas y malignas de otras
enfermedades proliferativas en las que se produce una activacidn aberrante de una
trosina-quinasa, (4) cualesquiera tumores que proliferan por trosina-quinasas de
receptores, (5) cualesquiera tumores que proliferan por la activacion aberrante de la
senna/treonina quinasa, y (8) células benignas y malgnas de otras enfermedades
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proliferativas en las que se produce la activacién aberrante de la senna/treonina
quinasa

Los compuestos de la presente invencidén son potentes inhibidores de las
proteina tirosina-quinasas FAK, y por lo tanto estan todos adaptados al uso terapéutico
como agentes antiproliferativos (p e), anticancerigenos), antitumorales (p e), eficaces
frente a tumores sélidos), antiangiogénesis (p e, paran o evitan la proliferacion de
vasos sanguineos) en mamiferos, particularmente seres humanos En particular, los
compuestos de [a presente invencidn son utiles en ia prevencién y tratamiento de una
variedad de trastornos proliferativos humanos tales como tumores malignos y benignos
del higado, nAén, vejiga, pecho, gastncos, de ovario, colorrectal, prostata, pancreatico,
pulmonar, vulva, tiroides, carconomas hepaticos, sarcomas, glioblastomas, cabeza y
cuello, y otros estados hiperplasicos tales como hiperplasia benigna de la pel (p g},
psonas!s) e hiperplasia benigna de la préstata (p ej, HBP) Ademas, se espera que un
compuesto de la presente invencién pueda tener actividad frente a una vanedad de
leucemias y infoides malgnos

En una realizacién prefenda de la presente invencién, el cancer se selecciona
de cancer de pulmén, cancer éseo, cancer pancredtico, cancer de piel, cancer de
cabeza o cuello, melanoma cutdneo o intraocular, cancer utenno, cancer de ovano,
ginecolégicos, cancer rectal, cancer de la regién anal, cancer de estdmago, cancer de
colon, cédncer de pecho, cancer utenno, carcinoma de las trompas de falopio,
carcinoma del endometno, carcinoma del cuello utenno, carcinoma de la vagina,
carcinoma de la vulva, enfermedad de Hodgkin, cancer de eséfago, cancer del intestino
delgado, cancer del sistema endocnno, cancer de la glandula tiraides, cancer de la
glandula paratiroidea, céncer de la gldndula suprarrenal, sarcoma de tepdo blando,
cancer de uretra, cancer de pene, cancer de células escamosas, cancer de préstata,
leucemia crénica o aguda, linfomas linfoclticos, cancer de vejiga, cancer de nfién o
uréter, carcinoma de células renales, carcinoma de la pelvis renal, neoplasmas del
sistema nervioso central (SNC), linfoma del SNC pnmarno, tumores del eje espinal,
cerebro, adenoma hipofisano, o una combinacibn de uno o mas de los canceres
anteniores

En una realizacibn mas prefenda, el cancer se selecciona de un tumor sélido, tal
como, pero sin lmitar, de pecho, pulmén, colon, cerebro, prostata, estémago,
pancreatico, ovano, piel (melanoma), endocnno, utenno, testicular, y vejiga

Los compuestos de la presente invencién también pueden ser Gtles en el
tratamento de trastomos adicionales en los que estdn implicadas expresion,
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interacciones hgando/receptor o activacion ¢ sefializacion aberrantes de sucesos
relacionados con diferentes proteinas tirosina-quinasas Dichos trastornos pueden
inclur los de naturaleza neuronal, glial, astrocital, hipotalamica, y otros glandulares,
macréfago, epitelial, estomacal, y blastocélico, en los que estd implicada la funcién,
expresion, activacién o sefializacion aberrante de las tirosina-quinasas erbB Ademas,
los compuestos de la presente Invencidn pueden tener utiidad terapéutica en
trastornos inflamatonos, angiogénicos e inmunoclégicos, que implican tirosina-quinasas
tanto identficadas como todavia no identificadas que son inhibidas por los compuestos
de la presente invencion

Un aspecto particular de esta invencion se dinge a métodos para tratar o
prevenir un estado que se presenta con una masa ¢6sea baja en un mamifero
(incluyendo un ser humano), que comprende administrar a un mamifero que necesite
dicho tratamiento una cantidad para tratar un estado que se presenta con una masa
6sea baja, de un compuesto de Fémmula | o una sal de dicho compuesto
farmacéuticamente aceptable

Esta invencién se dirige particularmente a dichos métodos en los que el estado
que se presenta con una masa 6sea baja es osteoporosis, fragilidad, una fractura
osteoporética, un defecto 6seo, pérdida ésea idiopatica en la infancia, pérdida ésea
alveolar, pérdida o¢ésea mandibular, fractura G0sea, osteotomla, pencdontitis o
crecimiento prostatico hacia dentro

Un aspecto particular de esta invencién se dinge a meétodos para tratar la
osteoporosis en un mamifero (incluyendo un ser humano) que comprende administrar a
un mamifero que necesite dicho tratamiento, una cantidad para tratar la osteoporosis,
de un compuesto de Férmula | o una sal de dicho compuesto farmacéuticamente
aceptable

Otro aspecto de esta invencién se dinge a métodos para tratar una fractura
dsea o una fractura osteopordtica en un mamifero, que comprende administrar & un
mamifero que necesite dicho tratamiento, una cantidad para tratar una fractura 6sea o
para tratar una fractura osteoporética, de un compuesto de Férmula 1, 0 una sal de
dicho compuestos farmacéuticamente aceptable

El término "osteoporosis” incluye osteoporosis primana, tal como osteoporosis
senil, postmenopausica y juvenl, asi como osteoporisis secundana, tal como
osteoporosis debida a hipertiroidismo o sindrome de Cushing (debido a uso de
corticoides), acromegalia, hipogonadismo, disosteogénesis, e hipofosfatasemia
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El término "tratar”, como se emplea en esta memoria, a no ser que se indique
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otra cosa, significa invertir, aliviar, inhibir el progreso de, o prevenir el trastorno o
estado al que se aplica dicho término, o uno o mas sintomas de dicho trastormo o
estado El término "tratamiento”, como se emplea en esta memona, a no ser que se
indique otra cosa, se refiere al acto de tratar tal y como se ha defindo "tratar”
inmediatamente mas armba

La presente invencidn también proporciona una composiciénh farmacéutica que
comprende un compuesto de férmula (1), o una de sus sales o solvatos
farmacéuticamente aceptable, como se ha definido en lo que antecede, asociado con
un adyuvante, diluyente o vehiculo farmacéuticamente aceptable

La mvencidn proporciona ademas un procedimiento para preparar una
composicién farmacéutica de la invencién que comprende mezclar un compuesto de
férmula (1), o una de sus sales o solvatos farmacéuticamente aceptable, como se ha
definido en lo que antecede, con un adyuvante, diluyente o vehiculo farmacéuticamente
aceptable

Para los usos terapéuticos mencionados, la dosificacién vanara, por supuesto,
con el compuesto usado, el modo de administracién, el tratamiento deseado y el
trastorno Indicado La dosificacion diana del compuesto de férmula (l)/sal/solvato
(ingrediente activo) puede estar en el intervalo de 1 mg a 1 gramo, prefenblemente de 1
mg a 250 mg, mas prefenblemente de 10 mg a 100 mg

La presente invencidn también abarca composiciones de liberacidn sostenida

Descnpcion detallada de la vencion

Los compuestos de férmula 1 se pueden preparar usando la ruta sintética
indicada en el Esquema 1 Los sustituyentes en el Esquema 1 tienen los mismos
significados que los sustituyentes definidos para la formula 1

" ofe? L0, 50

R n‘(CR'R’)..R'
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1 Esquema 1
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Los compuestos de férmula 1 se pueden preparar partiendo de 5-amino-oxindol
(6) y pinmidina (7) La combinactén del compuesto 7 con un acido de Lewis a
temperaturas en el intervalo de -15 a 45°C durante un periodo de tempo de 10-60

76

minutos, en un disolvente inerte (0 mezcla de disolventes), seguido de adicion del
compuesto 6 y una base adecuada, proporciona después de un periodo de 1-24 h la 4-
cloropinmidina intermedia (8) con alto rendimiento Los ejemplos de disolventes inertes
incluyen, pero no se mitan, THF, 1,4-dioxano, n-BuOH, 1-PrOH, diclorometano y 1,2-
dicloroetano Los ejemplos de bases adecuadas usadas pueden incluir, pero no se
imitan, () bases organicas no nucledfilas, por ejemplo trietlamina o
diusopropiletilamina, (1) bases inorganicas tales como carbonato potasico o carbonato
de cesio, o () bases unidas a resinas, tales como MP-carbonato

Los ejemplos de acidos de Lewis incluyen, pero no se mitan, sales de haluro
de magnesio, cobre, cinc, estafio o titanio En la siguiente reaccion el producto
intermedio 8 se hace reaccionar con una amina de férmula 9, en forma pura o en
presencia de un disolvente inerte (0 mezcla de disolventes), a temperaturas en el
intervaio de 0 a 150°C, para proporcionar [os compuestos de formula 1 Opcionalmente,
esta reaccion se puede llevar a cabo en presencia de una base adecuada Los
ejemplos de disolventes adecuados para esta reaccidn incluyen, pero no se limitan,
THF, 1,4-dioxano, DMF, N-metil-pirrolidinona, EtOH, n-BuOH, 1-PrOH, diclorometano,
1,2-dicloroetano, DMSO o acetonitnlo Las bases adecuadas son como las que se han
indicado antes

Los compuestos de la presente invencién se puede transformar sintéticamente
en otros compuestos de la invencidn por técnicas conocidas por los expertos en la
técnica S6lo con el propdsito de ilustrar y sin imitacién, dichos métodos inciuyen

a) elminacidén de un grupo protector, por métodos indicados por T W, Greene y
P G M Wuts, "Protective Groups in Organic Synthesis", Second Edition, John Wiley y
Sons, New York, 1991, p ej, eliminacién de un grupo protector BOC con una fuente de
acido, tal como HCI o acido tnfluoroacétice

b) desplazamiento de un grupo iabil (haluro, mesilato, tosilato, etc ) con grupos
funcionales tales como, pero sin imitar, una amina pnmana o secundana, tiol o alcohol,
para formar una amina secundana o terciana, tioéter o éter, respectivamente

¢) tratamiento de fenil{o fenil sustituido)-carbamatos con aminas pnmanas o
secundanas para formar las correspondientes ureas como segun Thavonekham, B et
al Synthesis (1997), 10, p1189,

<
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d) reduccién de alcoholes propargficos u homopropargllicos o aminas primarias

17

protegidas con N-BOC a los correspondientes derivados E-alllicos o E-homoalilicos por
tratamiento con bis{(2-metoxietoxi)hidruro de aluminio y sodio (Red-Al) como seguin
Denmark, S E, Jones, T K J Org Chem (1982) 47, 4595-4597, o van Benthem, R
A T M, Michels, J J, Speckamp, W N Synlett (1994), 368-370,

e) reduccién de alquinos a los correspondientes derivados de Z-alqueno por
tratamiento con hidrégeno gaseoso y un catalizador de Pd, como segin Tomassy, B et
al, Synth Commun (1998), 28, p1201

f) tratamiento de aminas primanas y secundarias con un isocianato, cloruro de
dcido (u otro denvado de acido carboxilico activado), cloroformiato de alquilanio o
cloruro de sulfonilo, para proporcionar la correspondiente urea, amida, carbamato o
sulfonamida,

g) aminacién reductora de una amina primaria © secundana usando un aldehido
o cetona y un agente de reduccion adecuado

h) tratamiento de alcoholes con un isocianato, cloruro de acido (u otro denvado
de acido carboxilico activado), cloroformiato de alquilo/anio o cloruro de sulfonilo, para
proporcionar el correspondiente carbamato, éster, carbonato o éster de acido sulférmco

Las aminas de féormula 9 se puede adquinr y usar directamente, o
alternatvamente pueden ser preparadas por un experto en la técnica usando
transformaciones quimicas habituales Por eemplo, las anlalqulaminas o
heteroanlalquilaminas se pueden preparar a partir del correspondiente nitnlo por
hidrogenacion catallftica usando catalizadores tales como Pd/C o niquel Raney o por
reduccién con hidruro de litio y aluminio (véase Rylander, Catalytic Hydrogenation in
Organic Synthesis, Academic Press, 1879)

ﬁﬂa 4/ Pd sobre carbén L N?H.
":U “S0,CH, D;:Mnu inerte - I\©’ "50LCH,

Los matenales de partida de nitrilo se puede adquinr o se pueden preparar a

partir del correspondiente bromuro, yoduro o triflato de ario/heteroanio y Zn{(CN)2
usando las condiciones de acoplamiento con Pd descrntas por Tschaen, D M, et al,
Synthetic Communications (1994), 24, 8, pp 887-880
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Br 502CH, ZnCNRIPd SO,CH,
U Disolvente nerte ~6\©’
Alternativamente, las bencilaminas o heteroariimetilaminas se pueden preparar

haciendo reaccionar el haluro de anlalquilo o heteroarlalquilo y la sal de potasio de
(BOC)2NH (referencia) y posterior eliminacién de los grupos BOC con acido

a Boc...N.Bac BM\N,Boc
E©,cu, H Base | CHy
Disoivente Inerte
NO; NOz

Las aminas, formas protegidas de aminas, precursores de aminas y precursores
de las formas protegidas de aminas de férmula 9, se pueden preparar combinando el
alquino, o estannano de alquenilo, alquenil-borano, &cido alquenil-bordnico, éster
borénico adecuados, con el bromuro, yoduro o tnflato de arlo o heteroanlo adecuado,
usando las condiciones de acoplamiento con Pd descritas por Tsup, J, Palladium
Reagents y Catalysis, John Wiley y Sons 1999 y referencias citadas en éste

BOG.., | //\gn o u"ﬂ@/ﬁf\,
H@f e—— k@

Las aminas adecuadamente protegidas de formula 9 se pueden convertir en
aminas de férmula 9 diferentes de acuerdo con métodos familiares para el experto en la
técnica, por e;emplo, pero sin limitar

(a) oxidacién de un tioéter a un sulféxido o sulfona
i

.Boc
! MCPBA 02
l\/\’ I Disolvente Inerte I\A’ ]
CHy ne CHy
(b) la N-alquilacién de una sulfaniida se puede lograr por transferencia de

fase usando las condiciones descntas por Brehme, R "Synthesis", (1976), pp113-114

Br
oM O e e
1S eyt
Disolvente Inerte \©/ “50,CHy

Como comprenderan los expertos en la técnica, la transformacién quimica para
convertir un haluro o triflato de anlo o haluro o tnflato de heteroarilo en una amina
aromatica o heteroaromética, se puede llevar a cabo usando las condiciones descritas
actualmente en la bibliografla, véase Hartwig, J F "Angew Chem Int Ed" (1998), 37,

H
N
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pp 2046-2067, Wolfe, J P, Wagaw, S, Marcoux, J F, Buchwald, S L, "Acc Chem
Res ", (1988), 31, pp 805-818, Wolfe, J P, Buchwald, SL,"J Org Chem ", (2000), 65,
pp 1144-1157, Muci, A R, Buchwald, S L, "Topics in Current Chemstry" (2002),
pp131-209 y referencias citadas en estos Ademas, como comprenderan los expertos
en la técnica, alternativamente, se pueden llevar a cabo las mismas transformaciones
quimicas de aminacién de arilo o heteroanio en precursores de nitnlo (o amida
primaria) que proporcionan aminas de férmula 5, después de la reduccion del nitnlo (o
amida) L.as aminas protegidas de férmula § se pueden convertir ademéas en diferentes
aminas de férmula 5 de acuerdo con métodos familiares para el experto en la técnica

o GO oyl

Disolvente inerte

La actividad in vitro de los compuestos de formula 1 se puede determinar por el
siguiente procedmiento Mas particularmente, el siguiente ensayo proporciona un
método para determinar si los compuestos de formuia 1 inhiben la actividad de la
tirosina-quinasa de la construccion FAK catalitica (410-689) El ensayo es un formato
basado en ELISA, que mide la inhibicion de fa fosforilacion de poli-glu-tyr por FAK (410-
688)

El protocolo del ensayo tiene tres partes

I Punficacidn y escisidn de His-FAK(410-689)

] Activacién de FAK410-689 (a k a FAKcd)

]| ELISA de la quinasa FAKcd
Matenales

- agarosa NI-NTA (Qiagen)

- columna XK-1 & (Amersham-Pharmacia)

- Imidazol 300 mM

- Columna preparativa Superdex 200 HiLoad 16/60 (Amersham Biotech )

- Anticuerpo Py20 conjugado con HRP anti-fosfotirosina (marcadores de
transduccion)

- FAKcd Purificada y activada en el sitio

- Sustrato de peroxidasa de micropocilo TMB (Oncogene Research Products

#CLO7)

- BSA Sigma #A3294

- Tween-20 Sigma #P1379

¥
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- DMSO Sigma #D-5879

- D-PBS Gibco #14190-037
Reactivos para la punficacién

- Tampén A HEPES 50 mM, pH 7,0,

NaCl 500 mM,

TCEP 0,1 mM

Comprimidos de coctel de inhibidor de proteasa Complete® (Roche)

- Tampén B HEPES 25 mM, pH 7,0,
NaCl 400 mM
TCEP 0,1 mM

- Tamp6én C HEPES 10 mM, pH 7,5, Sulfato aménico 200 mM TCEP 0,1 mM

Reactivos para la activacién

RS

- FAK(410-689) 3 tubos de partes alicuotas congeladas con 150 pi/tubo para un

total de 450 pl con 1,48 mg/ml (660 pg)

- His-Src(249-524) solucidon madre ~0,74 mg/ml en HEPES 10 mM, (NH4)250,

200 mM

- tampén de reaccion de Src (Upstate Biotech)

Tns-HCI 100 mM, pH 7,2,
MgCl; 125 mM,
MnClz 25 mM,
EDTA 2 mM,
NayVO, 250 uM,
DTT2mM
- coctel de Mn?*/ATP (Upstate Biotech)
MnClz 75mM
ATP 500 uM
MOPS 20 mM, pH 7,2
Na;vVO, 1 mM
O-glicerol-fosfatasa 25 mM
EGTASmMDTT 1 mM
- ATP soluciébn madre 150 mM
- MgCl; solucidn madre 1 M
-DTT soiucién madre 1 M
Reactlvos para el ELISA de la quinasa FAKcd
- Tampoén de fosfonlacién
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HEPES 50 mM, pH 7.5,
NaCl 125 mM,
MgCl. 48 mM,
- Tampén de lavado TBS + Tween-20 al 0,1%
- Tampén de bloqueo
Solucién salina tamponada con Tris,
BSA al 3%,
Tween-20 al 0,05%, filtrado
- Tampén de revestimiento de placa
Poli-Glu-Tyr 50 mg/mi (Sigma #P0275) en solucién salina tamponada
con fosfato (DPBS)
-ATP ATP 0,1 M en H,O 0 HEPES, pH 7
Nota Tampdn de ensayo de ATP
Se prepara como ATP 75 uM enPBS, de forma que hay 80 pl en
un volumen de reaccién de 120 ul = concentracion final de ATP 50 pM
l. Purificacién de His-FAKcd(410-689)

1 Se vuelven a suspender 130 g de pasta celular de baculovirus que
contiene la protelna recombinante His-FAKcd410-689 sobreexpresada en 3 volimenes
(400 ml) de Tampon A,

2 Las células se lisan con un paso por un microfluidizador

3 Se separan los restos celulares por centrifugacién a 40°C durante 35
minutos a 14 000 rpm en un rotor Sorval SLA-1500

4 El liquido sobrenadante se transfiere a un tubo impio, y se afiaden 6,0
ml de agarosa NI-NTA {(Qiagen)

5 La suspension se incuba con un balanceo suave a 40°C durante 1 hora

6 La suspensién se centnfuga a 700 x g en un rotor de paletas giratonas

7 El liquido sobrenadante se descarta y las perlas de agarosa se vuelven a
suspender en 20,0 mil de
Tampbn A

8 Las perlas se transfieren a una columna XK-16 (Amersham-Pharmacia)

conectada a un sistema de FPLC®
9 Las perias de agarosa se lavan con 5 volimenes de columna de Tamp6n
A y la columna se eluye con un gradiente por pasos de tampén A que contene imidazol

300 mM
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10 Se lleva a cabo un intercambio de tampoén de las fracciones eluidas al
Tampdn B
11 Después del intercambio de tampén, se juntan las fracciones y se aflade
tromina con una relacién 1 300 (peso/peso) y se incuba toda la noche a 13°C para
separar el marcador de His N-terminal (His-FAK410-698 - FAK410-689 (a k a FAKcd))
12 La mezcla de reaccibn se vuelve a afiadir a la columna de NI-NTA
equilibrada con Tampén A y se recoge el flujo que pasa
13 El flyo pasado por la columna se concentra a 1,7 ml y se carga
directamente en una columna preparativa Superdex 200 HiLoad 16/60 equitbrada con
tampén C La protelna deseada eluye entre 85 - 95 ml
14 La proteina FAKcd se divide en partes alicuotas y se almacena
congelada a -80°C
Il. Activacién de FAK
1 A 450 pl de FAK(410-689) 1,48 mg/mi (660 pg) se ainade lo siguiente 30
wl de His-Src(249-524) 0,037 mg/ml (1 uM)
30 ul de ATP 7,5 mM
12 pl de MgCl; 20 mM
10 pl de coctel de Mn®*/ATP (UpState Biotech )
4 pl de DTT 6,7mM
60 ul de Tampén de reaccién de Src (UpState Biotech )
2 La reaccion se incuba durante al menos 3 horas a temperatura ambiente
En el iempo to, practicamente toda la FAK(410-689) est4 fosfonlada una vez La
segunda fosforilacién es lenta En t29 (t = 120 minutes), se aflade 10 pl de ATP 150
mM
To = (Inicio) 90% de la FAK(410-889) fosforilada una vez (1 PO4)
T4 = (43 min) 65% fosfonlada una vez (1 PO4), 35% doblemente
fosforilada (2PO4)
Teo= (90 min) 45% 1 PO4, 55% 2 PO4
Tisa = 15% 1 PO4, 85% 2 PO4
Tz1e=<10% 1 PO4, >90% 2 PO4 muestra desalnizada

3 Se afiaden partes allcuotas de 180 ul del matenal deslinizado a la
columna de centrifugacién de Ni-NTA y se incuba en la columna de centnfugacidn
4 Se centrifuga a 10k rpm (microfuga), durante 5 min para asslar y recoger

el flujo que pasa a través de la columna (FAK(410-689) activada) y se separa His-Src
{capturado en la columna)
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lll. ELISA de la quinasa FAKcd

1 Placas Nunc MaxiSorp de 968 pocillos se revisten con poli-glu-tyr (pGT) con
10 pg/pocillo Se preparan 10 pg/mi de pGT en PBS y se hacen partes alicuotas de 100
pl/pocille Las placas se incuban a 37°C toda la noche, el liqudo sobrenadante se
aspira, las placas se lavan 3 veces con tampén de lavado, y se seca antes de
almacenar a 4°C

2 Se preparan soluciones madre de los compuestos 2,5 mM en DMSO al
100% Postenormente las soluciones madre se diluyen 60X de la concentracién final en
DMSO al 100%, v se diluyen 1 5 en tampdn de fosforilacién de quinasa

3 Se prepara una solucién de trabajo de ATP 75 uM en tampén de fosfonlacion
de quinasa Se afiaden 80 ul a cada pocillo para una concentracién final de ATP 50 uM

4 Se transfieren 10 pl de los compuestos diluidos (diluciones senadas 0,5log) a
cada pocillo de la placa de ensayo de pGT, poniendo cada compuesto por triplicado en
la misma placa

5 La protelna FAKcd se diluye sobre hielo a 1 1000 en tampén de fosfonlacién
de quinasa Se dispensan 30 pl por pocillo

6 Nota Para cada lote de proteina se debe determinar previamente la
hneandad y la dilucién de proteina La concentracidn de enzima seleccionada deberia
ser tal que la cuantificacidn de la sefial del ensayo fuera aproximadamente 0,8-1,0 a
una DO450, y en el intervalo lineal de la velocidad de !a reaccion

7 Se prepara tanto un testigo sin ATP (ruido) como un testigo sin compuesto
(sefial)

8 (Ruido) una fila blanco de pocillos recibe 10 ul de compuestos diluidos 1 § en
DMSO, 80 pl de tampdn de fosforilacion (menos ATP) y 30 ul de solucién de FAKed

9 (Sefal) Los pocillos testigo reciben 10 Wl de DMSO diludo 15 (menos
compuesto) en tampén de fosforilacién de quinasa, 80 ul de ATP 75 uM, y 30 il de
enzima FAKed 1 1000

10 La reaccidén se incuba a temperatura ambiente durante 15 minutos con
agitacidn suave en un agitador de placa

11 La reaccién se termina por aspiracion de la mezcla de teacciéon y lavado 3
veces con tampén de lavado

12 El anticuerpo de fosfo-tirosina conjugado con HRP (pY20HRP) se diluye a
0,250 pg/ml (1 1000 de la solucién madre) en tampén de bloqueo Se dispensan 100 ul
por pocillo, y se incuba con agitacién durante 30minata

13 El liquido sobrenadante se aspira y la placa se lava 3 veces con tampén de
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14 Se aftaden 100 ul por pocilio de solucién de TMB a temperatura ambiente
para iniciar el desarrolio del color El desarrollo de color se termina después de
aproximadamente 15-30 s por adicién de100 ul de H.S0O, 0,09 M por pocillo

15 La sefial se cuantifica por medicién de la absorbancia a 450 nm en el lector
de microplaca de BioRad o en un lector de microplaca que pueda leer a la DO450

16 La inhibicidon de la actividad de la tirosina-quinasa dara como resultado una
menor sefial de absorbancia La sefial es tipicamente 0,8-1,0 unidades DO Los valores
se describen como Clsg, concentracion uM

ELISA basado en células con FAK inducible: Protocolo final

Materiales:

Placags ant-conejo de cabra de 96 pocillos Reacti-Bind (Pierce
Product#15135Z2Z a 115,00 USD)

Anticuerpo policlonal de conejo FAKpY397 (Biosource #44624 a 315,00 USD)

IgG de conejo ChromePure, molécula entera (Jackson Laboratones #001-000-
003 a 60/25 mg USD)

Anticuerpo monoclonal de ratén con clon de aFAK 2A7 de UBI (Upstate#05-182
a 289,00 USD)

IgG anti-ratén de cabra AffinlPure conjugada con peroxidasa (Jackson Labs
#115-035-146 a 95/1,5 ml USD)

TBS SuperBlock (Pierce Product#37535ZZ a 99 USD)

Albimina de suero bovino (Sigma #A-9647 a 117,95/100 g USD)

Sustrato de peroxidasa TMB (Oncogene Research Products #CL07-100 ml a
40,00 USD)

Ortovanadato sédico NasVQ, (Sigma #S6508 a 43,95/50 g USD)

Sustrato MTT (Sigma # M-2128 a 25,85/500 mg USD)

Medio de crecamiento DMEM + FBS al 10%, P/S, Giu, Zeocina 750 pg/ml e
higromicina 50 ug/ml

(Zeocina InVitrogen #R250-05 a 725 USD y Higromicina InVitrogen #R220-05 a
150 USD)

Mifepnistona InVitrogen # HI 10-01 a 125 USD

Pelet de inhibidor de proteasa sin EDTA Complete® Boehringer Mannheim
#1873580, Protocolo basado en células de FAK para la selectvidad de fosfoFAKY397
dependiente de quinasa

Procedimiento:
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Se desarrolié un ensayo basado en c¢élulas con FAK inducible en formato ELISA
para cnbar ta sustancia quimica para identificar los inhibidores especificos de tirosina-
qunasa El ensayo basado en celulas aprovecha el mecanismo del sistema
CGeneSwitchTM (InVitrogen) para controlar de forma exégena la expresion y
fosfonilacién de FAK y el sitio de autofosfonlacion dependiente de quinasa en el resto
Y397

La inhibiciéon de la autofosforilacion dependiente de quinasa en Y387 da como
resultado una menor sefial de absorbancra a DO450 La serial tipicamente es 0,9-1,5
unidades a DO450, y el ruido cae en el intervalo de 0,08 a 0,1 unidades a DO450 Los
valores se describen como CI50, concentracion pM

El dla 1 se hace crecer A431*FAKwt en matraces T175 El dia antenor al que se
lleva a cabo el ensayo con células con FAK, se siembran las células A431-FAKwt en
medio de crecimiento en placas de 96 pocillos con fondo en U Las células se dejan
agitar a 37°, CO; al 5%, durante 6 a 8 horas antes de la inducciéon de FAK Se prepara
la solucidn madre de Mifepnstona 10 uM en etanol al 100% Posteriormente la solucién
madre se diluye a 10 X de la concentraciéon final en medio de crecmenta Se
transfieren 10 pl de esta dilucidn (concentracién final de Mifepnstona 0,1 nM) a cada
pocillo Las células se dejan agrtar a 37°C, CO; al 5% toda la noche (12 a 16 horas)
También se preparan los pocillos testigo sin la induccibn por la Mifepristona de la
expresion de FAK y fosforilacion

El dia 2, las placas anti-conejo de cabra se revisten con anticuerpo policional
FAKpY397 fosfoespecifico 3,5 ug/ml preparado en tampén de TBS SuperBlock, y ias
placas se dejan agttar en un agitador de placa a temperatura ambiente durante 2 horas
Opcionaimente, los pocillos testigo se puede revestir con anticuerpo de captura testigo
3,5 ug/ml (moléculas de IgG de conejo enteras) preparado en TBS SuperBlock Se lava
el exceso de anticuerpo FAKpY397 3 veces usando tampén Las placas revestidas con
anti-FAKpY387 se bloquean con 200 ul por pocillo de BSA al 3%/tampén de bloqueo
con Tween al 0,5% durante 1 hora a temperatura ambiente en el agitador de placa
Mientras se bloguean las placas, se preparan soluciones madre de los compuestos 5
mM en DMSO al 100% Postenormente las soluciones madre se diluyen de forma
seriada a 100X de la concentracion final en DMSO al 100% Se hace una dilucién 1 10
usando la solucidn 100X en el medio de crecimiento, y se transfieren 10 pl de las
diluciones de compuesto adecuadas a cada pocillo que contiene céiulas con FAK
inducido o testigo A431 no inducidas, durante 30 minutos a 37°C, CO; al 5% Se
prepara el tampén de lisis RIPA (Tris-HCI 50 mM, pH 7,4, NP-40 al 1%, desoxicolato-

<o 2
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Na al 0,25%, NaCl 150 mM, EDTA 1 mM, NasVO, 1 mM, NaF 1 mM, y un pelet de
inhibidor de proteasa sin EDTA Complete® por 50 ml de solucién Al final de 30 minutos
de tratamiento con compuesto, el compuesto se quita lavando 3 veces usando tampén
de lavado TBS-T Las células se isan con 100 pl/pocillo de tampén RIPA ——

De la placa revestida, se quita el tampén de bloqueo y se lava 3 veces usando
tampon de lavado TBS-T Usando un microdispensador automatico para 96 pocillos, se
transfieren 100 pl de lisato de células enteras (de |la etapa 6) a las placas revestidas
con FAKpY397 anti-conejo de cabra para capturar las protelnas fosfoFAKY397 Se
agita a temperatura ambiente durante 2 horas Las proteinas no unidas se quitan
lavando 3 veces usando tampén de lavado TBS-T Se prepara anticuerpo de deteccidn
de aFAK de UB! 0,5 pg/ml (diucién 1 2000) en BSA al 3%/tamp6én de blogqueo con
Tween al 0,5% Se dispensan 100 pl de solucion de aFAK de UBI por pocillo y se agita
durante 30 minutos a temperatura ambiente Se quita el exceso de anticuerpo aFAK de
UBI favando 3 veces usando tampdn de lavado TBS-T Se preparan 0,08 ug/mi
(diluciébn 1 5000 ) de anticuerpo anti-ratén conjugado con peroxidasa secundano (Anti-
2MHRP) Se dispensan 100 ul por pocillo de la solucion de ant-2MHRP y se agita
durante 30 minutos a temperatura ambiente Se quita el exceso de anticuerpo anti-
2MHRP lavando 3 veces con tampén de lavado TBS-T Se afiaden 100 pl por pocillo
de soluciéon de sustrato TMB a temperatura ambiente para permitir el desarrollo de
color La reaccién de TMB se termina con 100 ul por pocillo de solucién de parada de
TMB (H.SO, 0,09 M) y la sefial se cuantfica por medicidn de la absorbancia a 450 nm
an el lector de microplaca BioRad

Se Incorporan como referencia en la presente los ensayos adiclonales de
células con FAK del n° de expediente del apoderado PC11699 de Pfizer titulado
“ENSAYO DE CELULAS CON QUINASAS DE ADHESION FOCAL INDUCIBLES".

En una realzacibn prefenda, los compuestos de la presente hvencién tienen
una achividad in witro cuando se determina por un ensayo de quinasa, p e}, tal como el
que se describe en esta memona, que es menor que 500 nM Prefenblemente, los
compuestos tienen Clss menores que 25 nM en el ensayo de quinasa, y mas
preferiblemente menor que 10 nM En una realizacidn prefenda adicional, los
compuestos presentan una Clss en un ensayo basado en células con FAK, p eg], tal
como el que se descnbe en esta memona, menor que 1 UM, mas prefenblemente
menor que 100 nM, y lo mas preferiblemente menor que 25 nM
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Ademas también, el{los) siguiente(s) ensayo(s) se puede(n) usar para evaluar la
capacidad de un compuesto de la presente invencidn para inhibir la osteoporosis y/o

87

pérdida de masa dsea, como se ha descrito antes

(1) Efecto del compuesto de ensavo en el peso corporal, Composicion corporal y

densidad ésea en la rata hembra ovariectomizada e intacta vieja
Este ensayo se puede usar para ensayar los efectos de un compuesto de

ensayo en un modelo de rata hembra ovanectomizada (OVX) o intacta vieja
Protocolo del estudio

Ratas hembra Sprague-Dawley son operadas en falso u OVX a los 18 meses de
edad, mientras que un grupo de ratas es necrosado el dia 0 para servir como testigo de
los valores iniciales Un dia después de la cirugla, las ratas son tratadas con vehiculo
con compuesto de ensayo El vehiculo o compuesto de ensayo se administra dos
veces a la semana (martes y viernes) por inyeccién subcutanea (s ¢ ), admmnistrandose
el compuesto de ensayo con una dosis media de 10 miigramos por kilogramo de peso
corporal por dia (10 mg/kg/dla)

Se administra a todas las ratas inyeccidn s ¢ de 10 mg/kg de calceina (Sigma,
St Lows, MO) para el marcador 6seo fluorescente, 2 y 12 dias antes de la necropsia
El dla de la necropsia, se pesan todas las ratas tratadas con anestesia de
ketamicina/xilazina y se someten a absorciometria de rayos X de doble energia (DXA,
QDR-4500/W, Hologic Inc, Waitam, MA) equipado con software de barndo corporal
entero de rata para la determinacién de la masa corporal magra y grasa Las ratas son
necrosadas, después se hace la autopsia y se obtiene sangre por pinchazo cardiaco
La metafisis femoral distal y eje femoral de cada rata se analizan por tomografia
computenzada perfénca cuantitativa (TCCp), y se determinan el conterndo mineral
dseo volumétnico total, trabecular y cortical, y la densidad

Analisis por tomografla computenizada penfénca cuantitatva (TCCp) Los
fémures estirpados se escanean por una maquina de rayos X de TCCp (Stratec XCT
Research M, Norland Medical Systems, Fort Atkinson, WL) con software versién 5 40
Se toma una seccién transversal de 1 milimetro {mm) de grosor de la metafisis del
fémur, a 5,0 mm (metafisis femoral proximal, un sitio de hueso retcular pnncipal) y 13
mm (ejes femorales, un sitio de hueso cortical) proximal desde el extremo distal, con un
tamafio de voxel de 0,10 mm El hueso cortical se define y analiza usando un modo de
contorno 2 y modo cortical 4 Se usa un ajuste del umbral extenor de 340 mg/cm® para
distinguir el eje cortical del tejdo blando y un umbral interior de 5298 mg/cm® para
distinguir el hueso cortical de la superficie endocortical El hueso trabecular se
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determina usando el modo de piel 4 con un umbral de 655 mg/cm® para distingurr el
hueso (sub)cortical del reticular Se usa una piel concéntrica adicional de 1% del hueso
reticular definido para asegurar que se elimina el hueso (sub)corhical del andhsis El
contenido volumétrico, densidad, y 4rea se determinan tanto para el hueso trabecular
como para el cortical (Jamsa T et al, Bone 23 155-161, 1998, Ke, HZ et a!, Journal
of Bone y Mineral Research, 16 765-773, 2001)

Histologia vaginal El tejido vaginal se fija y se sumerge en parafina Se cortan
secciones de cinco micrémetros y se tiien con tinciéon de azul Alcian Se lleva a cabo el
examen histoldégico del espesor epitelial iuminai vaginal y mucopolisacandos (céiuias
secretadas) Los grupos expermentales para el protocolo son los siguientes Grupo |
Testigos de los valores iniciales

Grupo il Falso + Vehiculo

Grupo Il OVX + Vehiculo

Grupo IV OVX + Compuesto de ensayo 10 mg/kg/dia (en vehiculo)

{2) Ensayos de curacién de fracturas
(a)Ensayo de los efectos en |a curacion de fracturas después de administracién

sistémica
Técnica de fractura Ratas Sprage-Dawley de 3 meses de edad se anestesian

con ketamina Se hace una mncisidon de 1 cm en la cara anteromedial de la parte
proximal de la tibla o fémur derechos A continuacidn se descnbe la técnica quirtirgica
de la tiia La incisidn se lleva a cabo en el hueso, y se perfora un aguiero de 1 mm, 4
mm proximal de la cara distal de |a tuberosidad de la tibia, y 2 mm medial del reborde
anterior Se lieva a cabo el enclavado intramedular con un tubo de acero inoxidable de
0,8 mm (carga maxima 38,3 N, ngidez maxima 61,8 N/mm, ensayado en las mismas
condiciones que los huesos). No se lleva a cabo el fresado del canal medular Se
produce una fractura cerrada estandanzada 2 mm por encima de la articulacion
tibiofibular, mediante la torsibn de tres puntos usando unos forceps ajustables
especialmente disefiados con mordaza de extremo romo Para mimimizar el dafio del
tejdo blando, se tiene cuidado de no desplazar la fractura La piel se cierra con suturas
de nailldn de monofitamento La operacion se lleva a cabo en condiciones estériles Se
hacen radiografias de todas las fracturas inmediatamente después del enclavado, y se
excluyen las ratas con fracturas fuera de la zona diafisea especificada o con clavos
desplazados El resto de los animales se dividen aleatonamente en los siguientes
grupos, con 10-12 animales en cada subgrupo por punto de tiempo, para ensayar la
curacién de la fractura El pnmer grupo recibe dianiamente vehiculo mediante
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alimentacién por sonda (agua etanol al 100% = 95 §5) a 1 mli/rata, mientras que las
otras reciben dianamente mediante aiimentacidon por sonda de 0,01 a 100 mg/kg/dia del
compuesto que se va a ensayar (1 mi/rata) durante 10, 20, 40 y 80 dias

Los dlas 10, 20, 40 y 80, se anestesian 10 - 12 ratas de cada grupo con
ketamina y se sacnfican por desangramiento Se sacan ambos huesos tibiofibulares por
diseccion y se quita todo el tejido blando Se almacenan los huesos de 5 - 6 ratas por
grupo en etanol al 70% para los analisis histolégicos, y los huesos de otras 5-6 ratas
por cada grupo se almacenan en una solucidon de Ringer tamponada (+4°C, pH 7.4)
para las radiografias y el ensayo biomecanico que se lleva a cabo

Andlisis histoldaicos: Los métodos para el analisis histolégico del hueso
fracturado han sido publicados previamente por Mosekilde and Bak (The Effects of
Growth Hormone on Fracture Healing in Rats A Histological Descnption Bone, 14 19-
27, 1993) Brevemente, se sierra el sitio de la fractura a 8 mm desde cada lado de la
linea de fractura, se sumerge sin descalcficar en metacnlato de metilo, y se cortan
secciones frontales en un microtomo Reichert-Jung Polycut de 8 um de grosor Las
secciones medio-frontales tefiidas con tricromo de Masson (incluyendo tanto la tibia
como la fibula) se usan para visualizar la respuesta celular y tisular a la curacion de la
fractura con y sin tratamiento Las secciones tefiidas con rojo Sino se usan para
demostrar las caracteristicas de la estructura de callo y para diferenciar entre hueso
fibroso y hueso laminar en el sitio de la fractura Se llevan a cabo las siguientes
mediciones (1) hueco de la fractura - medido como la distancia mas corta entre los
extremos del hueso cortical en la fractura, (2) longitud del callo y diametro del callo, (3)
area del volumen éseo total del callo, {4) tejdo éseo por drea de tejido dentro del area
del callo, (5) tejido fibroso en el calio, y (6) drea de cartilago en el callo

Andlisis biomecénico Los métodos para el andhsis biomédico han sido
publicados previamente por Bak and Andreassen (The Effects of Aging on Fracture
Healing in Rats Calcif Tissue Int 45282-207, 1989) Brevemente, se hacen
radiografias de todas las fracturas antes del ensayo biomecanico Las propiedades
mecanicas de la curacién de las fracturas se analizan por un procedimiento de torsién
de tres o cuatro puntos destructivo Se determinan la carga maxima, ngidez, energia en
la carga maxima, desviacién con la carga méaxima, y tension maxima
b) Ensavo de los efectos en la curacion de la fractura después de administracion |

Técnica de fractura’ En el estudio se usan perros beagle hembras o machos de
aproximadamente 2 aflos de edad con anestesia Se producen fracturas radiales
transversas mediante carga lenta y continua en torsiones de tres puntos, como

Y
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descnben Lenehan et al (Lenehan, T M, Balligand, M, Nunamaker, D M , Wood, F E

“Effects of EHDP on Fracture Healing in Dogs® J Orthop Res 3 499-507, 1985) Se
pasa un cable por el sito de la fractura para asegurar la interrupcién anatémica
completa del huesa Después, la iberacidn local de agonistas de prostaglandina en el
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sitio de la fractura se logra mediante la liberacidn lenta del compuesto liberado
mediante pelets de liberacién lenta, o por administraciéon de los compuestos en una
formulacién adecuada tal como una pasta de golucién o suspensién de gel durante 10,
15, 6 20 semanas

Andlisis histoldgico Los métodos para el anahsis histoidgico del hueso
fracturado han sido descritos previamente por Peter et al (Peter, CP, Cook, WO,
Nunamaker, D M, Provost, M T, Seedor, J G, Rodan, G A “Effects of alendronate on
fracture healing and bone remodeling 1n dogs™ J Orthop Res 14 74-70, 1996) and
Mosekilde and Bak (“The Effects of Growth Hormone on Fracture Healing in Rats A
Histological Descnption® Bone, 14 19-27, 1993) Brevemente, después de sacrficarlos,
se sierra el sitio de la fractura 3 cm a cada lado de la linea de fractura, se sumerge sin
descalcificar en metacnlato de metilo, y se cortan secciones frontales de 8 ym de
grosor en un microtomo Reichert-Jung Polycut Las secciones medio-frontales tefidas
con tricromo de Masson (incluyendo tanto la tibha como la fibula) se usan para
visuahzar la respuesta celular y tisular a la curacién de la fractura con y sin tratamiento
Las secciones tefiidas con rojo Sino se usan para demostrar las caracteristicas de la
estructura de callo y para diferenciar entre hueso fibroso y hueso laminar en el sitio de
la fractura Se llevan a cabo las siguientes mediciones (1) hueco de la fractura -
medido como la distancia mas corta entre los extremos del hueso cortical en la fractura,
(2) longitud del callo y diametro del callo, (3) drea del volumen 6seo total del callo, (4)
tepdo éseo por area de tepdo dentro del drea del callo, (5) tejido fibroso en el callo, y (6)
drea de cartilago en el callo

Andlisis biomecanico Los métodos para el analsis biomédico han sido
publicados previamente por Bak and Andreassen (“The Effects of Aging on Fracture
Healng in Rats" Calcif Tissue Int 45 292-297, 1989) y Peter et al (Peter, C P, Cook,
WO, Nunamaker, DM, Provost, M T, Seedor, JG, Rodan, GA °Effects of
Alendronate On Fracture Healing And Bone Remodeling In Dogs" J Orthop Res
14 74-70, 1996) Brevemente, se hacen radiografias de todas las fracturas antes del
ensayo biomecanico Las propiedades mecanicas de la curacion de las fracturas se
analizan por procedimientos de torsibn de tres ¢ cuatro puntos destructivos Se
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determinan fa carga maxima, ngidez, energia en la carga maxima, desviacién con la
carga maxima, y tension maxima

La administracion de los compuestos de la presente invencién (en lo sucesivo
el(los) "compuesto(s) activo(s)") se puede llevar a cabo por cualquier método que
permite el suministro de los compuestos en el sitio de accidbn Estos métodos incluye
administracibn por vias oral, via intraduodenal, inyeccidn parenteral (incluyendo
intravenosa, subcutanea, intramuscular, intravascular o infusién), topica y rectal

La cantidad de compuesto activo administrada dependera del sujeto que se va a
tratar, la gravedad del trastorno o el estado, la velocidad de administracion, la
disposicion del compuesto y del criteno del médico que prescnbe Sin embargo, una
dosificacion eficaz estd en el intervalo de aproximadamente 0,001 a aproximadamente
100 mg por kg de peso corporal por dia, preferiblemente de aproximadamente 1 a
aproxmadamente 35 mg/kg/dia, en una sola dosis o dosis divididas Para un ser
humano de 70 kg, esta cantidad seria de aproximadamente 0,05 a aproximadamente 7
g/dia, preferiblemente de aproximadamente 0,2 a aproximadamente 2,5 g/dla En
algunos casos pueden ser mas adecuadas dosificaciones por debajo del limite infenor
del intervalo mencionado, mientras que en otros casos se pueden usar dosis todavia
mayores sin producir ningtin efecto secundano penudicial, con la condicién de que
dichas dosis mayores se dividan primero en vanas dosis pequefias para administrar a
lo largo del dia

El compuesto activo se puede aplicar en una terapia solo, o puede implicar una
o mas sustancias antitumorales, por ejemplo, las seleccionadas, por ejemplo, de
inhibidores mitéticos, por ejemplo, vinblastina, agentes alquilantes, por ejemplo, cis-
platino, carboplatino y ciclofosfamida; antimetabolitos, por ejemplo, S-fluorouracilo,
arabinésido de citosina e hidroxiurea, o, por ejemplo, uno de los antimetabolitos
prefendos descritos en la solicitud de patente europea n°® 239362 tal como el acido N-
(5-L-(3,4-dihidro-2-metil-4-oxoquinazolin-8-imetil)}-N-metilamino]-2-tenoif)-L-glutamico,
inhibidores del factor de crecimiento, inhibidores del ciclo celular, antibidticos
intercalantes, por ejemplo, adriamicina y bleomicina, enzimas, por ejemplo, interferdn, y
antihormonas, por ejemplo, antiestrégenos tales como Nolvadex® (tamoxifeno) o, por
ejlemplo, antiandrégenos, tales como Casodex (4'-ciano-3-(4-fluorofenilsulfonil)-2-
hidroxi-2-metil-3'-(tnfluorometil)propionaniida) Dicho tratamiento conjunto se puede
lograr mediante la dosificacién simultdnea, secuencial o separada de los componentes
individuales del tratamiento
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La composicion farmacéutica puede estar, por ejemplo, en una forma adecuada
para la administracion oral, tal como un compnmido, capsula, pildora, polvo,
formulaciones de liberacion sostenida, solucién, suspensién, para inyeccién parenteral
en forma de una solucién, suspension o emulsién esténl, para administracion tépica en
forma de una pomada o crema, o para administracién rectal en forma de un supositorio
La composicidbn farmacéutica puede estar en formas de dosfficacién unitanas
adecuadas para administracidn Gnica de dosificaciones precisas La composiciéon
farmacéutica inclurra un vehiculo o excipiente farmacéuticamente convencional y un
compuesto de acuerdo con ia invencién como un Ingrediente activo Ademas, se
pueden tnclurr otros medicamentos o agentes farmacéuticos, vehiculos, adyuvantes,
etc

Las formas de adminustracidén parenteral de ejemplo incluyen soluciones o
suspensiones de los compuestos activos en soluciones acuosas estériles, por ejemplo,
soluciones acuosas de propilenglicol o dextrosa Dichas formas de dosificacion pueden
estar tamponadas, si1 se desea

Los vehiculos farmacéuticos adecuados incluyen diluyentes o cargas inertes,
agua y dferentes disolventes organicos Las composiciones farmacéuticas, si se
desea, pueden contener ingredientes adicionales tales agentes de sabor, aglutinantes,
excipientes y similares Por lo tanto, para la admmstracion oral pueden utilizarse
comprimidos que contienen diferentes exciptentes, tales como acido citrico junto a
diferentes disgregantes tales como almidén, acido alginico y determinados silicatos
complejos y agentes aglutinantes tales como sacarosa, gelatna y acaca
Adicionalmente, a menudo son muy Utiles para la formacion de compnmidos agentes
lubncantes tales como estearato de magnesio, launisulfato de sodio y talco Las
composiciones soiidas de un tipo similar tambén pueden utihzarse en capsulas de
rellieno de gelatina blandas y duras. Por lo tanto, los matenales prefendos incluyen
lacosa o azlcar de leche y polietilenglicoles de alto peso molecular Cuando se desean
suspensiones acuosos o elixires para la administracion oral, el compuesto activo en
éstos puede combinarse con diferentes agentes edulcorantes o agentes de sabor,
colorantes y, sI se desea, agentes emulsionantes o0 agentes de suspensitn, junto con
diluyentes tales como agua, etanol, propilenglicol, glicenna, o combinaciones de estos

Se conocen métodos para preparar diferentes composiciones farmacéuticas con
una cantidad especifica de compuesto activo, 0 pueden ser evidentes para los expertos
en la técnica Por eemplo, véase Remington's Pharmaceutical Sciences, Mack
Publishing Company, Easter, Pa , 15th Edition (1975)
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detalle y ejemplifican los compuestos de la presente invencion y métodos para preparar
dichos compuestos Hay que entender que el alcance de la presente invencién no estd
imitado de ninguna forma por el alcance de los siguientes ejemplos y preparaciones
En los siguientes ejemplos, las moléculas con un solo centro quiral, salvo que se
indique lo contrario, existen en forma de una mezcla racémica Las moléculas con dos
o mas centros quirales, salvo que se indique lo contrano, existen en forma de una
mezcla racémica de diasterecisomeros Se pueden obtener enantiémeros/
distereoisémeros individuales por métodos conocidos por los expertos en la técnica

Cuando se hace referencia a la cromatografia de HPLC en las siguientes
preparaciones y ejemplos, las condiciones generales usadas, salvo que se indique lo
contrario, son las siguientes La columna usada es una columna ZORBAX® RXC18
(fabricada por Hewlett Packard) de150 mm de longitud y 4,6 mm de diametro intenor
Las muestras se hacen correr en un sistema Hewlett Packard-1100 system Se usa un
métodos de gradiente de disolvente que va de acetato aménico al 100 por cien Aampén
de acido acético (0,2 M) a acetonitnlo al 100 por cien en 10 minutos Después el
sistema se desarrolla en un ciclo de lavado con acetonitnio al 100 por cien durante 1,5
minutos y después solucidn de tampoén al 100 por cien durante 3 minutos El caudal a lo
largo de este penodo es constante a 3 ml/minuto

Ejemplos

Métodos generales
Preparacién de 5-nitro-oxindol

A una solucién de oxindol (26 g) en 100 ml de &cido sulfiinco concentrado a
-15°C, se afladi6 gota a gota acido nitrico fumante (8,4 ml) Se prestd especial atencidn
para mantener la temperatura de reaccién a -15°C. Después de completar la adicion, la
reaccion se agité durante 30 minutos y después se vertid en hielo-agua Se formé un
preciptado amarilio que se aisld por filtracidn para proporcionar 34 gramos (98%} de 5-
nitro-oxtndol

Preparacidon de S-amino-oxindol {2)

A una solucién de 5-nitro-oxindol (25 g) en 120 ml de dimetilacetamida en una
botella Par, se afadié Pd/C al 10% (0,5 g) La mezcla se hidrogené (2,8 kg/cm? de Hy)
durante 16 horas El catalizador se separ® por filtracién y el fitrado se diluy6 con éter
etihco (2 Wtros) para proporcionar el 5-amino-oxindol (10,5 g, 50%)

Preparacion de 2. 4-dicloro-5-trifluorometipintmidina (3)
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Se cargaron 5-tnfluorometiluracilo (250 g, 1,39 moles) y oxicloruro de fésforo
(655 ml, 6,94 moles, 5 equiv) en un matraz de 4 hocas de 3 litros, equipado con un
agitador supenor, un refngerante de refluyjo, un embudo de adicién y un termopar
interno El contenido se mantuvo en atmésfera de nitrégeno cuando se afiadi6 en una
porcién acido fosfénico concentrado (al 85% en peso, 95 ml, 0,1 equiv) a la
suspension, dando como resultado una reaccion exotérmica moderada Después se
afiadid gota a gota dusopropiletilamina (245 mi, 1,39 moles, 1 equiv) en 15 minutos a
una velocidad tal que la temperatura interna de la reaccion alcanzara 85-90°C al final
de la adicién Al final de fa adicidon de la amina, ia mezcia de reaccidén era una solucién
naranja claro homogénea Se inici6 el calentamiento y la solucibn naranja se mantuvo a
100°C durante 20 horas, momento en el que el analisis por HPLC de la mezcla de
reaccion indicd que se habla consumido el matenal de partida Se quité el
calentamiento externo y el conterudo del matraz se enfné a 40°C y después se afladid
gota a gota a una mezcla enfnada de HCI 3 N (5 Iitros, 10 equiv ) y éter dietilico (2
Iitros), manteniendo la temperatura del recipiente de inactivacion entre 10 y 15°C Las
capas se separaron, y la capa acuosa se extrajo una vez con éter etilico (1 Itro) Las
capas organicas se combinaron, se lavaron con agua hasta que los lavados fueron
neutros {lavados 5 x 1,5 ltros), se secaron con MgSQ, y se concentraron para
proporcionar 288 g (95% de rendimiento) de un aceite amarnllo-naranja claro de 96% de
pureza (HPLC) Este matenal se puede purficar mas por destilacién (pe. 109°C a 79
mm de Hg)

Preparacibn de la _5-(4-Cloro-5-trifluorometil-pinmidin-2-ilamino)-1,3-dihidr
indol-2-ona (4}

A una solucién de 5-tnfluorometil-2,4-dicloropinmichna (214,8 g, 0,921 moles) en
DCEABUOH 1 1 (1,240 Iitros) se afadid solucidén de cloruro de cinc en éter etilico 1 M
(1 eq, 0,921 Itros) Después de 0,5 horas, se afiadid 5-amino-oxindol (124 g, 0,837
moles) seguido de tnetlamina (129,4 mi, 0,921 moles) manteniendo la temperatura a
25°C La reaccién se dejo agitar a temperatura ambiente toda la noche, y después se
concentrd y el producto se tnturé en metanol para dar un sélido amanllo (224,3 g, 82%)
RMN 'H (DMSO-dg, 400 MHz) 3,29 (s, 2H), 6,78 (d, J = 7.9 Hz, 2H), 7,39 (d, J = 8,3
Hz), 7,51 (s ancho, 1 H), 8,71 (s, 1 H), 10,33 (s, 1 H), 10,49 (s, 1 H) RMN *C (DMSO-
d6, 100 MHz) 177.0, 161,3, 158,7 (ancho), 140,7, 132,8, 126,98, 123,7 (c, J = 268 Hz),
121,0, 118,7, 111,2 (¢, J = 32 Hz), 109,6, 36,7, HPLC ttempo de retencién 5,759 min
LRMS (M+) 329,1, 331,1

K)
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A una solucién de DCE/alcohol t-BuOH 1 1 (relacién 1 1, 4 ml) y 5-(4-cloro-5-
tnfluorometil-pinmdin-2-ilamino)-1,3-dthidro-indol-2-ona (0,15 g, 0,458 mmoles) se
afiadid (R)(+) alfa-fenetil-amina (0,071 ml, 0,547 mmoles) y dusopropil-etil-amina (0,081
mi, 0,456 mmoles) La solucién resultante se agité en atmésfera de nitrégeno y se
calentd a B0°C durante 16 horas La reaccion se enfné a temperatura ambiente, se
diluyd con ~10 ml de una mezcla de diclorometano y metanol 1 1 seguido de la adicién
de 0,5 g de MP-carbonato La mezcla resultante se agité, filtrd, concentré y se purificé
por cromatografia en gel de silice (relacién de cloroformo/metanci/hidréxido aménico
concentrado 97 2,8 0,3) El compuesto del titulo deseado se obtuvo en forma de un
solido blanco (0,021 g, 11%) HPLC tiempo de retencion 6,46 min LRMS (M+) 4134

Los siguientes compuestos de la nvencion se prepararon calentando
cloropinmidina (4) con una amina adecuada como en el Ejemplo 1 Las aminas usadas
en estas reacciones se obtuvieron en el comercio y se usaron como se recibieron, o
alternativamente se pudieron preparar por métodos sintéticos comunes para aminas
conocidas por los expertos en la técica Salvo que se indique lo contrano, los
compuestos que tienen centros quirales se prepararon en forma de mezclas racémicas
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Tabla 1 Compuestos preparados por el método del Ejemplo 1

)

T:el-ri:pl;c? de Datos de
Nombre del compuesto EM
retencién (M+H)
{min)

N-(1-Metil-1-fenil-etil)-3-{[2-(2-ox0-2,3-ditudro-1H-
iIndol-5-llamino)-5-tnfluorometi-pinmidin-4-lamino}- 6,46 597.,5
metil}-bencenosulfonamida
3-{[2-(2-Oxo-2,3-dihidro-1H-indol-5-lamino)-5-
trifluorometil-pinmidin-4-ilamino]-metil}- 4,87 479,1
bencenosulfonamida
5-{4-[3-(Tnfluoro-metanosulfonil)-bencilamino]-5-
tnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 6,35 532,1
ona
5-{4-[(Pipendin-3-iimetil)-amino)-5-tnfluorometil- 374 407.3
pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' '
5-{4-[(1-Metanosulfonii-pipendin-3-iimetil)-amina}-5- 591 485.2
trifluorometil-pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' '
N-(3-{[2-(2-Ox0-2,3-dihidro-1H-indol-5-1lamino)-5-
trifluorometil-pinmidin-4-ilamino}-metif}-fenil)- 5,22 493.3
metanosulfonamida
3-Ox0-3-(3-{[2-(2-0x0-2,3-dimdro-1H-indol-5-lamino)-
5-triflucrometil-pinmidin-4-ilamino}-metil}-pipendin-1- 4,92 4743
il)-propionitrilo
5-{4[3-(1,1-Dioxo-1N -i1sotiazolidin-2-il)-propilamino]-
5-tnifluorometil-pinmidin-2-ilamino}-1,3-dildro-indol-2- 4,89 4711
oha
5-[4-(2-Metil-butilamino)-5-trifluorometil-pinmidin-2-
lamino}-1,3-dihidro-indol-2-ona 653 |3803
5-{4-[(1-Metanosulfonil-piperidin-2-iimetil)- amino}-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 5,17 485,3
ona
N-{2-[2-(2-Oxo0-2,3-dihidro-1H-indol-5-1lamino)-5-
tnfluorometil-pinmidin-4-ilamino}-etil}- 4,38 431,2
metanosulfonamida
N<{4-[2-(2-Oxo-2,3-dihidro-1H-indol-5-1lamino)-5-
tnfluorometil-pinmidin-4-ilamino}-butil}- 4,78 459,3
metanosulfonamida
5-{4-[(1-Metanosulfonil-pipendin-4-lmeti)-amino]-5-
trifluorometil-pirimidin-2-ilamino}-1,3-dihidro-indol-2- 5,22 485,3
oha
N-Metil-N{2-[2-(2-ox0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluorometil-pinmidin-4-lamino}-etil}- 4,81 445 1
metanosulfonamida
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T:nf;laf de |Datos de
Nombre del compuesto EM
retenciéon (M+H)
(min)

Ester de 3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)-
5-tnfluorometil-pinmidin-4-ilamino]-metil}-fenilo del 5,67 494 1
acido metanosulfénico
N-{3-[2-(2-Oxo0-2,3-dihidro-1H-indol-5-ilamino})-5-
trifluorometil-pinimidin-4-llamino}-propil}- 4,58 445,1
metanosulfonamida
5-{4-[(4-Metanosulfonil-morfolin-2-iimetil}-aming}-5- 4.87 4872
trifluorometil-pinmidin-2-ilaminc}-1,3-dihidro-indol-2-ona ’ '
N-(4-Fluoro-3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-
5-tnfluorometil-pirmidin-4-ilamino]-metil}-fenil)- 5,29 5111
metancsulfonamida
5-{4-[(5-Oxo-morfolin-2-imetl)-amino}-5-trfluorometil- 412 4233
pinmidin-2-ilamino}-1,3-dthidro-indol-2-ona ' '
N-(4-Metoxt-3{[2-(2-0x0-2, 3-dihidro-1H-indol-5-llamino)-
5-tnfluorometil-pinmidin-4-ilamino}-metil}-fenit)- 5,38 523,2
metanosulfonamida
N-(4-Metl-3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-
trifluorometil-pinmidin-4-ilamino}-meti}-fenil)- 5,30 507,2
metanosulfonamida
5-{4(3-Metanosulfonimetil-bencilamino)-5-trfluorometil- 514 492 2
pinmidin-2-lamino]-1,3-dihidro-indol-2-ona ' '
5-{4-[(4-Trfluoroaceti-morfolin-2-imetl)-aminoc}-5- 5.64 505 1
trifluorometil-pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ! '
5-{4-(1-Metanosulfonil-azetidin-3-imetil)-amino}-5- 4.76 457 2
trfluorometil-pinmidin-24lamino}-1,3-dihidro-indol-2-ona ’ '
N-Metil-N-(4-metil-3<{[2+2-0x0-2, 3-dihidro-1H-indol-5-
llamino)-5-tnfluorometi-pinmidin-4-tlamino}-metil}-fenil)- 6,66 521,3
metanosulfonamida
5{4-[(1-Metanosulfonil-pirrolidin-3-imetil}-amino]-5- 4.97 4712
tnfluorometil-pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' '
N-Metil-N{3-{2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-
trifluorometil-pimidin-4-laminoc}-propil}- 5,02 4592
metanosulfonamida
54{4-{2-(1-Metanosulfonil-pipendin-2-il)-etilamino}-5- 5.71 400 4
trifluorometi-pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' '
5-4{4-[(4-Metanosulfonil-piridin-2-itmetil)-amino}-5- 468 4791
trfluorometi-pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' '
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Nombre del compuesto P EM
retencién (M+H)
{min)

Ester de terc-butilo del 4cido {2,2-dmetil-3-{2-(2-0x0-2,3-
dihidro-1H-indol-5-lamino)-5-tnfluorometil-pinmidin-4- 7,01 4950
ilamino}-propif}-carbamico
5-{4-(3-Isopropoxi-propilamino)-5-trifluorometi-pinmidin- 6.27 410.4
2-tamino}-1,3-dihidro-indol-2-ona ’ '
5-{4-{(1-Metil-pipendin-3-iimetil}-amino]-5-trfluorometil- 371 4210
pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' '
5-{4-{(Tetrahidro-piran-4-iimetil)-amino}-5-trifluorometil- 516 408.3
pinmidin-2-tamino}-1,3-dihidro-indol-2-ona ' '
5-[4-(2-Etl-butilamino)-5-tnflucrometil-pinmidin-2- 6.95 304 3
lamino}-1,3-dihidro-indol-2-ona ' '
5-{4-(Tetrahidro-furan-2R-iimetil)-amino}-5-trflucrometil- 5 30 394 3
pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' '
5-{4-[(Tetralidro-furan-2S-iimetil)-amino]-5-tnflucrometil- 5 30 304 3
pinmidin-2-llamino}-1,3-dihidro-indol-2-ona ' '
5-{4-[(5-Metil-furan-2-iimetil)-amino}-5-trifluorometil- 5 08 404 2
pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' '
5-{4-[(1-Metanosulfonil-pirrolidin-2-iimetil}-amino]-5-
tnfluorometil-pinmidin-2-lammo}-1,3-dihidro-indol-2- 5,08 471,3
ona
5-{4-[(Adamantan-2-iimetil)-amino]-5-trifluorometil- 7 89 458.3
pirimidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-{4-[(Adamantan-2-iimetl)-amino]-5-trifluorometl- 520 473.3
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-[4-(2-Metoxi-2-metil-propilamino)-5-trifluorometil- 587 396.3
pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ’ '
5-{4-[(endo-Bicicio[2.2.1]hept-5-en-2-iimetil)-amino}-5-
trifluorometil-pinmidin-2-laminc}-1,3-dihidro-indol-2- 6.74 416,3
oha
Ester de dmetilo del acido (3-{[2-(2-0x0-2,3-dihidro-
1H-indol-5-1lamino)-5-trifluorometil-pinmidin-4- 5,03 5222
ilamino}-metil}-bencil)-fosfénico
5-[4-(3-Metil-butilamino)-5-trifluorometil-pirrimidin-2-
ilamino}-1,3-dihidro-indoi-2-ona 6.87 380,2
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T|:rr|1= Lc? de Datos de
Nombre del compuesto p EM
retencién (M+H)
(min)

5-{4-[(2-Hidroxi-ciclohexiimetil)-amino}-5-
tnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 6,66 4222
ona
N-(4-Metoxi-3{[2-(2-0x0-2,3-dihidro-1H-indol-5-
Ilamino)-5-trifluorometil-pinimidin-4-ilamino]-metil}- 5,69 5372
fenil)-N-metil-metanosulfonamida
5-{4-[(4-Etanosulfonil-morfolin-2-iimetl)-amino]-5-
tnfluorometil-pirmidin-2-lamino}-1,3-dihidro-indol-2- 5,11 501,3
ona
5-(4-{[4-(Propano-2-sulfonil)-morfolin-2-iimetil]-
amino}-5-tnfluorometil-pinmidin-2-ilamino)-1,3- 5,35 515,2
dihidro-indol-2-ona
5-{4-[(4-Acetil-morfolin-2-iimetil)-amino]-5-
trfiluorometil-pinmidin-2-lamino}-1,3-dihidro-indo)-2- 4,43 451,2
ona
5-{4-[(4-Propionil-morfolin-2-imetil}-amino}-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 4,74 465,2
ona
5-(4-{[4-(2,2-Dimetil-propionil)-morfolin-2-imetil]-
amino}-5-triflucrometi-pinmidin-2-ilamino)-1, 3-ditudro- 543 493,2
indol-2-ona
Ester de metilo del 4cido 2-{2-(2-oxo-2,3-dihidro-1H-
indol-5-lamino)-5-trifluorometil-pinmidin-4-ilamino}- 5,04 467,2
metil}-morfolina-4-carboxilico
5-{4-[(4-Metoxiaceti-morfoiin-2-iimetil)-amno}-5- 4.44 4812
tnfluorometi-pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-[4-(3-Etanosulfonil-bencilamino)-5-trifluorometil- 536 492.3
pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' !
5-{4-[(4-Metanosulfonil-morfolin-2R-imetil)-amino]-5-
trnfluorometil-pirimidin-2-ilamino}-1,3-dihdro-indol-2- 4,84 487,3
ona
5-{4-[(4-Metanosulfonil-morfolin-2S-1imetil)-amino]-5-
tnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 4,86 487,3
ona
5-{4-[(Pinmidin-2-1imetil)-amino]-5-trifluorometil- 453 402.3
pinmidin-2-ilamino}-1,3-dthidro-indol-2-ona ! !
5-{4-[(Pirazin-2-iimetil)-amino}-5-tnfiuorometil- 4.42 402.1
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
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Nombre del compuesto P EM
retencion (M+H)
(min)

N-(4-Fluoro-3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-trifluorometil-pinmidin-4-ilamino}-metil}- 5,65 523,3
fenil)-N-metil-metanosulfonamida
5-{4-[(1-Metanosulfonil-piperidin-3-imetil)-amino}-5- 517 485.3
trfluorometil-pinmidin-2-famino}-1,3-dihidro-indol-2-ona ) !
5-{4-[(4-Isobutiril-morfolin-2-imetil)-amino]-5-
trifluorometil-pinmidin-2-lamino}-1,3-dihidro-indol-2- 5,03 479,2
ona
5-[4-(3,3-Dimetil-2-oxo-butilamino)-5-trifiuorometil- 6.00 408.2
pinmidin-2-ilamino]-1,3-dihidro-indol-2-ona ! '
5-[4-(1,2-Dimetil-propilamino)-5-tnfluorometil- 6.65 380.3
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' ’
5-[4-(2-Metoxi-1-metil-etilamino)-5-trifluorometil- 5 57 382 3
pirmidin-2-llamino]-1,3-dihidro-indol-2-ona ! '
5{4-[2-(1,1-Dioxo-1 D®-1sotiazolidin-2-il)-etlamino)-5-
tnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 4,59 4573
ona
5-[4-(3-Metilamino-propilamino)-5-trifluorometil- 3.47 3813
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' !
5-{4-[(Pindin-3-1lmetil)-amino]-5-tnflucrometil- 462 401.3
pirimidin-2-ilamino}-1,3-dihidro-indol-2-ona ’ '
5-{4-[(6-Metanosulfonil-pindin-2-iimetil)-amino]-5-
tnfluorometil-pirimidin-2-ilamino}-1,3-dihidro-indol-2- 4.89 4793
onha
5-{4-[3-(1,1-Dioxo-1,1,6-isotiazolidin-2-1l)-
bencilamino]-5-trifiucrometil-pinmidin-2-ilamino}-1,3- 5,45 518,2
dihidro-indol-2-ona
5-[4-(1 R-Fenil-etilamno)-5-trifluorometil-pirnmidin-2- 6.42 414.4
ilamino]-1,3-dihidro-indol-2-ona ' ’
5-(4-Isopropilamino-5-trifluorometil-pinmidin-2-
ilamino)-1,3-dihidro-indoi-2-ona 5.84 352,2
5-(4R-sec-Butilamino-5-tnfluorometil-pinmidin-2-
ilamino)-1,3-dihidro-indol-2-ona 6,22 366,2
5-(4S-sec-Butilamino-5-tnfluorometil-pinmidin-2-
ilamino)-1,3-dihidro-indol-2-ona 6,23 366,2
5-[4-(2-Metilaminc-etilamino)-5-trifluorometil-pinmidin-
2-lamino}-1,3-dihidro-indol-2-ona 329 13673
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Tompe de |Datos de
Nombre del compuesto P EM
retencién (M+H)
(min})

5-[4-(1S-Fenil-etilamino)-5-trifluorometil-pinmidin-2-
ilamino]-1,3-dihidro-indol-2-ona 6,42 4143
5-{4-[(2-Metanosulfonilmetil-tiazol-4-lmetil)-amino]-5-
tnfluorometil-pirimidin-2-ilamino}-1,3-dihidro-indol-2- 4,72 4983
ona
5-(4-Propilamino-5-trifluorometi-pinmidin-2-illamino)-
1,3-dihidro-indol-2-ona 501 3522
5-[4-(2-Hidroxi-1 -metil-etilamino)-S-tnfluorometil- 4.49 368.2
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ’ '
5-[4-(1-Hidroximetil-propilamino)-5-tnfluorometil- 485 382 2
pirimidin-2-lamino}-1,3-dihidro-indol-2-ona : '
5{4-[(5-Metanosulfonil-pindin-3-iimetil)-amino]-5-
triflucrometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 4,55 4794
ona
5{4-{(Pindin-4-ilmetil)-amino}-5-trifluorometil- 449 4012
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-[4-(1,3-Dimetil-butilamino)-5-tnfluorometil-pinmidin-
2-1lamino]-1,3-dihidro-indol-2-ona ‘ 6.99 394.3
N-Isopropil-N-{3-[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-trifluorometil-pinmidin-4-ilamino]-propil}- 5,12 487.3
metanosulfonamida
5-[4-(1S-Hidroximetil-2-metil-propilamino)-5-
trifluorometil-pinmidin-2-lamino]-1,3-dihidro-indol-2- 5,23 396,3
ona
N-ciclohexil-N-{3-[2-(2-0x0-2, 3-dihidro-1H-indol-5-
ilammno)-5-triflucrometi-pinmidin-4-ilamino]-propil}- 6,24 5272
metanosulfonamida
5-[4-(1,2,3,4-Tetrahidro-naftalen-1-lamino)-5-
tnflucrometil-pinmidin-2-lamino}-1,3-dihidro-indol-2- 4404 7,17
onha
5-{4-[(1-Metanosulfonil-pirrohdin-2S-iimetil)-aminc]-5- 507 4712
trifluorometi-pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' '
5-{4-[(3-Metil-tiofen-2-1imetil)-amino}-5-trifluorometil- 6.18 420.4
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
54{4-[(1-Metanosulfonil-pirrohdin-3R-limetil}-amino}-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 4,95 4712
ona
5-[4-(2-Hidroxi-1S-fenil-etilamino)-5-trifluorometil- 528 430.3

pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona
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T|:nl: Lf de Datos de
Nombre del compuesto P EM
retencién (M+H)
(min)

5-[4-(2-Hidroxi-1S-metil-etilamino)-5-trifluorometil- 4 49 268.3
pinmidin-2-lamino]-1,3-dihidro-indol-2-ona ' '
5-[4-(1R-Hidroximetil-propilamino)-5-trifluorometil- 485 382 2
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-[4-(1-Pinmidin-4-il-etilamino)-5-trifluorometil- 484 416.3
pinmidin-2-llamino}-1,3-dihidro-indol-2-ona ' ’
5-[4-(1,1-Dioxo-tetrahidro-1-tiofen-3-ilamino)-5- 467 426.3
trifluorometi-pinmidin-2-ilamino]-1,3-dihidro-indo)-2-ona ! '
5{4-[(1 H-Imidazol-2-Iimetil)-amino]-5-triflucrometil- 397 290.3
pirimidin-2-llamino}-1,3-dihidro-indol-2-ona ' '
5-{4-(2-Piperidin-2-1l-etdamino)-5-trfluorometil- 379 4214
pinmidin-2-llamino}-1,3-dihidro-indol-2-ona ! '
5-[4-(Isobutil-metil-amino)-5-trifluorometil-pinmidin-2-
ilamino]-1,3-dihidro-indol-2-ona 6.82 3803
N-Metil-N-(3{[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-trifluorometil-pinmidin-4-ilamino]-metil}- 5,49 507.,4
fenil)-metanosulfonamida
N-Etil-N-(3{[2-(2-ox0-2,3-dihidro-1H-indol-5-Ilamino)-
5-trnifluorometil-pinmidin-4-ilamino}-metil}-fenil)- 5,67 521,3
metanosulfonamida
5-[4-(2-Metanosulfonil-bencilamino)-S-trifluorometil- 547 478.2
pinmidin-2-ilamino]-1,3-dihidro-indol-2-ona ' ’
N-Isopropil-N-{3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
lamino)-5-tnflucrometil-pinmidin-4-ilamino]-meti}- 5,81 535,3
fenil)-metanosulfonamida
5-{4-[(3,4,5,6-Tetrahidro-2H-{1,2']bipindinil-3-imetil)-
amino}-5-trifluorometil-pirnmidin-2-ilamino}-1,3- 5,79 4843
dihidro-indo)-2-ona
5-{4-[(1-Pinmidin-2-1l-pipendin-3-iimetl)-amino}-5-
trfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 8,17 4853
ona
5-4{4-[2R-(1-Metanosulfonil-piperidin-2-if)-etilamino}-5- 570 499 4
trfluorometil-pirimidin-2-laminc}-1,3-dihidro-indol-2-ona ' '
5-{4{2S-(1-Metanosulfonil-pipendin-2-il-etlamino]-5- 570 499 .4

trifluorometil-pirimidin-2-ilamino}-1,3-dihidro-indol-2-ona
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HPLC

Datos de
Nombre del compuesto Tiempo de EM
retencion (M+H)
(min)

5-[4-(3-Metilsuifanil-propilamino)-5-trifluorometil- 5 83 2982
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-[4-(1 S-Hidroximetil-3-metilsulfamil-propilaminc)-5-
tnfluorometil-pirmidin-2-ilamino}-1,3-dihidro-indol-2- 5,02 428,2
ona
5-[4-(2-Hidroxi-1 R-metil-etilamino)-5-trifluorometil- 4.49 368.3
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-[4-(1 R-Hidroximetil-2-metil-propilamino)-5-
trifluorometii-pinmidin-2-ilamino]-1,3-dihidro-indol-2- 5,23 396,4
ona
N-Etil-N-{3-[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-
5-tnfluorometil-pinmidin-4-ilamino]-propil}- 5,31 473,3
metanosulfonamida
5-{4-{(1-Metanosulfonil-pirrolidin-3R-iimetil)-amino]-5-
trifluorometil-pinmidin-2-lamino}-1,3-dithidro-indol-2- 4 94 4714
ona
5-[4-(1S-Hidroximetil-propilamino)-5-trifluorometii- 4 88 382 3
pinmidin-2-lamino]-1,3-dihidro-indol-2-ona ' '
5-[4-(3,5-Dinitro-bencilamino)-5-trifluorometil- 6.04 490.1
pirmidin-2-ilaminoi-1,3-dihidro-indol-2-ona ' '
N-(2-{[2-(2-Ox0-2,3-dihidro~-1H-indol-5-1lamino)-5-
tnfluorometil-pinmidin-4-lamino}-metil}-fenil)- 5,84 4931
metanosulfonamida
N-Isopropil-N-{2-[2-(2-0x0-2,3-dihidro-1H-indo!-5-
ilamino)-5-trifluorometil-pinmidin-4-lamino]-etil}- 5,37 4733
metanosulfonamida
5-[4-(2-Hidroxi-1-fenil-etilamino)-5-trifluorometil- 529 4303
pirmidin-2-lamino}-1,3-dihidro-indol-2-ona ' !
5-[4-(1 R-Hidroximetil-3-metil-butilamino)-5-
tnfluorometil-pinmidin-2-llamino}-1,3-dihidro-indol-2- 5,59 4104
ona
5-[4-(1 S-Hidroximetil-3-metil-butilamino)-5-
triifluorometil-pinmidin-2-ilamino]-1,3-dihidro-indol-2- 5,59 410,4
ona
5-{4-{(1-Metanosulifonil-pipendin-2S-iimetil)-amino)-5-
trifluorometil-pinmidin-2-1lamino}-1,3-dihidro-indol-2- 5,16 485,3
ona
5-{4-[(1-Metanosulfonil-pirrolidin-2R-iimetil}-amino}-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 5,08 4713

ona
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5-[4-(Metil-pindin-2-iimetil-amino)-5-trifluorometil- 537 415.3
pinmidin-2-llamino}-1,3-dihidro-indol-2-ona ' ’
5-{4-[(3-metanosulfonil-bencil)-metil-amino]}-5-
tnfluorometil-pinmidin-2-ilamino}-1,3-ditudro-indol-2- 5,66 492.3
ona,
N-Metil-N-(2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-5-
tnfluorometil-pinmidin-4-ilamino}-metil}-fenil)- 5,63 507,3
metanosulfonamida
5-[4-(Metil-pindin-3-limetil-amino)-5-trifluorometil- 525 415.4
pirmidin-2-amino]-1,3-dihidro-indol-2-ona ' !
5-{4-[(1-Metanosulfonil-pipendin-3-limetil)-meti-
amino}-5-trifluorometil-pinmidin-2-ilammo}-1,3-dihidro- 5,69 499 4
indol-2-ona
5-[4-(Metil-pindin-4-imetil-amino)-5-trifluorometil- 512 4153
pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' '
5-(4-Ciclopentilamino-5-tnfluorometil-pinmidin-2-
llamino)-1,3-dihidro-indol-2-ona 6,47 3783
5-[4-(2,6-Dimetoxi-bencilamino)-5-trifluorometii- 6.78 460.3
pirimidin-2-ilamino]-1,3-dihidro-indol-2-ona ' ’
5{4-[(1,5-Dimetil-1H-pirazol-3-Iimetl)-amino}-5-
tnfluorometil-pirimidin-2-ilamino}-1,3-dihidro-indol-2- 4,99 418,3
ona
5-[4-(2-Imidazol-1-il-etlamino)-5-trifluorometil-
pinmidin-2-ilamino]-1,3-dihidro-indol-2-ona 3,58 404,2
5-{4-[(Pindin-2-1imetil)-amino]-5-tnfluorometil-
primidin-2-lamino}-1,3-dihidro-indol-2-ona 4.95 401.4
5-[5-Trfluorometil-4-(2-tnfluorometil-bencilamino)- 6.57 468.2
pirimidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-{4-[(3-Metil-pindin-2-iimetil)-amino]-5-trifluorometil- 6.07 4153
pirimidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-{4-(3-Metanosulfonil-bencilamino)-5-trifluorometil- 516 478.2
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-{4-[2-(1-Acetil-pipendin-2-il)-etilamino]-5-
tnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 5,22 4634

ona
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5-{4-[2-(1-Propionil-piperidin-2-il)-etilamino}-5-
trnfluorometil-pinmidin-2-1lamino}-1,3-dihidro-indol-2- 5,65 477 .4
ona
5-{4-[2-(1-Ciclopropanocarbonil-piperndin-2-il)-
etilamino]-5-trifluorometil-pinmidin-2-ilamino}-1,3- 5,86 489 4
dihidro-indol-2-ona
5-{4-{2-(1-Isobutinl-pipendin-2-1l)-etiiamino]-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 6,07 4913
ona
5-{4-[2-(1-Butinl-pipendin-2-il)-etilamino}-5-
trfluorometil-pinmidin-2-itamino}-1,3-dihidro-indol-2- 5,99 4914
ona
5-{4-[2-(1-Metoxiacetl-pipendin-2-i)-etilamino)-5-
trifluorometil-pinmidin-2-ilamino}-1 ,3-dihidro-indol-2- 5,19 493 4
ona
5-{4-[2-(1-Ciclobutanocarbonil-pipendin-2-il)-
etilamino}-5-trifluorometil-pinmidin-2-lamino}-1 ,3- 6,31 503,4
dihidro-indol-2-ona
N-Metil-N-{3-[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)- 447 4233
5-tnfluorometil-pinmidin-4-ilamino]-propil}-acetamida ! '
N-Metil-N{3-[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-
5-trifluorometil-pinmidin-4-ilamino]-propil}- 4,89 437,45
propionamida
Metil{3-[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-
trifluorometil-pinmidin-4-ilamino}-propil}-amida del 5,07 4493
acido clicopropanocarboxilico
N-Metil-N{3-[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-
5-tnfluorometil-pirimidin-4-ilamino]-propil}- 5.24 451,3
Isobutiramida
N-Metil-N-{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)- 595 4514
S-tnfluorometil-pirimidin-4-ilamino]-propil}-butiramida ! !
2-Metoxi-N-metil-N-{3{2-(2-ox0-2,3-dihidro-1H-indol-
5-lamino)-5-trifluorometil-pinmidin-4-ilamino}-propil}- 447 4533
acetamida
Metil{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)-5-
trifluorometil-pirimidin-4-ilamino]-propil}-amida del 5,48 463 4
acido ciclobutanocarboxilico
2,2 N-Trimetil-N-{3-[2-(2-ox0-2,3-dihidro-1H-Indol-5-
ilamino)-5-triflucrometil-pinmidin-4-ilamino]-propil}- 5,80 465,3
propionamida
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2 N-Dimetil-N-{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-
ilamino)-5-trfluorometil-pinmidin-4-ilamino}-propil}- 5,65 465,3
butiramida
N-Metil-N<{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-llamino)- 538 485.3
5-trifluorometil-pinmidin-4-ilamino}-propil}-benzamida ' !
Metil{3-[2-(2-o0x0-2,3-dihidro-1H-indol-5-Ilamino)-5-
tnfluorometil-pinmidin-4-ilamino]-propil}-amida del 4,91 476,2
acido 1soxazol-5-carboxilico
Metil{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-1amino)-5-
tnfluorometil-pirimidin-4-llamino]-propil}-amida del 4,78 494 3
acido morfolina-4-carboxilico
Metil-{3-[2-(2-0x0-2,3-dihidro-1H-Iindol-5-llamino)-5-
trifluorometil-pinmidin-4-ilamino}-propil}-amida del 5,29 473,3
acido etanosulfénico
Metil-{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-
trifluorometil-pirimidin-4-ilamino]-propii}-amida del 5,71 487 3
aAcido propano-1-suifénico
1,1,3-Trimetil-3-{3-[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluorometil-pinmidin-4-ilamino}l-propil}- 5,63 488,3
sulfonilurea
2,2,2-Trfluoro-N-metil-N-{3-[2-(2-ox0-2,3-dihidro-1H-
indol-5-1lamino)-5-tnifluorometil-pinmidin-4-ilamino]- 5,80 4772
propil}-acetamida
N-Metil-N-{2-[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)- 423 409.2
5-trifluorometil-pinmidin-4-ilamino}-etif}-acetamida ' '
N-Metil-N-{2-[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)- 461 423.2
5-tnflucrometil-pinmidin-4-ilamino}-etil}-propionamida ' '
Metil{2-[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-
trfluorometil-pinmidin-4-ilamino}-etil}-amida del acido 4,77 4352
ciclopropano-carboxilico
N-Metil-N-{2-[2-(2-ox0-2,3-dihidro-1H-indol-5-llamino)- 494 4372
5-tnfluorometil-pinmidin-4-laming}-etil}-isobutiramida ’ !
N-Metil-N<{2-[2-(2-ox0-2, 3-dihidro-1H-indol-5-Ilamino)- 4.95 4372
5-trifluorometil-pinmidin-4-ilamino}-etil}-butiramida ' ’
2-Metoxi-N-metil-N-{2-[2-(2-ox0-2,3-dihidro-1H-indol-
5-ilamino)-5-trifluorometil-pinmidin-4-ilamino}-etl}- 4.21 439,2
acetamida
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Metil-{2-[2-(2-0x0-2, 3-dthidro-1H-indol-5-llamino)-5-
tnfluorometil-pinmidin-4-ilamino]-etil}-amida del acido 5,17 449,3
ciclobutanocarboxilico
2,2,N-Tnmeti-N-{2-[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluorometil-pinmidin-4-ilamino]-etil}- 5,57 451.4
propionamida
2,N-Dimeti-N-4{2-[2-(2-0x0-2,3-dihidro-1H-indol-5-
Ilamino)-5-trifiuorometil-pinmidin-4-lamino]-etil}- 5,26 4514
butiramida
N-Metil-N-{2-[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)- 4.80 4713
5-trifluorometil-pinmidin-4-tlamino}-etil}-benzamida ’ '
Metil{2-[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-
tnfluorometil-pinmidin-4-ilamino}-etil}-amida del acido 4,51 462,3
1soxazol-5-carboxilico
Metil-{2-[2-(2-0x0-2,3-dihidro-1H-Indol-5-Ilamino)-5-
trifluorometil-pirmidin-4-ilamino}-etil}-amida del acido 4,41 480,3
morfolna-4-carboxilico
N-Metil-N{2-[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-
S-trifluorometil-pinmidin-4-llamino]-etil}- 477 445,1
metanosulfonamida
Metil{2-[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-
trifluorometi-pinmidin-4-lamino]-etil}-amida del acido 5,03 459 2
etanosulfénico
Metil-{2-[2-(2-ox0-2,3-dihidro-1H-Indol-5-llamino)-5-
triftuorometil-pinmidin-4-laminol-etil}-amida del acido 544 473,3
propano-1-sulfénico
1.1,3-Tnmetil-3-{2-{2-(2-o0x0-2,3-dihidro-1H-indol-5-
Ilamino)-5-trifluorometil-pimidin-4-laminoj-etif}- 5,49 474 2
sulfonilurea
2,2 2-Trfluoro-N-metil-N-{2-{2-(2-ox0-2,3-dihidro-1H-
indol-5-llammo)-5-tnfluorometil-pinmidin-4-lamino}- 5,49 483,2
etil}-acetamida
5-[4-(2-Hidroxi-etilamino)-5-trifluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona 4,05 354,3
5-(4-Ciclopropilamino-5-trifluorometil-pinmidin-2- 5.41 350 3
lamino)-1,3-dihidro-indol-2-ona ' '
5-(4-Ciclobutilamino-5-trifluorometil-pinmidin-2-
ilamino)-1,3-dihidro-indol-2-ona 6,01 364,3
5-[4-(1,4-Dimetil-pentilamino)-5-trifluorometil- 7 45 408.4
pinmidin-2-llamino}-1,3-dihidro-indol-2-ona ' ’
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5-[4-(3-Imidazol-1-il-propilamino)-5-trifluorometil- 377 418.3
pinmidin-2-ilamino]-1,3-dihidro-indol-2-ona ' ’
5-[4-(2-Fenoxi-etilamino)-5-trifluorometil-pinmidin-2- 6.34 4303
ilaminol- 1,3-dihidro-indol-2-ona ' ’
5-[4-(1-Ciclohexil-etilamino)-6-trifiuorometil-pinmidin- 7 61 4204
2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-[4-(1-Hidroximetil-2, 2-dimetil-propilamino)-5-
trifluorometil-ptnmidin-2-ilamino}-1,3-ditudro-indol-2- 5,64 4104
ona
5-[4-(1-Metoximetil-propilamino)-5-tnfluorometil- 5.96 396.3
pinmidin-2-itamino]-1,3-dihidro-indol-2-ona ' '
5-[4-(Indan-2-llamino)-5-trifluorometil-pirimidin-2- 8.78 426.4
ilamino]-1,3-dihidro-indol-2-ona ' '
5-[4-(1,2,3,4-Tetrahidro-naftalen-1-lamino)-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 7,16 440,3
ona
5-(4-Cicloheptilamino-5-tnflucrometil-pirimidin-2- 7 21 406.3
ilamino)-1,3-dihidro-indoi-2-ona ' '
5{4-[2-(2-Oxo-imidazolidin-1-il)-etlamino]-5-
trfluorometil-pinmidin-2-lamino}-1,3-dihidro-indol-2- 4,04 4223
ona
Ester de etilo del acido 4-[2-(2-0x0-2,3-dihidro-1H-
indol-5-llamino)-5-tnfluorometit-pinmidin-4-ilamino}- 5,65 424 2
butirico
5-{4-(2-Hidroxi-1-hidroximetil-etiiamino)-5-
trifluorometil-pinmidin-2-lamino)-1,3-dihidro-indol-2- 3,72 384,2
ona
5-[4-(3-Hidroxi-2,2-dimetil-propilamino)-5-
tnfluorometil-pinmidin-2-lamino}-1,3-dihidro-indol-2- 5,08 396,3
ona
5-{4-[(lsocroman-1-iimetil)-amino]-5-trifluorometil- 6.36 456 3
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-[4-(4-Hidroxi-1,1-dioxo-tetrahidro-1 &-tiofen-3-
llamino)-5-triflucrometil-pinmidin-2-ilamino}-1,3- 442 442 2
dihidro-indol-2-ona
5-[4-(2-Metoxi-1-metil-etilamino)-5-trifluorometil- 558 382 3
pirimidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-[4-(trans-4-Metilsulfanil-tetrahidro-furan-3-ilamino)-
5-tnfluorometil-pirimidin-2-lamino}-1 ,3-dihidro-indol- 5,37 426,3
2-ona
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5-{4-[trans-2-(pinmidin-2-ilsulfanil)-ciclopentilamino]-5-
tnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 6,32 488.3
ona
5-[4-(Indan-1-ilamino)-5-trfluorometil-pinmidin-2- 6.86 426.3
llamino}-1,3-dihidro-indol-2-ona ' '
5{4-[2-(2-Hidroxi-etilsulfanil)-etilamino]-5-
trfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 4,66 4143
ona
5-{4-[2-(Pindin-3-lloxi)-propilamino}-5-tnfluorometil- 5.20 445.3
pirmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-{4-[2-(6-Metil-pindin-2-il)-etlamino]-5-trifluorometil- 500 429 3
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ocna ' '
5-{4-[(2,3-Dihidro-benzo[1,4]dioxin-2-iimetil)-amino]-5-
tnfluorometil-pinmidin-2-ilamino}-1 ,3-dihidro-indol-2- 5,01 458,2
ona
5{4-[(1 -Metil-1H-pirazol-4-iimetil}-amino)-5-
tnfluorometit-pinmidin-2-ilamino}-1,3-diidro-indol-2- 460 4043
ona
5-{4-[(4,5,6,7-Tetrahidro-benzotiazol-2-imetil)-amino}-
5-trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 5,93 461,2
ona
5-[4-(1-Fenil-3-[1,2,4]tnazol-1-ii-propilamino)-5-
trifluorometil-pirimidin-2-ilamino}-1,3-dihidro-indol-2- 5,24 4952
ona
5-(4-1sobutilamino-5-trflucrometil-pinmidin-2-lamino)- 6,12 3664
1,3-dihidro-indol-2-ona
5-[4-(2-Ciclohexi-1-hidroximetil-etilamino)-5-
tnfluorometil-pirimidin-2-ilamino}-1,3-dihidro-indol-2- 6.41 450,4
ona
Ester de metilo del acido 2-[2-(2-ox0-2,3-dihidro-1H-
indol-5-lamino)-5-trifluorometil-pinmidin-4-lamino}- 5,26 396,3
propidnico
5-(4-Ciclohexilamino-5-triflucrometil-pinmidin-2- 882 3923
ilamino)-1,3-dihidro-indol-2-ona ' '
5-{4-(3-Hidroxi-propilamino)-5-tnflucrometil-pirimidin- 424 |3683
2-ilamino}-1,3-dihidro-indol-2-ona ' '
5{4-[2-(4-Metil-1H-midazol-2-il)-etilamino}-5-
tnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 3,54 418,3
ona
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5-[4-(Tetrahidro-furan-3-ilamino)-5-trifluorometil- 4890 380 3
pinmidin-2-ilamino]-1,3-dihidro-indol-2-ona ' '
5-[4-(Diciclopropiimetil-amino)-5-trifluorometil- 8.50 4043
pinmidin-2-lamino]-1,3-dihidro-indol-2-ona ' !
5-{4-[2-(5-Metil-4H-{1,2,4]tnazol-3-1)-etilamino]-5-
tnfluorometil-pinmidin-2-lamine}-1,3-dihidro-indol-2- 4,00 419,3
ona
5-[4-(2-Etilsulfanil-etilamino)-5-trifluorometil-pirimidin- 5.99 398.3
2-llamino}-1,3-dihidro-indol-2-ona ! !
5-[4-(2-Fenoxi-propilamino)-5-trifluorometil-pinmidin-2-
llamino} 1,3-dihidro-indol-2-ona 6.57 444.2
5-{4-[(1-Etil-5-ox0o-ptrrolidin-3-iimetil)-amino]-5- 457 4352
trfluorometil-pinmidin-2-lamino}-1 ,3-dihidro-indol-2-ona ! '
5-(4-{[1-(2-Metoxi-etil)-5-oxo-pirrolidin-3-imetil}-
amino}-5-trnfluorometil-pinmidin-2-ilamino)-1,3-dilidro- 4,44 465,2
indol-2-ona
5-[4-(Bencidril-amino)-5-trifluorometi-pinmidin-2-
laming]-1,3-dihidro-indol-2-ona 7,26 | 476,2
5-{4-[2-(1-Metil-1H-pirazol-4-il)-etilamino}-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 4.90 418,3
ona
5-{4-[(4-Metil-1H-imidazol-2-iimetil}-amino}-5-
tnfluorometil-pirimidin-2-ilamino}-1,3-dihidro-indol-2- 3,40 404 2
ona
5-{4-[(5-Ciclopropil-1H-pirazol-3-iimetil}-amino}-5-
trfluorometil-pirimidin-2-lamino}-1 ,3-dihidro-indol-2- 5,00 430,2
ona
5-{4-[2-(4-Metil-tiazol-5-1l)-etilamino]-5-trifluorometil- 518 435.2
pinmidin-2-lamino}-1,3-dihidro-indol-2-ona ' '
5-{4-[2-(1 H-Benzoimidazol-2-il}-etilamino}-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 4,39 4542
ona
5-{4-[(5-Metil-{1,3,4]oxadiazo!-2-Iimetil)-amino}-5-
trifluorometil-pinmidin-2-lamino}-1 ,3-dihidro-indol-2- 4,25 406,3
ona
5-{4-[(5-Fenil-4H-[1,2, 4]tnazol-3-Iimetil)-amino}-5-
triflucrometil-pinmidin-2-ilamino}-1 ,3-dihidro-indol-2- 4,92 467,3
ona
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5-{4-[(1 H-Indol-2-iimetil)-amino]-5-tnfluocrometil- 6.10 4393
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
54{4-[(1,5-Dimetil-1H-pirazol-4-iimetil}-amino}-5-
trflucrometi-pinmidin-2-lamino}-1 ,3-dihidro-indol-2- 477 418,3
ona
5-{4-[(Benzotiazol-2-imetil)-amino}-5-tnflucrometil- 577 4572
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' !
5{4-[(3-Metil-isoxazol-5-limetil}-amino]-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 5,02 405,3
ona
5-{4-[(4-Metil-tiazol-2-ilmetil)-amino]-5-trifluorometil- 512 421.2
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' ’
5-{4-[1-(4-Metil-tiazol-2-il)-etilamino}-5-trflucrometil- 562 435.2
pinmidin-2-ilamino}-1,3-dihidro-indo)-2-ona ’ '
5{5-Trfiuorometi-4-{(1,3,5-tnmeti-1H-pirazol-4-iimetil)- 495 4322
amino}-pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-{4-[1-(2-Metil-tiazol-4-1l)-etlamino]-5-trifluorometil- 569 435 3
pinmidin-2-ilamino}-1,3-dihidro-indol-2-ona ! '
5{4-[(3-Metil-imidazo[2, 1-b]tiazol-6-1imetil)-amino]-5-
tnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 5,03 460,3
ona
5-{4-[1-(5-Metil-4H-[1,2 4]tnazol-3-1l)-etilamino]-5-
trfluorometil-pinmidin-2-lamino}-1,3-dihidro-indol-2- 4,20 4193
ona
5-{4-[1-(3,5-Dimetil-1H-pirazoi-4-il)-etilamino}-5-
trifluorometil-pirmidin-2-ilamino}-1,3-dihidro-indol-2- 5,02 432,3
oha
5-{4-[2-(3,5-Dimetil-1H-pirazol-4-il}-etilamino]-5-
tnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 4,85 432 4
ona
5-{4-[2-(4,6-Dimetil-pinmidin-2-il}-etlamino)-5-
trifluorometil-pinmidin-2-1lammno}-1,3-dihidro-indol-2- 5,17 444 4
ona
5-{4-[2-(4-Metil-5,6,7 ,8-tetrahidro-quinazolin-2-il)-
etilamino]-5-tnifluorometil-pirimidin-2-lamino}-1,3- 5,88 484 .4
diidro-indol-2-ona
5-[4-(2-tiazol-4-1-etilammno)-5-trifluorometil-pirimidin- 518 4213
2-ilamino]-1,3-dihidro-indol-2-ona ' '
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5-(4-Dimetilamino-5-trifluorometil-pinmidin-2-1lamino)-
1,3-dihidro-indol-2-ona 560 338,
5{4-[(1-pinmidin-2-il-pipendin-3-imetil)-amino}-5-
tnfluorometil-pinmidin-2-ilamino}-1 ,3-dihidro-indol-2- 6,17 4854
ona
5-[4-(Indan-1-lamino)-5-trifluorometil-pinmidin-2- 6,85 426,3
llamino}-1,3-dihidro-indol-2-ona
N-Metil-N-{3-[({metil-{2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-trifluorometikpinmidin-4-il]-amino})-metii]- 6,08 521,3
fenil}-metanosulfonamida
N-Metil-N-{4-metil-3-[({metil-{2-(2-ox0-2,3-dihidro-1H-
indol-5-llamino)-5-trifluorometi-pirimidin-4-il]-amino})- 6,24 535,8
metil]-fenil}-metanosulfonamida
N-(5-Metil-2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluorometi-pinmidin-4-ilarmino]-metil}- 6,23 507.2
fenil)-metanosulfonamida
N-(3-Metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluorometil-pinmidin-4-ilamino]-metil}- 6,28 507,2
fenil}-metanosulfonamida
N-(4-Metil-2-{[2-(2-0x0-2,3-dildro-1H-indol-5-
Hamino)-5-trifluorometil-pinmidin-4-lamino]-metil}- 6,12 507.,3
fenil)-metanosulfonamida
N-(2-Metil-8-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
llamino)-5-triflucrometil-pirimidin-4-ilamino]-metil}- 5,71 507.,3
feni)-metanosulfonamida
5-[4-(3-Metanosuifonil-propilamino)-5-tnfluorometil- 4.42 430.4
pinmidin-2-llamino}-1,3-dihidro-indol-2-ona ' ’
N-Metl-N-(5-metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-
5-1lamino)-5-trifluorometil-pinmidin-4-ilamino}-metil}- 5,95 521,2
fenil}-metanosulfonamida
N-(3-Metanosulfonilamino-5-{[2-(2-oxo-2,3-dihidro-
1H-indol-5-llamino)-5-trifluorometil-pirmidin-4- 4,85 586,2
ilamino}-metil}-fenil)-metanosulfonamida
N-Metil-N-(4-metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-
5-lamino)-5-trifluorometil-pirimidin-4-ilamino}-metil}- 5,87 521,3
fenil)-metanosulfonamida
N-Metil-N-(2-metil-6-{[2-(2-ox0-2,3-dihidro-1H-indol-
5-laming)-5-triflucrometil-pirimidin-4-llamino]-meti}- 5,86 521,3
fenil)-metanosulfonamida
N-Metil-N-(3-metil-2-{[2-(2-ox0-2,3-dihidro-1H-indol-
5-ilamino)-5-triflucrometil-pinmidin-4-lamino]-metil}- 5,97 521,3
fenil)-metanosulfonamida
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5-{4-[((1S,2R)-2-Hidroxi-ciclohexiimetil)-amino]-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 5,66 4223
ona
5{4-((1 R,28)-2-Hidroxi-indan-1-ilamino)-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 5,66 442 4
ona
5-[4-((S)-1-Hidroximetil-2-fenil-etilamino)-5-
trifluorometil-pinmidin-2-ikamino]-1,3-dihidro-indol-2- 5,54 444 3
ona
N-(3-(Metanosulforil-metil-amino)-5-{[2-(2-0x0-2,3-
dihidro-1H-indol-5-1lamino)-5-tnfluorometil-pinmidin-4- 5,36 614,2
ilamino]-metil}-fenil)-N-metil-metanosulfonamida
5-{4-[(1-Hidroxi-ciclopentiimetil)-amino)-5-
trifluorometil-pinmidin-2-ilamino}-1, 3-dihidro-indol-2- 5.2 408,2
ona
N-Metil-N-(3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-
llamino)-5-trifluorometil-pinmidin-4-ilamino]-metil}- 5,26 508,2
pindin-2-il)-metanosulfonamida
N-(3-Fluoro-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-trifluorometil-pirimidin-4-lamino}-metil}- 5,86 525,2
fenil)-N-metii-metanosulfonamida
5-{4-[2-((S)-1-Metanosulfonil-pirrolidin-2-il)-etilamino}-
5-trnifluorometil-pirtmidin-2-ilamino}-1,3-dihidro-indol- 5,32 485,4
2-ona
5-{4-[(1-Hidroxi-ciclobutiimetil)-amino]-5-tnfluorometil- 4.94 294 3
pirimidin-2-ilamino}-1, 3-dihidro-indol-2-ona ' '
5-{4-[2-((R)-1-Metanosulfonil-pirrolidin-2-il)-etilamino}-
5-tnfluorometil-pinmidin-2-llarmno}-1,3-dihidro-indol-2- 5,32 4854
ona
N-(2-Fluoro-8-{[2-(2-ox0-2,3-dihidro-1H-indol-5-
llamino)-5-trfluorometil-pinmidin-4-lamino}-metil}- 5,92 525,2
fenil)-N-metil-metanosulfonamida
N-(4-Fluoro-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
llamino)-5-tnfluorometil-pinmidin-4-lamino]-metil}- 578 525,3
fenil}-N-metil-metanosulfonamida
N-Metil-N-(4-{[2-(2-ox0-2,3-dihidro-1H-indol-5-
llamino)-5-trifluorometil-pinmidin-4-llamino]-metil}- 5,17 508,1
pindin-2-il)-metanosulfonamida
N-{2,2-Dimetil-3-[2-(2-ox0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluorometil-pinmidin-4-llamino)-propil}-N- 5,7 4873

metil-metanosulfonamida
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N-Metil-N-(6-{[2-(2-ox0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluorometil-pinmidin-4-famino}-metil}- 5,61 508,2
pindin-2-il)-metanosulfonamida
N-(2,4-Difluoro-6-{[2-(2-ox0-2,3-dihidro-1H-indol-5-
Ilamino)-5-trifluorometii-pinmidin-4-ilamino]-metil}- 598 543,2
fenil)-N-meti-metanosulfonamida
5-[4-((R)-1-Metanosulfonil-pipendin-3-ilamino)-5-
tnfluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 5,24 4713
ona
N-Metil-N-(6-metil-3-{[2-(2-0x0-2,3-dilidro-1H-indol-
5-1lamino)-5-triflucrometil-pinmidin-4-lamino}-met(}- 5,58 5222
piridin-2-11)-metanosulfonamida
N-Metil-N-(5{[2-(2-ox0-2,3-dihidro-1H-indol-5-
lamino)-5-tnfluorometil-pinmidin-4-Hamino]-metil}- 479 508,2
pindin-3-il)-metanosulfonamida
5-[4-(1-Metanosulfonil-pipendin-4-lamino)-5-
trifluorometil-pinmidin-2-ilamino}-1,3-dihidro-indol-2- 5,26 471,2
ona
5-{4-[Metil-{(R)-1-fenil-etil}-amino]-5-trifluorometil- 7923 428 3
pirnmidin-2-ilamino}-1,3-dihidro-indol-2-ona ' '
5-(4-Bencilamino-5-trifluorometil-pinmidin-2-ilamino)-
1,3-dihidro-indol-2-ona 605 |4003
N-(4,6-Dimetil-3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-trifluorometil-pinmidin-4-ilamino]-metil}- 6,1 538,3
pindin-2-1l)-N-metil-metanosulfonamida
5-(4-terc-Butitamino-5-tnfluorometil-pinmidin-2-
ilamino)-1,3-dihidro-indol-2-ona 6.49 366.2
5-{4-((1 R,58,65)-3-Metanosulfonil-3-aza-
biciclo[3,1,0]hex-6-llamino)-5-trifluorometil-pinmidin-2- 4,99 469,3
ilamino}-1,3-dihidro-indol-2-ona
N-Metil-N{3-metil-3-[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluorometil-pinmidin-4-ilamino]-butil}- 57 4872
metanosulfonamida
N-(6-Metl-3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-trifluorometil-pinmidin-4-ilamino]-metif}- 5,27 508,2
pindin-2-1)-metanosulfonamida
5-{4-[(2-Metanosulfonil-pindin-4-iimetif)-amino}-5-
trifluorometil-pirmidin-2-ilamino}-1,3-dihidro-indol-2- 4,79 479
ona
Amida del acido 2-[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-trifluorometil-pinmidin-4-lamino}- 419 417 1
etanosulféhico
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N-(3-{Metil-[2-(2-0x0-2,3-dihidro-1H-indol-5-Ilamino)-
5-trifluorometil-pinmidin-4-il]-amino}-propil)- 5,07 459,3
metanosulfonamida
N-(2-{Metil-[2-(2-0x0-2,3-dIhidro-1H-indol-5-llamino)-
5-trifluorometil-pinmidin-4-il}-amino}-etil)- 4,89 4453
metanosulfonamida
5-[4-(2-Metanosulfoniimetil-benciiamino)-5-
tnfluorometil-pinmidin-2-lamino}-1,3-dihidro-indol-2- 5,38 4023
ona
Dimetilamida del acido 2-[2-(2-ox0-2,3-dihidro-1H-
iIndol-5-ilamino)-5-trifluorometil-pinmidin-4-ilaminocj- 5,09 4452
etanosulfénico
N-Metil-N-(3-{[2-(2-ox0-2,3-dihidro- 1H-indol-5-
ilamino)-5-triflucrometil-pinmidin-4-llamino}-metil}- 5,49 509,2
pirazin-2-il)-metanosulfonamida
Metil-(2-{[2-(2-0x0-2,3-dimdro-1H-indol-5-lamino)-5-
tnfluorometil-pinmidin-4-ilamino]-metil}-fenil)-amida 5,96 521,3
del acido etanosulfénico
(2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-Ilamino)-5-
trnfluorometil-pinmidin-4-ilamino]-metil}-fenil)-amida 6,23 507,2
del 4cido etanosulfénico
N-Etil-N-{34[2-(2-ox0-2,3-dihidro-1H-indol-5-llamino)-
5-tnfluorometil-pinmidin-<4-ilamino}-metl-pinmidin-2- 5,54 522,2
il}-metanosulfonamida
N-{1,1-Dimetil-3-[2-(2-ox0-2,3-dihidro-1H-indol-5-
tlamino)-5-trifluorometil-pinmidin-4-iamino}-propil}- 5,18 473,1
metanosulfonamida
N-(5,6-Dimetil-3{[2-(2-ox0-2,3-dihidro-1H-indol-5-
ilamino)-5-trifluorometil-piimidin-4-ilamino}-metil}- 6,31 537.1
pirazin-2-1l)-N-metil-metanosulfonamida
5-{4-[((R)-4-Metanosulfonil-morfolin-3-iimetil)-amino}-
5-tnfluorometil-pinmidin-2-amino -1,3-dinidro-indol-2- 4,62 487.2
ona
(2-{[2-(2-0x0-2,3-dildro-1H-indol-5-lamino)-5-
trifluorometil-pinmidin-4-ilamino]-meti}-fenil)-amida 6.6 521,2
del 4cido propano-1-sulfénico
5-{4-[2-((R)-4-Metanosulfonil-morfolin-3-1l}-etilamino}-
5-triflucrometil-pirimidin-2-llamino}-1, 3-dihidro-indol- 4,99 501,1
2-ona
Metil-(3]2-(2-0x0-2, 3-dihidro-1H-indol-5-1lamino)-5-
tnfluorometil-pinmidin-4-ilamino]-metil}-pindin-2- il)- 5,64 522,2
amila del acido etanosulfénico
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Tnfluoro-N-metil-N-{3-[2-(2-0x0-2,3-dihidro-1H-indol-
5-llamino)-5-trifluorometil-pinmidin-4-ilamino]propil}- 6,42 513,3
metanosulfonamida
Metil-{3-[2-(2-o0x0-2,3-dihidro-1H-Iindol-5-lamino)-5-
trnfluorometil-pinmidin-4-ilamino]-propil}-amida del 5,6 485,3
acido ciclopropanosulfénico
N-Etil-N-(2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-
5-trfluorometil-pinmidin4-famino]-metil}-fenil)- 594 5212

metanosulfonamida

Metil-(5~-meti-2{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-tnfluorometil-

pinmidin-4-ilamino]-metil}-fenil)-amida del acido etanosulfénico

Etil-(2-{[2<{2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-
trifluorometil-pinmidin-4-ilamino]-metil}-fenil)-amida
del 4cido etanosulfénico

6,22

535

Etil-(5-metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluorometil-pinmidin-4-ilamino}-metil}-
fenil)-amida del acido etanosulfénico

6,55

549

N-Etil-N-(5-metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
tlamino)-5-trifluorometi-pinmidin-4-llamino]-metil}-
fenil}-metanosulfonamida

6,27

535.1

(5-Metil-2-{[2-(2-0x0-2,3-ditudro- 1H-indol-5-ilamino)-
5-trifluorometil-pinmidin-4-ilamino}-metil}-fenil)-amida
del 4cido etanosulfénico

6,59

521,1

(3-Metil-2-{[2-(2-0x0-2,3-didro-1H-indol-5-llamino)-5-
tnfluorometil-pinmidin-4-ilamino]-metil}-fenil)-amida
del 4cido etanosulfénico

6.7

521,3

Metil-(3-metil-2-{[2-(2-0x0-2,3-dihidro-1H-Iindol-5-
ilamino)-5-trifluorometil-pinmidin-4-ilamino)-metil}-
fenil)-amida del gcido etanosulfénico

8,33

535,2

Metilamida del acido 2-[2-(2-ox0-2,3-dihidro-1H-indol-5-
flamino)-5-tnflucrometil-pirmidin-4-ilamino}-
etanosulfénico

4,6

431,1

{3-[2-(2-Ox0-2,3-dihidro-1H-indol-5-ilamino)-5-
triflucrometil-pinmidin-4-llamino]-propil}-amida del
acido etanosuifénico

4,87

459,1

C-Metanosulfonil-N-{3-[2-(2-o0x0-2,3-dIhidro-1H-indol-
5-1lamino)-5-tnflucrometil- pinmidin-4-ilamino}-propit}-
metanosulfonamida

4 84

523

{2-[2-(2-Oxo0-2,3-dihidro-1H-indol-5-1lamino)-5-
trifluorometil-pinmidin-lamino]-etil}-amida del acido
etanosulfénico

4,65

445,2
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C-Metanosulfonil-N-{2-[2-(2-0x0-2,3-dihidro-1H-indol-
5-1lamino)-5-trnfluorometil-pirimidin-4-ilamino]-etil}- 4,62 509
metanosulfonamida
N-Metil-N-(4-metil-3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-trifluorometil-pinmidin-4-ilamino)-metil}- 5,63 5221
pindin-2-i)-metanosulfonamida
5-(4-([1-(2,2,2-Tnfluoro-acetil)-pipendin-3-iimetil]-
amino}-5-triflucrometil-pirimidin-2-ylamino -1,3- 6,04 503,1
dihidro-indo!-2-ona
{3-[2-(2-Ox0-2, 3<dihidro-1H-indol-5-lamino)-5-
trifluorometil- pinmidin-4-ilamino}-propil}-amida del 5,56 513,2
acido 2,2 2-tnfluoro-etanosulfénico
N-Metil-N-(4-{[2-(2-ox0-2,3-dihidro-1H-indol-5-
ilamino)-5-trifluorometil-pinmidin-4-1lamino]-metil}- 5,21 509,3
pindin-2-il)-metanosulfonamida
N-ciclopropil-N-{2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluocrometil-pinmidin-4- ilamino]-metil}- 6,01 533,3
pindin-2-i)-metanosulfonamida
N-Metil-N-(2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluorometil-pinmidin-4- ilamino}-metil}- 4,85 509,2
pindin-2-1))-metanosuifonamida
N-Metil-N-(6{[2-(2-ox0-2,3-dihidro-1H-indol-5-
llamino)-5-trifluorometil-pinmidin-4-ilamino -metil}- 53 509,4
pirazin-2-il-metanosulfonamida
N-Metil-N-(2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-
ilamino)-5-tnfluorometil-pinmidin-4- ylamino]-metil}- 5,54 508,3
pindin-3-1l)-metanosulfonamida
N-Metl-N-(3-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-
Ilamino)-5-tnflucrometil-pinmidin-4-ilamino}-metil}- 5,565 5084
pindin-4-il)-metanosulfonamida
N-ciclopropil-N-(3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-
ilamino)-5-triflucrometil-pirtmidin-4-ilamino}-metil}- 5,6 534,1
piridin-2-il)-metanosulfonamida
N-Metil-N-(6-metil-3-{[2-(2-0x0-2,3-dihidro-1H-indoi-5-
ilamino)-5-trfluorometil-pirtmidin-4-ilamino]-metif}- 5,93 523,4
pirazin-2-il)-metanosulfonamida
5-{4-[(2-Metanosulfoniimetil-pindin-3-iimetil)-amino]-5-
tnfluorometil-pinmidin-2-ilamino -1,3-dihidro-indol-2- 54 493,2
ona
N-Metil-N-(4-{[2-(2-ox0-2, 3-dIhidro-1H-indol-5-
llamino)-5-trifluorometi-pinmidin-4-ilaminol-metil}- 477 508,2
pindin-3-il-metanosulfonamida
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La presente invencibn no estd Imitada en su alcance por las realizaciones
especificas descritas en esta memona De hecho, dferentes modficaciones de la
invencién ademas de las descritas en esta memoria seran evidentes para los expertos
en la técnica a partir de la descnpcién antenor y las figuras que acompafian Se
pretende que tales modificacionee caigan dentro del alcance de las rewindicaciones
adjuntas

Todas las patentes, solicitudes, publicaciones, métodos de ensayo, bibliografia,
y otros matenales ctados en esta memona se incorporan aqul como referencia en su
totalidad
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REIVINDICACIONES

1 Un compuesto de formuia 1

0
HAN/ 'I‘,R‘
RUCR'R?),
1

o0 una de sus sales, solvatos, hidratos o profarmacos farmacéuticamente
aceptable, en la que n es un nimero enterc de 1 a 3,

cada R' es un sustituyente independientemente seleccionado del grupo que
consiste en hidrégeno, hidroxi, -alquilo (C4-Cs), -cicloalquilo (C5-C7), -heterociclilo {(C--
Ca), -Oalquilo (C:-Ca), -Ocicloalquile (C»-C;), -Oheterocichlo (C2Cg), -NR°R®, -SR’,
-SOR’, -SO;R!, -CO,R™, -CONR’R?, -SO.NR°R®, -NHCOR", -NRZCONR°R®, y
-NR'SO,R’, en la que dichos sustituyentes R', -alquilo (C4-Cs), -cicloalquilo (C5-C7),
-heterociclilo (C2-Cy), -Oalquilo (C4-Ce), -Ocicloalquilo (Cs-C7), -Oheterociclilo (C2-Cs),
NR°R®, -SR’, -SOR’, -SO;R’, -CORY, -CONR’R’, -SO.NR°R® -NHCOR®"
-NR"2CONR®R®, y -NR'?SO;R’, estan opcionaimente susttuidos con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, haldégeno,
hidroxi, -CFa, -CN, -alquilo {C-Cs), -NR°R®, -OR", -cicloalquilo (Cs-C»), -hetsrociclilo
(C-Cq), -CO:R"™2, -CONR’R® y -CONR’R®,

cada R? es un sustituyentes independientemente seleccionado del grupo que
consiste en hidrégeno, -alquilo (C4-Cg), -alquenilo (Cx»Ce), -alquinilo (C2-Cs),
-cicloalquile (Cs-Cy), -heterocicllo (C2-Ce), -CO-R'", y -CONR®R®, en la que dichos
sustituyentes R?, -alquilo (C-Cq), -alquenilo (C2-Ce), -alquinilo (C2-C,), -cicloalquilo (Cs-
C7), -heterociclilo {C-Cs), -CO,R™, y -CONR®R®, estan opcionalmente sustiturdos con
uno a tres restos Independientemente seleccionados del grupo que consiste en
hidrégeno, halégeno, hidroxi, -CFas, -NO2, -CN, -alquilo(C,-Cs), -alquenilo (C:-Ce),
-alquinito (Cz-Cs), -C=N-OH, -C=N-O(alquilo(C1-Cs)), -NR°R®, -OR", -cicloalquilo (Cs-
C7). -heterociclio (C2-Cq), -CO;R'™, -CONR’R?, -CONR’R®, -SR’, -SOR’, -SO.R’,
-SO:NR°R®, -NHCOR", -NR'’CONR®R?®, y -NR'?SO,R’, en los que dichos restos de R*
-alquenilo (C,-Cs) y -alquinilo (C.-Ce) pueden estar opcionalmente sustituidos con uno a

tres grupos R'?,
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R' y R? se pueden considerar junto con el(los) atomo(s) al(los) que esta(n)

unido(s) para formar un grupo ciclico, -cicloalquilo (C5-C1o) 0 -heterociclilo (Cz-Co), en el
que dicho grupo clclico esta opcionalmente sustituido con uno a tres restos
independientemente seleccionados del grupo que consiste en hidrégeno, halégeno,

hidroxi,

-CFjy, -NO,, -CN, -alquilo (C-Cg), -alquenilo (Cz-Cs), -alquiniio (Cx-Cg), -C=N-

OH, -C=N-O(alquilo(C;-Cs)), -NR°R®, -OR', -cicloalquilo (C3-Cy), -heterociclilo (C2-Cq),
-CO;R', -CONR’R®, -CONR’R®, -SR’, -SOR’, -SO:;R’, -SO,NR’R°’, -NHCOR'",
-NR™CONR®R®, y -NR'?SO,R’, en los que dichos restos -alquenilo (C2-Cs) y -alquinilo
(C2-Ce) de dicho grupo ciclico puede estar opcionaimente sustituido con uno a tres

grupos R'2, y dicho grupo ciclico estd opcionalmente interrumpido con uno a tres
elementos seleccionados del grupo que consiste en -(C=0), -S0O3, -5-, -O-, -N-, -NH- y

_NR12

R® es un sustituyente seleccionado del grupo que consiste en

(a) hidrégeno,

(b) -anlo (Ce-C1a) 0 -heteroarilo (C1-Cq), opcionalmente susttuidos con uno a
tres restos independientemente seleccionados del grupo que consiste en
haldbgeno, hidroxi, -alquilo (C;-C¢), -alquil{C,-Ce)-P(O)}(Oalquilo(Cy-Ce))2,
-cicloalquilo (C3-Cqp), arlo (Cg-Cy), heterociclilo (Cx-Coe), -heteroanio (C,-Cy),
-NR°R®?, -NHSO:-alquio(Ci-Cs), -NHSO;-cicloalquilo{Cas-Cs),  -N(alquil(C;-
Ce))(SOz-alquilo(C4-Cg)), -N(alquii(C+-Ce))(SOcicloalquio(Cs-Ce)),
-N(cicloalquil(C4-Ce))(SOz-alquilo{C,-Ce)), ~N(cicloalquil(Cs-Cg) (SO~
cicloalquilo(C3-Cs)), -Oalquilo (C4-Cs), -O-alquilo{C+-Cs), -O-SO2-cicloalquilo(Cy-
Ce), ~(CO)-alquilo{C4-Cg), ~(CO)CF,, {CO)-cicloalquilo{Cs-C1g), -(CO)-anlo{Ce-
Ciw), -(CO)-heterocicllio(C,-Cy), -(CO)-heteroarilo(C:-Cs), -(CO)O-alquilo{C,-
Ce), -(CO)O-cicloalquilo{Cs-Cyp), ~(COYO-amo(Ce-C1p), ~(CO)O-heterocichlo(Ca-
Ce), -(CO)O-heteroanlo(Cy-Cg), -(CO)-alquilo(C,-Ce)-Oalquilo(C1-Cg), -SO--
alquilo (C4-Cg), -SOz-ticloglquilo {Cs-Cs), -SO:CF3, -SO:NH,;, -SO.NH-alquilo
(C4-Ce), -SO;NH-cicloalquilo(C1-Cs), -SOzN(alquilo(Cy-Cg))z, -SO2N(alquilo{Cy-
Cs)){(cicloalquilo{Cs-Cs)), -SO:N(cicloalquilo(Ca-Ce))2 ¥ -SO:NR°R®, en el que
dichos -anlo (Ce-Cqp) 0 -heteroanlo (C,-Cs) estéan opcionaimente interrumprdos
con uno a tres elementos seleccionados del grupo que consiste en -S-, -O-, -N-,
-NH- y -NR",

(©) -cicloalquilo  (C3-Cy), -heterociclo (C»-Cy), y -alquil{CyCg)-
heterocichlo(CCs), opcionalmente susttuidos con uno a tres restos
independientemente seleccionados del grupo que consiste en haldgeno, hidrox,
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-alquilo (C4-Cg), -alquil(C4-Ce)-P(O)}Oalquilo{Cy-Ca))a, ~cicloalquilo (C3-Cyp), -anio
(Ce-C1o), -heterociclilo (C2-Ce), -heteroanlo (C4-Cs), -NR°R®, -NSO,-aiquilo(C;-
Ce), -NHSO.-cicloalquilo{C3-Cs), -N(alquil{C4-Cs})(SO-alquilo(C4-Ca)),
-N(alquii(C4-Cs))(SOa-cicloalquilo(C3s-Cs)), -N{cicloalquil{Cs-Ca))(SOz-alquilo(Cy-
Ce)), -N{cicloalquil{C;-C8))(SOz-cicloalquilo(Cs-Ce)), -Oalquilo  (Ci-Ce), -O-
SOz -alquilo(C1-Ce), -0O-SOz-alquilo(Cy-Ce), -0O-SOz-cicloalquilo(Cs-Ce), -(CO)-
alquilo{C,-Cs), -(CO)CF3, -(CO)-cicloalquilo(Cs-Cqo), <(CO)-anlo(Cs-C1p), -{CO)-
heterocichlo(C2z-Cg), -(CO)-heteroanlo(C4-Cg), -(CO)O-alquilo(Cy-Ce), -(CO)YO-
cicloalquilo(C3-Cio), -(CO)YO-arilo(Ce-Cio), ~(CO)O-heterocichlo(C-Cy), -(CO)O-
heteroarnlo(C;-Cg), -(CO)-alquil{C,-Ce)-Oalquiio(Ci-Cg), -SOs-alquilo (C4-Ce),
-S0x-cicloalquilo(Cs-Cs), -SO,CFs, -SO2NH;, -SO.NH-alquilo{C-Cs), -SO,NH-
cicloalquilo(Cs-Cs), -SOzN(alquilo(C4-Ce))2, -SO.N(alquil(C4-Cs))(cictoalquilo(Cs-
Cs)), -SON(cicloalquilo(Cs-Ce))2 ¥ -SO.NR°R®, en el que dichos -cicloalquilo (Ca-
Ci)., -heterocichlo (CxCg), y -alquil(C,-Cg)-heterocichio(C-Cg) estan
opcionalmente interrumpidos con uno a tres elementos selaccionados del grupo
que consiste en -(C=0), -SO0;, -8-, -O-, -N-, -NH- y -NR*?,

(e) -alquilo (C:-Cs) opcionaimente sustitudo con uno a tres restos
seleccionados del grupo que consiste en halégeno, hidroxi, -alquilo (C,-Cs),
-alquil{C4-Ce)-P(O)(Oalquilo(Cy-Cg))z, -cicloalquilo {Ca-Cyp), -anio  (Cs-Cio).
-heterocicllo (Cs-Cq), -heteroanlo (Ci-Co), -NR°R®, -NHSO.-alquile(Cy-Co),
-NHSOz-cicloalquilo{C3-Cg), -N(alquil{C+-Ce)){SO2-alquilo(C1-Cg)), -N(alquil{C¢-
Ce))(SO2-cicloalquilo(C,-Cg)), -N(cicloalquil(Cs-Ce)}(SO2-alquilo(C4-Cs)),
-N(cicloalquil(C3-Ce))(SO-cicloalquilo(Cs-Cs)), -Oalquilo  (Cy-Cg), -O-SO»
alquio(C,-Ce), -O-SOcicloalquilo(Cs-Ce), -(CO)-alquilo{C,-Cs), -(CO)CF,,
-(CO)-cicloalquio(Cy-C1p), -{CO)-anlo(Cas-C1g), -(CO)-heterocichio{C2-Cy), -(CO)-
heteroarilo{C,-Cq), -(CO)O-alquilo(C+-Ce), {CO)O-cicloalquilo(C5-Cso), -(CO)O-
anlo(Ce-C10), ~(CO)O-heterociclilo(Cx-Cy), -(CO)O-heteroanio(Cy-C), -(CO)-
alquil{C4-Ce)-O-alquilo(C,-Cs), -SO2-alquilo(Cy-Ce), -SOz-cicloalquiio(Cs-Cg),
-SO.CFy  -SO.NH,, -SO:NH(Ci-Ce)alquilo, -SONH-cicloalquilo(Cs-Ce),
-SO:N(alquiio(C,-Cb))2, -SO;N(alquil{C4-Cs)){cicloalquilo(Cs-Cs)),
-SO;N(cicloaiquilo(Ca-Ce))2 ¥ -SO:NR°R®, en el que dicho -alquilo (C-Ce) esté
opcionalmente sustituido con uno a tres elementos seleccionados del grupo que
consiste en -(C=0), -SO,, -S-, -O-, -N-, -NH- y -NR"2,
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y en la que cada sustituyente, resto o elemento R® (b)-(d) estd opcionalmente 4%

sustitiido con uno a tres radicales independientemente seleccionados del grupo que
consiste en hidrégeno, halégeno, hidroxi, -CFa, -NO;, -CN, -alquilo (C,4-Cs), -alquenilo
(CCe), -alquinilo (CCe), -cicloalquilo (Cs-C;), -heterociclilo (C.-Cq), -arlo (Ce-Cio),
-heteroarilo (C4-Cg), -Oalquilo (C4-Cg), -Ocicloalquilo (Cs-C7), -Oheterocichio (C2-Cg),
-C=N-OH, -C=N-Oalquilo(C:-Cs ), -NR°R®, -SR’, -SOR’, -SO;R’, -CO;R"?, -CONR’R®,
-SO:NR®R®, -NHCORS®, -NR'?’CONR®R?, y -NR'2SO,R’,

R* es un sustituyente seleccionado del grupo que consiste en hidrégeno,
-aiquilo  (Cy-Cq), -cicloalquio (Cs-C;), y -heterocicliio (CrCy), en el que dichos
sustituyentes R* -alquilo (C-Cg), -cicloalquilo (Cs-C7) y -heterociclilo (C-Cq) estan
opcionalmente sustituidos con uno a tres restos independientemente seleccionados del
grupo que consiste en hidrégeno, halégeno, hidroxilo, -alquilo {Cs-Cg), -CN, -NR°R®,
-OR®, -cicloalquilo (C3-C;), -heterociclilo {C»Cs), -CO.R', -SO.NR°R?, -NR'2SO;R’,
-SO;R” y -CONR®R?, en los que dichos R® y R® de dicho grupo -CONR®R® se pueden
considerar junto con los atomos a los que estan uridos para formar un -heterociclilo
(C=Cs),

R® y R® son cada uno sustituyentes independientemente seleccionados del
grupo que consiste en hidrégeno, -alquilo (C4-Cs), -cicloalquile {Cs-C;), -heterociclilo
(C-Cs), -anlo (Ce-Cio), -heteroanlo (C;-Cg), -COR™ y -SO,R', en los que dichos
sustituyentes R® o R® -alquilo (C,-Ce), -cicloalquilo (Cs-Cy), -heteraciclilo (Cz-Cs), -arilo
(Ce-Co), -heteroarilo (Ci-Cg), -COR™ y -SO,R'? estdn opcionalmente sustituidos con
uno a tres restos independientemente selecctonados del grupo que consiste en
hidrégeno, halégeno, -CFy, -CN, -alquilo (C4-Ce), -NH-alquilo {C4-Cg), -NH-cicloalquilo
(Cs -C;), -NH-heterocichlo (Cx-C;), -NH-anlo (Ce-Cio), -NH-heteroanio (C4-Co),
-N(alquilo(C4-Cs))2, -N(cicloalquio(Cy-Cr))2, -N(heterocichlo(Cz-Cq))z, -N(anlo{Ce-Cio))a,
-N(heteroanlo(C4-Cs))2, -Oalquilo (C4-Cg), -Ocicloalquilo (Ca-C7), -Oheterocicliio {C2-Co),
-Oanlo (Cs-Cio), -Oheteroanlo (C-Cq), -cicloalquilo (Cs-C;), -heterocicliio (Cz-Cq),
-CO.R’, SO.NR°R®, NR'?SO,R’, -SO.R’, -CONH;, -CONHR’, y ~CONR'R®, en los que
R” y R® de dicho grupo -CONR'R® se pueden considerar junto con el stomo de
nitrégeno al que estan unidos para formar un -heterociclilo (Cz-Cs),

R®* y R® se pueden considerar junto con el(los) atomo(s) al{los) que esta(n)
unido(s) para formar un -heteraciclilo (CCs), en el que dicho grupo -heterociclilo (C-
C,) esta opcionalmente sustituido con unc a tres restos seleccionados del grupo que
consiste en hidrégeno, haldégeno, hidroxi, -CF,, -NO,, -CN, -alquilo (C4-Cs), -alquenilo
(C2Cs), -alguinilo (CzCe), -C=N-OH, -C=N-Ofalquilo(C:-Cg)), -NR'R%, -OR",
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-cicloalquilo (Ci-C;), -heterociclilo (CrCs), -CO:R'?, -CONR'R?, -CONR®R®, -SR/, ]"J

-SOR’, -SO.R’, -SO.NR'R®, -NHCOR", -NR"’CONR'R®, y -NR*SO;R’, en los que
dichos restos -alguenilo (C2-Ce) ¥ -alquinilo {C-C,) de dicho grupo -heterociclio (C.-Cs)
puede estar opcionalmente sustituidos con uno a tres grupos R’, y dicho grupo
-heterociclilo (C.-Cs) estd opcionalmente interrumpido con uno a tres elementos
seleccionados del grupo que consiste en -(C=0), -S0,, -S-, -O-, -N-, -NH- y -NR*2,

R’ es un sustituyente seleccionado del grupo que consiste en -alquilo (C1-Cg),
-cicloalquilo (C5-Cy), -heterociclilo (C2-Cg), -anlo {Ce-Cio), ¥ -heteroanio (Cy-Cy), en el
que dichos sustituyentes R? -alquilo (C1-Ce), -cicloalquilo (Cs-C7), -heterocicliio (C2-Cq),
-anlo (Ce-C1o), Yy -heteroanlo (Cy-Cq) estan opcionalmente sustituidos con uno a tres
restos independientemente seleccionados del grupo que consiste en hidrégeno,
halégeno, hidroxi, -CN, -alquilo (C4-Cg), -NR'%;, y -Oalquilo (C4-Cs),

R® es un susttuyente seleccionado del grupo que consiste en hidrégeno,
-alquilo (C4-Cg), -cicloalguilo (C5-C;), -heterociclilo (C,-Cs), -anlo (Ce-Cyp), Y -heteroanio
(C+-Cqo) . en el que dichos sustituyentes R® -alquilo (Cy-Cg), -cicloalquilo (C3-Cy),
-heterociclilo (C2-Cg), -anlo (Ce-Cio), y -heteroario (Ci-Cy) estan opcionalmente
sustituidos con uno a tres restos independientemente seleccionados del grupo que
consiste en hidrégeno, halégeno, hidroxi, -CN, -alquilo (C-Ce), -NH2, -NHR®, -NR®;,
OR®, -cicloalqullo (Cs-C;), -heterociclo (Cx-Cs), -CO:R', -CONH;, -CONHR'™, y
-CONR™R" en los que R™ y R'" de -CONR™R'" se pueden considerar junto con el
&tomo de nitrégeno al que estan unidos para formar un -heteraciclilo (C2-Cq),

R® y R' son cada uno -alquilo {C1-Ce).

R''es hidrégeno o -alquilo (C1-Ce), ¥

R es un sustituyente seleccionado del grupo que consiste en hidrogeno,

-alquilo (C4-Cs), -cicloalquilo (Ca-C;), -heterocicllo (Cx-Cs), -anio (Ce-Cio), ¥

-heteroarilo (C,-Cq), en el que dicho sustituyente R'? alquilo (C1-Cs), -cicloalquilo

(Cs-C7), -heterociclo (CxCg), -anlo (Ce-Cyio), Y -heteroanlo (C,-Cp) esta

opcionalmente sustituido con tres restos independientemente seleccionados del

grupo que consiste en hidrégeno, halégeno, -CF;, -CN, -alquilo {(C4-Cs), -NH-
alquilo (C4-Cs), -NH-cicloalquilo (C»-C7), -NH-heterocicllo (CCg), -NH-arilo {Cg-

Cu), -NH-heteroarnlo (Ci-Cg), -N(alquilo(Ci-Ce))2, -N(cicloalquilo(Cs-Cr))a,

-N(heterociclilo{C2-Cq))2, -N(anlo(Cs-C10))2, -N(heteroarilo(C4-Cq))a, ~Oalguilo {C,-

Ce), -Ocicloalquilo {Cs-C;), -Oheterociclilo {C2-Cs), -Oarnilo (Ce-Cio), -Oheteroario

(C+-Cy), -cicioalquilo (C5-C;), -heterociclilo (C2-Cg), -CO;R’ -CONH;, -CONHR’, y

—CONR'R®, en los que R” y R® de dicho grupo -CONR’R® se pueden considerar
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junto con los atomos a los que estan unidos para formar un -heterociclilo {Co-
Co)

2 Un compuesto de acuerdo con la revindicacién 1, en el que R® es
hidrégeno

3 Un compuesto de acuerdo con la revindicacién 1, en el que R® se selecciona
del grupo que consiste en -anlo (Cs-C10) ¥y -heteroanlo (C4-C,), opcionalmente sustituido
con uno a tres restos independientemente seleccionados del grupo que consiste en
halégeno, hidroxi, -alquilo (C:-Ce), -alquil(C:-Ce)-P(O)Oalquilo{C4-Ce})2, -Crcloalquilo
(Cy-C1o), anlo (Ce-Cio), heterocicilo (C2-Cq), -heteroanio (C4-Co), -NR°R®, -NHSO.-
alquilo(C4-Cs), -NHSOz-cicloalquilo(C3-Csg), -N(alquil{C;-Cs))(SO2-alquilo(C+-Cg)),
-N(alquil(C1-Cg))(SOz-cicloalquilo(C3-Ce)), -N(cicloalquii(Ca-Cs){(SOzalquito(C-Ce)),
-N(cicloalquil(Cs-Ce))(SO2-cicloalquilo{C3-Cs)), -Oalquilo (C4-Ce), -O-SO2-alquilo{C4-Cs),
-0-S0.-cicloalquilo(C3-Ce), -(CO)-alquilo(C4-Cs), -(CO)CF3, -(CO)-cicloalquilo(Cs-Cie),
-(CO)-anlo(Ce-C1o), -(CO)-heterocichio(C-Ce), CO)-hetercanio{C,-Cp), ~(CO)O-
alquilo(C,-Cs), -(CO)O-cicloalquilo(Ca-C1o), -(CO)O-anlo(Ce-C1o0), -{CO)O-
heterocichlo(C2-Cq), -(CO)O-heteroarnio(Cy-Cg), -(CO)-alquil{C,-Cg)-Oalquilo(C4-Cs),
-S0;-alquilo(C4-Cg), -SO.-cicloalquilo(Cs-Ce), SO.CF3, SO:NHz, SO:NH-alquilo(C4-Ce),
-SO;NH-cicloalquilo(C3-Cs), -SO2N(alquilo(C1-Ce))2, SO2N(alquil(C4-Ce))(cicloalquilo(Cs-
Co)), -SO:N(cicloalquilo(Cs-Ce))z ¥ -SO:NR°R?, en el que dicho -anlo (Ce-Ciw) ©
-heteroanlo (C.-Cy) estdn opcionalmente interumpidos con uno a tres elementos
seleccionados del grupo que consiste en -S-, -O-, -N-, -NH- y -NR*

4 Un compuesto de acuerdo con la revindicacién 1, en el que R® se selecciona
del grupo que consiste en -cicloaiquilo (Cs-C1o), -heterociclilo (C2-Cs), y -alquil{Cy-Cs)-
heterocichlo{(C,-Cg), opcionalmente sustituidos con uno a tres restos
independientemente seleccionados del grupo que consiste en halégeno, hidrox,
-alquilo (C4-Ce), -alquil{C4-Ce)-P(0O)(Oalquilo{C+-Ce));, -cicloalquio (C3-Cie), anilo (Ce-
C10), heterocichlo (C2-Cg), -heteroarilo (C4-Cg), -NR°R®, -NHSO2~alquilo{C1-Cs), -NHSO;-
cicloalquilo(Cs-Cs), -N(alquil{C1-Cg))(SO2-alquilo(C+-Cq)), -N(alquil(C1-Ce)XSO2-
cicloalquilo{Cs-Ce)), -N(cicloalquil(Cs-Ce))(SO2-alquilo(C+-Cs)), -N{(cicloalqui{Cs-
Ce))(SOrcicloalquilo(Cs-Ce)), -Oalquilo  (Cy-Cs), -O-SOralquilo(Cs-Ce), -O-SO.-
cicloalquilo(C3-Cs), -(CO)-alquilo{C4-Ce), -(CO)CFs, -(CO)-cicloalquilo{Cs-Cp), ~(CO)-
anlo{Cq-Co), -(CO)-heterociclilo(C,-Cg), -(CO)-heteroanlo(Cy-Cy), (CO)O-alquilo(C,-Ce),

o
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-({CO)O-cicloalquilo(Ca-C1o), -(CO)O-arlo(Ce-C1o), -(CO)O-heterocichlo{(CCy), -(CO)O-
heteroarilo{C,-Cg), -(CO)-alquil(C;-Ce)-Oalquilo(C4-Cs), -SO2-alquio(C4-Cg), -SO2-
cicloalquilo{Cs-Cs), SOCFs, SO,NH,;, SO,NH-alquilo{C-Ce), -SO.NH-cicloalquilo{Cs-
Ce), -SO;N(alquilo(C,-Cq))z, S0,N(alquil{C,-Ce))(cicloalquilo(Cs-Ce)),
-SO,N(cicloalquilo(Cs-Ca))2 ¥ -SO.NR°R®, en el que dicho -cicioalquilo (Cs-Cio),
-heterociclilo (Ca-Ce), y -alquil(C4-Ce)-heterocichio(C-Cg) estan opcionalmente
mterrumpidos con uno a tres elementos seleccionados del grupo que consiste en
-(C=0), -8O3, -8-, -O-, -N-, -NH- y -NR"

125

5 Un compuesto de acuerdo con la revindicacién 1, en el que R® es -alquilo
(C1-Ce)opcionalmente sustituido con uno a tres restos seleccionados del grupo que
consiste en haldégeno, hidroxi,-alquilo (C4-Cs), -alquil(C4-Ce)-P(O)(Oalquilo(C4-Ce))a,
-cicloalquile (C3-C10), anlo (Ce-Cio), heterocichlo (C2-Cs), -heteroanlo (C,-Cs), -NR°R®,
-NHSOz-alquilo(C+-Ce), -NHSO.-cicloalquilo(Ca-Cs),  -N(alquil(C4-Ce))(SO2-alquilo(Cy-
Cs)), -N(alquil(C,-Cg))(SO.-cicloalquilo(Cs-Ce)), -N{cicloalquil(Cs-Ce))(SO2-alquilo{C-
Ce)), -N(cicloalquil(Ca-Ce))(SO2-cicloalquilo(Ca-Ce)), -Oalquilo  (Cy-Ce), -O-SO--
alquilo(C4-Ce), -0O-SO-cicloalquio(Cs-Cs), -(CO)-alquilo{C1-Cs), -(CO)CF;, -(CO)-
cicloalquilo(Ca-Co), -(CO)-anio(Ce-C1p), -{CO)-heterociclilo(C2-C,), -(CO)-heteroartlo(C;-
Co), -(CO)O-alquilo(C4-Ce), (CO)O-cicloalquilo(Cs-Cig), -(CO)O-anlo(Ce-Cio), -(CO)O-
heterocicllo{(C2-Cg), -(CO)O-heteroanlo(Cy-Cs), -(CO)-alquil(C4-Ce)-Oalquilo(C4-Ce),
-SOzalquilo(C4-Cs), -SO2-cicloalquilo{Cs-Cg), SOCF3, SOzNH;, SONH-alquilo(C4-Ce),
-S0.NH-cicloalquilo(Cs-Ce), -SO:N(alquilo(C4-Ce))2, SO.N{alquil{C-Ce))(cicloalquilo{Ca-
Ce)), -SO:N(cicloalquilo(Cs-Ce))2 ¥ -SO:NR°R®, en el que dicho -alquifo (Ci-Cs) esté
opcionaimente interrumpido con uno a tres elementos seleccionados del grupo que
consiste en ~(C=0), -SO;, -S-, -O-, -N-, -NH- y -NR"

6 Un compuesto de acuerdo con una cualquiera de las revindicaciones
precedentes, de férmula 2

H N CF
°=<Il,"\/
N ONA
2

en la que A se selecciona del grupo que consiste en
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en los que m es un numero entero de 0 a 3 y R"™ es un sustituyente

5 seleccionado del grupo que consiste en hidrégeno, halégeno, hidroxi, -alquilo (C4-Cs),

-cicloalquilo (C3-C7), -anilo (Cs-Cyo), ~heteroanlo (C4-Cy), -heterociciilo (C-Cs), O-alquilo

(C+-Ce), O-cicloalquilo (Cs-C;), SOzralquilo{Ci-Ce), SO:-cicloalquilo(Cy-C;), NHSO,-

alquilo(C+-Cs), N(alquil(C-Ca))}(SOz-alquil(C-Cs)), N(cicloalquil(Cs-Cy))(SOz-alquilo(C;-

Ce-)), N(alquil(C4-Ce)(SO;-cicloalquilo(Cs-Cr)), N(cicloalquil(Cs-C7))(SO2-cicloalguilo(Cs-

10 GCj7), OSOralquilo(C,-Ce), SO CFs, SO;NHs, SO;NH-alquilo(CiCe), SO,NH-

cicloalquilo(Ca-C;), SO:NR’R®, SO:N(alquilo(Cs-Cg))2, CF3, CO-alquilo(Cs-Cq), CO-
cicloalquilo(Cy-C7), COCF3, COzalquilo{C-Ce),
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7 Un compuesto de acuerdo con una cualquiera de las rewvindicaciones
precedentes, de formula 3

H
o~ L
A -
N B
N N
3
en la que B se selecciona del grupo que consiste en
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8 Un compuesto de acuerdo con una cualquiera de las rewindicaciones
precedentes, de formula 4

en la que D se selecciona del grupo que consiste en
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en los que q es un numero enterode 1a 2

9 Un compuesto de acuerdo con una cualquiera de las rewvindicaciones
precedentes, de formula 5
H

gtsn ey

H

en la que E se selecciona del grupo que consiste en

A~
':7(
)
R“
R s/
10 O
en el que R"“ se selecciona del grupo que consiste en -alquio (Cy-Ce),

-cicloalquilo (Cs-Cy), y -heterociclilo (C-Co), y R™ se selecciona del grupo que consiste
en hidrégeno, -aiquilo (C4-Ce), -cicloalquilo (Cs-C7) y -heterociclilo (C2-Cy)

15 10, Un compuesto seleccionado del grupo que consiste en
N-Metil-N-{3-[({metil-[2-(2-0x0-2, 3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-
pinmidin-4-il]-amino})-meti]-fenil}-metanosulfonamida,
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N-Metil-N-{4-metil-3-[({metil-[2-(2-ox0-2,3-dihidro-1H-indol-5-llamino)-5-
tnfluorometil-pinmidin-4-il}-amino})-mettl}-fenil}-metanosulfonamida,
N-(5-Metil-2-{[2-(2-ox0-2,3-dihidro-1H-indo!-5-1lamino)-5-tnfluocrometi-pinmidin-
4-1lamino)-metil}-fenil)-metanosulfonamida,
N-(3-Metil-2{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-tnflucrometil-pinmidin-
4-llamino]-metil}-fenil)-metanosulfonamida,
N-(4-Metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-
4-ilamino]-metil}-fenil)-metanosulfonamida,
N-(2-Metil-8{[2-(2-ox0-2,3-dihdro-1H-indol-5-lamino)-5-tnfluorometil-pinmidin-
4-lamino}-metil}-fenil)-metanosulfonamida,
5-[4-(3-Metanosulfonil-propilamino)-5-tnfluorometil-pinmidin-2-ilamino]-1,3-
dihidro-indol-2-ona,
N-Metil-N-(5-metil-2-4[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4-lamino}-meti}-feni)-metanosulfonamida,
N-(3-Metanosulfonilammno-5-{[2-(2-oxo-2, 3-dihidro-1H-indol-5-llamino)-5-
tnfluorometil-pinmidin-4-ilamino]-metil}-fenil)-metanosulfonamida,
N-Metil-N-(4-metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-
pinmidin-4-lamino}-metil}-fenil)-metanosulfonamida,
N-Metil-N-(2-metil-6{[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)-5-trflucrometil-
pinmidin-4-ilamino]-metil}-fenil}-metanosulfonamida,
N-Metil-N-(3-metil-2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamino)-5-trifituorometil-
pinmidin-4-llarmino]-metil}-fenil)-metanosulfonamida,
54{4-[((1S,2R)-2-Hidrox)-ciclohexiimetil)-ammno}-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-diidro-indol-2-ona,
5-[4-((1R,2S)-2-Hidroxi-indan-1-1amino)-5-tnfluorometil-pinmidin-2-ilamino}-1,3-
diidro-indol-2-ona,
5-[4-((S)-1-hidroximetil-2-fenil-etilamino)-5-trifluorometil-pinmidin-2-ilammo}-1,3-
dihidro-indol-2-ona,
N-(3-(Metanosulfonil-metil-amino)-5<{[2-(2-ox0-2,3-dihidro-1H-indol-5-llamino)-5-
tnfluorometil-pirmidin-4-lamino}-metil}-fenil)-N-meti-metanosulfonamida,
5{4-{(1-Hidroxi-ciclopentiimetil)-amino]-5-trifiuorometil-pinmidin-2-tlamino}-1,3-
dihidro-indol-2-ona,
N-Metil-N-(3-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-tnflucrometil-pirimidin-
4-llamino}-metil}-pindin-2-1l)-metanosulfonamida,

P
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N-(3-Fluoro-2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-Ilamino)-5-tnfluorometil-pinmidin-
4-lamino}-metil}-fenil)-N-metil-metanosulfonamida,
5-{4-[2-((S)-1-Metanosulfonil-pirrolidin-2-il)-etilaminc]-5-trfluorometil-pinmidin-2-
Hamino}-1,3-dihidro-indol-2-ona,
5-{4-{(1-Hidroxi-ciclobutiimetil}-amino}-5-trfluorometil-pinmidin-2-ilamino}-1,3-
dihidro-indol-2-ona,
5-{4-[2-((R)-1-Metanosulfonil-pirrolidin-2-if)-etilamino}-5-trifluorometii-pinmidin-2-
llamino}-1,3-diidro-indol-2-ona,
N-(2-Fluoro-6{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-pinmidin-
4-1lamino]-metil}-fenil}-N-metil-metanosulfonamida,
N-{4-Fluoro-2-{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-tnfluorometil-pinmidin-
4-illamino]-metil}-fenil}-N-metil-metanosulfonamida,
N-Metil-N-(4-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-
4-llamino]-metil}-pindin-2-il)-metanosulfonamida,
N-{2,2-Dimetil-3-[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-triflucrometil-
pinmidin-4-lamino]-propil}-N-metil-metanosulfonamida,
N-Metil-N-(6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-
4-lamino}-metl}-pindin-2-1l)-metanosulfonamida,
N-(2,4-Difluoro-6-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-
pinmidin-4-lamino)-meti}-fenil)-N-meti-metanosulfonamida,
5-[4-((R)-1-Metanosulfonil-pipendin-3-lamino)-5-tnfluorometi-pinmidin-2-
ilamino]-1,3-dinidro-indol-2-ona,
N-Metil-N-(6-metil-3{f2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-tnfluorometil-
pinmidin-4-lamino]-metil}-pindin-2-il)-metanosulfonamida,
N-Metil-N-(5{[2-(2-ox0-2,3-dthidro-1H-indol-5-1lamino)-5-trifluorometil-pinmidin-
4-ilaminoj-metil}-pindin-3-il)-metanosulfonamida,
5-[4-(1-Metanosulfonil-pipendin-4-ilamino)-5-triflucrometl-pirrmidin-2-llamino}-
1,3-dihidro-indol-2-ona,
5-{4-[Metil-((R)-1-fenil-etl)-amino}-5-tnfluorometi-pinmidin-2-ilamino}-1,3-
dihidro-indol-2-ona,
5-(4-Bencilamino-5-tnfluorometil-pinmidin-2-ilamine)-1,3-dihidro-indol-2-ona,
N-(4,6-Dimetil-3{[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-5-tnfluorometil-
pinmidin-4-lamino]-metil}-pindin-2-i1)-N-meti-metanosulfonamida,
5-(4-terc-Butilamino-5-triflucrometi-pinmidin-2-lamino)-1,3-dihidre-indol-2-ona,
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5-[4-((1R,55,68)-3-Metanosulfonil-3-aza-biciclof3 1 OJhex-6-tlamino)-5-
tnfluorometil-pinmidin-2-lamino}-1,3-dihidro-indol-2-ona,
N-Metil-N-{3-metil-3-{2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-triflucrometil-
pinmidin-4-lamino]-butil}-metanosulfonamida,
N-(6-Metil-3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-5-tnfluorometil-pinmidin-
4-llamino]-metil}-pindin-2-il)-metanosulfonamida,
54{4-[(2-Metanosulfonil-piridin-4-imetil)-aminoe)-5-triflucrometil-pirimidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
Amida del acido 2-[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-
pinmidin-4-llamino}-etanosulfénico,
N-(3-{Meti-[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-pinmidin-4-
ill-amino}-propil)-metanosulfonamida,
N-(2-{Metil-[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-4-
}-amino}-etil)-metanosulfonamida,
5-[4-(2-Metanosulfoniimetil-bencilamina)-5-tnfluorometil-pinmidin-2-ifamino]-1,3-
dihidro-indol-2-ona,
Dimetilamida del acido 2-[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-
trifiuorometil-pinmidin-4-ilamino]-etanosulfénico,
N-Metil-N-(3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-pinmidin-
4-lamino}-metil}-pirazin-2-il)-metanosulfonamida,
Metil-(2-{[2-(2-0x0-2,3-dihidro-1H-Indol-5-lamino)-5-tnfluorometil-pirmidin-4-
ilamino]-metil}-fenil}-amida del 4cido etanosulfénico,
(24[2-(2-ox0-2,3-dihidro-1 H-indol-5-lamino)-5-trifluorometil-pinmidin-4-ilamino]-
metil}-fenil)-amida del acido etanosulfénico,
N-Etil-N-(3-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-tnflucrometl-pirmidin-4-
llamino]-metil}-pindin-2-il)-metanosulfonamida, .
N-{1,1-Dimetil-3-[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-
pinmidin-4-ilamino]-propil}-metanosulfonamida,
N-(5,8-Dimetil-3-{[2-(2-0x0-2,3-dthidro-1H-indol-5-ilamine)-5-trfluorometil-
pinmidin-4-lamino]-metil}-pirazin-2-1l)-N-metl-metanosulfonamida,
5-{4-[({(R)-4-Metanosulfonil-morfolin-3-imetil}-amino]-5-trifluorometil-pirimidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
(2-{[2-(2-Ox0-2,3-dihidro-1H-indol-5-1lamino)-5-tnflucrometil-pinmidin-4-ilamino}-
metil}-feml)-amida del acido propano-1-sulfémico,
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5-{4-[2-((R)-4-Metanosulfonil-morfolin-3-l)-etlamino]-5-tnfluorometil-pinmidin-2-
ilamino}-1,3-dihwdro-indol-2-ona,

Metil-(3-{[2-(2-0x0-2,3-dihidro-1H-indol-S-lamino)-5-tnflucrometil-pirimidin-4-
ilamino}-metil}-pindin-2-il}-amida del acido etanosulfénico,

Tnfluoro-N-metil-N-{3-[2-(2-o0x0-2, 3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-
pinmidin-4-ilamino)-propil}-metanosulfonamida,

Metil<{3-[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-5-trifluorometil-pirimidin-4-
lamino}-propil}-amida del acido ciclopropanosulfénico,

N-Etil-N-(2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-pinmidin-4-
Ilamino}-metil}-fenil)-metanosulfonamida,

Metil-(5-metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-triflucrometil-
pinmidin-4-tamino}-metil}-fenil)-amida del acido etanosulfénico,

Etil-{2{[2-(2-ox0-2, 3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-pinmidin-4-
lamino]-metil}-fenil}-amida del acido etanosulfénico,

Etil-{5-metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-llamino)-5-tnfluorometil-pinmidin-
4-llamino]-metil}-fenil)-amida del acido etanosulfénico,

N-Etil-N-(5-metil-2-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-1lamino)-5-triflucrometil-
pinmidin-4-lamino}-metil}-fenil)-metanosulfonamida,

(5-Metil-2-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-pinmidin-4-
ilamino}-meti}-fenil}-amida del 4cido etanosulfénico,

(3-Metil-2{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-4-
llamino]-metil}-ferul}-amida del acido etanosulfénico,

Metil-(3-meti-2-{[2-(2-ox0-2, 3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-
pirimidin-4-llamino]-metil}-fenif)-amida del acido etanosulfénico,

Metilamida del 4cido 2-[2-(2-Oxo-2,3-dihidro-1H-indol-5-llamino)-5-trifluorometil-
pinmidin-4-lamino]-etanosulfénico,

{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-ilamine)-5-trifluorometil-pinmidin-4-ilamino]-
propil}-amida del dcido etanosulfénico,

C-Metanosulfonil-N<{3-[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-
pinmidin-4-ilamino]-propil}-metanosulfonamida,

{2-[2-(2-ox0-2, 3-dihidro-1H-indol-5-lamino)-5-trifluorometil-ptrimidin-4-iiamino}-
etif}-amida del acido etanosulfénico,

C-Metanosulfoni-N-{2-{2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-trflucrometil-
pinmidin-4-ilaminoj-etil}-metanosulfonamrda,



10

15

20

25

30

135

N-Metil-N-(4-metil-3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-Ilamino)-5-trifluorometil-
pirimidin4-ilamino]-metil}-pindin-2-il)-metanosulfonamida,
5-(4-{[1-(2,2,2-Trfluoro-acetil)-pipendin-3-imetilj-amino}-5-tnfluorometil-
pinmidin-2-tlamino)-1,3-dihidro-indol-2-ona,
{3-[2-(2-Ox0-2,3-dihidro-1H-indol-5-llamino)-5-trifluorometil-piimidin-4-tammnol-
propil}-amida del acido 2,2,2-tnfluoro-etanosulfénico,
N-Metil-N-(4-{[2-(2-0x0-2,3-dihidro-1H-indol-5-11amino)-S-trifluorometil-pirnmidin-
4-1lamino]-metil}-pinmidin-2-il)-metanosutfonamida,
N-Ciclopropil-N-{(2{[2-(2-ox0-2,3-dihdro-1H-indol-5-lamino)-5tnfluorometi-
pinmidin-4-ilamino]-metil}-fenil)-metanosutfonamida,
N-Metil-N-(2-{[2-(2-0x0-2,3-d)hidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-
4-lamino]-metil}-pinmidin-4-il)-metanosulfonamida,
N-Metil-N-(6-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-triflucrometil-pinmidin-
4-1laminoj]-metl}-pirazin-2-il)-metanosulfonamida,
N-Metil-N-(2-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-pinmidin-
4-llamino]-metil}-pindin-3-il)-metanosutfonamida,
N-Metil-N-(3{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-pinmidin-
4-ilamino)-metil}-piridin-4-il}-metanosulfonamida,
N-ciclopropil-N-(3-{I2-(2-o0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4ilamino}-metil}-pindin-2-1l)-metanosulfonamida,
N-Metil-N-(6-metil-3-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4-lamino}-metil}-pirazin-2-if)-metanosulfonamida,
5-{4-[(2-Metanosulfonimeti-piridin-3-timetil}-amino]-5-trfluorometil-pinmidin-2-
ilamino}-1,3-dihidro-indol-2-ona,
N-Metil-N-(4-{[2-(2-0ox0-2,3-dilidro-1H-indol-5-ilamino)-S-triflucrometil-pinmidin-
4-ilamino]-metil}-pindin-3-il)-metanosulfonamida,
N-Metil-N-(3-metil-6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4-ilamino]-metil}-pindin-2-i1)-metanosulfonamida,
N-Metil-N-(5-metil-3-{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-trfluocrometil-
pinmidin-4-ilamino]-metil}-pindin-2-1)-metanosutfonamida,
N-Metil-N-(4-metil-6-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-1lamino)-5-trfluorometil-
pinmidin-4-llamino}-metil}-pindin-2-il)-metanosulfonamida,
N-Metil-N-(2-metil-5-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-1lamino}-5-tnfluorometil-
pirimidin-4-ilamino}-metil}-pindin-3-il)-metanosulfonamida,
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N-Metil-N-(5-metil-6{[2-(2-ox0-2,3-dihidro-1 H-lndol:s-lIamlno)-5-tr|fluorometll-
pinmidin-4-ilamino}-metil}-piridin-2-il)-metanosulfonamida,
N-Metil-N-(6-metil-2-{[2-(2-0x0-2,3-diludro-1H-indol-5-1lamino)-5-tnfluorometil-
pinmidin-4-ilamino}-metii}-pinidin-3-1l)-metanosulfonamida,
N-Metil-N-(5-metil-2-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-
pinmidin-4-ilamino}-metil}-pirimidin-4-il)-metanosulfonamida,
N-Metil-N-(5-metil-2-{{2-(2-ox0-2,3-dihidro-1H-indol-5-llamino})-5-trifluorometil-
pinmidin-4-itamino]-metit}-pindin-3-il)-metanosulfonamida,
N-Mstil-N-{(4-metil-2-{[2-(2-0x0-2,3-dihidro-1H-Iindol-5-lamino)-5-trfluorometil-
pinmidin-4-llamino]-metil}-pindin-3-1)-metanosulfonamida,
N-Metil-N-(3-metil-4-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-1lamino)-5-triflucrometl-
pinmidin-4-lamino}-metil}-piridin-2-1l}-metanosulfonamida,
N-Metil-N-(5-metil-4{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trflucrometil-
pinmidin-4-ilamino]-metil}-pinmidin-2-if)-metanosulfonamida,
N-Metil-N-(6-metil-5-{[2-(2-0x0-2, 3-dthidro-1H-indol-5-ilamino)-5-tnfluorometil-
pinmidin-4-lamino}-metil}-pindin-3-il)-metanosulfonamida,
N-Metil-N-(6-metil-2-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-ilamino)-5-tnfluorometil-
pinmidin-4-lamino]-metil}-pinmidin-4-il)-metanosulfonamida,
N-Metil-N-(5-metil-4{[2-(2-0x0-2,3-dihidro-1H-indol-5-1lamino)-5-triflucrometil-
pinmidin-4-tlamino}-meti}-pindin-2-il)-metanosulfonamida,
N-Metil-N-(2-metil-3-{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-trifluorometil-
pinmidin-4-llamino]-metil}-pindin-4-il}-metanosulfonamida,
N-Metil-N-(6-metil-4-{[2-(2-0x0-2, 3-ditudro-1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4-lamino]-metil}-pindin-2-i)-metanosutfonamida,
N-Metil-N-(5-metil-3-{[2-(2-0x0-2,3-dihidro-1H-indo!-5-Ilamino)-5-tnfluorometil-
pinmidin-4-ilamino}-metil}-pindin-4-1)-metanosulfonamida,
N-Metil-N-(S-metil-6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4-lamino]-metil}-pinmidin-4-if)-metanosulfonamida,
N-Metil-N-(5-metil-4-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-llaminec)-5-tnfluorometii-
pinmidin-4-lamino}-metd}-pindin-3-il}-metanosulfonamida,
N-Metil-N-(6-{[2-(2-ox0-2, 3-dihidro-1H-indol-5-ilamino)-5-trifluorometil-pinmidin-
4ilamine]-metil}-pinmidin-4-il}-metanosulfonamida,
N-Metil-N-(6-metil-4{[2-(2-0x0-2,3-dihidro-1H-indoi-5-ilamino)-5-tnflucrometil-
pinmidin-4-ilamino]-metil}-pinmidin-2-1l)-metanosulfonamida,
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N-Metil-N-(2-metil-4-{[2-(2-ox0-2,3-dihidro-1H-indol-5-llamino})-5-trifluorometil-
pirimidin-4-lamino]-metil}-pindin-3-11)-metanosulfonamida,
N-Metil-N-(5-{[2-(2-ox0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-
4-ilamino}-metil}-pinmidin-4-y1)-metanosulfonamida,
N-Metil-N-(2-metl-6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-
pinmidin-4-llamino]-metil}-pinmidin-4-il)-metanosulfonamida,
N-Metil-N-(6-meti-4-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-trifluorometil-
pinmidin-4-lamino]-metil}-pindin-3-1)-metanosulfonamida,
N-Metil-N-(4-{[2-(2-ox0-2, 3-dihidro-1H-indol-5-lamino)-5-trifluorometil-pinmidin-
4-llamino]-metil}-pinmidin-5-il)-metanosulfonamida,
N-Metil-N-(2-metil-5-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-lamino)-5-tnfluorometil-
pinmidin-4-ilamino}-metil}-pinmidin-4-il)-metanosulfonamida,
N-Metil-N-(4metil-6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-tnfluorometil-
pinmidin-4-lamino}-metil}-pinmidin-5-il)-metanosulfonamida,
N-Metil-N-(5-metil-6{[2-(2-0x0-2,3-dihidro-1H-indol-5-tamino)-5-trifluorometil-
pinmidin-4-ilamino}-metil}-pirazin-2-if)-metanosulfonamida,
N-Metil-N-(5-metil-3<{[2-(2-0x0-2,3-dihidro-1H-indol-5-ilamino)-5-triflucrometil-
pinmidin-4-lamino]-metil}-pirazin-2-if)-metanosulfonamida,
N-Metil-N-(2-metil-6-{[2-(2-0x0-2, 3-dihidro-1H-indol-5-Ilamino)-5-trifluorometil-
pinmidin-4-tlamino]-metil}-pinmidin-5-1l)-metanosulfonamida,
N-Metil-N-(3-metil-6-{[2-(2-0x0-2,3-dihidro-1H-indol-5-lamino)-5-trifluorometi-
pinmidin-4-ilamino]-metif}-pirazin-2-il)-metanosulfonamida, y
N-Metil-N-(6-metil-6{[2-(2-ox0-2,3-dihidro-1H-indol-5-1lamino)-5-tnflucromettl-
pinmidin4-ilamino]-metil}-pinmidin-4-if)-metanosulfonamida

11, Un método para tratar el crecimiento celular anémalo en un mamifero, que
comprende administrar a dicho mamifero una cantidad de un compuesto de la
reivindicacién 1 que es eficaz para tratar el crecimiento celular anémalo

12, Una composicién farmacéutica para tratar el crecimiento celular anémalo en
un mamifero, que comprende una cantidad de un compuesto de la rewvindicaciéon 1 que
es eficaz para tratar el crecimiento celular anémalo, y un vehlculo farmacéuticamente

aceptable

M
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RESUMEN
La presente invencidn se refiere a un compuesto de férmula 1

H
o~ I
[
NJ\N, ':l,w
H o 4CR'RY),
en la que R'-R* son como se definen en esta memona Dichos derivados de
pinmidina nuevos son Utiles en el tratamiento del crecimiento celular anémale, tal como
el cancer, en mamiferos Esta invencidn también se refiere a un método para usar
dichos compuestos en el tratamiento del crecimiento celular anémalo en mamiferos,

especialmente seres humanos, y a composiciones farmacéuticas que contienen dichos
compuestos
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RECORDATORIOQ

Para el ingreso en la fase nacional, el solicitante debe proceder, dentre de los 30 mesea de la fecha de
pnondad (o mds tarde en otroa organiamos) a llevar a cabo ciertos trdmites (presentacidn de traducciones y
pago de tasas nacionales) (articulo 38 (1)) (ver también la infformacién bnndada por la Ofiana Intemacional
por medio del formulano PCTARA0)

Cuando se debe enviar a un organismo seleccionado una traducadn de la solctacidn ntemacional, asta
traduccion deba contener también las traducciones de todos los anexos del informe del Examen Preliminar
Internacional Es responsabiidad del solicitanie elaborar tales traducciones y enviarias directamente al
organismo comespondiente selecaonado

Oftros detalles de los plazos y requieios normatvos de los organitemos selecaonados 6 puaden tomar del
Manual PCT para solicitantes

El solicitante os advertido acerca del articulo 33 (5) en el cual se aclara que los cntenoe de novedad,
actividad nwentiva y aplicabilidad industnal descriptos en el articulo 33 (2) a (4) solo tiense significado para el
Examen Preliminar Intemacional, y que “cada estado adhendo puede disponer atnbutos adicionales o
modificatonos en tal estado para la determinacién de 1a patentabiidad de la invencidn remndicada® (ver
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Tel +489 89 2309-0, Tx 523656 epmud
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Tel +49 89 2399-8032

Formulano PCT/IPEA/409 (enero 2004)
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PFIZER PRODUCTS INC et al
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1 Este informe se trata del reporie de Examen Preliminar intemacional, confeccionado por el organismo encargado del
Examan Prelimunar internacionat segun el Articulo 35 y enviado al solictante segun el Articulo 36

2 Este INFORME comprende, en total 5 hoas, incluida esta caratula

3 Ademds, este informe posee ANEXQS, I0s mismos comprenden

(remitidos al solicilante y & ia Oficina Internacional) en total hojas, aqui se trata de

o

O

hojas con las descnpciones, renvindicaciones, y/o tustraciones que fueron moddicadas y en Jas
cuales se basa aste informe y/u hojas con commecciones que aprobd el organismo (ver regla 70 16 y
sector 807 de los reglamentos adminiatrativos}

hojas que resmplazan hojas antanores pero que, segun opinion del orgamismo, conbenen una
modificacidn por los mobvos indicados an el punto 4, campo N° 1,superando el conterudo revelado
on la Solcitud Intemacional en la versién presentada onginalmente

(rermitrdos solo a la Oficina Internacional un total de (indicar tipo y cantidad del {los) soporte(s) electrénica{s) que
contiene(n), una lista de secuencias y/o las tablas comespondientes, solo en formato electrénico, tal como estd
indicado en el campo suplementano relative a listas de secuencias (ver Instruccion Adminisirativa 802)

4 Este informe contiene indicaciones acerca de los siguientes puntos

Campo N° | Fundamento de! informe
O CampoNli Pnondad
O CampoN°lil No formulacadn de opinidn sobre la novedad, la actvidad inventiva y la aphcabihdad industnal
O CampoNIV Falta de untdad de la invencion
Campo N° V Declaracion fundada segun el Articule 35(2) con regpecto a la novedad la achwvidad inventiva y la
aphcabiidad industnal, docurmentos y aclaraciones desbinadas a apoyar esta dedaracdn
O CampoN°VI Documentos especificos citados
O Campo NV Defectos especificos de |a solicitud mternacional
O CampoN°VIIl Observacionas especificas a |a solictud internacional
Fecha de presentacidn de la solicitud Facha de confeccion de este informe
20 06 2005 04 04 2006
Nombre y Direcaon Postal dal organismo encargado dal Funcionano Apoderado
Examen Internacional
Oficina de Patentes Europea Lauro, P
D-80268 Munich
Te! ++49 B9 23990, Tx 523858 epmu d Tel +48 89 2399-
Fax +48 89 23604485

Formulana PCT/IPEA/A08 {caratula){Abnl 2005)



INFORME PRELIMINAR INTERNACIONAL Referencia Internacional
SOBRE PATENTABILIDAD PCT/IB2005/001201
Campo N° | Fundamento del Informe

1 Con respecto al idioma, el informe esta basado sobre la solicitud internacional en el
idioma en que fue presentada, en tanto en este punto no se indique otra cosa

{1 Elinforme esta basado sobre una traduccion del idioma oniginal al siguiente idioma,
el que se trata del idioma de la traduccion suministrada a los siguientes efectos
O busqueda internacional (segun Reglas 12 3y 23 1 (b))
O publicacién de la solictud internacional (segun Regla 12 4)
O examen prelminar intemacional (segun Regla 55 2 y/o 55 3)

2 Con respecto a los elementos* de la Solicitud Internacional, el informe se basa en {/as
hojas de reemplazo que fueron presentadas al organismo como requisito segun el
Articulo 14 son vahdas como “presentadas ongmalmente” en el marco de este mforme y
no se adjuntan)

Descripcion, paginas

1-102 presentadas onginalmente

Rewindicaciones, N°

1-12 presentadas onginalmente

O un hstado de secuencias y/o eventual(es) tabla(s) relacionada(s) — con respecto al
listado de secuencias, ver campo adicional

3 0O Comoconsecuencia de las modificaciones caducaron los siguientes documentos

Descripcidn pdginas

Reivindicaciones N°

llustraciones hojaffigura

Listado de secuencias (espacificar)
Eventual(s) tabla(s) perteneciente(s) al istado de secuencias {(especificar)

ooooo

4 0O Este informe fue elaborado sin tomar en consideracién (algunas de) las
modificaciones, dado que las mismas, segun opinién del orgamismo y por los motivos
expresados, exceden el conterido revelado en el texto presentado onginaimente
{Regla 70 2(c)}, tal como se indica en el campo suplementano

O Descnpcién paginas

O Rewndicaciones N°

O llustraciones hojasffiguras

O Listado de secuencias (especiicar)

O Eventual(s) tabla{s) perteneciente(s) al hstado de secuencias (especificar)

*  Cuando corresponde el punto 4, algunas o todas estas hojas pueden estar provistas de /a
observacion ‘reemplazada”

Formulano PCTAPEA/408 (enero 2004)
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Campo N°V Declaracion fundada segun el Articulo 35(2) con respecto a la
novedad, la actividad inventiva y la aplicabilidad industnal,
documentos y declaraciones destinadas a apoyar esta Declaracién

SOBRE PATENTABILIDAD PCT/IB2005/001201 /&(

1 Resolucion

Novedad (N) Si1  Rewvindicaciones 1-12
No Remvindicaciones

Actividad inventiva (IS) S Rewindicaciones
No Remvindicaciones 1-12

Aphcabibdad industrial (1A) S1  Rewindicaciones 1, 10,12
No Rewvindicaciones 11

2 Documentos y aclaraciones (regla 70 7)

ver hoja adjunta

Formulano PCT/IPEA/408 (enero 2004)



REPORTE DE EXAMEN PRELIMINAR INTERNACIONAL - HOJA ANEXA -\]‘Q
Soheitud Internacional No PCT/IB2005/001201

tem V
Declaracion razonada con respecto a la novedad, nivel inventivo y aplicacién
industrial; citas y explicaciones que soportan dicha declaracifn.

l Se hace referencia a los siguientes documentos

DI WO 03/030909 A (BAYER CORPORATION, NAGARATHNAM,
DHANAPALAN, WANG, CHUNGUANG, CHEN, YUA) 17 de abril de 2003

D2 CT SUPURAN, A SCOZZAFAVA “Inhibidores de la proteinquinasa
como agentes anticancerfgenos” EXPERT OPIN THER PATENTS, vol 14,n0 1,
enero de 2004, paginas 35- 53, XP002336074

D3 WO 2004/056807 A (PFIZER PRODUCTS INC, KATH, JOHN,
CHARLES, LUZZIO, MICHAEL, JOSEPH) 8 de julio de 2004

D4 WO 2004/056786 A (PFIZER PRODUCTS INC, KATH, JOHN,
CHARLES, LUZZIO, MICHAEL, JOSEPH) 8 de julio de 2004

2 D3 y D4 han sido publicados después de la fecha de prioridad de la presente
solicitud y por lo tanto no fueron tomados en cuenta para fines del presente concepto

3 Novedad

La férmula general (I} de D1 tal como se rervindica en fa rervindicacion 1 comprende de
manera genérica los compuestos de la presente solicitud, sin embargo, puesto que
runguno de los compuestos ejemplificados yacen dentro de la definicién de fa férmula
(D) del presente invento, se reconoce la novedad con respecto al antecedente D1

4 Nivel inventivo

El problema planteado por la presente solicitud parece ser intentar proporcionar
derivados de la pirimidina Gtiles en el tratamiento del cancer debido a su actividad como
inhibidores de la proteinquinasa

D] divulga derivados de la pinmidina que difieren de los compuestos de la presente
solicitud en que ningiin amllo de amino- 2- oxo- 2,3- dihidro- indol es eyemplificado
sobre la posicion 2 del amillo de piimidina D1 define de manera genérica que la
posicidn 2 de la pinmidina puede ser sustituida por un amino sustituido por un anillo
hetero- biciclico, ejemplos son ofrecidos para indazoles por ejemplo, los cuales son
estructuralmente muy cercanos a los derivados de indol de la presente solicitud Puesto
que D2, el cual representa un estudio sobre los compuestos patentados en el campo de
los inhibidores de las proteinquinasas, demuestra que el anilto de 2- oxo- 2,3- dihidro-
indol representa una caracteristica estructural presente en varios compuestos activos
anticancerigenos (ver por ejemplo las pagnas 42, 47, 50 de D2), el uso del anillo de 2-
oxo- 2,3- dihidro- indol se consideraria por aquella persona experta en ¢l campo
enfrentada con el problema de proporcionar formacos anticancerigenos adicionales
como una alternativa adecuada para el anillo biciclico en la molécula divulgada en D1
En ausencia de datos que demuestren que los compuestos de la presente solicitud
posean efectos inesperados en comparacién con los compuestos estructuralmente més
cercanos divulgados en D1, no puede reconocerse un nivel inventivo
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4 Aphcacién Industrial

La reivindicacién 11 esté relacionada con un método para el tratamiento del cuerpo
humano o animal med:ante terapia

5 Observaciones adicionales
El térmmo “profadrmaco” utilizado en la reivindicacién 1 no es aceptable, puesto que no
se conoce a prior1 cuales grupos deben considerarse que se hidrolicen i vive
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application.

communication to all the elected Offices

4. REMINDER

PCT Apphcant's Guide.

1. The applicant is hereby notified that this International Preliminary Examining Authonty transmits herewith the
international preliminary report on pateptability and its annexes, if any, established on the intemational

2 A copy of the report and iis annexes, if any, 1s being transmitied to the international Bureau for

3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of
the report (but not of any annexes) and will transmit such translation to those Offices

The applicant must enter the national phase before each elected Office by performing certain acts (fiing
translations and paying national Yees) within 30 months from the pnonty date (or later In some Offices)
(Article 39(1)) {see also the reminder sént by the International Bureau with Form PCTAB/301)

Where a translation of the international application must be furnished to an elected Office, that translation

must contain a translation of any annexes to the international prelimindry report on patentabilty It 15 the

applicant's responsibility to prepare and furnish such transiation directly to each elected Office concerned.
3

For further details on the applicable time imits and requirements of the ‘elected Offices, see Volume Il of the

The applicant’s attention is drawn to Article 33(5), which provides that the cntena of novelty, inventive step
and industnial applicability descnibed in Article 33(2) to (4) merely serve the purposes of international
preliminary examination and that "any Contracting State may apply additional or different critena for the
purposes of deciding whether, in that State, the claimed inventions 1s patentable or not® (see also Article
27(5)) Such additional critena may relats, for example, to exemptions from patentability, requirements for
enabling disclosure, clanty and support for the clasms

Name and maiing address of the intemalional
preiminary examining authority

Europaan Patent Office
D-80298 Munich
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Authenzed Officer
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Tel +40 89 2399-B032
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Intemational Patent Classification (IPC} or national classification and IPC A
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1 This report 1= the international preliminary examination report, establhshed by this Inlarnahonal Preliminary Examining
Authonty under Article: 35 and transmitied to the applicant according to Arlicle 36

2 This REPORT consists of a totql of 5 sheets, including this cover sheet.

3 This report s also accompanied by ANNEXES, comprising
a O sent to the appiicant and l.ro the intemational Bureau) a total of  sheets, as loliows

O sheets of the descnption, claims andlor drawings which have been amended and are the basis of this report
andbr sheets containing rectiicahons authonzed by this Authonty (see Rule 70 16 and Secttion 807 of the
Admirustrative Instructions)

O sheets which supersede earlier sheets, but which this Authority considers contain an amendment that goes
beyond the 'disclosure in the international application as filed, as indicated m item 4 of Box No | and the
Supplemental Box

b D (sent o the internanonal Bureauv only) a total of (indicate type and number of slectronic camer(s)) , contamng a
sequence listing andlbor tables related thereto, in celectronic form only, as indicated in the Supplemental Box
Relating to Sequence Listing (see Section 802 of the Administrative Instructions)

—
4. This report contains indications relating to the following tems
\ z

,-

& BoxNo ]  Basis of the report
O BoxNo H  Pnonty
O BoxNo Il Non-establishment of opinion with regard to novelty, iInventive step and indusinal applicability
+ [J BoxNo IV Lack of unty of nvention
[® BoxNo V  Reasoned statement under Article 35{2) with regard to novetty, inventive step or industnal
! applicabilty, citabons and explanations supporting such statement
O Box No VI Certan documents cited
O BaxNo VIl Certain defects in the international apphcation
O Box No Vil Certain observations on the international application
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Box No.l Basis of the report

1., With regard to the language, this report 1s based on the international apphcation in the language in which it was
'filed, unless otherwise indicated under this item

O This report 1s based on translations from the orniginal language into the following language ,
which i1s the language of a translation furnished for the purposes of

O intemational search {under Rules 12 3 and 23 1{b))
[0 publication of the interhational application (under Rule 12 4)
O intemational preliminary examination (under Rules 55 2 andbr 55 3) » :

2 With regard to the elements* of the international application, this report 1s based on (replacement sheets which
have been furmished to the receiving Office in response to an invitation under Article 14 are referred to in this

report as "onginally filed” and are not annexed to this report)

Descripilon, Pages s
i-102 as ongmally filed

Clalms, Numbers
1-12 as onginally filed ,

[0 a sequence listing andor any related table(s) - see Supplemental Box Relating to Sequence Listing

L]

3. O The amendments have resuited in the cancellation of .

O the descnption, pages

O the clams, Nos

O the drawings, sheetsfigs

O the sequence listing (specify).

O any table(s) related to sequence listing (specify) '

4. [J This report has been establisbed as if (some of) the amendments annexed to this report and Yisted below
had not been mads, since they ‘have been considered to go beyond the dlsclosure as filed, as indicated in the

Supplemental Box (Rule 70 2(c))
O the descnption, pages
O the claims, Nos ,
O the drawings, sheetsfigs .
D the sequence, isting {(spsciy)’
O any table(s) related to sequence listing (specify):

* If item 4 applies, some or all of these sheets may be marked "superseded."

Form PCTAPEA/408 (January 2004)
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Box No.V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial
applicability, citations and explanations supporting such statement

1 Statement
Novelty (N) Yes Clams i-12
No- Clams
Inventive step (I1S) v Yes. Clams
No Claims 1-12 ]
Industnal apphcability {IA) . Yes Clams 1-10,12

No- Clams 1"

2 Citations and expianations (Rula 70 7)

see separate sheet

Forth PCTAPEA/408 (January 2004)
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(SEPARATE SHEET) : PCT/1B2005/001201
ﬁe Item V.,

1 Reference is made to the following documents:

D1. WO 03/030909 A (BAYER CORPORATION; NAGARATHNAM, DHANAPALAN,
WANG, CHUNGUANG, CHEN, YUA) 17 April 2003 (2003-04-17) .

D2: C.T.SUPURAN, A, SCOZZAFAVA. "Protsin kinase inhibitors as anticancer
agents" EXPERT OPIN THER PATENTS, vol. 14, no 1, January 2004 (2004-
01), pages 35-53, XP002336074

D3: WO 2004/056807 A (PFIZER PRODUCTS INC, KATH, JOHN, CHARLES;
LUZZIO, MICHAEL, JOSEPH) 8 July 2004 (2004-07-08)

D4: WO 2004/056786 A (PFIZER PRODUCTS INC; KATH, JOHN, CHARLES,

. LUZZIO, MICHAEL, JOSEPH) 8 July 2004 (2004-07-08) '

2 D3 and D4 have been published after the pnonty date of the present application and
are therefore not taken into acount for the purposes of the present opinton.

3. Novelty
The general formula (l) of D1 as claimed in claim 1 generncally compnses the

compounds of the current application; however, since none of the exemplified
compounds fall within the definition of formula (I) of the present application, novelty re
D1 is acknowledged.

-
5

-

4. Inventive step ,
., The problem underlying the present application appears to reside in the provision of

pyrmidine derivatives useful in the treatment of cancer due to their activity as protein
kinase inhibitors. 4

D1 discloses pyrimidine derivatives which differ from the compounds of the present
apphcation in that no amino-2-oxo0-2,3-dihydro-indole nng i1s exemplified at the 2-
position of the pynmidine ring. D1 genericaily defines that the 2 position of the

** pyrimidine may be substituted by an amino substituted with a hetero-bicyclic ring;
examples are given for e.g. indazoles, which are structurally very close to the indole

Fomn PCT/Separate Sheet/409 (Sheet 1) (EPO-January 2004)
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REPORT ON PATENTABILITY .

(SEPARATE SHEET) PCT/IB2005/001201
denvatives of the present application. Since D2, which is a study on the compounds
patented in the field of protein kinase inhibitors, shows that the 2-oxo-2,3-dihydro-
indole ring represents a structural feature which is present in several active
anticancer compounds (see e g pp 42, 47, 50 of D2), the use of the 2-ox0-2,3-
dihydro-indole nng would be considered by the skilled person faced woith the
problem of prowdlna further anticancer drugs as a suitable alternative for the bicyclic
nng in the molecule disclosed in D1 In the absence of data which show that the
compounds of the current application possess unexpected effects comparead to the
structurally closest compounds disclosed in D1, no inventive step can be
acknowledged.

4. Industrial applicability

. Claim 11 1s directed to a method for treatment of the human or animal body by
therapy

5.  Eurther observations.

The term "prodrug® used in claim 1 1s not acceptable, since 1t is not known a prion
which groups are to be considered to hydrolyse in vivo

2!

Form PCT/Separate Sheel/409 {Sheet 2) (EPO-January 2004)
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