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PubticaclOn International No. WO 2006/081343 Al Fecha: 3 do aposto do 2006 
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2-FENILJNDOLES COMO ANTAGONISTAS DEL RECEPTOR DE LA 
PROSTAGLANDINA D2 

Claslflcaclón Internaclonal (51) C07D 209/012 

8 Prloridad (33) Pals do Oiigen 1 (32) Fecha (31) NUniero do Solicitud 

US 26 do enero de 2005 601647.307 SIN NOD 

C, Comprobanto de pago No.: 07-57.555 Focha: 16 de julio do 2007 

() 

i1 Comprobants do pago do Ia tasa do presantaciOn do Is solicitud par 
$ 

482.000.00. 
o 

Comprobanto do pago por ieivindtcación do prioridad. 
iI Documento qua acredita Is existencla 

y 

representacion legal cuando el solicitante sea persona 
juridica. 

fI Poderos, sl fuere ci caso. 
II Documento de ceslón del inventor a] soilcitante a a su causante. 
o 

Copia do Ia solicitud international. (Resumen, descripciôn, reMndicaciones, dibujos) 
Il Traducclón de Ia solicitud Internacional al castellano. (Rosumen, descripciôn, reivindicaciones, 

dibujos) 
o 

Copia del examen preliminar efectuado par Ia IPEA. 
o TraducelUn del examen preliminar efoctuado por Is IPEA 

o 

Do ser el caso, copia del conirato do 
o Do ser el caso, documento quo acredite Ia licencla 0 autoiizaciôn do uso do conocimierTtos 

tradiclonales de las comunidades indigenas. 
o Do ser el caso, certificado do depØsito del material biológico. 
L1

 
Arta final 12x12 

o Do ser el caso, Information sobre oUts solicitudes do patonte 0 tltulos obtenidos an el 
extranjero par el mismo titular o su causante, relaclonadas parcial 0 totalinente con la InventiOn 
de esta solicitud. 

L1 Otros: VER HOJA DE DOCUMENTOS ANEXOS 
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FIRMA: 
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APOSTIIJ1E 

(CONVENTION DE LA SAYS DU 5 OCTOBRE 1961) 

COUNTRY: UNITED STATES OF AMERICA 

THIS PUBLIC DOCUMENT HAS BEEN SIGNED BY: 
TINA H WISBESKI 

ACTING IN THE CAPACITY OF: 
NOTARY PUBLIC OF NEW JERSEY 

BEARS THE SEAL/STAMP OF: 
TINA M WISBESRI, NOTARY 

CERTIFIED 

AT TRENTON, NEW JERSEY 

THE 5Th DAY OF MARCH 2007 

BY: Bradley Abelow, NEW JERSEY TREASURER 

NO. A284990 

SEAL! STAMP: 10. SIGNATURE 
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CAVELIER 181 
ABOGADOS 
EDIFICIO SISKI 

CARRSiA 4a N-72,35 
BOGOTA, 8- COLDMfl 

REPRESENTACION V POD ER 

RepresentatiOn y Fader con autcnticaclon notarlal y 
Apaslllle pan patentes, modelos de utlildad, dlseflas 
hidostytsies, mars do fÆbrlca, nombres cómerSles, 
enseflas, nombres do doininlo, lmas comercialas, licencias. 

Representation and Power-of-Altoray with manorial 
authentication and Apostills for pats utility models, 
lndnst4al designs, trademarks, commerclth names, Dede 
embhmtc, domain names, slogan, licenses. 

REPRESENTATION AND POWER-OF ATTORNEY 

Yo (nosoiros), abJo *nw’.n (s)/1 (we), the undersigned 

domldiliado (a) en/of 300 Somerset Corporate Boulevard 

New Jam OS7 
Uta sates of Am  

L.r ci prescribe nomhramos a EMILIO FERRERO Ipa. 31929; LUZ 
CLEMENCIA DE PA&, tpa. 23555y DANIEL PERA, tpa. 65.620, 
dam!cilindos o Ia Canera 4a N’ 72-35, Bogota, Colombia. en 
obcdeciintnto a To dlsputn one! pa,Ægrafo lo del Art(culo 543 del 
Codigo do Comncio, all pitmcro como principal y Its denit ctrano 
sup!enr. on Sn orden, coma mis (miestros) reprosonearths an Sos IS 
ons do propiodad Industiol can frcnitad poes, recibir roulficaschaques 

y nombraz apoderados juillSies 0 altdlclt El primer 
tcprentfl sup!cile recoopkavarl at pttpal ca uses, do misent 0 
bnpcdimonto temporal o detnftivo do aqua La m rogja so aplieaz* 
ado ci segwido suplente hayo do reemplorar at 
pxlmero, a el tero at segint En tales ci .qjr’.L.’n, 
principal, o ci prlmero o segundo sup!atte, on an Caso, o ambos, 
declams so intention do no Oscar Is reprcscanzi6n medlmito 
dec!amSn porWsbuio Pubilco Colombia, oporNotarle 
o oo Funclonarlo Pübliw, 0 C6nsnl do Colombia, en ci atrmcro y th 

tataw do hiçcdimento, con ci catlfieado inspectivo. SI aiguno do 
’W nombrados Mare definitivaniente, ci slgulente ’..... an lugar. 

Cumido czo Is auseSa o lmpedlmento del reprcznmntc principal, o 
do so pximeio o segundo map!mites, on ml ousa, padrªn  cdcrocr Is  
repitsenlaclon, en sa orden, mo a obos segOn ci - aiumidndola For 
ci solo bso do ejeroarla, ccaando to ease momenlo ci ejcrddo do In 
n1naugdón par ci priniero, segundo o Mccur miplenro on so 
Mont, co,fit,o (unfcimnz) peder a Its abogtdes anlfr.nombmdos, 
pan obirner In protection do ml (nntra) piopledad industrial y contra 
Is oompłtenth desleai, a cuyo to nnun Lj (amas) a [as diobos 
apoderados paret quo me (nos) rqaccalw ante aialzsqulma cj,TL,,T.o 
personas, ejcrzan 0 no jmisdicdân, espatlmentosoft her del order  
adrdnintivo, contencIo- admlnlsfrattvo y judicial, at coxilo lag 
trlbunalos do arbllrainegto, cot todo to anganlade a lot slptentes 
NLmt a) ObtendAn do 1,r.-,,r, do bvencl&’, modelos do ntilMml y 
dlsos industma!es ci regina do access do ffibria colecthis, 
defrSvas, do swjlclo. Iemn commtIa!as nombies 
comerciales, cusafisi, nonibits do dominlo, variedades vegetates y 
denontathnna do organ, ml rrnovadon, treespaso, C5Wbl0 do not 

a damielllo cancclacidn whorraft y ci iegisfro do iloenclas do M do 
cars dcbos b) Las accionos do toinpdtncia.deslecl, protedOn del 

In duo compliance with the of paragraph ist of artIcle 543 of the 
Commercial Code, do hereby appoint fldIUO FERRERO. tpa. 3192 
LUZ CLEMENCIA DE PAfl, Vs. 23555 aud DANIEL PE&A, tpa. 

656* domiciled at Calms 4a N’ 72-35, BogolE. Colombia, the that 
as principal and the others as alteras In the order of their 
app&ntnfl a our representatives ST all lndosulal property matters 
with frcuhy to receive nofifleatior mid to appoint attæmuys in mid out 
of Cowl. The thst altenmto shall geplage the principal In -- of his 
abce or of temjios1 or dttive impolit The at rule will 
apply when the aecmd nTIT rcpnntative Is to replace the fist 
one, or wk the th iffis to replace the fist or--1 ahzmates In their 

or both of them, t In such areas the principal 
or the first  second altrmat in their tare, or both of 

th!,, shall state their intention not to set as mpienIntiv through a 
dedarthon given bcm a Notary Public in Colombia, or betre a 
Notary or another Public Official a a Colombian Consul abroad; and In 

of hnpcdlmfl the appropriate certificate shall t If mw of 
the aa,uhu.h were to be definitely absiZ the Snowing alternate shall 
take his Place. When the ancc or Impediment of the principal 
rcpresezitafiv Or of the fist or second -nar In their nun the 

that or � .nd or its 

crclsc will S $ by the 

first, second or thfrd at fl&!&OuI$a!1fE91 snct In 
addition, we grant a Powr D*A*rpYffi flijJ7ho,abmffi.nmucd 
srffnrrq tt kw so thj *fa oweir-ft prottoton of thy (our) 

IndIOJ proV’,pkg,’thp lr tonipeton, 1* which 

propose I (we) %rn&om (tb) beforeany
 anthmltlts sjcInlly those 

admlnlstrativo,and judicial, as ’til 
asbefore Mblnsticoncerning the following; a) 

O1T..n,l ofid thduMal diwm the 

regjgrSon oe. dcfojSve and sa,ice 

mm �de S domain 

� ,mleties and denomirSora of mi its nntw$ assignment, 

change of name & domicile, voitnitmy n"flRfffln and the reglstmtfon 

of li of use of the above rights: b) Astons of in,frfr competition, 

' CAflLIER ABOGADOS 
WPPGDEOI-181 
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NOTARL4L CERTIFICATE 
(Corporation) 

UNTIED STATES OF M.4E1UCA ) 
STATE OF NEW JERSEY )as. 
COUNTY OF SOMERSET ) 

On this 2f’ day of February, 2007, personally appeared beibre me, Andrea Q. Ryan, 
Assistant Secretary, known or identified to me to be the individual described in and who executed the 
foregoing document Power of Attorney, and acknowledged the same as a free act and deed for uses and 
purposes therein expressed by authority of the said Corporation incorporated under the laws of the Stale 
of Delaware, United States of America. 

I further certify that said authority, dated December 19, 2003, is based on a Resolution of the 
Board of Directors of said Corporation, which I have seen, appointing the said individual Assistant 
Secretmy with full power to sign the kregoing document on behalf of the said Corporation and that the 
purposes for which said document is granted are within the scope of the objects or activities of said 
Corporation, 

�T"\ 
SEAL JJeaLWA 

Tha awIsbnd 
w=y Pua s wtmsy 

My Coinnisti Evhw Avg rstS, 2 

�- --

- t: ..’)ri Thu a,tO tflQfl. CUIcuLn 
£4 rtn Cacti. QIfl LA 

- una.-, cciNcrnt CO. fl ORICINAL 
OuOII!TCMIDO.LAVISTI 

2007 
- - 

--

AULO MU13EZ OARPJts 
NOTARIO 

Cavelier Power of Attorney! Colombia 
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TRADUCCION OFXCILAL 115/2007 DE ON DOCUMENT0 ESCRITO EN 

INGLS Y EN ESPAfiOL DE ACOERDO CON EL CUAL AVarXS 

PDaCZUTICPLS tNt, EMPRESA DOL4ICILIADA EN 300 SOMERSET 

CORPORATE BOULEVARD, BRIDGEWATER, NEW JERSEY 08807, 

ESTADOS UNIDOS DE AMERICA OTORGA PODER A E1IILIO FERRERO, 

TPA 31929; LUZ CLEMENCIA DE PAEZ, TPA 23555 Y A DANIEL 

PE$A, TPA 65620. 

EXPEDIDO Y FIRMADO ROY 27 DE FEBRERO DE 2007 EN 

BRIDGEWATER, NEW JERSEY, ESTADOS 0141005 DE AMERICA, POR 

ANDREA Q. RYAN, APODERADO 

FIBMADO: (lLEGIBLE) 

CERTIFICACION NOTARIAL 

(SOCIEDAD) 

ESTADOS UNIDOS DE AMERICA -. 

ESTADO DE NUEVA JERSEY 

CON OPiDO OS SOMERSET 

DECLABAC ION JURADA - 

Boy 27 de febrero de 2007, cowpareció persorialmente ante 

ml, ANDREA Q. RYAN, apoderado, conocido 0 quien as 

identificó ante ml como la persona descrita y quien firmó 

el documento precedents, poder, y reconoció el mismo coma 

un acto de su libre albedrlo para los usos y objetivos 

aill expresados, mediante autorizaci6n de did 

constituida de acuerdo con las leyes del 

Delaware, Estados Unidos de America. 

AdemÆs certifico qile dicha autorización, de 

diciembre de 2003, se bass en Is resolución 

directive de dicha resolución,  qua he visto, 

dicho secretario asistente con plenos poderes 

4. 

el documento precedents a nombre de dicha empress y que 

los objetivos pars los cuales as otorga dicho documento 



S 
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estÆn dentro 4e1 alcance del obj eto social o actividades 

de djcha socjeciad. 

FIBMADO: TINA M. WISBESKI. 

SELLO: NOTARXO PUBLICO, EStADO pt NUEVA JERSEY, MX CARGO 

VENCE EL DE AGOSTO DR 2009. 

1 aPOSTILL& 

(CONVENtION DE I& BAfl  DEL 5.DE OCZUBRE DR 1961) 

1. PAlS: EST?iflOS UNIDOS DR AMtRXCA 

Este documento pthlico 

2. be sido I irmado por TIM M WISBESKI 

3. quiQjtti en su calidad de NOTaUO PdMMO DE Nuzva 

lle$ el sello/estampifla de TINA N. WISBESKI, 

NOTUIO 

Lik* (k!N 

5. an Trenton, Nueva Jersey 6. ci. 5 de marzo 

de 2007 N � 

7. pot: Bradley Abelow, tesorero de Nueva Jersey I 

8. Cevtificado ntmero A284990 it 2 

9. Sello: (ILEGIBLE) 

10. Firma: BRADLEY ABELAX 

COLD- 15896-841-006-4. 

WE’CL002G XD 8837 

BogotA, 16 de mayo cM 2007. 

___ poem" 
a .IRAPZYCTOR e#nZP 

- S am 
g31j p6brade oft 

--
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APOSTIIsLE 

(CONVENTION DE LA HAYE flU 5 OCTOBRE 1961) 

1. COUNTRY: UNITED STATES OF AMERICA 

2. THIS PUBLIC DOCUMENT HAS BEEN SIGNED BY: 
TINA N WISBESKI 

3. ACTING IN THE CAPACITY OF: 
NOTARY PUBLIC OF NEW JERSEY 

4. BEARS THE SEP1L/ST(P OF: 
TINA N LCSBESKI. NOTARY 

CERTIFIED 

5. AT TRENTON, NEW JERSEY 

6. THE 27TH DAY OFJUNE 2007 

7. BY: Bradley Abelow, NEW JERSEY TREASURER 

S. NO. A295656 

9. SFAL/STPflSAA 10. SIGNATURE 

zsO-) 
Pt 



NOTARIAL TRUE COPY 

UNITED STATES OF AMERICA 
STATE OF NEW JERSEY )as. 
COUNTY OF SOMERSET 

TO ALL TO WHOM THESE PRESENTS SHALL COME, 

I Do Hereby Certify under the Oath of my Office and Seal that the 
annexed document(s) are TRUE COPIES of the original document(s) 
which I have compared. 

IN TESTIMONY WHEREOF. I have hereunto set my hand and 
affixed the Seal under the Oath of my Office 

At Bridgewater. New jersey. United States of America 

this 219 day of Tune 2007. 

SEAL:  
Notary Public 

ThwUMsbeW 
Ncxy Public of Nat. Jasay 

My CamTdssa Eim August 5,  MW 
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ASSIGNMENT AND AGREEMENT 

For value received and intending to be legally bound. 1/we, the undersigned joint 
inventor(s) (Assignor(s)), sell, assign and transfer to Aventi, Phannaceutlzals Inc. 
(Assignee). 300 Soiwrset Corporate Boulevard, Bridgewater, New Jersey 08907-2M, 
United States of America, and its succoxs, assigns and legal representatives, the entire 
right title and interest in and to my/our invention and any iniproveinents thereon for all 
countries of the world, relating in and to the application for United States Letters Patent 
therefore, assigned Attorney Dot NoUSAV2003(OI55 and (if filed prior to the aeculion 
herwf) filed on January 2S, 2006. as ScSI No. IVJ’/US06/02736. entitled 

2-PHENYL4NDOLES AS PROSTAGLANDIN D2 RECEPTOR ANTAGONISM 

and for all patent applications which claim priority to or are derived from said priority 
applications: 

Provisional Application Filing Date c January 26, 2005 
Provisional Application No.: 6W647.3O1: and 

International Application Filing Dale January 25, 2006. 
International Application No.: PCMJSO6I02736 

CTand all the rights and privileges, including any and all benefits under the Inlenintional 
Convention for the Protection of Industrial Property, including the rigid to claim priority 
based on said United States application, and under any and all Letters Patent which ’my be 
granted therefore, and all right, title and interest in and to every patent application filed or to 
be filed on said invention in any oTher cmznny or parct organization, including continuations, 
divisions, renewals, revivals, and any substitute applications of said United States application, 
and any and all patents which my issue thereon, and any reissues, pipelines and extensions, 
and governmental exclusivity rights of the 

1/we authorize and request competent authorities to giant and issue any and all patents 
on said invention to said assignee or its suor, assigns and legal representatives, or to such 
nominees as said assignee rmy dnnstn 

I/we agree that; when requested, I/we will, without cbarge to said assignee but at its 
expense, sip all papers, take all rigjitftl cams, and do all acts which nmy be necessary, 
desirable or convenient for securing and maintaining patents for said invention in any and all 
.,ujj.jes and for vesting title thereto in said assignee, its succaors, assigns, legal 
representatives or nont)ees. 

I/we covenant with said assignee, its suesson. assigns and legal representatives, 
that the rights and property herein conveyed are free and clear of any encumbrance, and that 
I/we have Ml right to convey the sant as herein expressed. 
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N VA 
SIgflCdSk4 day 

(cStamdNtdon) jfl 

Invmt&s Nata4 _____ - HARRIS 
Red*igia rwm Brook Lair, Cheater, NJ 07930 USA 

WdnsS Thv u 1fliäkA&  

tscd by t4afl6f Lyan 21iznciT Bq4ar,. 
(p;.J Nanr) 1 (SfjIre) (I 

SI8nM4 ______ontids dayc( 200t 
. State ad Nadmi) 

-cc.-.�
Inoi’s Nam HaIs-JoLh., LANG 
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w 
Whaessedby 

gYmbodblaw) (Sigrsim) 

WitnsSby 
(Imubw Name) 

Sitned at Sn4icakou this a 1/tday 01_Pc £rctar 204 
pty. Stats ad Nation) 

W’-’- Re s ,( ,A.ts&.., 
In.is Nainec Rfl MAmsw 
Residential Addm= 39 Miln Drive. Rii. ., Nj 08551 USA 

waLsbck4 
(PthtM Name) (Sigiiatnit) 

Wsaged by__ 
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�Signed xt this_a-tc day Of -C 
(City.Statc and Nation) .t_. 

Sipturc  
lnveno?s No: te.pllka J. SIflMSUOQC 
Rdexdial Address: 13 Bmar Drive, Hlflsbomca)i, NJ 08844 USA 

Wnnsed byThflTh. WbecIô 1i)yiaj, 
PrSed Neat) 

Wtncssed by Man a S Tnyan 
(Pd4Nanr) I (Siurs) C) 

M4a 
S%nedat PS, tflf ants 2-? day of .29Q5. 

(City, State and Nidon 

-4S-- Jiivaiofs Nanr 11iMess 
Residential Mdras 12 Hughes Road, Bddgcwatn, NJ 08807 USA 

WbECldbrnflflfn*Cs4 jJ fY11. )LAhR4t\ 
(Priided Name) (Sic..Jthp) 

dndqaMI* 
sivs& MJtVM 

(City. Ste am] Nation) 

siganam 44m.ciw )ke4a,- 
lovudoz’s No: wsQJACKSON 
Ridethal Mths: 2 Enthie Road, Wbitthcusc Station, NJ 08889 USA 

WdasedbT}Jfl J*-ek4 
(Pæntad Name) (5�’- ) 
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3…iSM t) Lfl’A onthis -1tdayof_F(&’3 
(h Ste aid Nation) 

rwatilm a 
kwcsWs Nam flisuM YANG 
DLiLi1 Miktss 5 Mtjnns IJIA Wbitd)Omt StSiOII. Ni 0*889 USA 
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RcsWmfliaI M*t 211 ThubmJJox Roal, rubovilK PA 1B930 USA 
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TRADUCCIÔN OFICIAL No. 09107.07 proparada par Maria EMra Martolo, traductora 

oficial aprobada por el Ministetlo do Justicia mediante Resoluclón No. 2879 do 1995 y 

reconocida par all Mlnlsterio de Relaciones Exterioros. 

TRAS PASO 

Por un valor reclbido y con Is IntenclOn de quodar legalmente vinculados, los 

suscritos inventores conjuntos (los Cedentes) venden, ceden y transfieren a Averitis 

Pharmaceuticals Inc. (el Cesionarlo), 300 Somerset Corporate Boulevard, Bridgewater, 

New Jersey 08807-2854, Estados Unidos do America, y sus sucesores, cesionarios y 

representantes legates todo el derecho, titulo e interØs an y a nuestra Invención y toda 

majors qua so efectUe a Is misma, an todos los poises del mundo, relacinada an y con 

Is solicitud do patente de Estados Unldos, caso de abogado No. USA V200310155 y (Si 

as presents antes de Is ejecuclon de este documento) y presontada el 25 de enero de 

2006 bajo el No. do Saris PCTIUS06/02736, titulada 

2-FENIUNDOLES COMO ANTAGONISTAS DEL RECEPTOR 

PROSTAGLADINA D2 

y pare todas las solicitudes de patents quo reivindican prioridad pars o so 

dorivan do dichas solicitudes prboritartas: 

Fecha do presentaciOn de Is solicitud provisional: 26 do enero do 2005 

Soilcitud provisional No. 60/647.307 y 

Fecha do presentaclAn de solicitud internaclonal: 25 do enero do 2006 

Solicitud intemaclonal No. PCTIIJS06/02738 

V todos los derechos y privileglos, lncluyendo cualquiera y todos los beneflclos 

bajo Is ConvenciOn intemacional pars Is protectiOn do Is propiedad Industrial, 

inc!uyondo all derecho a reivindicar con base an dicha solicitud norteamericana y bajo 

toda y cualquler patents quo to pueda ser otorgada y todo derecho, tltulo o interes on y 

a toda solicitud do patents presentada 0 a ser presontada pars dicha invenclOn an 

cualquier otro pals u organizaclOn relaclonada con all otorgamionto de patentee, 

incluyondo continuaclones, dMslones, reexpedlclones y solicitudes sustitutas do dicha 

soficitud norteamertcana y cualqulera y toda patents expedida a dicha InvenciOn y 



cuatquier reexpethciOn, derlvaclon y extensiOn y los derechos gubernamentalos de 

exclusMdad do Is misma. 

Autorizamos y solicitamos a las autoridades competentes quo otorguen y 

expidan cualquiera y toda patents otorgada sabre dicha invenclôn a dicho cesionarlo 0 

sus sucesores, ceslonauios y representantes legates o a las personas quo dicho 

cosionarlo pueda designer. 

Acordamos quo, a solicitud, sin costo pars dicho ceslonario, pero a su prupia 

cuenta, firmaremos todos los documentos, prestarernos todos los Jurarnentos y 

haremos todos los actos qua seen necesarlos, aconsejab!es 0 convenlentes pars 

asegurar y mantener las patentes do dicha invencion on cualquiera ytodo pals y pars 

investir su tftulo an dicho ceslonaulo, sus sucesores, cesionarlos, representantes 

legalos o personas designadas. 

Garantizamos a dicho cesionarlo, sus sucesores, cesionarios y representantes 

logales qua los derechos y propiedad quo par el presents cedemos estØn a paz ysalvo 

de todo gravamen y qua tenemos todo S derecho a ceder el mismo an Is forma aqul 

oxpresada. 

Firmado enBrldgewater, NJ, E.U.A. boy 27 do febrero de 2006. 

(Ciudad, Estado y NaclOn) 

Firma: [Firma Ilegibte] 

Nombre del Inventor Keith John HARRIS 

DirecciOn do La residencla: 3 Tiger Brook Lane. Chester NJ 07930 E.U.A. 

Testigo: Tina M. Wisbeskl IFkma Ilealbiel 

(Nombre impreso) (Firma) 

Testigo: Nancy J. Ingram [Firma ilegiblel 

(Nombre impieso) (Firma) 

Ffrmado en(en blanco) boy (en blanco) 2005 

(Ciudad, Estado y NacIOn) 

Firma: [en blanco] 

Nombre del Inventor Hans-Jochen LANG 

DfreccIOn resldencla: Ruedeshelmer Sir. 7, Hofhelm-Watlau, 65719, A!emanla. 
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Finnado enBitdgswater, NJ, E.UA hoy 27 do febrero S 2006 

(cludad, Estado y NactOn) 

Finna: [Firma [legible] 

Nombre del Inventor. Rose M. MATHEW 

� rma In 

(Nombre impreso) (Firma) 

Impreso) (Firma) 

Fbnado enThldgewa*, NJ, E.U.A. boy 27 de febrero do 2006 
(cludad, Estado y Nadon) 

Firma: Wfl Wegth 

Nombre del Inventor Stephen J. SHINStIOCK 

Dkeocft de [a resMencia: 13 Bow Drive, Hilbborough, NJ 08844 E.UA 

II Plombre I - 

Irrr!r.pJj,S’  J. Ingram IFInma NedW 

(Nombre II I 

Firmado ensddgewater, NJ, E.U.A. boy 27 do febrero do 2006 
- (Cludad, Estado y NadOn) 

Firma: [Anna egible] 
Nombre del Inventor Thaddeus It NIEDUZAIC 
DirecciOn do Is residencta: 12 Hughes Road, Bridgewater, NJ 08807 E.U.A. 

Testigo: ma M. Wbeski Iflrma ieaibSl 
(Nombre hnpreso) (Firma) 

Testigo: Nancy J. tuaram [9rma kciblel 
(Nombre Impreso) (Anna) 
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FfrmadoenBrtdgewater, NJ, E.U.A. hoy2ldeftbrerOde2006 

(cludad. Estado y NadOn) 

Fbma: (Anna Heb4e1 

Nombre del venthr Shwon JK8ON 

DirecciOn do resldenc3a: 2 Ersklno Road WMehouse Station, NJ 08889 E.U.A. 

Tesllgo: 1mb M. Wisboski IFirma lieqiblel 

- - (Am) 

Teetigo: Nwcy J. Ingram IRma klql 

(Noiribie Impreso) (Firma) 

Firmado en8.tdgewater, NJ, E.UA hoy 21 do febrero do 2006 

(Ciudad, Estado y NacIon) 

Fkma: (Anna UegIbleI 

NOITtre del inventor Thaoxla YANG 

DkeCCIOn do resldenda 5 Millstone Lane, WhiStiouse Stallion, NJ 08889 E.U.A. 

tSo: 710 M Wisbeeld (Anna lleat!eJ 

(NOR&O kiipmso) (Fkn 

Testigo: Nancy J. Ingram IRma isti1 

(Nontie Impreso) (Firma) 

Fimiado onB.idgewator. NJ, E.U.A. hay 27 do febrem do 2006 

(Ciudad, Estado y Nadon) 

Firma [Firma Hegible] 

Noinbie del Inventor Kenneth J. BORDEAU 

Dlrecdan do la restdonda: 211 Dwhaan-Nox Road, Klntecsvllle, PA 18930 E.UA 

- Testiga ma M. IFkta Ieqtle1 
’I (Nontce lnçreso) (Firma) 

Teeligo: Nan  J. kit.... (Anna Iloathie) 

(Nontre Irnpreso) (Firma) 
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I C ’a [7Ip–jit. [AC _tt’1 

CERTIFICACION NOTARIAL DE COMA Ha 

ESTADOS UNIDOS DE AMERICA 

ESTADO DE NEW JERSEY 
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A QUIEN CORRESPONDA, 

Par el presento certifico bajo el juramento do ml cargo y sello qua el/los 

documento(s) anexos son COPIAS FIELES del/do los documento(s) originales quo 

he comparado. 

EN FE DE LO CUAL he firmado e impuesto el Sello bajo juramento do ml cargo. 

En Bridgewater, New Jersey, Estados Unidos de America 

Hoy 21 do jun10 de 2007 

SELLO [Firma lleglble 
Tina M. Wisbeski NOtaIIO PUblico 
Notarlo PUblico Thia It Wisbesid 

Nolado Pübflco do New Jersey 
(Ilegible) 890SIM s :::: 

APOSTILLA 

(ConvonciOn do La Hays del 5 do octubro do 1961) 

1. PAlS: ESTADOS UNIDOS DE AMERICA 

2. ESTE DOCUMENTO PUBUcO I-IA 5100 FIRMADO FOR 

TINA M. WISBESKI 

3. ACTUANDO EN SU CAPACIDAD DE: 

NOTARIO POBLICO DE NEW JERSEY 

4. LLEVA EL SELLO/TIMBRE DE 

TINA M. WISBESKI, NOTARIO 

CERTIFICADO 

’0? 
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5. EN TRENTON, NEW JERSEY 

6. EL 27 DE JUN10 DE 2007 

7. PoRaa syAbelow. TEORGcMFW1EFV6EY 

8.No.A$56 

9. SELLO: SELLO DEL (ILEGIBLE).ESTADO DE NEW JERSEY 

10. FIRMA (FIRMAILEGIBLE) 

4 

Es lraducciOæ ’1%! y cOræpleta S la cual se deja copla en esta oficina para su 

confrontatlón. 

COLO 15896-841-017-1 
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74: 
(12) INIVINATIONAL APPLICATION PUBLISHED UNDER ThE PATENT COOPERAtItON TREATY (PCT) t 

(19) Wofld kdelleetaulPmpenyOzwtUez tmoiannononimiim 
(43) Ikrtalloiw1 Publication Date 

PCT 
(10) IoIvauons1 PabIIlMn Nut 

3 August 2006(MAIM W020061081343 Al 
(SI) IniwthrmI Patent flI°t3.." cm Swds! BOIflAK, Isms W. at a14 SaoWA.ands. 

CWD 209112(2006.01) MIX 3IuO46Ml) Route 21Q-206. P.O. Box Ga Bddgewale NI MW-
OflD209/18(ZXtOt) A6IKSII4JZCSM.OI) OJ7 (US). 
anD ’iwin ncacnfl A1X2IWS I.R11 
CIT1D 209)21 C2I.O1) flIP lIAR) (2LS1) 
0170 4fli06 (2o$OI) 

(21) Infltl Appllathn Ntuuben 
PCTRLSZ&J&t02736 

(Zi) btandbud Piling Dat., 25 Janzmty 2006 (ZSSS) 

F111-9 ’-.un Englisb 

C26) PubfltIao Ij, Engjth 

flU) PPkwliy Ita: 
6W647X7 26Jmumy m(2"1238) US 

(71) Applicant (for .Q d&g’ai Srzrn er Ufl AVFB-
TIS PHARMACEUTICALS INC. (UMIS]; 300 Son-
wt Capctata BouloiS, Bd4ewS NJ O$207-22M 
(t 

M Invet and 
(73) In.ndors’Appfltmuts & US on HARRIS, Keith, 

J. LGB1USI; 3 Tiger took Lane, 0itn NJ Ofl 
(US). LANG, Bans-it COMM; Ottn. SM 
7. 65719 RotMIm-wafla, (DR) MAmn’, Re,, It 
(IN/M; 39 Milatouc Dthr. RIn, NJ 08551 (US). 
.HHThISEa st=b... 1. [USIUSb 13 . Dffm 
IflUt,omugb, NJ ORM (US). NIEDU7SE. 1t,addcns 
It. LUS/US]; 12 IThiJs Rd. Bz4on!4 NI O07 
(J5). JAcKSON, Slwroi fUSIUSJ; 2 It .SL. Road, 
WMXeSiro Swla PU O9 (IJ$f YANG, iJmOt 
(QIJUS3; S Wle La, Vlhbeb=a Simian, NJ 
O29 (US). BORDEAU, Kntth, J. IUSIVSJ; 211 
Dinlmm-ix RoS, KImsvIIfr, PA 1S930 (US). 

(81rAU,

 

Statsuzhnwz,ek&agat for 
enayoralpnaenfkth) AZ Afl. AL AM.

 BA. lit BG RB. H HZHZ CA,CU.CKU 

u.CZ DR.DK rnLDZ.BCBE,naLS,F’; 
&OH,O&ER,HU,W.LIN.LS.JPKB.N,

 KR KR, fl, it, IS, LR. IS, CI, I !, LV, 
IZ MA, MD. MaMK. a a MZ, NA, NO. NI, 
NO, NI ON. PU, PH. Pt. IT, RO RU, SC, SD, SB, SO, 

aSZfl  TT, tZtM,IJO,US. 

W) DsgnatS SIs (’ a*.I.ft& ft evo 
*tdrf,rtondp.J-t aVa&W* ARWOWWOB, 
0M XE, IS. MW  M NA. SD, Si, S7.74 tfl Zfl4. 
ZW),Bunsian(AK AZ HZ KU. KZ. MD, RU. ThIM). 
t4uup.aa (At lit, SO, CL Cl flU. DX. RH. PS, P’; 
Pt  ED. OLHU,IE, IS. TI. LT. W, UV, MC. NI. Pl. PI, 
ItO, SB,SL 5K, ’FR). GAP! (UP. 83.0% C(M CM GA, 
43M ft Ow. g, hat. asN,TD.  

flSaratn mdn Rote 4.11: 
- qfbznnkJ7thfp (Ret, 4.17(b)) 

- with buwztd emth repon 
- � the eq,bation afthethzelthdlforaw.niMg the 

dart cad to he njqtUWsed bi the cad of waSp of 

Fonw4azcwdamdother&nevI&ara n.frrto the ’Ggtd-
waXooa nwdAthrevfmioncopjvsMgatheLqbi-
itg oferich ,uZo Size 4th. PCtGmae. 
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Qeffecthe�. flint ar=wnTecamponrAlwcmav 
= method of hndng a patient aIWflJ*% Cmina WHfl-m 
Z3 rldrdtls, allergic oiundMS, aiopk trwtftk, bruit 
=by 3  mac MR Svatlon, aniptiylaxis sZ I 
o Itch (such and urficifa), .fl----. 

cflwt) wlilcb a. genemlS - kifly ma xuIt o marIon, clnmilc dm1. w4vo p In Situ 
. pltsy. ..!. .. .othTItIsaMtSDknbyeæmIthstcdng 
. to F.ommla (XVI). 
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/ PCT*SMSTM 

H.  I , Ci e: P’k. ij’j:ii A st,) V’110 111t70 ] 
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WO 200M181343 PCI7US20OO2736 
-2-

In .ah,m thezcpkaliuy epltheliumlms tong benwogMzth as akw rce of 1nfl....n4..iy 

cytokina and chmiita that ddve the pwgflc’n of the dSas [Holgate S. Lath P. Wilson S. 

Roche W, DayS D, Broxrha1 Epitheliwn as a Key Regulator dAkwby Allergen 81tzalion and 

S Remodtg1nMtbma,AmJRipir Oft Care Met 162 113-117,2000]. Tn an apchnental ..Iwtni 

model of mJ1un thoDP wocAw Is diimatSllynp.ivgalated on alsway pitbrThim on antigen 

challenge (Mztsnoh T. Elate K Taut E4 Tai&,&4 Y. Murals T. Katwdtfnt, K, Sugimoto Y. 

KobayaahiT, Ushikubi F, Am Y. EgutMN,Urade Y. Yashfda X KfmnraK,MSgochl A,EomlaY. 

wagal H. Nammlya SI prostagjandhs D2 as amvdt of allergic asthma, Sdmmce297,2OM2Dl7, 

10 2000]. rnhkoutss lacgtheflP-p1u.thtalsanm.Ir4s.t...JL. lnthwaybyeacUvhy 

and chronic friflammatlan (Matsunka 7, Himta M tanaim H, tRJnI)mcN Y, Mujuta T, XnLiIslina K, 

Sngiwłto Y, Kobsyashi 7, Ushikubl P Amy. Eguchi N, USc Y, YoshidaN, K&umm K, Mlmgachi 

A, Honda Y, ?(agM H, Nsrwiifya 8, Pmstnglmid&n D2as anw4(r.M of aUcrJr3 PctItTTh Sckrce 287. 

2013-2017, 2000]j two of the cardinal &d ofbnman asthma. 

15 

The DPreceptorls else thou2JdtDboSoIvcdint..... allcglc .1JnILh afrMunta11tBlcd1sse 

that Is cbaflrrlzed by the 4yupluas of afitSng, itching, rhinorea and IiaI imigesflon. Local 

admitliaffon of PUJ)z to the nose cm= a dose depentd Iucrsa In nasal congestion [Doyle WJ 

Socbm 8, SInner 1W, PhysIotoJc umparmas to …ual dose-response challenges with hint.. ..InP 

20 thgthnr.%ollne, bradtnin, and p1tistatahIdIn In adult volunteem with and without and aUerg) / 

Allwgp C&ZIm,WWOL 86(6 Pt 1), 924-35, 1990j. 

flPreccptor ainagonfslsMvebeenahowntoxediizenkway LJT...I......IIH. IuagufueaplgapSmcml 

asthma model (Mmnra & Yasul K, X1Iilmi J. ft..... P Basegawa K Ktdo S. Ohtani M, Aiim 

25 H (2001), Prevention of allagic Inflaummilon by a novel prostaglaidin receptor antagonist, 8-5151. .1 

Phannaco! Rip The’. 298f2), 411-9,2001]. PGD2. therefoie, appn to act at the 1W receptor and 

plays an IapuIIsd role In didniflanof cmtdnkey featum  of alietgio .J1....a 

D?aagSsbavobcnthwnto be effectivoatthletlngtheD,,,....Lofauergc .1dlikIn 

30 multiple species, and nioza specifically have been shown to bthlblt the eidgi-fidacd nasal 

coagestton the most nmid mi i,ynsd&uu of allergic rhlnftis (tones, 7. it, Savolo, C., Robithand, A, 

Stuto1 C,, Sekelge, LI Lathanw, N, Roy, B., Boyd, M., Ababnm, W., Studlis with a it receptor 

angonfat In sheep and gtdnea pig models of aRaBic thISS, An 1 Rap. OIL teat 167, A218, 

23; and At zaA,YaSK,X1thhtnJ,A...n......1çRazegawag Ktdo 8, ObtzniMAritaU 

35 Prevenlion of dergic fuR....S. byanovel ing1mw13n xqztnrardag0nS, S-5151.JPhanzacnl 

Sw The,’. 298(2), 4119,20011. 



WO 20064m81W 
-3.. FCf/US20($fl)02736 

UP anWgcnbW am also affaudw tna4mndaI msMels of aIles&c oc4mwffvft and allaIv 

LMmma AYasulK,Klsbinot A-P,HaseggwaUflbtn 8, Obbad  

Pmvention of allic Mflmjm,at(on by a nonl progagloAn iwcptu autagoni4 8-5751. JF*wmacol 

5 Asp Thea. 298(2), 411-9,2001; and Torisu K  KobrymW K,IwoimsM K NaktY, Oi,odaT, Nagase 

T, Sugfnmto 1, Obda ’1’, MMzando R,Nauhz F, Obuohlda 3, Nt gTodat4ncowzy ofavw 

this of potenti sdectIve, and oxnUy Sin pn*taglandM J)z xeptor antagovJsts, BlwF& & Met 

awL 

12, 53614318, O4]. 

10 SUMMARY OF TEE XNVE?mON 

Thrd innndon is JIwM to a compouzd of FOUIEda QCVJ) 

r - 

(py’) 

15 it Is it’ SOt-, R8O-, RS-, it’CO-, R’-0(=O)-NH-. orl"SOrNR-; 

k’ is alkyl, alkenyl, or alkynyl, each of which Is optioxially sThsflmtM by one or mom alipliatic 

gmup S 
cyoloatky, oyaloalktuyl, styl, hcteroaryl, 1ttaocyc1y1, hettioc~ or niuliloyclic alkiyl, 

each of which Is o$S* sobtMcd by one or more ring mnp substlwents, or 

20 -NRt" w1wnRisRlSO2oyRtcO1 

rni5 

say1, bamatyJ, ccSIkyl, cyclotzyl, hdaocyclyl, betuctfl, Or muZticvUc 

aThmyI, eSiohtkh lsopdtnmliysubsWuteitbyone amuse rlriggtoup 

subatftzienth,or 

25 alkyl, alkenyl or alkynyl, each ofwhich Is optlosmUy aubdiuted by wig or== 

- poop - 

R" s bydmg, sf1, aftenyl or alkynyl 

a2 Is hytogen, halo, alkyl, alkyl, alkynyl, baiSkyl, bakmltyl, baloalkynyl, albnzy, 

sikanylozy or aIk>iy1oxy 

30 t3 Is acyl, cyano, carboxy. acid bits -C(0)-NY1Y. 

0 



WO 2006= 1343 PtfIUS2006JZ736 
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aniyl orinmaroyl, cob ofwhich Is optlozmflyszzbsdmtd by one mama &9 90V 

S 
aay], alkenyl or alkynyl, each of which Is optionally suhstftntd by one or more allpballo 

group sabsthaccrK a 

5 alkoxy, alkenyloxy or alkynylozy, each of which Is optioDally substituted by one a more 

aliphatic FOUPlrtfln.mti 

Y, and Y2 are each independently hydrogen, alkykulfonyl, arylznithnyl, wylnlim, 

betmylsulfonyl, Stthomylamlno, or 

alkyl, alken3d oralkynyl, each of which Is Optionally subdltuS by on of more 

10 allphutic subsilbicat wuuv 

It4 Is hydrogen, acyl, aiwl, Mk.u@qI, alkyldfonyl, arylsnifanyl, azylalkylsulfanyl, 

Smosylsulthnyl, h ory?alkylsul&myl, .C(0).NY’Y’, -C(0)-O-Y, 

5!, alkenyl ôralkyny!. each of which Is optionally .1.41r..r,sI by RI)’], heteroatyl. arbozy. 

a&nxycabonyl, aitdnocaibonyl, alkylnhwcaxbonyl, dialkylnThocaibonyl, soyl, 

15 hetuaioy1oraoyI,or 

(C2-4C5)-alkyl, aftenyl or alkynyl, each of which Is sxibstlhxS by halo, hydroxy, alkoxy, 

nmltn alkytamlno or dlthkylamino 

V4 and?’ are each thdepcdently hydzogai, alkyl, alkn$ or aikyayl 
V6 Is a I,a kyI or alkynyl 

20 10 is hydmgeo halo, cathay, cyan%aftao, hydroxy, 51k)’], alkanyl, alkl, haloalkyl, haloalkenyl, 

baloafltynyl, alkoxy alinylay. alkiy1oxy, I&ralbn.y, halnalkenyloty or batoaltynyloxy 

k6 and flY am each independently, hydrogen, alkyl, aIken4 or alk3myI 

it’ Is alkyl, alkenyl, ora&yriyl, each of which Is optioaafly aubstfWS by one crmmo allphatlo 

group snbglbzcu1s, Or 

25 aryl, heteroaryl, cycloalkyl, cyuloalkeiyl, htWoc$yI, heteroctny1, or mizilicyclic alkatyl, 

each ofwhich Is oJ$rnAty substituted by= or mart ring soup 11Lift. ’I.., and 

ft Is I to 6, cr0 when ft’ Is UcL1MS, acid bloisostme, or 4(0)-M’Y’ 

pmv1ded that when R’Isath,cthnR’IahydxogenandnbIto6 

"a pharmaceutically acceptable 1t, hydra a solvEte thereat a phatmaceutieally acceptable 

30 prodrug thereof, or a plmrmaccutically acceptable saI4 hydrate a solwtc of the proalag. 

Anotb&aspect of the pal inveztionls apbsnmcentical comimsifion .ng a 

plaaftaccatically effective amozmt of om or Mme compoiSs according to Pommla (Xm or a 
plumnaccutically accept" salt, Jitte, orailvste tLawJ apburancoaftHyacceplable prodmg 

35 thereof or a pbarmacculhmlly acceptable salt, hydrate or solvate of the prothug, In nAir.IaI..0 witha 

I 
1, 
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thetvoZ oraplummaccallmally acceptable WIt, hydmtz w aolvat. of the pmdtu 

15 DflAHJII flmck1PrzON OF THE INVENTION 

Definftfon of the Terms 

Aa used abo, and thwiodthe’�jJI",. oftha1anntlozthe Moving Itms, nniothtswIsa 

20 ndlcatcd shall be utood to ban the follautg 
.nnhlr 

Athd b!olsosterV th3 a group which has cbczuioal asulphysloaldmilamiticarodualaghmmUY 
pft&Tnr bloloQJcal prnp.aU to a td,ay group (see Uphiski, Anmwl Repoits In McdJcSl 

Chzmistry, In Drug DcsW 21.283 (19M YuE, Rwabak Sckye, DApplicwtion of 

25 Malsotarlsom to New f)fl% jt 
a 

576-579. mao, Thn.flRT0Dg&O, "Biclzaztalo 

ltepiaccmznt And bcvclopmtnt Of load Compoznds In Thug asgo" 34-38, (1995) fln.bn 

Thochem, wTheoxegcaI Studies Applied To Thug DIp. oh Lto Electronic DIsM&iflovs In 

BIolsosteu M. 105-109, (l995)) Exempisry acid blolzostaes Include c(0)-NHOH -C(0)-

(:11201’, 4(0)-cR2SW, ..C(0)-N1I-cN, spit, phitphono, alkylsulfonylcailnmoyl, teirazthyl, 

36 aylsulfimylcazbamoyl, N-meth rba1lo l4.nyJsu1fonyicathawoyL 3-hydmxy-3-

cyclnbulct-1 ,2-dlona, 35a -12,4-oxadlntlidlnyj, 5-ao4S thyduo-I,3,4-mM%i’nl-Z-yl, 07 

by*ozyfretwusyl auth as 3-hyfraxySnmIy1, 34ydo3ty-1-nmthylpymzclyl. and the likt 

"Acy!" us EtC-or (aliphatic łr c1)-CO-. Pa’tlmilar acyl lnc1ud lower alkanoyl thst 

35 camans a lower alkyL Pamplay acyl Includes fiumyL acetyl, piopartoyl, 2-methylpropznoyl, 
_l. � �I, and Ct1OhnfraTbODyL 
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"A10 Rmw �’-’u(sr i.t t. - ISo, Sfl ctn htzy, alkozy, S%nVIMY. 

S alkyiflay, ’- -Sy, SkmIkkuy, M1d.ftyt4. .tylozy, 1Mn’omyI, ambuk aIIiWab 

AftimWoo. ayInto bonowAMWOO, 1,,EDUWmdmmA myknyaSon$, 

Li�,I,_,._k,4, nfrA.tytabmiyt LJJ_ WtIISA 

- __t a°t �t - oyt ’ot 

bo.yL bdaoeycb4, btuctyI, nikIyc& aIbt4, tdn the .iytozy,  

10 w4obtiiyI, bMmwybnvwbooA a a1li4bxya*tmyI, hWMWYWWonvwbooA 

*$niSz "_’I 
ainyl, kdaoauyl, cdos&y1, cybSkwyi, .yl, L.&.ayI, Itticyalyl, 

bdwwydayL or sw.Itk3dio sI$ is LJ - .a, opdon.fly _i_CLL.i by as Mm dW 

VOW mbk%oudL 

15 Myr �_- a sSiJt cxl--’--’ .&I0k,kae%.a Øei ._ � a 

tStbdndtaefiig2tomd IS I dmLpwdmdwWbmAba2tDd*dl2lia --

Mr tIm,le alksyl he 2 to thmg 4b.a_L� Bi US _-- cx e lowe .1171 

mShl, I & ,,’,,I n tSS to a 11 tyl -LmWWdmmrmww 

abt2toat4..ba do= M the dUSsybe.l.QJ&-t t P � ,alIn%)4 

26 ’ hyIS2eyLS1. -4 ; �Aod& 

oyolSnyihitatyl, rd ThayL 

25 

wABmWW tS a almayt& pip wbat the slkitiyl gimip Ian bad& dmubA 

3y1oq, ailS IIkn 

’A&ozy" ’-- .1171-0-. aIy L. � 1.- mflbozy, dbozyr. Sr-ny. 1r r7,-

butoxy, .Mb.,’-’--,. 

"Mkayv.ibi*yr _.-- .lkyl-O-cO-. &anpiny uL,a,...Laj1 Includes mdbmWmbomA 

30 hoxyb .at#bit$ayv.ta.yL 

Aik)4" MUM mSttorl_’ 

Puttt .1171 Is I to about 12 kn -’.-’- Mae pwtSI .11711. Ibw aIkyt It � 1._s. 

the is ate Ion .1141 ., sich - tyl, dhyl a’jrpyl wI Hmm .1141 tis. 
35 "Len .1171" .� i to dna 4-1a.. SMa 1S .1144 chaIn US may be sir cx 
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’AllcylauftemewcaaWNH-. Parilailar alkylat Is (C,-C)-alkyIamIna Exempiny alli)1at 

limIt mdhylamfrio and Shylamlut 

5 Nflyjnc a stml orlarancluxibivaladhY& having firma ito about 15 11.. 

-I.-.- P iSarakyIanelsthaIowa1ky1tbatgfimn1 toabmit6.c.akt,t.._ Rn,1L.y 

aIkinyIei ..-im mdhylene. dbyi opyIaie, at tmty1eE. 

alkyl-SOr. Paxtfculra&ylmzlthnyl Is (Ci-CaIky1suIfimyL Exemplmy 

10 alkylsuironyl hclu& CH3-802-, and CB1CH1-SOr. 

"AlkyItMo" ..-..- an elkyl-S-. Exauplay alkyitMo baIud CH -S-. 

11A1k}tyl" ..-- stzulght or tbcd altpliatic hydrocaibon anSnfng a .mbcnabw triple bond 

15 andbaving2 toaboat 15 ia.1L1. mmta Paitlar alkynyl has 2to about 12 carbon -�� More 

paiticular alkynyl has 2 to about 6 asla n" BimmiS _____ that one or more Iowes alkyl such 

asmethyl, ethyl orpmpyIamaftacISbaIbiraI]fl$ ebt "ImwwWkyayrmum,2tDsbmd4 

caibon ataus be lincaralkynyl chain that maybe stubbi orbraaclS. EmomplaryallrymylimInd 

ethynyl, propmyI, n-butynyl, 2-butynyl, 3-mdbyIbutty ntynyl, l,tyuiI, octynyl. and du’ynyL 

20 

Alkynyloxf ....- an alkynyl-O- grtp winja the alkenyl group Is wherein dflS. 

Eremplazy alkynyloxy groups 4Wi’21IOpJnyIOXy, 3-bctynyloxy, and the Him 

"Mo)r 

..�.- axyl-cO-. Exemplary arnyl 1T�.’ bswyI, and 1-and 2-napbtboyL 

anaroinaticmooccydllo ormulticydlio dngsMem of about  to about 14 1 � 

Particular aryl include about 6 to about 10 caibon atłnm. &emplmy atyl tw’ phmiyl at iaphthyt 

"Arylalkoxy" tm- - arylnlkyl-0 Exeinpiaxy atylalkexy hw.lwtn bdny and 1- or 

30 2-baphthyIenetdboxy 

’AxylallroricubonyrrecametylalkyW-M. Exeinpiaty aryWkoxytarbon)4 fr.nbwfrn 

phamxywbonyl and naptycatbonyt 

35 "Asylalk)Fr _-.- ai4-alkyk Pntlmilar atylalkyl .-- ’..- a (C1-C)a3kyl moldy. Excuplary 

axylalkyl indudm barizyl, 21hmshyl and .ttyt- ..SlTyL 

3’-
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’My1alk4suIfonyr _�. axyl-alkfrSO2-. Particular azylalkylsulfonyl confidna, a (Ci-CO-aIkyI 
moiety. Exempimy ylafty1suffon4 Includes benzylsulthnyL 

5 AzylaIkyltHo" ’. azylalkyl-S-. Exempimy arylalkylthlo Includes benzylthlo. 

"Arylmnbxo" mxm aiyl-NB-. Exemplary azylainine I chides pheny1 ’111.11, 

"Axylcycloalkonyl’ ILflHa a fused aiyl sad cyub,alkenyl. PiaticulararyloyclooUranyliaoutwhervin 

10 tIm aI theif Is piayl and the cycloalkenyl consists of about 5 to about 7 rIng as An 

aiyoyo1oalkenyl Is bonded throngii any atom of the cycloalkonyl moiety themof capable of such 

bS Exemplary aycyStyl v4ndn 124thy&oaapWhylam and fr.Tm 

ylcyc!oa&yr -Q a ftisl sql and cyuloalkyl. Particular myloycloalkyl lace wherein the myl 

IS thereof Is phenyl and the cycloafl’l consists of about Ste about 6 rIng stoma An aiylcyc1oall Is 

bonded t&ough any atom of the cttoatkyl - thertofcapable of such bonding. Exemplary 

- Sit WA4thnbYt&naPbth?cDA 

"Asylhetemcyclenyr lnem a &sed aryl and heterocyolcayt Particular axyTheterocyctenyl Is one 

2* whetrin the aryl tizejeof Is phenyl and tire betexocycicnyl consists of about S to about 6 ring atoms. An 

aiytheteryclenyI Is bonded thionaji any atom of the hetezocyclenyl tleof capable of such banding. 

The deslgfmlMfl of the a, on or thin as a 1nEa bethre the hetetocyclenyl Portion of the 

wylhetetocyclenyl defines that at least anItroga, uaygL or sulfur atom Is present, respectively, QS a 

ring atom. The nitrogen atom of an aiylhetemoyclenyl maybe a basic nitrogen atom. The nitrogen or 

25 sulftr atom of the hertnyl portion of Me aiytheterocyclen)4 may" be optionally ozidI,cd to 

the pandIng N-oxide, S-oxide or S$-dfoxjde. Exemplary arylbetarocytlanyl Includes 3fl-

Indolinyl, IH-2-oaoqulnolyl, 2H-1oxoisoquinolyl, 1,2-di-hydroqulnolinyl, 3,44lhydmquinollnyl. 1,2-

dflsoqufnoUny and 3,4dthydmlsoqitoftnyL 

30 ’Azylheteroeythyl" ii . .s a ftscd atyl and hdocyelyL Particair Snobyclyiaryl Is one wherein the 

axylthercothpbenyl and theholyI.m.a.4.of about 5 *o about 6 ring t..;,. An 

atymeterocyclyl is bonded through any atom of the hetorocyclyl moiety thereof capable of such 

bonding. Thadcaipadwafftamossorthlowaprftbarme heterocyolyl poitlon of the 

aiylheterocyolyl defines that at least a nitrogen, oxygen or sulfur atom Is pmsent, respectively, as a 

35 ring atom. The nitrogen atom of an axylbeterocyclyl maybe a basic nittoga atom. The nitrogen or 

sulthr atom of the bcterocydyl pardon of the alymeterocyclyl may" be oxI1onaliy nrMni.I to the 
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contspondtg N-MS S-oxide a 5,5-dioxide. Etemp!my aryUietcocvIyI Includes indoliuyl 

I A3,4ixicehydrokociainalina, 1fl4-tetiahydroquthollne, IH-2,3-dlhydrolsthndol-2-yl, 23-

dlhydnibcnz[fJL.  2-yl, and 1,23,4 tdxahythcbCI]-lSOqulnOlIIl-2-yL 

5 "Atyloxy" ..--..- ml aiyl-O-. ,.1imy aiyloxy 4W,IT1..Q y%n.y mid .plitl� �y. 

...--., aiyl-O-tO-. Exemptazy wyloxyvaibanyl thclwS phoxyitony1 and 

10 "mithsr ..-...- £Iyl-SOa-. Prnpiny aiyfsulfl,nyl includes pliyImilth.iyI and 

&anplwy aiylthlo includes phenylthlo and vapbthylthla 

15 "Compounds of the jaal hsv- ii. .J’ and equivalent .a,..,4ons6 are mt to ISMINSCM colnpouEds 

of Formula (XV as bmelnbefore described, which expr1nn i,-I-dm the ivodrnsq, do 

pbarmacanhilly acceptable salls, and the saSS, e.g. 151"J".. wlime the .- - Mat so � IL 

Similarly, rd=nCO  whether anet theythe1vus aru claimed, Is ,..T* to embmea 

theft salts, and solvaS, wbcm the wnkI 30 pamlts. 

20 

"Cycioslkanyl" r..anon.munm1Iomo o-ormulticydllcring8pzw.ofabout3toabout lOcathon 

atoms, preferably of about Sin about 10 takas atoms, and which ..-J4..- at least one carbon-caibon 

double bond. Pstloulr dn9s of the ring 53 au hwth. about 510 about 6 rIng atinc and such 

particuir ring afra mu also xefenai to as "lower". Pr. .plaiy monocyclit cyclosikanyl thcludes 

25 cyvlopenmnyl, cdthaenyl, and cycloheptyL An arinpinty muJticyclic cycloalkenyl Is 

"Cycloalkenylsyl" .... a fird aryl and cycloalkenyt Pastular c vcloalkenylaryl Is one wherein 

the ar)1 thereof Is phetiyl and the cyclosThmyl J.L. of abont5th at 6 Sg.tS1 A 

30 eyc1oalkzny1m1 Is bouded through any atom of the myl moiety cof capable of such bcmdlng. 

Exemplary cycloalkenylaryl Ire4.le 1,2-dthydinnapbfir4ene and 4m, 

OCycloallosayllmhamyr mearma fused htromyl and cyclosllcenyL Particular 

cycloalknytheteroayl Is one wherein the betemazyl tharcofammista of about S to tat 6 Aug 

35 and and the cycloalkenyl consists of about 5 to about 6 rIng -T..- A cyclotyllmtntyl Is bonded 

through any atom of thebetemaryl t&ieofnpWa Of such beating . The desI’.JLn oftheaa on Or 
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thin as a prefix bo%xe hetezomyl portion of the OyCIOaIkeDyIEdCIOaLyI defines that at least a nitrogen, 

oxygen at Sthr atom Is pressat, respectively, as a ring atom. The nhttogon atom of a 

cyoloaikonylhdamazyl may be a basic nitrogen atom. The nitrogen atom of 11w hderomyl portion of 

the oyctSkenyllncrom4 may also be optioriafly oxldkz4 to the couespondhigN-S& Bxemplmy 

S cycicalkenylbetemaryl

 

includes 5,6- dlhythoqulnolyl, 5,6ydtoiaoqulvolyl, 5,6-

dihydroqulnonliny), 5,6-dThydroqukawllnyl, 4.5.. dihydro-1H -baSithdawlyl, and 4,5-41-

bydrDinrm.rnlyL - 

- tycloa1yri.r...,. a wa-mnaT7.anmao- a tiEdyS situratedring uyidsastof about3 to about 10 

10 &rbon atoma ptemmbly of about $ to about 10 fln atoms Particnlartg systmns lnłbde about 5 

to 81102*1 
sIlls atomc audsuola jmzticulsrtg systems aroalso zcaw1to aslowe?’. P..TbnY 

monocyclio walmallLyl includes oyclopnv "Wolinyl, and cyclohaptyl. Examplmy mnldeyullc 

cyeloalkyl Includes lecalln, inbomyl, and ztnnn.n!-(1- or2-)yL 

1$ " ISkylazyl" mus a tsed myl and cyoloalky]. Particular CYcIOaJkyJaXyI Is one wherein the w 

thereof Is phcsyl and the oy*alk1 eozthsts of about 5 to about 6 S8 atoms. A cycThaThylaiyl Is 

bonded tlucugs any atom of the cydoa1L1 - thereof capable of such bomfing. Exemplary 

- includes Iahy&o-napHhftnt 

20 Cycloalkylene" memis a bivatent cc1oa&4 group having about 4 to about S carbon atmns. 

Particular cv1oaflcyleno includes about 5 to about 7 ring atoms; and such paxtioular ring stems are 

also ited to as lower. Th - of binding on the cycloalkyleim group  

or IA-bindinglartionv6 and to applicable the stmenchershmil xelalinnsbip of the pvtsLi of binding 

Is t c/s or rwzv. Exemplary nwrzocycllo cycloalkylene includes (1,1,1,2, at I ,3-)cyelohexylen 

25 and (1,1-or l,2-)cyclopenIyleAo. 

1C,olcalkythetaomyr mesas a ftsvd heteroalyl and cycloalkyl. Particular cycloalkylhetezoaiyl Is 

one whetela the hetetoatyl tlemodcauddsof about 5 to about 6 ring Sims and the cycloalkyl COSEtZ 
- - of about S to abOut 6 ring atoms A cyc!oalkylhetemasyl Is bonded through my atom of the betaroaryl 

30 thereof capable of suobbonding. The i gnatinn of the a, oxaorthlo asaptufixbaforabetaroaiyl 

portion of the frs& cycloak1haborawyl A.Th’n that at least a nitrogen, txygen or sulfur atom Is 

present, respectively, as a ring atom. The nibcgtn athm of a c3tloa&yflteterry1 may be a basic 

nitrogen atom. The nitrogen atom of the bdaomyl portion of the cyaSlkyThoterowyl may also be 

optisily oxldlzzd to dig conspcnding Nn1 a, Exemplary cclea1kyThetewaiy1 Includes 547,8-
35 

tetrahydraqulnazolyl, 4,5,6,7-tetmlIy&o-IB.bJ An .I.L.n.lyl, and 4,$,6,74etiahydrobenzaxazoiyl. 
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means an aromatic monocyaflo or mnitydllc dE3 syatem of about 5 to about 14 caibon 

.,t.w. In which one armore, of tht.jasljuu atoms In therhzg system Wmo beteso tthzn 

caibon, fir aample nthogea, oxygwt or sulftL Pteftagywama&&gsy*mfmch&abud5tD 

about 10 .asIan and Include Ito 3 heteinatoms. Most FaImW ng Sim ofSga of the ring 

5 system Include about5to about 6 ring atoms. hit dSgriatfon of the art, on orthlo asajadila 

befam beteioal)1 defines that at least a othem oxygen or salibr atom Is Iucal, respectively, as a 

Sg atom. A nisogun atom of a hZ,1 maybe chute nifrogen atom and may also be opiSally, 

Sdfrth to the OSItSpOndIngN-OXIde. Wbma aISwsyI Is n1.,fli..iI by ahydmzy group, it also 

Includea Its coirespaiding L.nl.,, ... Exeiripiaxy betmoazyl fr.nbt pys.z4ayI thInIyJ, IsoflTlwn4yl, 

10 onadyl, pymznlyJ, finny], pynolyl, I,2,4-thIadlwnlyI, pyddazinyl, qulnoxailnyl, 1*rthc.tIyl, 

1t.’4’"1t1.2-a1pyndIne. lnddawtz,1-bjthlawly4 artiSolyI,L.khnnlyl, 

beazothienyl, thitnopyddyl, thlenopydaMyl, pwolopyrldyJ, Imldaznpytldyl, bacmazzloWyl, 1,2,4-

tiatyl, beiizathlawlyl, Imidazolyl, biddy!, hvinhtAnyJ, L. Jyl, lsoqnhiollnyl, M41anyJ, 

nndlnityl, pyxSnyl, pyzidazinyl, ppralyl, pyildyl, pyrlmidinyl, pyirolyl, u...T. .... .Thy1, çtollnyl, 

15 1,3,4-4hlndlaralyl, thlawlyl, thienyl, azidtlazolyl 

’texnaiyla&yr means LLa.,l-alkyk Paitictlar beteimiylalkyl mll’I.’I’ .. a (C1-C-alkyI moiety. 

Bxizplmy, heteroaxylaikyl Includes L1....n!.5.ylmethyl. 

20 "Hefliylalkoxy" rn.n betaomyl-alkyl-O, 

ajyzlmlfonyr .. .. h avaxy!-alkyl-sOz-. Particular hotyIthkylm’lfinyI coIaS a 

25 (C1-c.}alkyl moiety. 

aHettroaylalkyIthfC heteroaiylalb’i-S-. Pazticular SexoarylalkthIo mnbS a(CrCd)-

aftl mthety. 

30 "}Ictemaiylamlno" .. hcteromyLNfl-. 

"Bowylcycloalkanyr J. .... a fusS hetaomyl and cycloalkenyL Pailloalar 

hetarearylcycloalknnyl Is one what tim bdyI thereof noJn of about 5 to about 6 ring atoms 

and am cvIn1b’ny1 of about 5 to about 6 dng "’.... A hstemaiyltycloalkenyl Is beaded 

35 through any, atom of the cycloalkenyl thereof capable of such &miMg The desigrt.tM. of the acu, on 

or thin as a aa before IWnyI pardon of the hetoaylcycloalkenyl defines that at least a 
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nhtngev. usys or anifur atom is jusI, respectively, as a flag atom. The nifrogen atom of a 

heteroaxyloycloalbnyl may be a basic nifrogen atom. The nitrogen atom of the betarosyl portion of 

the hetwoazytcycloalkenyl may also be optionally n.bff’I to the cmrcspon&gN-oxW& &emplmy 

lsdnns@zylcycicalkenyl fr.nlnAe 5,6- dlhydroqulnnlyl, 5,6-dlhydzolsoqulnolyl. 5,6-

$ dibydroquinoxailnyl, 5,64i ydoquElamIby1 45.. dfliydro-W-benzlmldazoiyl, and 4,54-

hydxtaxazolyL 

"iylzySalkyr _.-..n a thsed heteroar’I and cydoalkyl. Patter Lr4yIc)t1oa1ky1 13 

one wherein the betsmarylthereofmntI of about 5 t about 6 ring _lm and the cyoloalkyl 

10 consists of about 5 to about 6 ring atoms. A heteroaiylcycloalkyl Is bonded through any atom of the 

cydoalkyl theif capable of such bonding. Ilmdedgmatinaftheazo6mwddomapreabdm 

teteroaryl portion of the fused Seromylcycloalkyl defines that at Sat a nitrogen, oxygen or snlftr 

atom Is I respeotlwIy ase ring atom. The nitrogen atom of a hztamaybycloalk4 may be a 

basic nitugen atom. The nitrogen atom of the hctaoazyl portion of the bdcaexylzycloall44 may also 

- 15 hi optionally Sdival to the conesponding N-oxide. Exemplary betmoarylcydoalkyl fm.bt 

Li 5,647,8-tetmbydrnquinoflnyi, 5,67,84dra-hydmlsoquinolyl, 5,6.7,8-tetrahydroqalnoxalinyl, 5,6,7.8-

tdtzhydroquIran1y1, 4,5,6,74etmhydrolH4-...Lntds7ntyJ, and 4.5,6,1-telmhydmbenzoxazolyl 

"woayllydcnyr Irnhr a faced hctcmm4 and hetwtoyolonyl. Paxifeujer 

20 hetemaiylhctemcyolnyl Is ott whmoln the huasyl thmenf...-’.LJn of about 5 t about 6 ring .4....n 

and the bnyclanyl nnm hi lii of about 5 to about 6 ring ak..i a- A ht eroarylbelayelenyl Is bonded 

tough my atom of the heterocyelenyl thereof capable of such bonding. The daQtl..,, of the an, 

on or to as a ,dft beffim the hetrrisyl or bttarocyelenyl portion of the beterovtteryuleny1 

d.Jt.. that at Sat a nitrogen, oxygen or sulæxr atom Is k4 respectively, as axing atom. The 

2$ nitrogen atom of a hetcroarylanheterocyolwyl maybe a basic nitrogen atom. The nitrogen or salthT 

atom of the hemmy1 portion of t1mbetamarylbacmaydy1may also be optionally ..MbM to the 

cotrespcndfng Ntde. The nlungn or sniflir atom of the heomyl or hetmuoydyl poition of the 

heteroaylheteiocyclyl may also be cialonallyaddhadto the corresponding N-oxide, S. oxide or 5$-. 

diozide. Exemplary heteroarymenyc!myl h’h,ln 7,8-dthydro[l,7]siaphthpldhryl, 1,2-

30 dlhydit[2,7]-aaphthyridbyl, 6,7dlhydro-311 -imidazo 4,5-o]pyrIdy 1,2-dthydro-1,5-aapbthyrldinyi, 

1 ,2-dihydro-I,6-iiaphthytidlnyl, 1,2-dihydro-!.7 -ziaphthyzidInyI l,2-dlhydro-1 ,8-xrapbthyridinyl. and 

1.2-dthdxo-2,6-naphthyzldJnyL 

"Herw1hici,ydyI’means a ftsed heteroazyl and heterocyclyl. Particular hetexoary1hetnrocycl4 

35 Is ono wbert the hederoaryl thereof .2mNLJH of about 5 to about 6 ring’.’.and theheterocyclyl 

COCA sts of about 5 to about 6 ring atonis. A heteroaryiheterocyclyl Is banded through any atom of the 
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hetciocyclyl thacof mpabie ofauchbondlng. The of Ujt , O (EtbiO as aFaffx 

be%ie tht het&OS>4 or h teronyclyl portion of the - hetcroaxyThetexooyclyl dnf1, that at least a 

nitrogen, oxygen or sulfur atom Is prent respectively, as a ring atm The nitrogen atom of a fused 

heteroatylheterooyctyi may be a baste aiflogen atom. The nitmen or sulfur atom of the heteroatyl 

5 port[on of  hetematyihetemoyclyl may also be optionally oxidized to the coxmspoMhg N-oxide. 

The nitrogen or sulfur atom of the betercaxyl or beterocyclyl pot of the hatmotayffistmaydyl may 

also be optionally oxidized to the COIItSpOndItgN-nTMI S-oxide or S,S-dloxlde. Exemplary 

heteroaxylheterocyclyi Includes 2,34thdro-lff.pyuolj3,4-b]quluolic-2-yJ, WA-tcttihydrobenz 
(bfll,1]nóbtb,tdln-2-yl,  1,Z3.44ctra ydmbcnztblil.6jnnpldhyxldhl-2-yJ. 1,2,3,4tetm-hydro-PH-

10 pyrido[3.4-bIndol-2yl, 1,2,3,44elrahydro9H-pyrid44,3-bjSol-2y1, 2-dIhydm-lH-pynolo[3,4b 
JindoI-2-yl, 1H-2,3,4,54etmhydmazcpinot3,4-bjlndol-2-yI, m-2,3,4,54etm-hy&azspino[4,3-

b1indol-3.4. lH-2,3,4,5-tetrabydroazapino[4,5-b]lndol-2 yl, 5,6,7,S-tta4iydmi,7]naphthytidyl, 

l,Z3,4-tydiut2,Thaphth,tldyl, 23.dthydm[l,4]dloxlncj2,3-bjpyiidyl, 23-dlhydto-

(l,4]dIoxbo[2,3-b]pldyl. 3,4-dlhydto-2E-I-ox44,61dlsmmphthaknyl, 4,5,6,7- teftahydro-3U. 

15 lmidazo[4,5.o]pyridyl, 6,7.dthydro[5,8J&rsnaphtbalenyl, l3,3,4-tetrahydroi,5J-napldhyrIdInyl, 

I.2,3.4-tedro[i,6jnpbthyddlnyl, i,2,3,44etmhydrotL7]uapldhyridlnyl, 1,2,3,4-

teSiydro[i,8jzmpbthyxldlnyl, and l,2,3,4-tha-hydxo[2,6]naphthiIdMyL 

4ffeteroa7oxy" nwn betwoaiyl-O-. Exemplary bderoar4oxy 1. nI’Ye pylldyloxy. 

Jc 

9{etaocyc!enyl" means anon-aromatic monocycle or multicyclic hydrocarbon ring system of about 3 

toeboutlOcubft fawhichmornarcof6wombon atoms In the ring system Warabdero 

element(s) t than earbon, for oumple nitrogen, oxygen or sulfur nh, .s and wMcb contains at 

Sg one carbon-carbon doable band or ctrbon-nthogen double bond PitMy, the non-aromatic 

25 rIng system Molt about 5 to atom 10 carbon atoms, and ito 3 betnatmna MostFuRztedring 

Sos of dngB of the ring ay4u frv,Imn about 5 to about 6 ring atorns and such particular sing sizes 

are also referred to as lowe?. The designation of the sM axe or tbto as a jncfl.befbxe 

heterocyclenyl defines that at least a rdtrogari, oxygea or sulflu atom is prosem respectively, as a ring 

atom. The nitrogen atom of a hetemoycienyl way be a basic nitrogen atom. The nitrogen or sulftr 

30 atom of the heteracyclenyl may also be optionally n.MbM to the c&itsponding N-oxide, S-oxide or 

81S40tdt &pWyinonocplloaah ycleny1inc1udes12,3.4-mhydmbydxopidIne, 

dlhydiopfdyJ, l,4-dlhydxopy9dyl, 1,2,3,6-tctim4tydmpyrldlne, 1,4,5,64etrahydro- pyrin.Mfrtt 2-

pyrrollnyi, 3-pynolinyl, 2-frMdnThiy, and 2-ppamlinyt Rnmpbny oxabetetocytyl thcludos 

3,dffiytho2H-pymn, dllxydrofinnyl, and flnmodilo-flunyL An aempimy multicydlie 

35 oxaheterocyclenyl Is 7-ozablcyclo[Z2.l]heptcnyL Exemplary mcntcycflo thlobderyclenyl Includes 

dihythothlopbenyi and dlhydinthlopytaftyl. 
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ttffeterccyclenylaxyP’ means a fimed ayl and hetexocyolenyl. Particular hetnocyebnylmyl is one 

whezein the myl thatothpheizyl and the betomcv1mty1 consists of clout 5 to about 6 ring atwns. A 

hetocyclenyjmyl Is boi’ded through any atom of the strfi thezeof capaMe of such bosdlng. The 

5 dSgvatlen of the azz, on or thin as apit beta b tcrocvlcny1 portion of the fizsed 

httcrooyo!enylaryl defines that at load a nitxogezi uyu or sulfur atom is P, respectively, as a 

ring atom. The njffi,gcn ann ofabotarocychanybryl may be a basic nftmgen stow. The nitrogen or 

suNiaratam Of the hammIdwyl portion oldie hetemotylaxyl may also be aptioxmlly n..11nA to 

ft pdMg %oxfd, Scxtd orS$-dbxl& EvamplaryhetaracyWenylitlyl include 3W 

iO hidnmiyl, lH-2-oxoqnlnolyl, 2R4-oxolsoqulnolyl, 1,2-d14ydroqulnnliny1 3,44lhydmqninolinyl, 1,2-

dfbydroMoquinoflnyl. and 3,44fb$xolsoquMolinyL 

20 the lietaromyl poxtfan of the heteiocyclenylheoaiyl may also be optionally oxtdlzd to the 

ootmspondlngNoxlde. Tim nitrogen or sulfirr atom of the betaoauyl or hetarocyclyl podlon of the 

bcterocyclenylhatemaiyl may also be optionally oxiffized to the conu.pnndlng N-oxide, S-aide or 

S,S-dIOXI& Fn.ip 
my 

hderusyolenythetcroat$ includes 7fl tho(I,ljnaphthyrldfnyl, 1,2-

dIhydrojZ71-nphthytldlnyl, 6,74ydro-3H4inldnn[4,5-c]pyrldyl, 1,2-dlhydro-J,5-napbtbyfldlnyl, I 

25 94lhy&o-l4naphthyrbanyl, I,24th1,1-Eapbthyddlnyl. 1,24lhydxo-l$naphthüffnyI  and 1,2-

4Bet&ocyclyl" mats a non-axonialic saturated monocycle or nmlticycllc ring aytdnau Of shout 3 to 

about 10 carbonul.HI.s bwhlchnne ormore of theatoths In therIngbu Ware btftro clement(s) 

30 other than carbon, for ezamjilenitugea, O3 or sulflm PrefabIy, the sing system tniiIii. about 

5 to about 10 carbon atoms, and from Ito 3 beteroetoms. Particular ft dm ofdng3 of the dug 

System Include about5to about6thg ,a..... ands chpaitularring*nwe also rttoas 

lower. The dSgrtilion of the ow, on or duo as a jnvlla before hdezocyclyl define that at lst a 

nitroget, oxygen or sulftr atom Is In  respectively as a ring aton the nitrogen atom of a 

35 heterocycly! may be a basic nitmgen atom. The nitrogen a sulthr atom of the beterocyclyl may also 

be optkmaliy oxidized to 20 the couapov&ng N-oxide, S-oxldł or S,S-dlozide.  Exemplary 
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thlazolidlnyl, 1,3-dioxolsnyl, 1,4-dioxanyi, Tilpyl, tetmhydrothlopbenyl, and t*ibydmthfopymnyL 

means a ftzwl myl and httziooyclyL Partfailr hetcrocyclylaryl Is one wherein the 

5 aryl thexvof Is phenyl and the hdero’cly1 cossla of about S to about 6 ring ptt"t A 

ketemcyclylaiyl Is bonded through any atom of the aryl moiety thereof capable of each bonding. The 

dedgaatkmofftn%omwihtomapeftbefomhduooyclylpmdmofdmhdmmydyW 

deflntg that at least a nftro^ uiys or snlftr atom Is pasaJ, raspecliwly, as a ring atan The 

nIbugt atom ofa heterocyulylazj4 maybe a basic nlfrogrn atom. ’The nhtrogan or sulfur atom of the 

10 Semcyriyl poition of thehatamayclybuyl may also be optionally SMI to the WU .t1. N-

oxides &alde or S.S-dloxfde. Exxp!ary lrrinw,4yimyl hcIudt lndollnyl, 1,2,3,4-

ttoistqnno3S. 1,2,3,4-tthihydroqtolS. 1H-2,3-dihydiolzStl-2-y1 and 2,3-

dffiydmbenz[f]lsSdol-2-y1, and 1,2,3,4- tetnhydrobenz[g]-Isoqnlnollz-2-yL 

15 "HetwocyclytheteroaiyF’ r... a ftsgd htteroazyl and betgmcyclyt Particular heterocyolylbeteroaryi 

Is one wherein the hetxwy1 thexwfcanWn of shouts to &n 6 zing .’�ns and the heterocydI 

consists of about S to about 6 rIng atoms. A hetcrocyclylbeteroaryl Is bonded tlnuugji any atom of the 

betesocyclyl thereof capable of such banditg. Thadesignadlonofthemscancribloasapmfix 

before the hemaryl or heterocyclyl portion of the hewrocyclylheteromyl defines that at least a 

20 nItrogen, oxygen or sulffir stain Is I , respectively, as a ring atom. The .dhu,5sa atom of a 

bcZvayclyThetgromyl may be a beslo zftrogen atom. The nitrogen or sulfur atom of the lmtcrcwyl 

portion of the hderocyclylheteiomyl may also be optionally oxldlral to the corresponding N-ott. 

The Mtrogen or sulfiw atom of the Matatyl or hetaocyIyl portion, of the herotyc1y1betmtary1 may 

also be olly.nLfl#.1 to the aincsponding N.nTM.U. Soxlde or S,S-dloxht. Exemplary 

25 beterocyclymetaomyl Slides 2thythn-H.prolj3,4-b]quInoIht-2-yl 1.2,3,44etnhytobenz 

(b]jl ,7]naphPhyzldln-2-yJ, l,Z3,4-tSwdmbci4f1 ,6]rnpbth>idin4-yl, 1,2,34tetm-bydxo8E-

pyrldo[3j4-b]Indol-2y1, I ,2,3,4-tetmhydm-9B-pyddo[4,3-b]lndol-2yJ, 2,3-dihythv-IH-p>’n0143,4-b 

jindal-2-y4 IH-2,3,4,5-tebahydronpino[3,4.bjindol-2-y4 m-2.3.45-teua-h’dwaptor4,3-

b1lndol-3-yI, III -2,3,4,5-tenuhydroa,zpIno[4.5-b1ndnI-2-yI, 5.6.7.84etra-h$ro1.71vaphttdy1, 

30 I,Z3,4-tetrhydro[2,7]vaphtlsldy1, 234Ith,droP,41d10t1Z3-b]nTidyI. 2,3-diliydro-

[1,4]dbthoI2,3-bjptdy1, 3,4aydm-2H-1-xa[4,6}flw.ImltyI,4,5,6,7.tetmhydro.3E-

ldart[4,5-o]pyxidyl, 6,74thydro[518]&a apbthaten 1,23 44ctm1ro1,5]-nspbthyr1dinyJ, 

1,%3.4-tetmbydxo[1.6lnnpbt*ldlny], l.2,3,4-tebhydIt[I,1jnaphthyridIny1, 1,2,3,4-

tenehydrofl,Sjnaphthyffdlnyl, and 1,43,4-tctra-bydzo[2,6nuphthyzIdInyL 

35 
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WaiSt" bioMdes lu ,.nyi and oth& nmnnnt 

uphaItnaceutisIy acceptable prodruga" as used herein refers to those prodTpgs of the compounds of 

the present invention which we, within tho e,pe ofsomid m=ffoa1Judgmen suftable for use in 

15 conlati with the tissues of patients with undue toxicity. Inflation, aflergc response commensurate with 

a reasonable benefitMsk ratio, and tfln for their Intended use, oft compounds of the Invention. 

The term "pxcthug" ms acmnpound that Is Lmvafimned in vivo to Øeld a compound ofPnii’mla 

(XVI) or a pharmaceutically acceptable lt, hydrate or solvata of the compound. The ftm,cfimml II 

may occur by va,ious mecbanfsms, such as though hydrolysis in blood. The compounds hearing 

20 metabolically cleavab!o groups have the advantage that they may exhibit Improved bicavailabflfty as a 

result of enhanced solubilily, andlor rate of absorption conferred upon the parent compound by tie 

of the presence of the metabolically cleavable group, thus, such compounds act as pmtgs. A 

thorough Wsousslcn Is provided In Design of Prodmgs, H. flundgaaid, ed., Elsevier (l98 Methods 

In Th,zymology K. Wfddcr et el, St. Ademic Pros, 42.309-396 (185); A textbook of Drug 

25 USga and Development, Krogsga i-I men and 
a Bandaged, ui, Chapter S; "Design and 

Appllcatioiis of Pmdrugs" 113-191(1991); Mvancth Dsiig Delivery Reviews, H. Bundgmd L 1-38, 

(1992);J. Thn ScL212S5(1988);Chen Than BuIL,N. Nake)’aetal,32,692(1984fl10-

6nzgs as Novel telivazy Systems,’?. UIgacM aird V. Stalin, j4 A.C.S. symposium series. and 

Bloruverslble Caniars In Drug Design, ES. Roche, ci, American Pimnnaoeutbml AssocMtlon and 

30 Pergnmon Press, 1987; J. Med. Chen, Vol. 47, No. 10,1-12 (2Q04). which are Incorporated herein by 

An example of the prodnigs of a mspu of the prosout luventian Is ant piodrug. "Ester 

prodrug" mvs a compound that Is connrtlble in vivo by metabolic ma (e.g., by bydrolysis) to a 

35 compound of Formula (XVI). For cnmple, an erpmdwg ala coxnpanml of Formula (Xvi) 

contsfifla  a carboxywoup maybe convettthlebyh$rolysls In vivo to the ootespovdhig compound 
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amanh,atCuthmIly ttive arnmmt . an amount of compound or compounds axdhig to tim 

1.caft hivcntfon ttho that produces the desired tlmpci& effct &cdbed hands, such as 

afiexgyreftłving, orinft........I..ry telfoving effect. 

5 "Ring group sabstituent(aT I,R,bSA alkyl, aIkny!, a&ynyl, baloalkyl, Imloalkenyl, haloalkynyl, 

atylalkyl, hebtoatylnikyl. acyt, halo, aiim, cyano hydroxy, alknzy, allanyloxy, alkynyloxy. 

haloalkoxy, haloalkenyloxy, ba1oa&myloxy, axyloxy. betemayloxy, amino, alkylambA 

dfnlkylrHnn, alytnmlnn hetzroazylamfno, aaL.ay, alkuxycarbonyl, myloxycarbonyl, 

hetemuylyWkycarbony!, Smoàtyla&ylox3carbonyl, ataibonyl, 

10 alkylaininocarbonyl, dinlkylanilnocasbonyl, amy!, hderoaroyl, cycloalkyl, cycloatanyl, sql, 

heteroaryl, htxccyalyl, heterocyclenyl, or nmltfcyclic alkaryl. 

Some of the compounds of the piccsL Invention axe basic, and such compounds are useful In the form 

20 of the free base, or In the form of a phamicatcaIly accept" acid addition salt thercot 
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aftuto, malea flims automate, _slndw, naphtlqlate, mesylab, glucoheptos ladlioblona 

ma! OUHL. salItyI2tes, pwplwm1ci, methylene-tt4-hydroxtapbthnzt geatSies, 

lsethlo,iabs,

 

di-pam4olucyltertualm% e bancsulformtes, benzenesulfonaus, cyclohexylsulthmates and 

laiuysulfimata salts. See, for example &K MIA ci at., -Pharmaceutical SalIs,"J P/iana Set, L 

5 1-19(1977), whIch Is Lwqz.nT.lhgreinbyxofacin 

Where the compound of the invention is a,trJIi.,iM with an Sdlc nwlcty, base addition salts may be 

ftrmed and am simply a mole omrvmflm thrm for use; and In prmtlee, use oft salt form Inherently 

arnounsto use of the free acid in Tfwbseswhi&mbousedtDpvpaivdwbmwM safts 

10 kcludapxefrrably those whiclipiodute, when combined with the flee acf4 1k.. ..uIIrlly 

acceptable S that Is, salts whose cadoEs me non-toxic to the patfait In plmrnmceafioal doses oldie 

S so that the benefit hihlbltoiy effects Inherent In the free base are not vitiated by side effects 

ascribable to the cmtloxa Base addftl an salts can also be prepand by separately xeactg the purified 

compound In its acid fixnn with a stdthbla wuidc or Imnguulu base derived from alkali and allmlim 

15 earth metal salts and Isolating the salt thus ftuned. Base m4ditfnn salts Include phamiaccutfodily 

Cacceptable metal and mite salts. Suitable metal salts Include the sodiwn, pcitaashun, calcium, 

zinc, magnesium, and aluminum salts. Particular salts are the sodium and potassium salts. Suitable 

Inorganic bass addition salts axe prepared from metal bases which Include sodium hydride, sodium 

30 As well as being usefol In themselves as active compozmds, salts of compounds of the hivenlion me 

usttl for the puVom of purificafloc of the compounds, for cuaple by aploitation of the sobtility 

diffcrwna Sween the salts and the parent compounS, side products aiiVor starting _..TrrMls by 

WDIMICOM well known to those JA4UP4 hi the sit 

35 It will beappieciafal that wupuwxt of the present Invaitins may wi,I u. asymmfllc u�- Th 

asyrnmotæc centas may Independently be In either the itor S configoratlot it will be 41,t to 
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dome â4Sil thUr art UIm.-IbL. compoomb ltthSLr �L_7pj3?S rI�1 

bounden. ft Is b bsiSsoodtt the1-----’ 1st’ IndividS r’t-1 L.q 

sd mbdmm Swm& incloft...L. SL_ of,mi.bofPLQCVO 

hertbuibom  bylbooppficadomorsdoptationof 

5 biowa mdhods, fr.__1S S__L.w_,SL. � 
’r� 

aS aaa1 1.. tatdq., theywe 

.sj....S4 I 4 fran the appmpddo I __ _of thmjr inknowlides. PMIIaSIy, In .SJL - 

Wbm- of the na.jr_L of PuamIa (ZYD srer"-. thep bvIaz is handed to 

indode on udma& fimms oft.,jn,-_t 

10 Psitioular Bobodhomb of the frviliaz 

(XVO whack 2 I I b3,rO 

t R’ Is .k..,. add IlJ  

esoIwedn wcoph"Of I g torapimmmommificeftsmiquable 

-- 15 ak,L,.LJ..escbsIoofdri.o&ug. 
…t 

’a 

20 

One pmlSIs ebod1st oft Susiat Is a cciiqicuS of P.--’- (XVI) tdn a Iii, e a 

phadommadcaRy I’ll s4hydraKor�ohse 0  a iuia..n�*aUy aoceplthIs 1av.Su 

d.4tflL.JL� L217 _jJ’ aLkYd’aSVSbMther’.. 

ALS stia’lw..t-- (XVI) ohm do 

.,,,---’I Is of I--’-- (Th 

crsIl.dSnyaabIeabsbssoInImthaa11-- y-/AJn 

25 p.ô&u threE, ea11-- Lfl7 �JJt St. htte esebse oft 

AMIb pMSk  

ti tYSOn k’SO-, tYS-, k’-C&O)-MI- (WR’403-MIs 

k’ Is alkyl. .lkniyl ealkyny t of width Is optkmally_- ’by an ue aIIpIsk 

30 goomptt 
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aiyl, heteroayJ, witewmayclyi, each of which Is optlonaUy substituted by= or morn ring 

group subztftuS or 

JRWwhenRthPJSOr * 

A’ Is hydrogen, 

5 wyl, IauwyJ, cynloalkyl, betancyalyl, aiylcycloalkyi, or cycloalkylaxyl, each of 

which Is optionafly substituted by one or more ring group substithea or 

alkyl, alkenyl or tyl, each ofwhicbls opt1onallyi1.flhuiL.1 by one orfl3ora 

AH1dTf4j group nhJfl.ul� 

R9s bythogen,a&y1 

10 it2 Is hydrogen, haK alkyl, alkenyl, alkynyl, halrmtfryl, or alkoxy 

R Is acyl, cyano, carboxy, acid bbS*re, -C(0)-WY2, 

alkyl, which Is optionally miLJlI,.tsl by one or morn elipbatic group substttuent or 

alkoxy. which Is oplhnially substftad by one or a aliphatlo group t1 

Y1 aiid Y2 each indepei4ently hythng, alkylsnlfonyl, aylsulfrmnyl, asylamino, 

15 hdcroaiylsulftmny], heteroaxylanto, or 
-a’ 

alkyl-, whjth is op&wUymibATfmW by one Ore morn aliphatic sribslitneut woum 

k’ Is hydrogen, acyl, sikyl-sulibnyl, axylsullbnyl, axyWkylsulfimyl, hetemarylszzllbnyl, 

heteroaxylalkylsalfonyl, 4(0)-4Y4Y’, C(0)-O-Y, 

alkyl, alkenyl or alkynyl, each of which Is optionally m.iStI,i.,J by czrboxy, alkuxycaibonyl 

20 oracyl,or 

(C2-CŁ-a&y4 alkenyl or alkynyl, each of which Is ...trJ Ii .I.1 by hydroxy, all=y, amIno, 

atylamino or dialkylamTho; 

Y and Y5 are each Independently hydrogen, or aIkyl 

Y6 Is alkyl 

25 Wig hydrogen, halo, cathay, cyano, ito, hydxozy, al-ky!, alkenyl, alkynyl, baloalkyl, haloalkenyl, 

baloalkiyI, alkoxy, alkonyloxy, alkynyloxy, baloalkoxy, balalkenyloxyor bdoaknylftr 

it6 and R?ne each Independently, hydrogen, or AA and 

k’ Is alkyl, which Is optionally substituted by the or wait aliphatlo gioup subsfituds, or 

axyl, beteroatyl, cycloalkyl, heterocyclyl, siylcycloalkyl, CyCIOaIkyIZIyI. heteroatyicycloalkyl, 

30 oroycloalkythetaoazyl, each of which In optionally smItdfl"l.1 by one ormaxo ring 

goup - 

provided that when it’ Is amIno, then t’ Is hythogui 

or a p!mnnacezzfiSly acceptable salt, hyda or salvate &mc4 a phnmithv.1Iy acceptable 

pztdrug thetroZ or a pbzrmaceutically acceptable salt, hydMa or solvato of thy prodrug. 

35 

Another patticutar entbodthett of the bawntlon Is a ampouud of Ponaula (1) whwelrn 



C 
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$0640I343 _ pann 

its flOn R’C(O$4H or R’4OrNS 

Win ul aiyl, mylaIkyl, hetuiotyl. bttouiyWkyI, b&&oovlyi, or NRW 

Is hfloga,, cyclSkyf. hmaçceI$, e’$cvlot&l, oyclSk$ant 

--4-

5 ai4 a’LIai,yl each &WIIWSIS *lrallyJIL.LJ by alkyl, halo orlaSIk>I. 

Of 

alkyl, which Is oØalaHy_&-J-1 by cyvSJkl, atyl, orbSnsI,wSdnUr 

cflaefl.I, STyl orhlauuryl Is optionally _JiL1byaIkflbaloor 

baloaIky 

10 Via ktga*ralkyl 

RIM bthaIaalkyI,bk4oralnzy 

Is acyl, c)tb. roq, aSU.J.-&- -C(O$4Y’12. 

uI4, LL& opllctsily _1S.s_1 by 
t,a..,, 

aThozç __L_., all$mito or &07kanbaoi or 

alkoxy, which Is cjtally -J-J byhydmxy, alkozy, mSw, alkj,tnto or 

15 

V1 and V2 am eh lndqcMcnfly hydrogen alkylsulfonyl, aitdfouyI, hetnoaxyliiiltnyl. 

- Snw,4wSo, or 
sik% which is o$la1Jy sublibled by abcayth aThnzyvnbtisyl 

R Is btge, acyl, ak%WjDA mtth*syl syIaIh’Sty1, Saoay1sli’l, 

20 !&WU.LSJI, lnuosiylaltylmiltyl, myWt% 4(0)NY4Y’, .C(0)-O-Y’, 

allO’l, which Is optionally _iL.Jtf..Ini by caiboxy, dimmyowboaryl or sql, or 

(CrCŁ4Ikfl which Is wobibutmi by Lpbay, aIbz3ç ndao, alk4Co or dM&ylmnlno 

Ya6Y’ arc thSt1yhiogoraIkyJ 

V’ Is aIkyl 

25 k Is hythui, halo, ...t.,.y, oyano, nibo, L,J.uay, alkyl, balealkyl, txy or, ba!oslkxy 

RSidk’aathbi6tpadnt1y,hboguslkyIad 

Is arAbftmarAoYdodkAkwocYdAwYiqdwWorcYdnAViffA 

pmvldS that wbou RI Is Cc thut W is b,dmgr 

w&

$stnaceudiSly acvqtble alt, LJSc or ucive timS ajt - tJIy .tls 

30 
piodiug ttaeof or aptnacatcblly accqtable nit, htte or saints of the S.. 

ft... i PMIMST ibodlt of Its btvsdlon Is a ’--i of Famula ( wk. 

kis. 

Is Skyl, nfl aiyISlI, b nevlyl, or NRt’ 

35 It  Is hytho oydoalk$, lwuooyclyl, a lcvkelkyl, cyultalkylayl, 

ny!, *a Is opiklly --’-’-’ by sliM, halo irMISI, or 
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.&yI,wtdthbłIIy  AMMWAWbyridomW wwA whMak me MA Is 

opiSufty JSS.i by 51, bib a SloeIkyt 
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Etis ),t, Mb, .Jk% MISk$ a 

5 1’ Is wvLa  tL’_---

5% -las - ThSJb1 a.,, j_a 4nLio, a 

AlkikWhal 
Md V’ a. ath I-A’__t-iIy b$SS, 5SiJfry, iiySlfimyl, .*So a 

10 51,aIOçtIEnJIy  =60odW ___ or aftWm6miot 

Is bjtI-.ri- wyl, aIIsJk.yl, ..,I- _,I, a$J.,1-M-,1,  

StuflSS,’-_j 

(crcoa% wLU. Is abodMed bylyJ,L-aj. uIknq �I-,. sftyl.Sno alaIno 
15 Y4 ad YIa.eseh1. ’-’,b,.L.au1k3k 

le 

Is h$tegpm Palo, .-iI , cy, S L,J.,, fl MISkfl tyty hS& 

p 

i5 Is St al, oydo5l, w,Isdadkyt a qdasaysyt 
20 rldid 69 wkn tt Is �L-.. the R4 Is Iflmge 

ora,1_It t_lIy_. ’Lak,1Sa,J,.thr4a.LJ La..iA1a 

au&4 thnZ a 1_-_iLIl7 _’4Lft, b$MOcVaJ..II. &tSpitâup 

ft..al_ 1a 

25 spStscsnlly - _’-ak,hytwe,a.J.a.tn Call _---’I--a, _�  

thaeo( are fmtcslIy . at Wmbar whue &thc jnSvg. 

Ant ptcSr k r_-i oft Inv Is a --_I &MiimIs uk. JS 1 Is 

- ad R Is -iat s fL.i&_ L-ZIy ajsIS. i.,,La, a thn* a Thsłaudc.lfr 
30 sookplaft,.4&t4Seo(ora,I_�_1�a7  _7-kSw.ª.sdths$ab  

-_sLf’_&theIsstks--,- _!ofTIamt_ 
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I’ Is 
at 

35 1’ Is 
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ma pbntnacaztf mfly acceptable alt, hydxS or solnto thzroo a pbanoaccutfcally acccpthble 

proditg thereoZ or a pbnrmacca*tcally acceptable salt, hydmte or solvS of lit pmdxug. 

Another partic&ar ombodlxnan of the Invention is a compound of Poimula (i) whcrSru 

5 Ria R’SO2-, R1 Is -NR’R’ R’ is cyolcalkyl, and W’ Is hydxogcn or alkyl, or apbwmaccutlally 

acceptable salt, hy&utN or solvate tSeoZ a I)bmmawudmUy acceptable prodrug theoZ or a 

pbnaceutically acceptable salt, bydmte or wivate of the pmdiug. 

- - Another paitleular-embcdiment of the Invention Is a compound of Fonnula (1) wberdn it Is R’-SOr 

10 NH-1 or a phminaccutltaUy acceptable salt, hydra a solvate thof a pl..n i ....nmilin.illy acceptable 

prodnig thaiecZ or apbamiaceatically acceptable salt, hydmte or solvato of the prodsug. 

Mother pan!culay eniliodhuent of the lnnz&n is a compound of Fnmth. ( wherein K’ Is halo, or a 

phwmaceuffcally acceptable salt, hydrate, or solvate thaccf a phanmuticafly acceptable prodrug 

15 thereof, or a pbatmaccuticaliy acceptable 
a 

hydmie or solys of the prodrag. 

20 

25 

Another particular embodiment of the Mvmilion Is a compound of Formula (t) whueln K2 Is cbla or 

a pit..... ...-ILa1y aoccptable salt, hydrate, or solvata thercoZ a pbmmacathml1y acceptable prodrug 

thereof, or a pbzrniaveudcally acceptable salt, hydxutc or solvato of the uodrug. 

Another paitlailar embodiment of the Invention Is a compamd of Pojumla (1) wbemfnR2 is alkyl, 

alkoxy or haloalkyl, or a pbamiaceutically acceptable salt, hyd or solvata thexuzt a 

phaawcerslically acceptable prodmg thawf, or a ça.cnwnt4Ily acceptable salt, hydrate or solvate 

bfthtpioditg. 

Another panlcular embodiment of the Invention Is a compound of Pomiula (1) whereIn It’ Is methyl, 

methoxy or -Ct’3, or a pbamiaceutioally acceptable salt, hydrat or solvate thereof, a pbmaceutically 

acceptable prodnig thereof, ma pbanriaccutically acceptable salt, hydrate or solvate of the prodrug. 

30 Mother particular embtent of the Inwntian Is a compound of Fon=b (1) wbmein k’ Is -C(0)-

NY’Y’, carboxy. acid bloisosteie or alkyl _i&flfnbi1 by h*W, or a pbazmaoeuiSlly acceptable 

salt, hydrate, or actuate thatof, a pit.. 1L’11y acceptable pmd’ug thereof, or a phammceut!cally 

acceptable salt, hydrate or solvate of the piodrug. 
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Another paulciziar embodiment of the &ventfon Is a compound of Fonnala (1) wherein W Is -COON, 

or a phaunaccutfSly aucqitable sA hythate, or solvate thrnoZ a pItnnta.1HfttIly axcplablo 

pradiug thereat or a phanonvouticafly acceptable salt hydmtowsolvate of the prodmg. 

5 AnoTher particular embodiment of the lm’cvtlon Is a compound of Fonnula (1) wherein R4 Is hydrogen, 

alkyl or aiylelkyl, or a ymmtwsttIna fly acceptable alt, bydxato or solvate tbatoZ apbsniaceutfvafly 

acceptable prodrug theivoZ or aphatmacadiSly acceptable alt, hydrate or solwle of the prodrug. 

Another particiilar embodiment of the Thtfloh Is a ccmpouiid of Foænula (1) whert It4 Is IITOgW), 

10 or a phnaceutlafly acccptable hydrut, or solvata thereoZ a pmnnaoentfSly acceptable 

pradsug thmtoZ crapharmaccalcaUyacceptable nit, hydrate or solvate of the prodiug. 

Mother particular cmbodMtnt of the hiventlon Is a compound ofFormula (1) whereIn R’ is hydrogen, 

alkyl, alkoxy, hydroxy, halo or baloalkoxy, or a plmxmaceutically acceptable salt, hyda or solvale 

15 thueo aphmmaecatiw.Uy acceptableprodmg thteoZ or a’ .i .Tlnrllyaptablc lt hydmo 

or solvalm of Ow prodrug. 

Mother particular embodiment of the Invention Is a compound ofFonnula (0 wherein It6 and flY are 

both hydrogen, or a pbmmaoeutSlly acceptable salt, hydiato, or solwte therco& a pbarmaccutfsally 

20 acceptable prodnig thereof, ma pbmmaccitlly acceptable alt, hydrate or solvata of the piodrug. 

Mother particular embodiment of the Invwitfon Is a compound ofPnnnnl. 0) wherein: 

Ris R’S02-; 

it’ Is -Nitt 

25 R21s halo 

R? Is -C(0)-NY1Y2, carbon, acid blolscstereç or alk)1 sultth bybydroxy 

Via hydrogali, alkyl orazylalkyb 

it3 Is hydrogen, alkyl, allay, hydroxy, halo or lmloalkoxy aM 

R’ and R7arebothhtogea 

30 or a phnaceutically acceptable alt, hydra or solvare thtoZ a pbarroaccutSlty acceptable 

proding thereof, or a pbamiacenlilly acceptable z hydrate or solvate of the pmdmg. 

Another parifcular tnbodllmuzt of the Mvenfion lie compound ofFammla (1) whet 

Ris t’S02-; 

35 R Is -NR1’ 

it’ Is isycloalkyl, heterocyclyl ary1oyc1oaII’1, cycloalkyWyl, or 
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Mother particular embodiment of tbe Juvut Is a compotmd ofFormula (U) wherein it Is 
cycloalkyj, beis’ucycly], axylcycloalkyl or cycloalkylwyj, and it’ Is hydrogen or alkyl or a 
phannaceuticafly acceptable salt, hydrate, or solvata themof a phaunaceulically acceptable prodrug 
thexeoZ me pbnrmacuifla Ily acceptable saIt hydrate or satiate of the prodrug. 

Ant partict embodiment of the Invention Ma compound ofFwmula (11) whmeln It’ is 
cycloalkyI and It" Is hydioga or alkyl or a phaxnmceiiticaliy acceptable salt; hydrate, or saints 

thWINIA a pharmaceutically acceptable podrug thtreoZ or a phaunacenUcally acceptable salt, hydrate 
orslvatcof the pnidrug. 

Another particular embodiment of the Invention Is a compound of Formula (T) whemin It2 Is halo1 or a 
phannaceinically acceptable salt, hydrate, or solvate ffimco& a _’i nuIntly acceptable prodrug 
thanvot or a pharmaceutically acceptable salt, hydrate or solvate of the ptodmg. 

15 Another particular embodlnmut of the invention Is a compound of EmnmTh (U) whemin It2 Is chjota, or 
a pbannacetitleafly acceptable salt, hydra or solvate ft=4 a pbatmaceutically acceptable prcdntg 
thereat or a pharmaceutIcally acceptable salt, hydrate or satiate of the prodnig. 

AjiotS particular embodimaft of the Invention Is a compound of Formula (I) wherein R1 b all’l 
20 alkozy or lialoalkyl, or a plmimaceath]ly acceptable salt, hydis or solvat, thmeag a 

PINIMUCCOthmiltv acceptable prodrug thtreoi or a plmmtataitlnityaazptablo salt, hydrate or solnte 
of the prodnzg. 

Ant particular embodhnerit of the invention is   compound of Ponmula (U) wherein k’ Is methyl, 
25 methoxy or 431,, a a pharmaoeàtically  acceptable salt, hydrate, or solvate thateoZ a pharmaceutically 

acceptable prodmg thereat or a pharmaceutically acceptable salt, hydrate or solvate of the prodnig. 

Another paiticnlar crabodhavat of the Invention Is a compound of Fonunla (I) wherein R’ Is 
-C(0)-WY, carboxy, acid blo&,sI oralkyl nul-""..’l by hydroxy or apharmaceutltally 

3* acccptablesalt hyttor solvalsthereof,apk.... �.lyacptabfrprodingthercof ora 
pti....-nIkaT1y acceptable salt; hydrate or solvate of the picdxug. 

Aymthar particular embodiment of the Invention Is a compound ofPornusla (II) wherein It3 Is -WOE 
or apharniaceuticafly eccepwNe nit; bYdratO6 or solvate thereat a pbarmaveulically acceptable 

35 prodnig thereof or a phaxThaccUlcally acceptable salt, hydrate or saints of the prodnig. 
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Another patlicular embodlmwt of the invention is a compound of Pnmmtn (10 whmvkW S 

hydrogen, alkyl or arylalkyl, or a pbnmeenticafly acceptable lt, hydrate, or solvaW tbeiwZ a 

pbannaccuticaily acceptable piodmg thcieoZ or a phamiacenticafly acceptable salt hydrate or solvata 

of the prodrog. - 

Another particular cibodhnent of the invention is a compound of Fominla (10 wlmwM R4 Is 

hydrom or a pbaumatically accepmhle It hydra or solvata thereoZ a platmacculitally 

acceptable prodrug tbercoZ or a pbanriaccutfcally acceptable salt, hydrate or solvata of the prodtug. 

10 Another paiticular embodiment of the hwvasllon Is a compound of Formula (11) wherein it’ Is 

hydrogen, alkyl, alkoxy, hydroxy, halo or haloalkaxy, ot a phannaceutically acceptable salt, bids 

or soMb flneoZ a pbmniaceutically acceptable prodiug thereof or a phamiaceuticafly acceptable 

salt, hydrate or solvato of the prodnig. 

15 Another particular embodiment of the invention Is a compound of Ptmnnla (11) wherehu 

R’ Is cycloalkyl, heteracyclyl, arylcycloalkyl, cyt,loalkylzryl, or 

alkyl. optionally wjbstftntal by cycloalkyl or my], wherein the ard Is optionally sabsUWith by 

mtoakL 

K’ is hydrogen or aIkyl 

20 It2ls balo 

a’ Is -C(0)-NY’Y2, canny, acid blthsosterc or alkyl substituted by hydzox3ç 

K’ Is hydrogen, elk)’) or arylalkyL and 

ft’ Is hydroga, alkyl, alkoxy, kydiuxy, halo or baloalkoxy, 

or a pYmnm.=.t.Uy acceptable salt, hydra or solvata tbertoZ a phannscouticafly acC4abie 

25 prodiug thuw oraph.nn_-di.T1yacceptablaSt, h3tata orsolvata oftbo prodnig. 

Asothcpmticular embodiment of the invention Is a compound łfn.tmh. (11) wberS 

is cycloalkyl, hetcocydyt, atyloyctoalkyl or cycicalkylaiy], or alk)’l or alkyl substhntcd by 

cycloalkyl 

30 IrIs hydiogenoraikyb 

1t21S halo; 

a’is .C(0)-NY’Y, ....I...y,or add bjofgasgx 

Y’ and Y3 are each independently bydmgen, aIkylsulThnyl, aslsulfonyl, or aZ4 substituted by 

carbozy or Owxywbonyi 

3$ fl hgc,aIkdoraiylalkyland 

U? is bydrogea, ally], alkoxy, bydroxy, halo or haloalkoxy, 
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12-(3-Cyclohexylsulfamoyl-4-methyl-phenyl)-IH-lndol-3-yI]-acetla acid, Example 10(k); 

tZ-(3-Cyclohexy1au1famoyl-5frlfluommhy1-phcnyl)-1B-lndol-3-y1]-acetic acid methyl t, 

Example Ii; 

(2-Q-C1ou1sdfluflntthyIphgnyI>1abdoj.3.y’}getfg acid, fla...1.Tn 12; 

5 (2-(3-Beranesnlfimylambzo.4.chlompbenyl)-1fl-jndol-3-yj]-acefic acid, l!nrnple 13; 

{2-[4-Chlmo-3-(cytlohzenyl.amlo)-pheayl]-1H-hdol4-y1}aig acid, Example 14; 

2444Moio-3-cyc1ohexylsulfrmay1.pbeny4 fl-fnilole-3eboxyllc acid, Example 15; or 

244-Cb1om-3-v1ohay1suWy1-pjieny-1B-fndole4catylio acid, Example 16; 

or a p)mtmaiit1rs.fly acceptable caor pxodrig tbereot - - 

10 

20 

It is to be untmtood that this Invention covtm all I gn.ndaIo combhalions of the particular 

embodiments .S1 thele. 

agm the structural Fmnm!a It the pmacdance over the nomzc1atre tamt 

The compomids of the Invention ahihit 1ug1andIn 1)2 receptor flu. "its" wad vlIy and are usethi 
pbmmacolo2Jcal atting agents Aecoidln)y, they are dd Into pbnnmzefll 

compositions aSuzed h the Iz..T.,nt ofrtknl. -"-’z from I I .m’ediral dSrdn. 

25 Compcuizds withIn the swim of the p.,caL Inveixtion aze antagonists of the prostaglandln 02 va.cptm, 



4–’ WO 304IK343 
as.  

behavlars000mpashm1byUch (modh 

mosmakiMigoodbanduainflumandium4a1. O1Id1Ve_s __y �  
.k-......SSI athæd,,  

attheHill. 

ciiipouiaS of die __,a&inventionme iWinmould in L S. involving SW-IJ.". - _____ 

WWI 
- uith as Ionte, lardolloo and awrizim IN the irt of ailnEic 1t1_IIL 

10 COI’D. ttc S. _skl-. sllIo coldomadvitil, do - plee qmdftlay Marto dm Is WO 

DIflIG9lAZ 

(HO lids ugmilsi, such a sibsol, nlWtacl at taknAlIne  for the .=-2-- of ntis. awD, 

silnlc donS iUk cmdwicfia e 

Qv) 11I-1- mcb a tSS, Ixtifflu ad SIJ. fir the J of S, COPO, 

15 a&rglc .L___IkI_, slint coommattrids, 

(y) PDE4 (flio!todkSus 4) L.L3S...  soch - Oftudled at cliomu., for the k�’---’ of 

a, Th. slb&c M-i_ silcgi-i lao.,IAV a’ 

(m 

with 1? flbStn A2 s.-,L-) or c’na (’--- tig mooplar4momolopme molocale 

Th2 cells) � _I.. sick a Ptz (BAYc3405). for the Ir-I-- of UWfl 

20 ~ dmmMWSJc.4�%ilL.,eta 

A, ’-’ dabodbom of do Samputdo _JLsofther__L Satlit Ir5 of silcijo 

tht 

25 Ancdfl ,,kl anbodbnd ofthe tharmisomic mcthoà of the I thvIoui Mt boding of 

lxticbisl adbmL 

Acco.t* to attn LJ... oft Inv&sStmmIs puildata 2011106 AN the L--- oft 

Wflnafliefl.a.ThL_,. III _,cbesJL..A_tbythe 

30 tiiImiSwiof.j.- -: b2reotradogmaidft_J,Lcu.ahaStfue 

1t_r..46ftItI "the 

io.Satbea - - -- D2zwqiUr 
- 
� 

I -moddims IinI - ti _I- I II___tL 

35 

.-- _.-.���_- - 



wO wou43 -35 
PCTMS20ON002736 /4? 

-

Rtfciences htieln ID t.n.T mmd should be understood to hmlut pmpbyladflc therapy as well as 

treatment of esthbllEhtd .vu..Th I.. 

The Instcn also Sit within Be scope pbanracaitical compositions comprising t least 

5 one of the compounds of the bvenffon In admSzua with a pharmacviticafly acceptable carrier. 

Exemplary suspending agents heimi, eThexylgted IsostiyI alcobols polyoxyethyiexio -_r141o1 and 
35 ,...,Ltlmi tæ.mocytSIitne cAtfrma.3, nit. . u.snby&...hb btilo,rita, agar-wand 

Uagac2ntb or mhomas ofthest, substances. 



pA_It., S_t LI j ut1thpJ *w thc pvvefflat of Ut adat of mflowpafl 

1-I- �I oblowbalsiol, yMiol, ..LL. Sd, ad the like. 

5 &aiiplaiy laotcSc aged. Iithide --, - -t-- thlSde, ad the like. 

&flISY ..aj4La ddayiug ISMS to jxulosig abnpüai Sties’- � ad 

10 RLi_7 .1.u.L. ancdmgagcda to _- thsciplioa LiiS .L. ,1 S%xlde advSM 

S 

- sUlva, idcS, _LJJL&.sw. .._Lm.... id _- SthiIl 

4k t, thbntf&w, eS, k.,,l ScabS, tyl �’--at Si$ - -i-. L..l 

15 Mcc&jl, t4..LrSSt.j4 &ccl t,1 ’- -’-b polyob, ptpyt lycol, I ,3botis yco), 

catodwylSoobc& 

inyitl ilcobel, glyv.yI mmmtso and sodlum Iai4 WIW Mty add tai of ...W, 

(mch  I*po.doli,camgumofl,oliveoil,a.oUand---olD 

ad b4cctthIe i...S ai ach n ayl nL--1 .5 the Ilk., crkJS -I.1--... of dae _Lj 

20 

Romphry J_ L_J_L I_J._, St.ig. --.. �--- �-l.-- ..J- saddicaklow 

&flISIy &..Q J.. .&4 spools ISiS staivb, alØSc actS and _cdi cIa .J1L s 

25 

tuMads t: ---- .a& nlat$adMg,taIc swell .sblgh 

molis& wsØ - - 

flecMco of j)_r- tl scaqiSS caulaIs geIcaIIy.tJ_I_ tin with do 

400
 

1t_ln1_0tt 510 ffity.thep tSSniodeof_LLJ-LIL. 

30 and thejnovIabbeuL..4Spk_.._thsIincdca 

Pbauzmcatl cosouitSg ofthe rwt inyedlaz ait. fir ond _l-L-Ls_L_ -- be 
�SJUIsSl5a10IIddatIfl,ckape.faInç_SSoffibktsacJI. 

ofUt.lapt,waapowd&e__ a aIlqukta-g--

S a a ______e a __,__Ir_ S a fiquld a a .mamis liquid, a a oll-It-et 

35 liquId Il-erawata-lwoflllqiæd.�’  S -  The athsSgrefiataayabnbe,.._s as 

S ilataty ape 
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asoftd dosage thrgn" mears the dosage (cnn of the compound of do Invention Is solid fimi, far 

example capsti bblela, pills, powden, dragS or gimt. in such solid dosage fonni the 

compound of the Invention is admixed with at t& one ben cusbmaay, exciplent (or carrier) such as 

5 sodhim liz4o ordlcalclum phosphate or (a) fihlexn or-t’4", as thrm..’p!; slamhgs, lactose, 

sucausa, g!uose, mzimitol and sflfS add, (b) ‰t, as far example, cboxyraty1ceUu!a 

alginates, ge!atfzi polyvinylpynulida encase and scads, (0) bmnectanz as for example, glycerol, 

( 

disintegMing agent, as Sr -_fr, agavW. caktm carbonate, potato or tapioca stemb, alglnlo 

acid. certain complex dN&icO,a(a) aotuIdózB,aa  for exampler..flt..(t) 

10 absorption acc*zstom as for example, quaternary amnium compoun (g) wcuhig agents, as Sr 

clamp!; cot3’l alcohol and glycerol mmiostearat (h) adsmbcfl as for anmp!a. Imolin and beniSta, 

(1) labricamsi an for example. Wg, cdJcImn stean* mrIn solid olyctbylanoglyco!s, 

sodium lamyl sulfate, (j) opaci4ng agents, (k) k.ff.ir1n agents, and agents which release the 

mpound(s) of the InnntfanM a contain part of the tract lna delayed 

15 

A tablet may be made by compression or uioldhig. optlomlly with one a mare aeoi7 Ingioclionta 

Conipressedlabtes maybe p,awlby .a..ij’agIa a suitable macblue the ZCtiVeIIIpUIMIItIn a 
free-flowing farm such as a powder or granules. optionally mixed with a bbt. Intut, beet 
diluent, pzn’atin, sanfara active or dispensing; agent, RI1.L,is such as lactose, sodium d1ifr 

20 calcium cabentu, dlealclmn phosphate and dtentIng ageg aSi as starch, alglnic acids and 

l.L. complex silicates coznbThedwfth lubricants such an _______ sdf lmnl mzlfrtD 

and talc may be usct A mixture of tire powdered compounds moistened wiTh an Inert liquid dlluant 

maybe Molded In a suitable m,wbr, to wake molded tabl The tablets may optionally be coated or 
scored and may be formulated so as to provide slow or controlled release of the active hgmdlent 

25 therein. 

Solid coinpasitlons may also be employed as filleri In soft and (mid-filled p1st capsulsi using such 
aclpSta as lactose or milk sugar as well as high malccular weight polyethylene glycola, and the liku. 

30 If deshal, arid far Wore effective dltbutla the compounds can be udcroezwapsulaS In, or attached 
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agents In the form of sterile solid coniposittnas that can be dissolved In simile water, or some other 

atgrlle Mjtablo medium Immediately before use. 

"Liquid dosage fwm" mars the dose of the active compound to be administered to the patient Is In 

$ liquid Torn; for, example, pharmaceutically acceØallo emulsions, zohd&oa suspects, syrups and 

elixfm. In addition to the active eampenals, the liquid dosage fornis may contain Inert diluents 

commonly used In the art, such solnnts, solubilizing ageta arid alslflert 

� - When aqueous waspentw amused they can conI n cuthlthg agents or agents which facilitate 

10 bUapcnlOfl. 

pharmaceutical compositions suilabla far topical admlStrathm ’i-.a. fammiatioris thatersia.frum 

goitabitto be .ilmhthnc thplcafly to apatnt The formnlatiea may be pAnl us a topical 

claimant, salves, powder; sprays and Inbairia gels (water or alcohol bas4, crearm, as Is generally 

1$ known In the art, or Incorporated Into a matrix base for application In a patch, which would allow a 

controlled release of compound through the ftunsdenS header. V/ban formulated In an ointment, the 

active ingredients may be employed with either a paraffinle or a water-miscible olni., rnt base. 

Alternatively. the active Ingredients maybe formulated In am with an oil-In-water cm base. 

PonSatlmis suitable far topical adrjtttlon In the eye Include eye drops wheSn the active 

20 IngredIent Is dissolved a suspended In a Stable _ especially an aqueous solvent far the active 

Ingjiedjent. Formulations suitable for topical administration In the mouth Include lowatges comprising 

the active Ingredient in a flavered basis, usually sources, and acacia or ftEgscanth pastilS comprising 

the active Ingredient In an Inert basis such as gelatin and glycerin, or sucrose and goad a and 

mouthwashes comprising the active Ingredient lag Stable liquid cat 

25 

The oily, phase of the un&anpbansca,jSt unupnsft1zn may lm et,JtI.a,t from known 

Ingrtdients In a known 
- While the phase may comprise merely an _n1ffia (otherwise 

known as an emulgent), It desirably comprises a mlxtiva of at least one eniulsiffer with a fat or an oil 

or with both a fat and an oil In a particular embodiment, a hydrophilic emulst Is included together 

30 with a lipophilic enlaifier that acts as a stabilizer. Together, the emulsifier(s) with or without 

stabilize(s) wake up the wnnlIng war, and the way together with the oil and fat make up the 

carWMtg oWmgifl base which forms the oily disposed - of the meme fanuMlans. 

JfdSred, the aqueous phase of tIm an base may Intttude, for oxampie, a least 30% wlw of a 
3$ polyllydric alcohol, to. an alcohol having two or more bydroxy ionps such as propylene glycol, 

bwarje I ,3-dIol, ...... .ltJ. sorbilol, glycerol and pdyethylmie glycol (Including PEG 400) andmlxftzrcs 
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tlmtmL The topical fonnulatlozia may dSrably thziut a compouS that enhances absoiption or 

peneti1to" of the active thgredlcnt thmagh the akin a other IMOSS 

The choice of suitable oils or frb for a composition Is based on achieving the dSrtd pmpertles. Thus 

S a cream should psJtnMy be a n n-gtass � narvulaining and wbbla protct with suitable 

conStencyto avoMleakaga frnswbai Ortw.TJ,.t ShsigM or b,anched chain, ultro- a 

dibasle aIk4 tws such as di-fscpropyl myristS dacyl oleate, Lpwp;l rltfltttt, butyl &eazat 

2-ethylhexyl 
r’" 

or a bland of bianched chain tera known as Crodamol CAP may be usod. 

Thaw maybe used atone an  In combination depending on S roet requlied. Alternatively. hlgi 

10 meltlngpolnt Upids snchaz white softr.’.flT.. and/or liquid paraffin or other annual oils can beuscd. 

PbnaslizaI conipothtlons suitable for xctzl or vaginal ..T,j(.LA. 41....,. nw,.i fonIatio"_a that are 

rekazs the active component 

the blood of the Intended recipient. 

35 liquId, for admlnSmffoh as for ..nmplO a tial spray or as nasal drops, Include aquus or Oily 

solutions of the active lugredlent Compositions suitable for aemsol p.t,,l,.T.Jnifrn maybe prepared 
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aAat4lng to conventional methods and maybe delivercd with other therapeut agent MtS doso 

iIIIIHICTS we uscM for ailntlstcring compositions according to the invention for ea inbalatlunsi 

thompy. 

Total daily dose of the compounds of this layerS adminted to a rjatiett In SRJZ or dlvldtd dtaes 

may be in amounls for oxaniple, of from about 0.001 to about 100 mgflcg body weight daily and 

15 prefwSyo.OI to IOmgfkgMay. Forexample inmedAlhadommgmwaUyfmmabomO.Olto 

about 100, prefembly about 0.01 to about 10, mg&g body weighs per day by inhalation, born about 

0.01 to about. 100,piefemb3y0.1 to 70, mom espSallyo.5 to 10,mg!kgbo4yweightperdaybymet 

admlnttioa, and ftom about 0.01 to about 50, pmfcrably 0.01 to 10, mg/kg body welgbt per day by 

35 
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Compounds of the Invention maybe pxq. by the application or adaptatton of known methods, by 

which Is meautmethods ased henstafamordcilbedMthoflIt..., frr example these dxibedby 

P.C. Larock In Cnujudi.Ivo Oizanlc Transforuiatfwis, YCH puNt!, 1989. 

10- - 

To the reactions described hereinafter It may be necessary to protect reactive fiumtlmial groups, for 

oxample hythuxy, amino, imino, No or *mrboxy FauM to the are dSxS In the final pxoduct, 

to avoid theft unwanted pwticipalion in the reactlota Conventional protecting groups may be used In 

accordance with standard piEctice, foroxamples me T.W. Gxnc and P.O. M. W Proftc$bzg 

15 Groups In Organic &)uhct, 3rd edition, John Wiley & Sons, Inc., 1999. SultaNa amino ptotectlng 

groups Slut sulfonyl (e.g., tasyl), acyl (e.g., bcazylozycarbon}4 or t-butoxyoarbony and ay1aII 

(e.g.. beazyl), which maybe removed by hydrolysis orhydrngwi4t as appropriate. Othn suitable 

h protecting wuup Include læflrioxoacet4 [-C())CFiJ which maybe removed by base 

catalyzed hydrolysis, or a solid phesa mln bound ben’l group, such as a Mauffield zusin bound 

20 2,641methoxybaizyl soup (RThmm linker) or a 2.6-dlmvtboxy4-[2-

(p6Yt,1Y1mt9OtY)CthOXY1bCYI. which may be nvth by acid catalyzed hydrolysis, for mm’* 

with TPA. 

A compound of Fnnla (XVI), wherein R, k2, it’, k tt, k6, R7 and nato as defined herein, may be 

25 ju.paiI by a SunM coupilug reaction of a cormspondlng compound of Fommla (X), wherein )O Is 

biomo or chin, partIcularly bromo, with a corresponding boronlc acid of Fmmnt, (XVU) to provide 

a corrondIng compound of Formula (XVI). 

?HFes 
(cR%�R’ 

F%J,.%x 0 MM,�Fe 
HO’..,R5 

- R 

�00 (Xvii) 
(XVI) 
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The Sozjkl coupling reaction, may conveniently be canted out for example In the in- of 

PdCl2(dppf)b=dCsF,inminmtwlvmd,sohma Ft of dioxane and water (1O.l% at   

tempeinture about SOt. 

5 A compound of Formuls. (, wherein R’, it3, R’, K, t’, Its and R7 axe as dufined hacln, maybe 

prepared by Fischer Indole xctIon of a corresponding compound of Formula (Ill) coupled with a 

corresponding compound of Foimula (rV) 

+ 

it 
(110 
YRV IWe 

P) 
44 

R ZFe 
10 The coupling reaction may conveniently be canled out for _pie in the piesence of p4OIUmIe 

sulfonic acid and zinc chloride, bin Mart solvent such as 8ladnl acetic sold, In a adonoweve oven at 

about 150°C to about I 80°C. The coupling reaction may also conveniently be carted out Sr aample 

In the plesawa of potasshim hydroxide or sodium hydroxide, Inn brat solvent, such as mrs and 

glacial acetic acid, at a temperature at about Ire. The coupling reaction may aim convadaitlybe 

15 carried out for example by tx4lug the compound of Formula (III) with UMBA-AM iSo from Non 

Blochern In the ofN-hydrox3thairnfrjnnlo monobydrata. 1,341lsopmpylcmbodllmldc and 4 

dhndhyantopytIdlno In an inert solvent, such as DCM and DMF at about room temperature, 

followed by beating the loaded HMBA-AM resin with the compound of Fannnk (IV) In the preaence 

of zinc chloride, to an fimit solvent such as gtI acetIc cold, at a temparaflira about 80-c-

20 

A compound of Formula (U), wherein R!, R’, R3, R’, K’, j6 and flY are as defined herein, may be 

prepared as shown In tue I, by (I) reacting a correapontling compound of Formula (V) with nitric 

acid to provide a coresporiding compound of pounds (Vs, (2) reducing the compound of Fnwnnb’ 

(VOte provide a corrcspjn&g compound of F.,nnl CV14 (3) converting the ai1 of Fomiula 
25 (VII) to a corresponding compound of Formula (VIlO byMeawein reaction, (4) reacting the 

compound of Formula (Viii) with k’H (wherein RY Is -t4R!R’) or R1MgX (wherein R’ Is alkyl, aryl at 
arylalkyl, and XIs halo, particularly chioro or brown) to provide a corresponding compound of 
Formula 

(lxx and (5) coupling the compound of Ponrmla (IX) with a ..wi-Th.g compound of 
Pomiula(lV). 

30 
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Aconoqmdof Faunal, (D. tdnR, end K5MtfldtdbnR’b .atajr, and R’ptand 

R7sadkgthç.  nnybol as h odww 1flyP)a&tcittaofa 

crsuponm.g ., �4 ofPctrst (flt_� X  is tca thlwo, pSIy I, with a 

nr--n-j bmask acid of Panmia (IM ID atykk a cartuxeWng ccmipcuth of Fcumula (X1O, 

5 (2) J9.t 41. tic ccipaiiM of FanmIa QQfl k, pevide * carupwidlag a.-I of FaSa 

aca (3) rM1.gdo arSd of Fanmia QW. ihit with tabi cMmkb, th with ItcOff to 

Ixovtde a erqiaShtg wn,.v_A of P- -1 QUV) (4).-’- the 0f (XIV) 

to pevide a cnpoSlng ocnipoimd of PottS (Xfl d (5) hy&oISug Ut cmrçimad of 

PnV)wpgovISai,oapouadefV.L2mwh,tt’k-QJOt 

10 
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tempeature about sOt The second step of deprotcotion may conveniently S caulail out for example 

by twilng tim compound 0fpaMT1 (flu with WA. Inn hint sa1vnI stab as DCM at room 

tnpt4uu. The third step reaction may conveniently be _fled out flaroxampla, In an Inert solvent 

such as DCM, at room L.upc.nlmc. The fourth step ralnetlon may conveniently be ak’ad for 

5 .w.ni1ił, by reacting the compound of Fammls (RN) wlthtilethytsllane In TFA. The fifth step 

hydrolysis may connnieiitly be omilad out for axmnple, by nThstTh. hydrolysis Sng a base, such as 

all aihil metal hydroxide, e.g. llthlmn hydroxIde, or an albil metal carbos e.g. poflun 

In the pusmaza of.an aquw&usW solvent .,,hI.nu, using uqssIu solvnzts such  

dLw..rn1flP orMeOfi, Ma 1,n,1-’.nnfivm about mnMnntto about mflnL Thebydrulysisoftht 

10 Iera may also be carded out by add hydrolysis using anlnorganlo acf such as hydrochloric acid, In 

the pinze of an aqueous5neit maiS. solvent I. �6b’ ., using organic solvents such as dloxsne a 

ThP, at a thmp4mv from about 50°C to about 80°C. 

Compounds of the Invention may also be prq,ared by Mnnwmfon of oftew compounds of the 

15 1w...1.H. 

Tins for .--".’le compounds of Foimnia ( wherein R’ Is -C(0)-NY’Y’ maybe wcpwJ by 

coupling compounds of Fommla (1). InwhichR’ Is cwboxy. with "."T. of Forced- NffY’Y2. to 

gin an amldo bond using standard peptida coupling pmccdm Examples *w’n’’ 0 coupling In the 

20 prnca of HBTU and DA In EJCM at rmm tempezalura. 

As nether example of the Intetuonveislon I an eater piodmga of the compounds of Fwmnla 

(XVO maybe prepared by coupling wmp.-’.dln of POITImIS (Xvi). In whlthk3 Is carboxy, with an 

aleobol of Fannnbi Y’OH (wherein V3 Is alkyl or siltyl i.nT.S,L,J by andno, alkylamfno a 

25 dIlIkykT?rbt). to gn an eater beMusing Mla.$.Jcouplimgprclnrca. Lu.n..1S Include (I) 

coupling In the prence of RuiN, and optionally In the presence Of DMA, In 0CM at mom 

As anotbarazecipla of the Inttttonveislon u- -. compounds of tm,mk (XVI) wherein W Is - 

30 CH2OH may be p 1n4 by the reduction of ªczrcspondfng compounds of Formula (Xvi) In which K3 

Is carbexy. The reduction may convwilently be canted out by n’nn of reaction with lithium 

I...... hydxide,Inanlneitsolvct,surhastllF, andata L.ssa.&_ImofromaboutO0Ctoab0ut 

reflux tnnp..J...v. 

35 As another example of the hi rconverSn profl conipotmds of Ponnula (XV!). wherein K3 is 5-

oxo4S.dlhydro-1,3,4aaMam!-2-yl, may be pmparcd by ieactiM of the conesponding compounds 
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ofF’"’""1’ (XV1) wherein R’ Is wrboxy wit hydiSne In the prcca of UB’IU and DIE& In an 

Med solvent, such as DCM and at a temperature at about room tempezntwe followed by InJnTt of 

Ow rultg hydznone with CDI In the prtnce of In an Incit solvant with as 1,4-dioxane, and at 

According to a fit feature of the Invention, acid mMitfrm salts of the compounds of this Invention 

may be prepared by reaction of the flee base with the a11su1u14o acid, by the appileatlon or adaptation 

of known nietbods. Farcummotgai the acid addition salts of the compounds of this Invention maybe 

?swdtIl either by dissolving the flea base in water or aquns alcohol solution or other suitable 

10 soIvits tinh.in4ng the appropriate acid and Isolating the salt by evaporating the solution, orby 

reacting the free bass and acid In an organic sDIventi In which case the salt sepamS directly or can be 

obtained by concentration of the solution. 

The acid addition salts of the compounds of this Invention can be regenerated from the salts by the 

- 15 application or adaptation of keown methods. For c� ’11e, parent compounds of the Invention Cabe 

regenerated from their acid addition salts by treatment with an alkali, e.g. aqueous sodium bicarbonate 

solution or aqueous ammonia solutioii. 

Compounds of this lswaillon can be regenerated from their been addition salts by the application or 

20 adaptatIon of known methods. For a.ianple, compounds of the Invention can be regenerated 

from their base addition salts by ’with an acid, e.g. hydrochloric acid. 

Compounds oldie I  Invention may be conveniently prepared, or formed during the p000ess of 

the Invention, as solvat (e.g. hydrates). Hydrates of compounds of the present Invention may be 

25 oonvwslentlypiepareAbyrcciystalll,atinn from an S iqnnlu solvent ...1ztui., using 0I5auIU 

solvents such dloxaue,’1t orMeOH. 

According to a father frature of the Invention, base addWon salts of the compounds of this Invention 

may be prepared by reaction oldie free acid with the appropriate base, by the application or adaptation 

30 of known methods. For antalfla, the base addition at of the compounds of this Invention maybe 

prepared ciiberby dissolving the free acid In water or aqueous alcohol pnlnfinn or other suitable 

solvwts ini’nIiuI. the appropriate base and lsolatlngthe salt by evaporating the ,dnt1nii orby 

reacting the free addend base In an organic solvent, in width case the salt I Widkedlyorcanbe 

obtained  by concentration of the solution. 

35 
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The &sUng materials andladarrin =aybeprepamdbyft=cdw&dfcsmffiWinthaIicat 

appUft’rtMn or adaptation of known methods 

The compounds of the bweiftfon, their methods or ju2.azisIlmi and their biological activity will appear 

5 mom clearly firearms examination of the following aanplcs that sit as an Illustration only 

and ala not to be considered as limiting the Invention In its scope. Compounds of the Invention me 

tti&d, for DAMulJj1S, by the following analytical methods. 

High Piwc Liquid Chromatography - Mass S1ixometty (LCMS) expeilnents to determine 

10 retention times (itt) and aawcjt mass Ions are performed using one of the following methods. 

Masi Spectra (MS) am recorded using a Microinass WI’ mass speeUometer. The method Is positM 

dectnspm InnhadL. ..-.ii,.h.3mass ink from 100 to 1000. Llquidchromatogmpby Is 1..6......1 on 

a Hewlett Packard 1100 SerS Binary Pump At Degassar stationary pbasa Pbenomenex Syumgi 2 It 

15 Hydro-RP 20 X4.Omm co1umt tiobile phass A"0.1% tonS acid (PA) In water, B 0.1% PA In 

acetonitrile. Injection volume of 5pL by CrC Analytical PAL System. Flow Is 1 mLfmlnuta. 

Gradient Is 10% B to 90%B 1n3 niin’1-’ and 901/6 B to 100% B in  An.Thwydetecthmare: 

Hewlett Packard 1100 Stalm UV4.-L in, wavelmigth 220 am and Scdao SEDEX 75 Evaporative 

20 

light Scattering (ELS) detector temperature 46°C, ?4 prossurc = 4 bar. 

300MH2 ’H mmlear magnetic resenarevespectra (NMR) axe retortd at ambient temperature using a 

Vaxian Mercury (300 MHz) spSrameter with an MW 5 mm probe. in flit NMR chemical slæfta (6) 

me indicated In jmtta p milUni. (ppm) with reference to t*atncthylailano (IMS) as the internal 

25 

As used ID the examples and 1nwUons that follow, as well as the stet of the applitatlon, the terms 

used therein shall have the meanings indicated: "kg" refers to Mlograms. "g" refers to wns, "me’ 

refers to m llIg-ranm, ajtg refers to ograms, "net to moles, "mmcl" refers to mifflmnlea, 

74’ it to molar, "wW refers to mIllimolm "pM" it to mlcromolar, -X&r refers to 

30 nanomolar, "L" refers to liters, "mL" or "ml" refers to mIt1fllt "sL" LC to miaxdlitera, ’CC’ 

refers to degrees Celsius, "mp" or ’m.p. refers to melting palm; Thp" or"b.p." refers to boiling point, 

"mm of Hg" refers to Pressure in MalffinSICTS of mercury, "cm" retis to Ocruffirmtems, 
"am" refers to 

nmiometgrs, "gj" tefta to 
elawlia 

"maC micro to comcmakamd, "c" tutors to concentration In 

gnT, ’it" reftis to room tanpeiejme, ¶1W" refers to thin layer cluomatograpb "I1PLO" refers to 

35 high performance liquid cinematography, ’tp." refers to intruperittueafly, "Lv." refers to 

Intravenously, "a" - singlet, "ci" = doublet "t" triplet "4"� quartet "m" nmltlplet, "ad" doublet 
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dried, and finally dried in a vamm am at about 85’C to afford 4-(4thlm-3Iltro-ohenvfl-4-oxo-

l*vrin add asa solid (159.1 g). 

Step 2. To a meobathwlly slirivd suspent of 4(4 h1om-3-nHro-phiy.4-ozo-butyrLo acId (150 

5 8) In water  (900 mL) and conccbtth HOl (12 mL) Is added sotilum bistifite SolutIon (393 & In 800 

ML of ’inter) over a period of 40 mInus at 100- lOst. After the addition, the mlxbre Is Sued 

Sri hour, midthepfl IsazuaSto-2bythsaddftIonof4NUCl (IOOmL). The ...IirI...c Isrefluzed 

for an addItional 30 nibS cooled to mom tempwatnra and filtered to afford 443-ambo-4-cMom-

- vS.vfl4oxo.butvdc add as a solid (79.3 g) LCMS: RT 2.39 mbmbm MS: 228 (M+fl); ’HNMIt 

10 (300 MM6 DMSO-DO 62.51 (ç 1=6 Hz, 211)34! (t, fl Hi, 2H) 5.58 (a, 2K), 7.1 (dit 1=6211; 1=2 

Step 3: 4-(3-AmIuo-4-ob1oro-phcny.4-oxo4utyrIc acid (16.2 g) In DAM (20 mL) Is added to a 

midiup of caneentifflcd EQ ($5 niL) and S (150 g). Asolaffirool’sadl-ninitrita(SISS)famace 

15 08 mL) Is mMM via pl ettebeJowthesurfrce oftlic solution over 5 ...I..u&. at atempaatzrebetween 

-5’C and -IO’C. The tion is wrarnedtoot and slfrrtdfor 15 mlii. This solution Is slowly 

added at ream temperatme to a .nLlrnv of copper chloride dlhydmto (5.58g) in glacial acetic acid 

(175 rut) that has been sgwrated with sulfur disde gas. The resulting solution Is atfuS Marianna 

at Is adored for I bowt The flask is 

20 cooled to 10°C and the solid Is filtered and washed with wata to affoid 4-(4-cbloia4-chtoiosni&rwi-

tvfl-4-oxo-hidwlo add as a solid (12.94 & rntnedlste (1)]. LOS., k7 2.68 IuInuuI. MB: 310 

+}; ’HNMR (300 a DMSO-De 8 pion 2.56 (t, 1=6 Hz, 2ff) 3.19 (t, 1=6 Kr, 211)751 (d, 3=8 

Hz, IH)7.87(dtflH,3=2Hr, IE)839 (it 1=2Ile, 111) 12M (broad a, In). 

25 Step 4: 4-(4-C1oro3-h*nzlthyI-phenyI)4-oxo-butyrlo acid (28) is added too aSS solution of 

CyCIOhCXy1aæIlne(l36 g) I1IT)CM : MeOH iiiltf’i (1:1,SOmL) at  The reaction mixturalS 

wmSth ram tcnpemtao and sthrvd far 20 Sirs. 11m reaction ,.1.I.��0lsacldlfiedwith2N 

aqueous RU (p11-2) and ametumarod twice with niethylene chloride. The combined organic layer Is 

washed with watei dried ovar sadbzn suiMa and evaponited In wazo to uLal 4-(4-chlom.3-

30cp1ohexvJdfamgylpbll.4-oxo?utyrIc acid as light brow u v1aw on (1.79). [CMS: R7 2.9 
minuta,, Mt 374 (M+R) ’HNMt(300 MHz, DMSO-Da 80.8- 1.8 (a,, iOn) 2.61 (t, 1=6 Hz, 21 

3.04(m,lTh33(m7S(4flRz III) 8S6(&flHz,1H)82n8H;IH)8,45(a,IK) 
l2.2 (broad a I H). 

35 Step S. To a .. .1.’... of 4-(4-chlmo-3.oySohny1suloy!.pheny1).4-uxo-butyr1a add (0568), zinc 
chlorIde (205mg], p-tolnuo n,ffiu,M acid monohydmts (285mg] In glacial at add 08 mL) in a 
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a-

phgnyi)-4-oxo-butyæo add (5.6 InThl ...i.I...a of anhydmus DCM-DMP 95 niL) Is rwMM Mowed 

by the ddW 
nj-ti, nmhythto (2.6 g), 1,3-dilsopropy1thodHmIt 0.9 g) 

and 44hntthylsmlnopyridS (0.2 6 The ,.,hi...js J...Lm for 20 horns atromn tzmpaathe. The 

ret Is filta daidwushed succomalvaly gm tea each wIthDMF, 3:1 DMF-watei TUl’, DCM 

S MeOli and 2t20. That Is drledTh wow Sr 20 hon 

Step 2.4-(4-  acid Tra.M HMBA-AM resin froth 

Step 1(3 Iaswe1Iedlng1SaIacctIoazld(6OmL)for1O ."I".a.Mowed by the mIiThfrnof 

phnyIhydmm hydrochloride (13adzInochTnrM(1.4 Tire "-’��’ofs dmfr.t for 20 hours at 

10 80°C. The it Is flUted and washed successively three times each with DM1’, 3:1 MR-watcr, ThF, 

MthH and DCC. That Is dried b wow Sr I hour, and heated wIth 0.5 M sobdion of sodium 

!TWAbIWMSIIflMCOH(12fljL) Sri bcur.Walgr(6mL)fa added, inithe ..,hl,.ioIs agitated 5r30 

,,,l,.�I.-t Th___ 

acidified with 2  aqueous Ed (pH �2) and ahicS with EtOA. The usnnL Iay5r Is dried over 

IS eand.-.J..adh7wow. ThenMabpffithbygt1fiasbła!nn 

chromatography ranting with 30% to 100% ELOAe in hVm to td 12-(4-cbloro-3-

cyc!th15movI-ttfl-ifl-hoI-3-vfl-aceth

 

sold as a solid (50 ing). 

(b) A2-fBInTh1)hZ-4chtorn,phQ-1R-indth-3-vi),aceflcacId 

20 _ 

Step 1: Bypro dIpgloathnf1n"....... to&amplo 1(a) another] A, step 4, butsabttlng  

eMo-2.nbrbomyin&. hydrochloride (1.4 g) and D2A. (3.4 niL) Sr cyclabnyL... -, there is 

prepared 4- acid as a solid 
as 

g). LCMS: fl7= 2.42 ...t..uk. MS: 386 (M+R); ’HNMR (300 MHz, DMSO-D 60.8-2.1 (m. 100) 

25 2.61 (t,I=6Hz,2R)3.29(j=6Hz,2B)3.OdØm,  1107J2(d,J=SRz, IR) 8.18 (m4fl)&43 (d,fl 

Hi,ifl)iZ.2roada.iEQ. 

Step2  Byproccoftins,infln.’..’.’..- toExampla 1(a)mtthodA, step 5, but substltntg4-[3-

(blcyc14fl1jbt-2-ylsuffnmoy-4ch1oxo-phgnyJJ-4-oxo.butyffc add 058 Sr 4-(4-cblaxo-3-

30 acid, there Is prepared 12-134bIcvcioTt2.ilbeat-2-

ylsulfrcyD4.cbjoru,pmyIJ-IB-3ndnl-3-y1}-acetfc aM (93 mgj. LCMS: 1tT = 3.12 .I,i. M& 
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81:By tjns tT � 1(&)m&MA.**4,butmbdbWmSN-
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10 BOA ai-MTh1tI6H121fl2.85(m3fl6HZ.ThOlfl(4 

� rn 
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Stcp2.8y3- _jna _- ___ ____ 

15 thIao-3-bayIsudffio4çzy4ozo-btyiiC add (0.56 g) for 4<4.chk,,e3-cycItyIa1ThmoYI-

pbaiyO-4ao-bit,S ad fine I at4slrn-1J-’
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°Lfl  OH

_2-

rfl4.Si htmcct19muAaiML)sr- _/� MidSfl4-

(4ab-3aksiIfiay},Q4oxo?m,tjaj*zS 444-

5
t5

 - sbwn1.n..._LL..As; - ..D..AdL4sLL.zLflIQ.1 g)Utt R-t1O 

M. 402 $ffi) ’HIOa (300 MHr, BMSCDa 80.6-1.3(111, 13B) 2.5-3.7 (n 0Cm, 6W 7.85 

(dnH;Imtas(almu(4naImw(4nH;1m12201us1.a 

11-tha___ toT � 1(a)_a..3A,sps,b _-

10 tho3-2-t,1-flIqSiIftiim$)çIn.$1-4-aobudyS add (0.6g) fir 4-(4-dto-3-

-e-. cydchnylaetwyl-rtm$>4-ao4aipt add, that Is f244,s1--

add 

ra.a.. � .4-

p:sk...a 1-1s3a-.l-(74sg),Iflftkt-331 mhostMMS:475 

Ø.flnpkpoo?aaothao.7-u13*3Mcm,23n(;27.estJ-’Y2a  

1m7a7oj.qsa1H)7s2(4na1mm2(4nth.I7.n(&na1W7s2(dIt 

15 1-6.3Hzflffi.1fl)8AO(d,1-2Hz1H) C,35pM 

Sttpl: Byp4.aaâSS..-- toW � 

20 (1.5 g) It _1 - ,LJJ. thav Is_iaal 

to ). LOIS: PT 22 -’�’---. M& 36! G&* ’ENIIa (’300 MHz. DM80-b,) 8239 (t, 3-6 

H;2R)325(t.na7MAa17.1I(43-sm27flnH;2gp72(d, 

J-I Hr, im Lu (dd. )-6H;flflz I U) SAl (4 J.2H; 1$ 1t75( 1 

25 Step 2: by 1 219 in a abodwnmmwlofl---L1(a)A,sp5,butwSInfr,s4(4-

dd&o-3yIsüIoyipe,t4.ao-bflt add (035 g) fir 4(4.SSscdt1SSnoyf-

pSayI)-4aobt$t add, fins aaaL.3- - pp 

- .M34s1Gft%ISaQIaa,3x)53.7 
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(a. 214)11)5 (iii, 2H)7.I9 5H)7A(d.J-t2a IH)7.62(8,2fl)735(dd,fl2. ZHr 15)34 

(4LJ"2B1H). IC,r’iSnM 

3" 1: By...--a-.InaJ-M-. t 2(a) ...S4 A, Aw41but _SJII-lt, 

/ 
Lth1_ -. - 4_i SSas_A1.4aLJJsadd (1.6 6 Mt 318 G* 

10 Stqi2 Eyp._t5in a_I�U� a.--- bP�,i i(s) metbo&k, stop LJU.JL4* 

ak.o-34,wc,tths.uMs}prIJ-4-�o-ba,s iS (058 g) for 4-(4-ddmti-3-

Cct1oyIsiItio$.çths4-*zo?ut*  Sd, 1St Ii Jaq’’I a44t4iar - 

(9 fig). LC3&& h 32 -’-.. Mt 461 G&fflk ’H 

)*a(30oMHzcD)502-1s(4IIm2n(4.J-7a2a)3s5(;27.090j-7H;1z 

15 1.18 (tj-73 H; 1t42 (d, 1-13 Br, 15)742(d)-S Hz, In) 7.72(4,?4iHr, 15) 7.92 (dd, 

J"63,2 Hr, 111)8.31(d,3-1.7Hr IN). 

20 I: BywocccdingInauiathr’.--- toR.1Ja 1(a) mabod A, .e,4, but _a.saL&13 
� (14 *rW7LJ-7 Sm S ,.4..4 

SA�fl.4r4.LS iS (1.6 0. MB: 362 G4* 
SNP 2: By,rr_1tiflaSdkittofl_’_i(s) .a.St.siA, , 5, but _LJLH.$4.E4-

odd (0345 g) *w 444-thIo-3-

25 cyu1thntIyI-Øa*y.4aa.ttk add, that Is (2{4sJem-3-qa$-

’ 435 

&41flHNMtoO0MHatMSO.Da5O.71 Q,J’.7SHr,6I0 I3tm,4H3.0201.I34(16 
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StepZ Bypr dMgMathinilar��." 

[(adaninn-1-y1mathy-suIthtnoy1]-4-cb1oro-phwy1}4oxo-butyricadd (660 mg) far 4-(4-cb!mo-3-

cyc!ohay1su1Thmoy1-p1icny-4-łxo-bnt* acid, them Is piopatsi (244cbloro-3-

rftricvofls1 .13.7Jdan$ -ylmd yR-S zoyj1-pbany1}-1H-h’dol-3-yflrcetf&add (68 MR). 

$ LCMS: Rt3.64 inlr,..k.,. Mt 513 (M+H) ’H NM(300 MHz, DMSO-na 61.2 -iS (in. 15fl)2.6 

(dJ2Hfl3.72c1.03(tj=8BzjE)1.13(t7Hz,1li)7.4(d,fl1*.1B)73(d. 

I=’7.7B,1B)7.8(m,2R)1.9(d,fl.2Hz,1H)821(d,flH7,1R)11i(a,1H)I2.4QmadS,1ED. 

IC, R.6nM 

10 (ii) I244.0i1mo-3-ovnWa14wWnv1-tbrvfl-1H-li-3-vl14mSj add 

Li Step I: By poem lugM aRitnhlrnmn’wtoBnmpla 1(a) method A, step 4, butihITIuIing 

cyciobeptylamiat (0.45 g) fair cydtyt... .7 mid using 4(4-ch1om-3-cMorosththny1-phuay4-

oxo-buI* acid [6.3 g, Intcnnedlalr, (1)], there is prepared 4cvohejtyI1famoy5

15 tvIl-4-exo-hiMic add (Oil 6 Mt 388 (M+H). 

Step t Bypiocceding in a t1mlln ...smnto flnj4a 1(a) niethoda, step 5, but mibzUtutlng 4* 

ch1wo-3-(cyc1obepty1su1famoy-pbenyij4oxo-butyiic acid (500 MO for 4-(4-cbloro-3-

acid, and usIng zinc Aln,ide (180 mg). p4olucne salfonie 

20 acid monohytate (250 mg), pbenythyzlrazS (140 mg) and gkeJl acetic Sit (4 m4 them is 

prepared f244-chloro-3-cy412b lsulThm1,phcyfl-1R-Iiidol-3ryIl-acetic acid as a solid (94 n’ 

LCMS: Rt=327i..ir...I.,MS: 46l.4+li) 1HNMR(300MHZ,DMSO-D08 1.1-1.8 (in, 12B)3.25 

(in, 1H) 3.12 (a, 211) 7.03 (t 3=7 Hz, 111)1.15 (t 3=7.0117,111)7.39 (4 3=8 Hz, 111)734(6,3=1.8 liz, 

25 

(a) 12-T4.d,Ima-3-ftcsahwbn-vjn,4-t1Thmoyfltwfl-1R-Imkd-3-yfl-acet1c acid 
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Step 1: Byprocecdlnglnalthnflnr ........ toExainpie i(s) mdbodA, p4,uih.AI..Ilng 

tchahydropymn4.y?M. iii- (0.4 g) Sr cyc1ahy" .1. - and using 4-(4-chlaro-3-cbIcroszilfanYl-

phenyl)4-oxo-butyrlc acid (03 g. Intediate (1)1 them is j,ad 441cbiaio-34trtaktn.OVTHfl-

4vinlfmnnvflnhens11.4oxo.bxtwM rId (032 g). Mt 376 (M+B). 

Step 2-- Bypmccaftglnaslmflarirn.u.- tolixamplo 1(a)nvdbnd& step 5. but substitutlng4-[4-

Ch1W3.hydmp)7fl1SUhfflOyi>phtflyI}4OXG.bUb10 acid (500 mg) for 4(4-cito-3-

c)dobyIsUIfrmoyi-phtflyl)-4-oZObat)7iD atæ4 and ’ishig zinc AlorIde (180mg), p4clua snifonlo 

add monobythate (250 mgj. pbenylhydrrins 040 mg) and glnil ac8io add (4 S thtro Ii 

10 psciawi 244. hoi mpvmm-y1auffmoxDpb1-1H-hidck-yl}.4Ce*1C acM as a 

powder (140 ing). LCMS: RT= 2.69 nul’u.’&’, MS: 449(d+R) ’HNMR (300MHZ, DM80-ne 81.5 

(m.4m3.18(m,3H)3.7(m,4H)7.03(t.fl04 1H)7.15(t,17H,IH)739(dj8.3HZ, 111) 734 

(y=7Hz1fl)7.78(d,S42flz, US) 7S(d3,23Hz.1M)8.0S(&flBZ1H)826(d.I8 

Hz, [H) 1134(a, I 12.38 Qimads. 1 . XC52nM 

15 

Step i:Byprcclnglnathnflr........ tnExmnple 1(a)methodstcp41butnI1.1l.g 

piperidlna (2.1 g) for a !ohexylmtlt; them Ia ptcyazc4 fMo4p1peiiEt43t11fonvD 

20 oSzvfl.4-ao-hitvtIo add as a mlid (055 g). iICMTh RT 233 .nin.k ML 360 (M+HN ’HNMR 

(3ooaDMso.Da813(I,,61z6(nn7,2H)3sUn,6lo7n(dj=sH7,1H)823(dd, 

I=6 Hz, =2HZ1H&4(dj=’2Hz,IH)12.19(bmads,1iO. 

Stop 2ByprcccdinginaStSThrI.". toE mplo1(a)nb1A,sep5. but t.tIurg (2-[4-

25
2*25

 cb10-34ipefide-1-snlfanyl)-plmmylj-1H-lndol-3-yl)-ast!c add (360 m for 4-(44doro-3-

eyoloy!salfmmoyl-ph-4-oxo-butyxic rid, and using zinc chloride (140 mA Moluaim sulfonic 

add mhvabydrnta (190 mg). plmnylydxSne (110 mg) sad glacial azdlc acid (35 and the reaction 

temperature Is at lEOt, there Is t’r’1 1244ilor34odne4lonv1cbenV1L1Kin&l3 

VD-Radc  LCMS: k 3�42 BM 433 et+Z. IC, 678 eM 

30 
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r - 

wOSflm3a ,cne.ntrM 

nit.I:R-2A7 _’ M&3650&4* 

’-(4fr,sbidyl-

$nty&S.. (0.33 fit 1lnayIhythSne, ad iSog 4(4akxu-3-cy*IiozftiISm4-

tic Sd ØL6 A ADO thhide (0Z g) ad p4oIee nlhdo =U(0.31 that Is 

n_-A . - Sd (107 

16 ma Tflfl- 34. M&503 G&4ffi  IRNM(3001a cDØD)8O.S-1S(a  19H) 

31o,,1m3.8c;273(&na2n)7sgclm704n3a1Hfl2B (041-6a3-22 

Hz, 1B)t36(dJ.2.2Hz, 110. 1C4flM 

15 

(9add 

by  ___ In a  ______  to animple I(a) meffiod A. d* S. but  - 

� h)tothlSds (0.26 g) fr $nyIhdiS ad aft 4(4-4lm’o-3-cyvktayladknofr 

$nyQ4e4id4o add (DA S).tc diI* (0fl t .idpw&.. _JS_L. WE (0.31 g), that Is 

20 r’r" a*�a-a p Sd (36 mA 

LCMS: Er 182 _’ �MS: 461 O&M ’if ))A(300Mffr,C)10D)802- IS (a, lOB) 2.42 

(s,3ffl3.I(n1103.fl(6S$(âU1HlSH;1727(4flSBr,  In) hi6(e,In) 

7.66 (d, 3-IS Hz, Ili) 7.87 (* 3-63 Hz, 1-2.2 Hz, IR) 835 (d, 3-2.2 Hz, 1fl) 



wO asasuu tCUusasnsvM 4 -63-

By pummengIe aS1 .--. to flyL Ifi _Ssl A. Sips, but .ibSdJig(4Snp)4-

pSn*4q,bithae (0.25 fir pbmyth*Sae  mod ISDg 4(44A1nti-3-ofltØadj4-

ç&nyl)-4-oxo-b’titydc  add 0)4 A Sc SIIaIdS .fl aM p-tolua nIfizic add (031 46 thas is 

I _J � (43 m). 

$ LOIS: RT 3.31 MB: 48901&HTh ’gNQOQMR*,CD,O803- IS (ci, IW)2b7-

32(a3S(LB)7.08(d&Jd1Hr,1-13Hz.11i(d,J-$iR417.42(;1ffl7.66(d, 

3-9211r 1fl)7S9(M,1-611163-UHr, 1n)sss(da-2.2a111). 

Byçgece.dMgthaaS-- SP..-S. 1(a)td Ad* S,butmdcftdbig(4-

Li(0255 kg pbmiyThydrrzini  and Ming 4-(4-ªitwu-3-

cc1thayIsiIbmo$-tiiyO-I-oxotityrio acid (0.5 A "100110 mjlhiio add (0.26 g), AUG cblaide 

(0.18 aid glfl aio add (4 iii.), urn Is ’°4 (244.Is.1.c..tS VL.Je_*tS 

15 5.MAs... __-iL.w,4H.3,I1.. Sd - a acid (41 n* LOIS: R, - 3.3$ .- - 113:531 

(M+* ’H Nfl (300 M& DM804W 803-1.7 m, 108)3.04 (a, 1W 3.16(3,211)7.14 (d, p-IS 

Ek 10)7,49 (d, J-tlHz, 111)734(s. LH) 722 (d,flZ It, 1 73 (dii, 16 Er, 1-2 Hz, 111)7.95 

(d,flHr, III) 826(d,I-2Ez. 111) 11.36(., 111) 1t46 (brood s, I 1. lCr42irM 

Stip 1: By -’L, InaafmiJr--- to’� 1(a)method A,atep 4 bit.iktffithn1 

bSlZ$ütns (1.73 g) kr cycloSaylamS. flails 1..,..J 4-n4.I-JL.-.44-.h&n.t,fl-

4n-&tw Sd(IS g). LOIS: RTn2.14 �.-J-- MB: 382 Gtffl) 1RStIRQOOMHs., DM30-

25 

ati (dd,J-642a 111), 8.31 (ii, flEx, 1W. 8.62 (U-6 lir, 1R) 112 (troMp, Iffi. 

S" 2. tm_ti In atilarr.-- to &airqk 1(a)method A. stop S, bntSsitidfsg 4-0-

bImilMo$.4diI(un.pIn04)4-ao4Ad add (0.5 g) kg 



4 
wbMmsu 
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,*40w.bet$t td ad Sit d&Adm(IlQsmA paftemosolhdo odd amSiy**s 

(2%n44,L..,t, - (150 a6 .11.., 

HPzc _-$-s imltpIs: -___-Ltie-., wWtO.I%lVk pidict 10-100% a 10 

�- (90 

s inst-iss Mt4ssft&. ’flgR000IcD3OD)5 3i9(s,421 (; 

7-725 7R17.39(d,fl , iliiss (tpanm.27S(d ,.6u1a-na I 

Bkp1Bynodkbi shmilortaxiomblixon& I(a)r _1_LJL1 

as i. 4-14-anD-I-i...- � jail-

�� (I .96 A LCM& 1T 257 . Ma 386 Q&IH)c 

4Isa(300aoaao9-1so.I2.6o4aa2s(,.3H)63nna 

15 2H),359(m4 
’jt,7s7(4’4a 

1*823(dd,3.�21k 1Hx8A6(.t,-2a In Iflrsd.. 

1n’ 

B$p2  syl V imi solumflornommorłP-  -. 1(a)dA,.t.5, but -i-’fl-$4-14-

add (03s) iv 4(4dto-3-

20 Sd dna .1J.4L (1*0 m4 p#iI ItLs 

-’--(1S094J �e .S(ISL)6 tdrt L_J 

byj.. LIt..ffiILC �IL_(..,Lt asSnhIa-wtwItht1%1Pk swum 1O.1O0% 

os 1O ), that k .1  fl44..ak.3 C. 4_s.Isa -iPaavnIHt-
3.4"f Sd(9514XLQ4& Rt 2.9 _b461 G&fffl 1HNMR(300MTh CbOD)8 

25 I-IsQt ]Oft 2s(;3a3.7(m.a3n (16 a7snH,.a7no.nnr.1*7A 

Ift  

fl.2flr1B). t,-3462M 

30 



volwalftm 45. 
MAXIIINIQUcIft 

Nq J -P pm - fti slmm r ummwfo Humob l(a)4A, dip 4bg_I_t L4 

(iS g) for I. ,-4 444tQrt 

- J1s...L.S...aJ.....fl.4.eS.hL Sd42 g) [048: RT 254 Mt 

5 4320enyslRoeoaw004J0626H2ft3aso16aa424nhsat 

2*7A2(4,fla2R)67s5(a2ft1.7(&flaatI(d4aflBr.1, 

93(4Pr,l.I2.2Gnd;14 

Stq2 Byl gin a8Wilarm_tofl_11.I(a) &5,bu4 8m-

10 thSb-3-(4.&4fl--. a,LL...,kJ&...,4) r1flJ�44 sold "g) i 

da)tSImIoØpltnyI)4-.so.ddc Sd ad iig the th (ISO p4Sss _.Saa 

ad n.ithe (O Di), 1LA,t,"�’� ("921A _Li _.SSI (S C ad flumodift S 

’,,..a.sw s -t.& fr&Jzt. pies: _- Sw O.1%lTk r&a 10-100% 

o,IO -_)5psS12fl "-UtLtR--

15 thz1r34QS4O70SLflI&kr2.7" .wstsne&snNPa(3ooMHz 

oD)63s(..a4aa7s7J.7n I7J7Ø,3-7ui alA4(m,a7sSQ. 

n&21s.(d  Hs. .2Infl32n.2H,Ia IC,,-19th4 

20 (a) raaa-...� ? -JTh_kSI.J4w3ifl_a.sg 

a9ootmw4c 
lbs SJ_ 14(4S -_,LJ,1)4at4LL - [hg t 

Ifi ILSsJ A. tp4J. the th (550 m plaªe _-.- as mttte (770 

___ 1.tlk4-1apkayIhpt(5OOm$). 7%M1t_.S

2011=16-III -sIDIWMI.-’Mb ----- 2 N Ht1 (- 2(* ml.) ad oftim 

25 , aOAc. lbs cttSd ’ai.L k)1s tItrAtWS W ut, thiS ammommsj 
at1h-- 1acatdSM.,jan"It_3_. --_1-
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fluData VISPflI (at RZ.CP)8 (III gI WP) EFL (En tzg 

s  -CP)wLI to i-fl) WLOII ’us-fl wtGi w) 91 .L Cut ’n L-f i’) zn (He ) crc 
& ’)wt (ui ’cOn I "n a!a) Cr -rowag ex-osnu’znw000 Wu411, !(uj+pO 
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nowp v Iq kaoudAg or 
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t’zc-"rx c 

..f’pp)tCL)95L(31tR6VLWflHtL(BIHYLt’I)VL 

OiC’) in (nfl) in CH! %0  ’j-roq ftOSIW tm 000 VOI A (nHO 

IN Th 5CC " SJ01 � YI) PIP’ - W’ se1fl-H1-flrI1I--r 

litIU*S#NS’3’
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BypntcsdfigMa bExample l(a)method A, stepS, tht..4.J’L"[hg 4-[4-cf’iom-3-

(pfpeddS-1.alfoiyfl-pbaiyl]4-oxo-butyrlc add [0.36 g, P.miplc 1(p), step 1] for 4-(4-chlozo-

31obexlzu1famoyI-pbcnyfl4-czo-butyt add, sithatitiling N-mth4-Nph1iImiue (0.125 

5 forpheny1bydmrAn^ usingp o&cne.Jr..addQ).19A zinochSdeX14amIgls4.T 

aesic add (2 niL), aM the reaction I. ,,j.hn0 bat 16)°C,  tSre Is papaiS 1244-dzk,m-3-

(j6aL1Ls-1 -mi1f3flf1-1-mSwI-11[4aW--’vfl-aL Sd (24 ma). LCMS: Re 327 

nd,.ntea, MB: 447&4B) ’HNMR fiOOMRz,CDC13) 8pjnn 1.6 (in, 6R) 33(111, 4H) 3.63 (a, 311) 

3.67 (a, 2H) 7.15 -1.4 (m, 3 7.63 (iii. 310 8.13 (a, 111). 

to 

15 A mixture of (2-( hloio-3-et1obexyIsu1fanioyl.p1zyI)-1H.So1-3-y1]-acetic acid (200 mg, 

Example l(B)l MW(2DOMsI and DifiA (130mg) In DCM (20 niL) is adised at anm tenipasture 

Sr 16 houii, Wowed by the addition of (-2to-3-mdhyi4,ntyxlc acid tnbyI cuss, (168 mgj. 

Aftttg for 6bum atraomts,1r..I.... thnon ...IxI...pls1uSwitbDQ4, wisbaiwith 
Li uqu2NHClaMwalc4&Sonr sodium sn1fram4...r..a.1m. tS,.uliht..Ia 

20 purIfied by a shoit silica gel column chromatography cluting with sO� 100% EtOAcinbepiane and 

5% MtOH In ROAn to afford (S-2-{2-[(4.cb1om.3abcxyJpgatnqyJ-phenvl)4p.MdoI-3..y 
acctylsmlno}-3-methvl.bumlo acid meth4 t(14O fig). LCMS: RT 2.97 IuJuuurl.-  M&-560 
(M+R). IC,=160all 
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1.7(m.11Z21 (.66m2.44(a,2m3s4(m.Im3s4(;2m4.I (t,flHz2B)7M(t,J*1Hz6 

Rz,J-zsHz, lm I’M (d,J-t2& IH)823(41612H 2  11.59 (a, 11g. 

r! JLUIUL 

A .-.S- of t2-(4-cbktb-3cMtha,laIIThuao)IcSIyI)-1fl4S3-yi}.cdlc add [300 zag. 
10 R -1S I(41 IlMU (’300 m4 ad DIEA(210 MDCM (30 fnL) ls.&1.let tsnpeao 

fr4 kin, thawed by fir additleadhydembebydrar, (3mQJ AtSL.LE En 

..,na.c Sr20 bmirs the reaction ..J.T I thbtd wIthDCM, WSS with MIaIm 2NHCI aid 
flat, dried av  modlumat �’s’. and .-.----" hr wzaio. The reeldne,Is thntid in I,4dloxn 
and CDI (450 mg) I added . The reaction .1-’-  located at reflect for 6Iic.m, Cooled to  

15 t=Vamturo mid S it Any oveinlgbt Tttrlos I I is dilated with &OAc, nibS wib 
2W DCI ad Was dthd o, � a� sit - -- hr ivac. lboresidwis 

puæftod by a that allies gel column S �’-L7 41Ih with 50-7w ROAD th hq*ut to afford 
� ’� .4-5438. ASS ..L.-L3.4- 41fl1.3,fl.. 

Lb (70mg). LCMS: ftts 3.17 ntdc, ML 487 (M430; ’HNMP. (300MM; 
20 

(d, fl It, 110 8.23 (d, 1-ti Hz, 11011.1(1. im 12.1 QEMS. 
a 

ta" 33 aid 
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hydridelnTlW (0.25 niL) andthe i,,izI’..da attired for30 .nh,,.Trc while warming uptomom 

tempeithie. The maclion ...hln.v Is quenched with anhydrous Me011 dilutadwlth I Naqucoos ECI 

(5 nfl and extracted with EtOAsi. The us rpulo layer is dried 01cr sodium sulfate arid coiicentutth In 
vww. The residue Is ohroxnategmphed on a prepasked ailS gel column eliding with EZOAo to Gif ad 

�1 ,tle (12 mg). 

LCMS: ltr’ 3.37 ...i....i M. 447 (M+R). ICo $713 nM 

Iff" ____  15M77 i  

IOOIQOLt 
Methodk 

A warm (SOt) solution of 4-(4.ohloxo-3-cyolohayk oy1-pbeny-4-oxo-bnJyrio acid (126 & an 
Example 101 step 41 and potasslnhydroxit (0294 g) hi water (20 niL) Is nibt..A to asobutlon of 4-

mMlioxpheny1hydmzftie hydrochloride (I 8) and potassium hydroxide (0.322 g) In water (20 niL). 
15 The .nI.n..njsrflnr4 thr4boun6 s dgaroomtemperatme2Ohoura thIIflWaIbyCYapOIatIOtL 

The rSdue Is dissolved irs glacial atic acid (60 mL) and rted fir 1 hour. Approilmately 150 
mLofwaterfs nMM  and the i..isi.1r0 is affired at romtempaat,ne for 1 hour, followed bythe 
filtration of the soli4J1.tL..11im The anJidla dissolved In ELOAo the resulting solntlonlatreated 
with cbwco4 i,llowvd by fiftiatiom The filtrate Is concenizited In nato arid the SELMLILIt Is 

20 ciystd with dfisopiopylethcr. The inm1tr4 material Is subjected to medium jmnswo liquid 
chromatography ftAPLC) on a commercially available Flash silica gel column known as ISOLUTh 
(available from Sepaitla GmbHl Germmiy) with an ducat- hi.., of ROM: n-hepbne :0CM: 
MeON : 28-30% aqueous ammoida (volume pans in the olO.555:l) to afford 1244-dikrrn-3. 

acM (3.5 maj. LCMt AT-3.07 
25 A.h...ic Mt 477 (MI-n); ’RN R(aOOMflz,DMSQ-Da 80.8- i.7 (a, 10H) 3.04(m, In) 3.7 (a, 

2H) 3.78(s, ZR) 6.84 (d, 3=8 Ut, Hi) 1.02 (s, In) 72$ (d, 3=73K; In) 7.78 (d, 3=73 Kr, HO iS 

(10.2n)8fl(a. IN) 11.4(s, IN) 12.1 (broad a, IN) ICr3nM 

MetiwdE: 

30 Step 1. ____ 

ma!) Is datrefluxunderw2 fir 20 bourn. the reaction Is conoentad and the s..Lirm is purified 
by flash clnomatoaphy on ailS gel dinng with 10% EtOAc4wptane. The appropriate fractions arc 
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butyl as a solid (650 mg). LCMS: 1(T= 3.61 mlnuIs, MS: 519 (M+H). 

Step 6. TPA (3 ml) Is aided to a solution of 2.(4-cIdmo-3.oyc1obyisulfamo)(-pbdny1)-S-methOxy. 

5 Indolc-1-wbozylic rid *butyl atc (640 m In 0CM (6 mL). The rctIon mI ure Is athulet 

room tempathra ovamight The atlum Is coxwuzfrated in vacuo. The 1acM’t Is dSolved lii EtOAo 

and washatwlth 1 NNaHCO3. The organic lay5rla sepamte4. dried onrMgSO4 and nnc,T.j-A to 

afitud � .lfim �Tds. as a solid (496mg). 

LcMS:RT=3J1 minutes MS: 4I9(M+n). 

10 

Step 7. Ozalyl cblorldo (0.15 niL) Is slowly added to a solution of 2-chloio-N-oyc!okayl-5-(5-

meThiy-lffudl-2-yl�tfiwa.mMa (480 mg) In 11CM (11 mt) at item t’patuw. Afit 

stlnlngfor3 by, MeOE (3 ml) Is added and stkt.J forts inI..uuI.- mc ,,.l.I..oIsconccjiDn4ed. The 

residue Is purified by flash chromatography on allies gel eluting with 10% to 50% EtOAo In beptant to 

15 aft thj2-(4-diloro,3-cw1obcgv]sujfr tilenyD-S-gxy-4H,Indth-3-vWoxo4c* acIdinethy 

astar as a solid (390 mg). LCMS: 1t= 2.8 ntntes, MS: 505 (M+. 

Step 8. TricUnylslln (024 mL) Is slowly snMnl to a solution of [2-(4Moio-3-cycltylsulfrmoyl-

phenyl)-S-my-1H-lodal-3-3l].oxo-acdic acid methyl ester (380mg) In TM (4 mL) at room 

20 temperaln After slitting for 5 hr, the volatile Is removed in wzcuo. The 1a’mMtm Is dissolved In 

EtOAc and washed wiTh 1 N NaRCO2. The mcaiL layer Is o dried over MgSO4 and 

concentrated. The mMna Is purified by flash abromatogiaphy on silica gel eluting wIth 5% to 40% 

EtOAc In bepneth tdI244-cblmo-3-oslo1ylzlThmoyI-tivnwfl-5-mtiv-1R-IMol-3-vft-

cetfc add methyl estezas a solid (123 mg). ICMS: Ryts 3.07 mlna MS: 491 (M+H); ’HNMR 

25 (300 M, CDCb) 6 1J6-1.29(m, 5H), 1A94.8 (ni, 54 32(m, III), 3.73 ( 31113.79 (s, 2R)6 3.81 

(s,3R).S.1 (d,J=7JHz, 1R).6fl(d3=8.7,Z4Ua IH),1.08(d,J=14E 114126(d,Ja9 

H7,1% 7.57 (d, J - 8.1 Hz, IR), 7.83 (A 1- 8.4,2.4 Ila, M 8.34 (d, I - 2.1 Ik 110, 8.52 (a. IED. 

Step 9. to a solution of2-(4thlwo-3-cyololtaylsnIft-phcny-54nhoxy-1H-kdo1-3-yl]-acetic 

30 acid aiethyl ester (36 mg) In MeOWHO (1:1,0.6 hit) Is added lithium hmoxfda monohydrate (5 

ffig). ThorcflOA (,,lai.,ruIs stbtedatlo’C for3 hr. ELOAc (15 mt)IsMttbesolutfonla 

washed with 1 NRC! (10 irfl The uS u layer Is sepamtcd ddal aver MgSO and aineezthtth to 

afford l244-chIorn3-cwtvliIS–nn1ol asdlid 

(25 mgj. LCM& 5 mtI((.k. MS: 477 (M+n) ’BN4kQOO MEr, CD3OD) 812343 (m1 

35 510, 15l-l.74(m5.3.3.16(u4m3.79(s,2ffl3.3(s,310,6.83(d4y=8.7,z4. ZR). 
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7ss(djnz43V1,729(4I-8.7a1.7n(47-s.Ia1m.7.ss(d&J-8424a 

l*WS,J-1SHs6l 

seep I. I&yg a in a sholw___  Emma* IO(a)_t JBmq,d-r 

(*sbuitezib*y-5akut-IRtdS-2jlbaitmIc acid (700 m) S I-(i,nlmtrjzycmby9.5-

- flbtnt acid =d ithig 56-2ahu4scwi$4niIfrii!W*! 

10 ’ S$$ ta a SM (557 aS 

Sf42. By SgIna _- ___ toW�c . S 

4SyLydMo-1-csb&cyUo add - t (557 hg) 

S  

15 embi I4 - atoM 

c3m" Ina 

M43. byl In &dMUWMMDWID P- ____ 

cbho-S(5diIo.o-1H-bidoI.2yI)J4-cyoWssxy!4n..,tn,I.Sd (370 mg) 5 24bksoli-

20 _ I&L’ t, Ibne Is ,.J 15_M-i,M4..1V._ 

R-3-,fls--’ fl.J tat it C200 tag). 

SIMP4. By,  ba mhAwmm HnW*1O4_s..tzepL bit ..Js.1M15.. 
25 dtt-2<4-cblcro-3-c)dotcybilbmo$jtheny9-1H-ISbI-3-yIJ.ozoucthc add tasbyl t (1% 

MO *r L3c S4jJia-5ma-1H-ln&l-3-yI-nethe tM 

tAyI S I r-r ISS... -24-_� -4’�_J-’L.nd  tksfl-1H,3-4I-

___ - ItaseM(IOm5 LOis: tT33’ -. Mt 495 Ø&  ’waa 
(300 Mfir CDc(5 123-13 (a. 5H). 1St-1.144a, fl 3.06.3.16 (a, 1H). 3.73 (i,3fl). 3.51 Ci, 

30 a7.14()-t7,2.1a1t36(4J-ttaflU,7.57(dj-L5Hzrn).7.71(tJ-s.4 
172 (dtJ-842.4a IH). 835 (4 7-1 Hr 1E) 
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StepS. Bypmctnginatht.Un ...-���-- toBtampl.10(41’icthodB, stap9�but mth1I1.u11it [5-

cb1wo244bIor.3.c}t1ohayIsnItmoy1.pheny1)-1H4ndol-3-yl}atctio add methyl estur (75 WOflit 

(244.dl1om3-cyctohaylauIftmo}4.pbsyI)-5-mdhoxy-1H-h3dOI-3-y1) -actS acid methyl ala, theic 

Is ]upaJ IS *oTo-244aThm3 tvlsnmv1-p *lWJndcl-3-YW-acdlc acid as a aclid 

5 (JO nig). WMS: Rr"ZSS mba MB: 481 I4+H% ’BNMt(300 MHz CD3OD) 81.09-133 (w, 

50), 1314.74 (ni, SB), 3.07-3.16 (11’, 10)13.79 (a,2H),7.13 (dd,3= 8.4,1.8Hz, Iff%136 (L "t7 

Hz, 11,138(&3n2.1 Hz 10)17.71 (&3a8.1Uz 1,7.89(d43=’Lfl1 Hz, IH)18.31(d,1 

2.1Hz, 18). 

To a solution of [2-(4-cbmo4-ccJobwyIc4famoy1.ph my-5-mdbny-1H-bidoJ-3-y1]-vtS acid 

(80mg, BxampM 10(a)) In 1)04(2 niL), bown tdlnvmWo (0333 at, IM in DCM) In aiMed. The 

ithn Is gtvd at morn tpabxm for tS hr. ELOAc (to at) audi NNaKCO3(10=L)mpdtw ___ 

15 Thz oxvzfc lay= Is sepataS, ddmd ovn MgSO4 and conuctixatS to,  1244-thlcw-3-

yqlqhnv1&dfri$pbenvfl-5riwdmxy-jE,bidgfr3-3J1-JocPcId as a solid (8 wgj. LCfl kr 

2.1 ..J....k.. MS 463 Q&4.U) ’H NMR (300 MW, CDiOD) 81.09-135 (m, 50), 1.51-1.74(n% SR)1 

3.07-3.16 (in, 10), 3.16 (ns, 28). 6.74 (dd, 3-ti, 1.8 Hz, M6.97 (m, In), 723 (d3-  8.4Hz, 

IH%7.67(41=8.1 Hz, 1H%1.88(d,Ja63Hz, IH),S.36(ni, 10). IC42nM 

20 

Slept. Dl4cn1nztyl dSibaUat (132 g) bat! to atnSft of 64hlotoMola (10 g) and 4-

(dlntethylasno)pysids (}S1 g)inDfl((330m14 Thru1tMgml.&..pIntInSatmcm 

25 £csp.alwo for4br. Thazoaotlonmlxturo isw&tdwltb 1 NEC (ICOniL) and I NNaRCO (100 

mL). The tajpaic layer Is .J-ç drfcd ova MgSO4 and canntratt the atdo Is mataW,zad 

from htptanrlt to 4Lj Scblwosole-lcatjoxvflo add kit-haS t (14.9g). 
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solld(151 mg). LCMS: R2.S3 114..a.,MS: 481 (M+H); ’BNMR(300MB,C0300)8 1.09-

1.35(m,5J, 1314.14 (m, 511). 3.11 (in, In), 3.81 m,2,1.05(d,I6.9B7, In), 7.39 (xi, IR), 

735 (in, 111). 7.69 (in, 111), 7.87 (in, 1, 8.37 (in, IH), 11.17 @xu, IB). IC,, I OM 

___ clii! i 

H 

0 
7 - 

N 
Step 1. 3-Bxumo-bexizmtesnithnyi eblalde (2.82 niL) Is slowly added to a solution of cydobs$-

methyl-amIne (3 niL) and DMA (5.1 nit) 111Dam (40 niL) atOt. The resulting 1,f mg Is allowed to 

warm up to room tup.aabuo and stined ovni&t The reaction mixture Is washed with I N 1101(20 

10 mL). The organic layer Is sepamled, diled over M8SO4 and coi,zantxsted. The residue Is triturated 

with heptane to afford 3-b mgdmmI--benzemmjftmmmWg - .... as a solid (68). LCMS: 

RT 334 ndnntts, MB: 332 (M+R). 

Step 2. Byprłecedlngln aQhnhlar ,’n..In to Example 10(a),metbodB, step 5. but substituting 1-

15 (tefl-butox3athonyl)Indol-2-bcroMo add (1.64 far 14e*butoxycarbonyl)-5-methozy-IH-indol-2-

y1oronic said and using 34xomoN.c olohay1NmethyI1nmm.lR ...sintda (1.04 A that Is 

2J34cveloher I-nth l-mi1frmwfl-,henvl1-IndSe-l.zboxvlio

 

add pt-baM t as a 

solld(1.468). LOMB: a7 3.69 469(M+4 

20 Step 3. ByprootSingina Mmflnr rn.m..floExanp1e 1O(a), method B, step 6, but mt..lhig2-(3 

(cydobexyl4o1pbenyfl-lndole4-caxboxyfloSdtefl-butyl caw(1.45 g) for 2-(4-

cMoro-3-ayclohnoyl-pbenyl)-5-mtthoxy-Indo!e-1-carboxyfle acid wfl-butyl aster. time Is 

Nc,ciobcvl-3-(1H-1-2-vM4.netIM b.- .- ntfin.rn ’.Me as a solid (1.068). LCMS: 

RT=325mmaMS: 369 (MI-fl). 

25 

Step 4. Bypwcecdlng faImIlnIn..n.. ta Example 10(a), mcthodB, step 7,bnJmilr4truuTu.gN 

cyo!olmxyl-3-(1H-indol-2-yl)-N-xnethyl .... (1.06 g) for 2-chloro-N-oyclohazyl-5-(5-

rncxy.1E-Indo1-2-yl)-bennn1fanædo them is prepaicd 42-fl-(c,vlohexv1-mt1-sulThi939--

add methyl t as a solid 10 mg). LCM& Rr 3.35 "’"’ 

30 MB: 455 (MI-H). 
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Stop S. Bypwccerlhg ma similar to Example 10(a), method  step 8, bat substituting (2-13-

(cc1cyl-methy1.uIfamo}phenyfl-1H-Mdol-3-yi}-oxo-acelio acid methyl t (300 nW kr 12-

(4-chJoxo-3-oydty1saIfrmoypbtz1)-5-methnxy-1B-ivdo1-3-yl]-oxo-acetIo acid methyl ester, 

assets, paid mdbyj 

5 naso3ld(19Omg). LCMB: Kr 3.59 i,,i,,.I.Mt 441 ,f+fl). 

Step 6. By procceding In a similar �to Example 10(a), method B, step 9. but substituting (2-t3-

(obbny1-meU’I-suIyphy1J-IH-3rt1-3-yI)-acetfo sold nicthyl Sc (157mg) Sr (2-(4-

chla3ShnIfami-pbm-5-1H-Sol4-yI)aedio add nShyl Sat. thera . 

10 plqawil {24340w1nh -vi-methyl- Mmnavfld, nfl-I B4MoI-3.yl1-M add as a solid (141 mg). 

LCMS: Ry2.74 ..,;,,ia.-.,MS;4j7 (,f+fl) THNMR(300MET, ODe!.) 6 123-1.4(m, 31, 1.52-

1.62 (in, 3W, 1.72-1.75 (in, 2. 2.8 (s, 3n), 3.18-3.85 (in, 
in), 

3.88 (a, 211)6 7.18-7.31 (in, 2H), 7.42 

(4,J- 8.1 H, M7.6-7.71 (in, 2R) 712-719 (in, ZR), &09(m, IB), 8.35 (bm, IR). IC50’ 346nM 

I .Ø3 dJL [is".I 

Step 1. 3-Bronin4cn0sulfonyl abloride (5 g) Is slowly added to a ntnttnn of cyalohtxylnleo (3.4 

WI) and DIM (6.6 mL) In 0CM (100 niL) at0’C. Thermalftombduactswarroadto main 

20 I...ur....Ln dstjntdftr2Dhon The caciJrmmtzi..js acidified with 2Naqumimflcl (-50 

ML). The uaauIt layer Is sepamtal, washed with water, brS, dried over sodium sn1tht and 

ewpomS in maw to afford 34flUW 44 ahcv2-IaCILajIfOuandJe as a wild (5.1 g). LWS: 

RT 234 mlnutes,MS: 318 (M+R). 

25 Step 2. By4Laailar..to Ezamplo 10(a), niahod B, step 5, but gubstitidlng 1-

(tnt4utoxycaibaAyOIndol-2-bolonlo acid (1.64 g) for 1-(tefl.butoxparbouyl)-5-mtthozy-iH-Indol-2-

ylborSc acid andusla3 3-b omp.cltylJ.-..-.ah,ki. (1 g), thnv IsjnasaJj 

pyioinvlstiUhuyl,pItvfl.lndo1e-J-cgbxylIc acld1nt-butvLcstr as a white słIId (1.13 g). 

30 Step3. BypmcclinglnaMtniTht ......... to Liample IO(a), Method fl, step 6, but substituting 2-(3-

cvobmoyl-phenyl)-IndoIe-1cbax4jo acid ten-butyl et (1.06 g) for 2-(4-chlom-3-

cyaIohay7sulfzmoyl-phmtl)5-methnxy-indo1e-1.caibayffg acid £en.ba1 estw. there Is 

’I 



it 

fl �..43flfl.3.flk_ - I’- mucfld(700im). U:hMRr-3A5wMMlM 

ia�3ssG&.* 

tYr - ja 
- IO(4tB.ulqi7.b _- - 

SSiS$.3-(1H1ubI4,O4-- - ’-(700mg) 2aIat.NcydSayI-5-(5-Y-

1n.lSszy9b,wS1.Me dna is p1 12fl..’- .’ - -A ’ifrffl 

a SW (730 S. 

� &cps. Bypolna-1--’ b&miçb10(4  
Sfl�gqp$,jg 

10 rL I_Q JI_74. fl-1ff41&l-3.}luDeeS3 add _1 t (7O0a fre e144ae-3-

’rt ,  Ma" pbmyI)44 - _rIfl3$}0X0Ct NOW S t5I 

r-r’S n__k’ � - 1 Ssvfl.1H.-1Jifl---" -- _t.I tnt SW (550 

mA LaI&k-3s2 _- �Mtc1(Mffl). 

15 Bt6. Byl 
.. in asimlimmmowto- -. IO(4dZ dep 9, but -’-’ A2G 

cck.SsdØqQ-1ft1SOI3t1}t Sd at7I e (120mg) It 12-(4-diSo3-

’q-t ,hL_,05 - -rlwt3’fl}e160 add ...S.fi S dMuil I I - 

-- - -. 

asji-msA.3-qs-.-"naSW(1OSmA LC&tPr’2.54 
-. �MS: 413 04W). ’HNMR (3(10 MH; (tOD) 31.13-127 (in, 5, 131-1.75 (a, 510,3.13 

20 (a, IH).3.a5(s.2m,7.060,J-7.snz, 1fl)17.16Ø.J-73Hr, 110,7.4(Jfl1 H; 110,7.6(43 

_7.8H;In7.66o,n75aa1.ss(4Je7.sa10,7.91(d,1-72a1H%821(;110. 
IOS2 On, 110. 1C,,-IO6tM 

Ssq, I. fle.rsaØ 6 1 1 6 (450mg) is a saim 

f%wyTj4H4WbI-3-A4ocdo odd SOW t (400 ntg) IIIJ., - (0.3 SI.) at 4-

(S_fl,LL.L .)pqj&e23mg)inDaf(5mI4 ThciadIonIsaL3tzue _; L..*t1.5 

k Itriaclios 1.A-..j3 ,,...LiwIth 1 NHCI (SmL)and I N)bH(ti(5rIJ. 1Lj...Lkyw 

30 i*wpwM4Md&vwM&9Nsftd -_’-i--lm.a-.’ 
�_-_- _.na_-_.._ �_1�_1_-L_a_"-e(IoO 

aS 10Ckr3.32 Mt427$4* 



S 

La, 

Pct/1182tWW002?36 WO2J61fl81343 -81- 

84, 2. To a solution of 

moxycarbanylniethyWndolc-1-vaalnayIic add ftfl-butyl cater (590 UW In DM1’ (5 ml.) Is 1" 

NaU(113 mg)lnpoitlonatOt Thresullingnætuth stirred atO’Cfar IS Minutes, andMal is 

S added atOt. The omen ..,6I...c1s allowcd ow muptorocmtraipcdal..wandbllawifor3 hr. 

Tha=tlon Is qugnchodby adding sabnutedNHC1 (10 ml.). The ...l.i...pjs extracted wills ftOAc 

(20 mL). The organic layer, Is washed with wul& (3 z 10 wI), dried over Mg504 and concentrated. 

The residue Is purified by flash cbmmalozTaphy on ailfa gel Sling with 10% to 450A aCM In 

�hepflto afford Z,D-fN.Mm1vIutwatIasvflcnv1nIrv1-obw11-34I-siaaoikrnvh 

10 ethyfl4h2dok-1-zbIavllo acid tw-bdvl as asoild (445mg). LCMS: R7 3.82 IIITTI��T MS: 

649 (M+Na). 

Skip 3. TM (I niL) Is added to a solution ofZ-[3-(Mtt4yIoxynyfl-cydohayIailthmoy1-

phwy1]-3-(1-mThonyI-aAy-Itdolc-I-zboxylic acid tat-butyl t (100 mg) In DCM (6 

15 UL). Thereactfasinzliiiu is aimed at mom Lmp’"u o,m1ght. The misfire  

suaso. The wRMna Is d1a1vat In ELOAc and wrd wIth 1 N NaUCQa. The organic laytr is 

SCPWd4dr[CdOVCrM9SO4WdGOlssMJllnCd The inthl, IspJITt by flash cinematography on 

dlica gel elating with 10514 to 50% ELOAc In hepinne to alL4 r[243rcIohefiy1Sfnoy1phcnvfl 

IH-1ndol-3-,11-moiæoth add mWM e as a solid (65 m. WMS: Rr 3j4 .,.Ii,..I M�:663 

20 (M+Na). 

Step4. By1n.----fl..5lnathnlThr �to Rnmp110(a),mdbcdB,sp9,butRnttJUnIfrig2. 

(3-cyclohIfmnoyI-pheny-1B-indo1-3-yI]pmpfonIc add methyl t (65 mnJ for N4-diloro-

25 2-[24vciobnylauIfrmoyi,phepv1MW-Indo1,3,y11-prap1oiiIp aci4 as a solid (41 n. LCMS: RT = 

3.02 Inl,,.’IeEMS: 427 (M+M’RNMR(300MRz, CECI,) 8 1.0&1.27 (m 511), 1.39-1.79(n,, 511), 

1.61 (s,3,3.2l(m, lQ,4.99(t,J-B.4Hz,I,7.13(t,J=6SHz, l,7flQ,3n5.7Hz, 111). 

136(d,J=8.1H26 1R),7.55(t,J=7.SHz.lfl).7.8l (ti Jat4Hz,211).7.87(4J=8.l Raj lB),815 

(a, 111), 8.44 (bns, 111). 

30 

[01 Eit. I, =11,111r,J nr)ecr t r-tI 
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Step 1. 4-Bmmo-bewntilfbnyl chloride (20g) Is slowly added to a solution of cycloheqlnS 

(14mL) and DffiA (26 ml.) In DCM (300 niL) alOt Tharnitg ...’-I Is waimad to room 

Laauap and 4L.J fine homa ThrtIon lnLInT0 Is ddffiM wlth2 N aqueous MCI (150 

niL). The uzis.uk layer Is sepated, wSS with water, bxS, tied over sodium sulthto and 

5 evapcmied in wow to JVJ 4-ba uaurN-c Mo1nyl4icaccuJfouamIde as a solid (19 IOM-R7 

2.94 318 (d+M. 

Step2. Byprooeedlngluaalmfl& toEiample 10(a), method B, step 5, but ifl..Hng I-
- (tt4mIaay.c.taay01nd&2-boron1c acid (1.648) fir 

10 ylboxucic acid and Sng 4-bromo-N-ct1ohayl .... . .ffiummMa (1 gJ, there Is prepared 2,44  -

acid  as a solid (1.38 g). UM: R 

3.91 Iniui.I..I MS: 455 (M+H). 

Step 3. Byprocdinglnanlniln -to Example 10(a), method B,stcp C but nihdll..1.,g244 

15 o1obny1milfRmr7I.flenyO4ndoIeI.catbcxylio acid Wfl.butyl ester (1.38 g) for 2-(4-chloro-3-

c$ohzy1mt1fnnvylpSiy-5mty-So!e-lwbcxyflo acid tenbutyl S’l& 

cvtlohavt4flHhthc4-2-vIunnswnn1ri .n,, It as a solId (1.02 g). 

Step 4. Bypitceedlng In a____ ..... to Example 10(a), method B. step 7, but sttitutingw-

20 cyc1oyl.4-(1H-lndol-2-y1}t...ncntt .. ,he (I S) for 2-ohloro-W-oythohayl-5-(5-methozy-1H-

lndol-2-yI)-i-J ... ,j.L, them Is uI j(4.gyc!ohnyIslfrmoyI,pbeuvfl-1B4ndol,3-v)] 

oo-acede add nsdhvl as asolid (121 lug). 

StepS. Byprocceftinaalmil to Example 10(a).methodB, step 8. but ..Ir4Uudng (2-(4-

25 cyelnhaylsulfrmoyl-plxenyl)-IE-Indol-3-yl]-oxo-aoetic add methyl ester (121 mg) for (2-(4-ohloro-3-

cyelohxylsulfamoy1-pbiy-5-msthay-lH-Indol-3-yl]-oxo.azgt acid methyl aster. there Is 

F.F. ed I2L4-c clohexvlsulmovl,pbvnyD-lR4rzdo14yJJ,azla acl&mqliylsster OS B solId (102 

30 Step 6. Byproccc&glnaMntffirr ..’....’.. to Example 10(4. method fl, step 9, but substltutbig 1244-
cohayltl-phenyfl-1H-hdo13yl]-aot acid methyl aster (120 mg) for 12-(44lmo-3-

cyclohcxylsulfr.moyl-phmiyl)-5-methnzy-lB-SoI-3-yl)azctlo acid methyl ester, Sit Is ,4j2 
add as a solid (60 mgj. LCMS: RT’ 2.5 

...T,i..!.. M& 413 d+ ’HNMR (300 MHz, CD,OD) 81.17-1.27 (to, ZR), 131-1.74 (in, Sn), 3.07 

35 (to, III), 3M ( ,7.04(cI=6SHz,Ifl),7.16(t,I=72Hz.m),7.39(d,1-7sfl26 IB),7.61 

(d,Jo1.8Hz,1m.7.87(d,Jn8.4H72,7.95(d,JtR.4H7.Zfl),1O.S6(; IM. ICrIl62nM 
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wo SSSSuu 44- 
fl�tit t,a 

Sttp6. By� - 1-.- tfl -. 1O( dBdsp9,bd-’- tI2fls 

EM&A a (312mg) fr (244-

thho-3-cydohexyIathsI1tha)4)-5-flxdny-IH-lndo1-3-yIJ-esic at msI4 SUn. Is 

J an-. � ’� .L_IA_.n44_ �1-i- .-Lfl-IH --3-.4I- -’ � em wild (19mg). 

5 100: It -2.54 Mt 443 ftft’HM&CJMRftO.00)5 1.15437 (p, 5*15-

lm,7.120,J-72flr,1Z, 

7.2$(4J-t4Hr. 11*336(4,1-LI Hz, 7S6(4,I-7S 1a733(d.J-s.1 if 
a 

L17(1a C,,-63oM 

IIs()Js!."_rr 

Step I. ByptahiglnsJ.-- -- to P.__,J_ 10(o), Mqi 1,bitiSL.IL., -. 

CL06tfri.rt_,IAIvI ’ Sig44no4ak.ubainsiIbiyfaL4L4s31), 

IS  

Siept Ny...- t.1Mtd. -. IOR�f 1O(4mmSdB,*p5, but -i - ’-11-

(tfl&&ar_kaalfl.2.LL EM (1.26 
a) 

fr 144ar,f}r1PASS2.. 
EM et Sag 4tro2aht-N,dtyIbns.ndu&bA.L1, (11), tel1 - -I 

.L.L.L.n.I1L1-4_L._p � tasked saw at at (1.14 

a). 

MV3.Iftyl axLn_- ton�,’ 10(itl mdodfiMq,6bltabttag243 

25 dto.3-cytIttIItnoyf.çiyi)S-aty.4sbk-1-,k...LI,& EM tel 

94. By_&.JL.Ma toP- . lO(aj 11 B.dep7,botsaa152. 

thkttSqct344-(1H-h*I.2-y  bmsomW&umhb (500 
ma) fr 2-diksnNqdsiet$-5-(5-

30 my.1N.lSIm-Z.p4snwirpt!pamM tel.1 j flfl4,,ALt. .. 

EMSAta a aiM (600 hg). 

a 
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Step 1. 3-Bmmo-5-Crlfluommethyl)bemesulfimyl chloride (2 g) Is dissolved In anhydrous 

acetonittilo (50 nfl Potassium caibonsta (0.85 g) Is added and the solution Is cooled to Ot. 

C1ohey1-,,,;,..(&61 g) Is added dropwiseatOtasasolution In aithydrous acetonftrfla (5 ml.).. 
The zactIon mhtne is allowed to wwin to morn tempwawre and stfrred for 18 hours. The reaction 

5 mIxture Is ffltem& The filbatals evapointed utw1u�-I nwu. TharesiduchipartWoned 
between EtOAc and 10% squares ECI and the layers are separatat The uigwslu layer Is washed with 
satwated 10% NaUCO3 solution and bite. The usgzmb layer Is diled (M8SO4j1 filtered, and 
evaporated to dryness. The made material Is chronatogiaphal on silica gal Muting with heps and 
10% EtoAcflieplane. ProdactoonWrJngfiud=moombfncdmdavaporatedunduredmwd 

C10 juwa the redduc Is Lfluun.l.-1 with bcptane and the resulting solid Is flueS, washedwith hepinne, 
and dried Under vac to alLrnl 3-tnyna,-N.cvvl ovt-5-trfflni n*mthvL.b as,nuuIfi.rm,,,hn (1.12 
g). LtMS: XT- 3.09"l’.’IrMS:3S4(4U). 

Step 2. 3-Bromo-N.cycloh y1-5-triflunrametby2- .-.. iffincmtM (0.5 91 l-N-Boc-2-
15 Indoleboxonlc add (0.61 g), and Cap (039 are rnspended In lOfi dloxanewater (22 ml.). The 

OMISPUrgSWIthN2aIXIPdtI1dpp)J(105 mgj MMM TbosolutlanishcatcdtoMfor5 
hours. The ...Ixl..ip Is evaporated u err cedjnuo. The f treajedwith EtOM/heptane 
ifitered arid watt with keptane. The filtiate Is evaporated undcareduced aauso and the restdns Is 
chmmatcgznpls on silica gel Muting with 3-4% EtOAcflieptanc to affoid 24c1obexvlsufrmoy1 

zO -Mfl uox meth ny k-1carbozyliopjjtJmtvj ester (0.61 g) as a twt solid. LCMS: ItT 
=3.64 uiuI..ui-., MS: 523 (M+. 

- Step 3. 2-C3-Cyoiobaylsnlfamoyl-5-i1 IfIIH ..i... Thyl_phenyj)4ndolc4nibnizyjfg acid rt-butyl ester 
(0.58 Is dlolved In TEA (8 rot) and stlned at room mmPeartare for I hour. The VA Is removed 

25 uAderrlrn...1 pio andthoracTh. Is Lflu.44wIth heptane. The resultingpieclpitata Is flltcred 
washed and dried under vacuum. The cnzdc material Is partitioned between EtOAc and saturated 
MaRC03 and the layna1e9uMI.A ThD cIayrIswas1edwith..l.....T.-a NaRCO water, and 
brhio. The organic layer Is dried G(gSbI fiftaud, and evaporated utratuced jnuc. The 
material Is recxymtaulzed fimn DCM&eptate to a&ird Nlohoxvi-341B-Ithol-2-1)-5.. 

30 Idfl. .i,r (0.35 as a solid. LCM& Rt! 329.,,I...,i.-., MS: 423 G&+}. 
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Step 2: The Situ &2-thImu-Wcydn345 (3tmyI1fft4.yQ4n-ttnIftn,thM (200 

ag)th 1,4a__.(I09BL) slidnn(5 ML) M added .tq&oi. Sodiumthlfl(?3 nit) thawed 

by mi10 Sd (350 InS ’lit iien &I -’�.. Is .&wJ fri bmir. Aq--.. _I_Sil .S 

bkombonift.SJLJ. (3 it) Is .I14A .Iowiy sid ,lL_l for 10 ._L_L_ Ills �I’�.k..---t.-1--1 

20 The is &liVd wifis &OM (SOmL), ......L.IwIth 24_- . HO (25 ML), wt. &tdmw 

puit by _,�’... SW (i--- phoom 

110 offlowd " -3-

--  racs 1T 2.6 _- MB: 433 

QI4a 

25 1-7 Br, In), 7.77 (d,I-t3 Hz, 1R),7S2(m, 214), &09(d,flHt, 110,8.3(43-2.2Hz, 1K), 12.15 

(Iwad; 1*12.25 (a, 1H) IC 74! sM 



W0318648 L343 

Stop 1. By PocooftInabfl.... tP- � 10(4modBatep5, bet nbId1.tiflg1-

(rt.bit$oxycmbcnyi}6athozycaibe.yIt&I-24 I.L add (150 mgi far 1-(Mrs-

5 add and Sag 54-2-thIo-Ncy*hn$-

’ (121 in). r Is I._4 2,14SS&.. IL? L_.kS..fl.LS.LJ.. 

-- laMsit a  as swiM O m 

Step 2. by,.c.cS, ins--- .._.nntofi. �’ 10(al mSiodB.Mcp6. bet I-S’-1-fl(4-

10 diIin.3.c3vIoInySi1gaayI’jIay44adOI,-1164ithoxylio add I-tr-botyl edor 64nky! cain 

t.J 90 me fir Z*S3-cvWcySIf Øba-S-atIat4o1-wibozyk add ssbat$ 

t�  am iB p 5 add 

.JLA rat wild (69 lag). 

15 Stq 3. By pr000WbX In �’dkr _a to P--ts 10(4 ._S4 B, Map 9. but _1_1It.t 2-(4-

add
44add

 nieth4 a (64 mgi IS L2-(4-

ch1c.o3.c,vkiI,I.ç&sy1)se,aoq1H4ntI.3,1J_JL-  add me" a, that Is 

jeJ 241-Ska-3-..-1 )Ir - .LLk.fl1HLL � Sd

 

No saM (45 msj. 

LCM& Re.. 435 _’ -’-- MB: 433.11 (MtB) ’HNMR (300 iS,. DMSOfl) 611-1.63 (iii, 
ia 

20 3.67%1flt.15(,a7.67(;2n)11.19(m.asn.s.14(963M850(.6a12.20(;lm. 

12.61 (;1H). ICss..SlOtM 

tv 25 ThoLSlJL.tsofttccm,._AadIagIbthcInvdthav  

Auwdmda=W.AcM4Psyiciç  yStaSgdr cdl 11SL8174T, ..LLS.-1----tha 

aadais DP .... The rattłcol Is diblier to tat dougod iwSsIy (Wz4 Dt lkm& 

AW, Cbedoe K. MatumsKMIbe’- _.,._I_MDPswepta,C 

.1..JS.. btLSl74T odIa,BtJPMn,r,L l314I531-45 (SJ00). 

30 



a 

1&LtL 

�PGO2 Moo= OWMWCSI2OIO 

5 � MMM MM CAW MM 
� CAMP SPA I&tC(� ’ay.,....-(P--- oodeRPASS9) 

� 96-well cSft pSi. (WSkc CS 1450416) 

� w. i4so MbWSS ’TkbX 1’ wL.. (PflkSEinC) 

� Pub kn 

10 � F4çeaStftth 

� tWeWs rAmombSdkvd Saline 08) (nyluugt CS14040-133) 

� Obdued n 

� Vt 

� Ma6Uc.1MId.&1.1buh1 

15 

Alt r- tukibs .Nonito eqSIfrStome ’---’ ba_r_asIL_ 

20 ix sbS 

tinter�’ - ofthsbtcln,aSOOmL. p ’oØi&by., ’W-- dblMed 

.t. AdjW do  dkOWwsadmlz r 2. 

I2r - 1&2 

25 PSobe each of the bmis tasguftI and 21.200 a nny Who appecthrly. Laic at raft 

- A 

Ad630mL6fIyS’�- 2sflsbcdkCsdtytSboUb5 

30 

AMiewyA 

Add 15 tnt O1ISI t.1k 2 tenth vial, and gaty thix uMil *r coSsits at ciddy dSolved. 

35 AM 14fl. St. 2100Sttr.Z, USIIS - at - , 



wOislinhiMs 45. PCNNNNNNM 

r - 

I) Ateqwdvimiofurw, _-. asdBPkstabbftr 

W&WwAmma(dis hl - �Irt_-

2) t&JJ,. 

5 3) Thbbm=mmWwwkdbadaMbofiwWj I III 1-.atha.ayadactm 

� . 

1) AM I S. IyuIsbJL 1 rd gsty mix imlil .- - - av ofl4SSy dSth.d. 

2) Moftdaohdmco@WmaAb&daooamtmbaafS12pISSL. 

10 3) labS? pJfriy,L...orpJ,Jr&u... 02 pWA 0.4 pmL OS paW, 1.6,32 

iLt41Z8pit 

4) fl1aflpL&IW. buft 1 lob .fltst 

5) ISo 5122 nS Ito 14dL. 500 pLofateÆ Amdwd (512 pnmtlmt) Sd mix 

ICSIy. Tuamfir soO paL Am 121 1niI tube to S 6.4 Vmd Si. nd it 

15 S1,.kj3-’_.iL� 4witht. 

6) 30pL-°1- fr �t:ahtaathdSIL stdrmac& MAdod

tol9.b&cAMP jlgftmOZWpwdxmmdmd

II, 

 

20 A6&50pLc4’IuMffiCtIOOaLffiStom.heafiiml- -’t’ot1OOpiMed -’-at 

3OCftt’ 

ZODZAmmda 

tISoM I iAgl’0D2 fl, 35’25)M284 pLWsOtoanb lOaM dook$It sdsoms2ot 

Ste  away, KSfiSdy..t,.....J.Md3pLoflOmMMothsJsL..to20mLIlIsO,mixif 

25 thesflly,ad’._- IOaLI64OmLflS. 
as__flss 

_________ ,-"-’-

5 pL6f tnt 10 S( W& pmmb - �aLStD S udh Ma 96-wdl 

30 $SL .a,sba,... 



w Ur  

w62NQ111343 fl.L 

ua�e��___________ uan� --

U  

ER no powft 45 pLefD&90 maptoobwo7bfiNSw28pL1O.Tht--’--1 

I2pLIsb--J--7padtfl.taIdOuW 

ooami6 and ftaoSa7to.1l1Iby -5pLto45pLI*SObt&wW 

5 - 

FE 

cobwoftom 

12 

--tmzViam

 

’- FM 

c�WIIS1&uiM

 

)’---___)iLa

 

taM 

pin. 96-wSt pits with Wi pit of I fdbdml4L1. TnmlftMpLofwddtVdbW 

ActJL.. plttothanw pIsQ:I-) a MIow 



wO S1SD43 
. ’Cv 

UI 

.? . 

Can amms 

I. L8174 Tn Sways pun kI (A’ltC CaW 3OSOfl 10% P88 (&Rt Ca 30a20) Sd 

5 ____ - 

2. Wa OM% fl,,J.. ad V Øs - - -__25300054) M 37C _a bm. 

3. - ...v.* - b1isestCSbSfl6Sut lt,s,n4*LtklIt 

a.aw’- 

"SM370S15%CbsfttS" 

t Mt lOS. 6f ’- ad ILa.U, b 1 k.*5 eSh St ’60 CORL 

lb S. &kgdredl A-7 $ 2. riO’ ajat St ad XO p1. SbIwea (43.000 sblivS to 96-

wSI jS. I 

kw 15 tMyl 

Bsd43,00Oa.LJInOp1r ’�Inł&wSI__ _-. SseSIp&te.t3? 

C fld9%L_Ly.n_SYt 

tty2 

26 1 ompauddgdlbL 

2. t _..avb.bSb.1SI&ZPGDssr -- :1-



we aNSI3O if 
It u-Ct$n’a 

3 AVbmbmWbtoadsSbdSdIpLc4 mWood -ak 

4. bJsS oft g3?C5%CO1.M95% bmdditytjr I5 mkmtoL 

5. AddS pLot 300 S4 P002 (20X IS EM final eatIas) bft eh well tubig Zytnark 

5 P cAUPDPPM2.md’ I dwmb&t3rCS%C(h=d93%bwWlLyfar 

6. A.,SLnSiaftttSM1sonIat5CpLof1$kbdP- lSDgZyitPOONA 

cAIySLSiMn -

 

VftdmMftlbr3DmimokL  

7. Add lSOpLL -. 

10 8. Slp1tam*ttb2 &_-_ 

pnkgmmlm._L*t161wuwa. 

Ny3 

CwM Go =me of rO @AM? Or 2 almft thI4SOTOM _--1--

is 
Rahkambs 

20 tthlc l.1SI *my deft frJ-1-J 

The OMO Oamounk9low (!to7ftaL) of unÆown SMWWL125 M&1 **Mz a 9mbd nt of 
CAMP £4_Oflt % h1_SSSSMSIthOMWSIg I_is. 



WO aSMm3u -Is 

Wedobc 

1. A-..,---4&Ftn.bQCVI: 

5 

whetdk 

Rig R’SOn aO, RtS. R… k’ O)itR- or R’4OplI-

R1M aRA or ~ adofuSÆbtiØally_- ___ 

10 Sdft., 

csIS cyeloslkeyl, syl, hdai, hflaocytlyl, SOc,tiI, cc sailficyvlk sMz& 
’ath era i q*loSty -’-k-’-’ by mis w n Sc raw wSiteS or 

4Attklakso2-orR’cO-

tu 

15  

SkaattofkL&iqdaIly _�. 

or sr 

aIk)4,aIkaiyI&aft)nyIathofwtI3cp&msI1y�1 

- 
. _i.  9MV mbdbwmkq

26 fl hØtrSkyLt$or.t,t  
t21S - ASloSpLtxy13

 

. 
or aNmybzy 

M ayI, hUla ...t,C.,. Sd btoiogae, -OWY%, 
mpAwbdmowoyLeuAofwbiehiobpdwmBysubodkftdbyeftarmae dag puip 

2$ mtwtbeats, 

sf1, ~or~ *Æ of wWth Is apdooftabodUadby OS we_____ 

s..c,, aun,Ioxy or oft Is apdtelly -’--t’ Me orte 

36 Y’ Mt yt te tat LS1_Lat7 ky*cgt, sIlrJ&tyI, .yk 
SaoeyIfryI, 1a...., or 



WO1*6S130 401- 
p 

p_-_-

-’  

le Is lqte .o& - LL.jl, ,JkybuItt4. .yIaIfcml, .yWk,SIbt,& 

ktSIt LI..u.,W -A t(0)NI4Y’. -((0)O-T’ 

S dkA ___  lbM&A*IfAdbYNIAI ___ ___ 

.&nbSy% £7 _�1 JJ _ - 

at7Ia,1r 

(44ftyLt,4ea&ftyeeefaI.’ IbyMb,L,.L_,tq 

lb 

R’IB

ISSeI, slkmxy, Saytzy. .tp.p&ay, Mkty, ink_,k_7 

emdrmawhi if -IIL&tYI 

15 k’S *0. L_,I. eaInl, eli of..U.S b qdSiaUy_I_IltIIby.rmSe 
P 

4, 
irskS$tdh131, 

___ -_-’bybWaSgp -_  ad -

ala I 

20 pmtstRY -  ftflktadnSI w4 

S pbmmmwdim§y __,LIL. ak, hy.LL a.J.J,I fismKapbommbeadow 

____ -_ta,__;"_aft,L,-S....&uMvtcftin&.4. 

25 111.....J... 44fl’Y &&neII’ -____-. atli,itS I 

-_�"mall 

400 
t The.Sptasacea’tg$dSmI,..’ ns1ib3,tOtk’Is..L...,,Sd 

30 LLi_Lti_.L  s I I SdilKa 

pwm=wbd7,mow"blSamajIaIy -_-- nk,L,ttsohe 

t The ç_1toentfldthnI.ohm 

t1 



a 

aaS-- Sy ta$ttaA..la..n4aiS____fl,___j_� 

� IOZ at $i.tnt aecq*Mk 
a 

a IS &the jaiblu. 

5 

S. 

L’S 

R! is 

iO 

15 

to 

25 

t4f3 

30 

latgtDSIga4.wI-1-

ao1-. 

R’SO. ft’s.,, k4O}1’ffi- a 

.II4, lbycteaIneJl1LS.. 

SPOW -6 

e. belmontA a bctabcyclyl, Ma of a& baptionaftmAdheambyemmoomoft 

at’ t ES 

R ii h3tgui, 

atyl, bdseai% eØSLyt  htocydyl, si$iMoth& a cyvS&fttyla Ma of 

which is ctSaIIy IS-I-s1 by coo aa.t ftgmVmhdftdftdr 

aI4,uIkMylaaftI0PI, each ofwLLLb Optimally -’ Ibysaamv 

allphditMbIMMMIK 

na Islesmft3t 

k*qm beK dkA ~ st’nyt, MISk’l, or 

-, cto, osbozy, add bMIsostae, C(0).NY’Y2, 

.tyi. which ’S eptkm.Uy _k_IUUat by we a as .4’ In eabdftmm 

thay, aia is optSlly �i_I tad by w ant Mj 

Y’MY’aeathkrkr I 1,%,t19 1,at1ks,t_,I_I&.I,_, 

hSmmySIft.yI, - 

.&yl, alA  

kdru, adyl, aIsIfttyI, _7LJtL,J, m3laIkS3, tt.ywibiyl. 

bae.çØaIk4.iItmyI, .C(0).NrY’, -C(0)-O-1’, 

aayi, SkS$ & Ma of width Is tØozSty _IISILLJ by S, dbqvotbmn$ 

albaft" by bidkwç aa 

0 



OR 

WO 200081343 403- PCTffiS6 

YndYechSSidyhdmgen,ora&yl 

Y’lsalkyl 

Is hydiogta, halo, rarboxy0 cyano, alto, hydroxy, alky), alkenyl, alkynyl, haloaJkyl, t1ntfrnyI, 

NdMU*MA alkDzy, aiken$oxy, alkmy1oxy, ha!oalkozy, baloalkenyloxy orlm!oa&yryloxy 

S R5 and t1an each Independently, hydrogen. or alkyl and 

B’ Is alkyl, which Is optionally snbstilutth by one or morn aupbatic group snbatltnat, or 

myl, hdm=YL quMaMA httnooyyl, MIACYCIOPOWL cySa&ykiy4 � 

or cyt1oalkythewoaryI, each of which Is optionally substituted by one or morn ring 

group � * - 

10 or a phammocuticafly acceptable salt, hida a solvata tberoZ a pbannaecutiSly acceptable prodiug 

theruZor a pbannaceuticafly acceptable saft, hydzate or satiate of the pxodtug. 

6. The compound according to olalm 4, whorniru 

It Is R’502-, PIC(cO).NH- or 

IS R’ Is alkyl, axfl arylalkyl, hetaoatyl, beteivaz)’WkyI, hetrxtcyulyl, or-Nfl 

It  Is hydzoget, cycloalky], heterocyclyl, arylcycloalk% oycloalkylaiyl, 

hetwcaxylcycloalkyl. CyCIOaIkyIIItteTOaXyI, 

myIorhc,naiyJ, emb ofwhichls apdamdlysubsHWcdby&ky4 lmloarhaloalkyl, 

OT 

20 alkyl, wldch Is optioDalty nr&*nt,4 by cycloalkyl, nyl, or hcteroaiyl, wbthi the 

cy1oaIkyI, azyl or hat etnaryl is optionally substituted by alkyl, halo or 

baloalkyt 

It’ Is hydrogen or alkyI 

t2 is hydrogen, halo, alI’l, baloalkyl or alkoxy 

25 k3 Is acyl, cyano, carbozy, acid blolsostete, -C(O}.NY’Y2, 

ally1, which optionally substituted by hydroxy alkôxy, amino, alkybitafrmn or dlalkyiaalno. Or 

alkoxy, which ía  opdotally...1.dlLuLraJby hy&oxy, alkoxy. .m.I.n., alkyJ..h.. or 

dWkyliwftA 

Y’ sad Y2 am each lndependcatlyhydmgaa, akhoMmA azyiwæfoayl, hetnaiyMthfanyl 

30 arylamlno, htteioal$amfno, or 

atkfl which ls subafilated  

It4 Is hydrogen, acyl, aIk1suIfonyl, axylsuiflinyl, aiyfalkylsuwonyl, hetataryfalkyl, 

hdmnsylsaltyl, heteroaxylalkylw$fonyl, aryIall, -C(0)W?’, -C(0)-O-Y6, 

allyl, which is optionally substituted by catboxy, alkuzycaibonyl or acyl, or 
35 (C,-C-ally1, which Is mzhtmtedby hydroxy, alkozy, .. .S...  Owbudoo or dialkylamlno; 

and Y’areeachbdendendyhydrogenoralk 
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Y’lsa&yI 

R’ Is bydmgen, halo, cathay, cya1m nifro, bydroxy, alkyl, ha!oaIkyJ, alkoxy or halSkoxy 

it’ and R"axc each lndepaideraly, hydrogen a aIkyI and 

E is alkyl, asyl, hderaajyl, ojaloalkyl, bethzocyclyl, yloycloalkyl, or cyuloalkylaxyl 

$ or apawdiSIy acceptable lt hydra or SvnM tMrsZ a ph.. ..artiitfly aqSXa 

prvdmg thtreof, or a ph’.nn.litfly acceptable a hydrate or solvate of the prudrug. 

7. The compoimd according Walt 4, wbtxcfrn 

RIB R’803-, R’-C(=O)-?4H- wR’-SO2-Nff-

10 R’ Is alkyl, azyl, mylalkyl, berocyclyl or 

Rio hydrogen, cycloalkyl, btrocyulyl, arylcycloalkyl, cycloalkylaryl, 

aryl, which isoptfoaaflyn"’n’fbyalky],haloabaloatkyl or 

alkyl, which Is optionally substituted by cyclozlkyl a my!, wheraln the myl Is 

okoa sabstlfldth by alkyl, halo orbaloa1ky1 

is E1s hydmgen car alkyl 

Li a2 is hydrogen, halo ally], l3alaalkyI a alkozy 

Via sty!, cyano, carbon, acid bloisostere1 -C(0)-NY’Y2, 

alkyl, with optinnally subsmed bybydroxy, alkoxy, m=% alkylnino or dialkylamino, or 

story, which Is optionally m,bslitutth by hydroxy. alkoxy, ante, a&ylainbmn or 

20 dlalkylanilno, 

Y’ and Y2 are each iMeCnflb}tgrn, alkylsulfonyl, aiylsatyl, mylmithzo, a 

alkyl, which Is optionally mibstitutthby caiboxy a alkoxycabonyl 
R1 Is hythogtp, say!, alkylsnithnyl, atylsuithoyl, aiyia1kylsul6myl, arylalkyl, -C(0)-NYY, 

-C(0)-o-Y’. 

2$ ilky!, which Is opticimily substilutal by cmbny. alkoxytarbonyl or acy!, a 

(CrQ)-alkyj, which Is ..ITJil ntsI by hydmxy, alkoxy, arahie, alkylamino a dialkylanito; 

Y4aSY’&acachltpetflyh)togdnoralkyl 

Y’IsalkyI 

B? Is hydragmi, halo, caThay, cyano, alto, hydmzy, alkyl, baloalkyl, alkory or baloalkox% 

30 K’ and it7 axe each Indepeidently, hydiogen or ajA and 

ft’ Is sql, cyt!oalkyl, hetuocythyl, asylcyuloalkyl, or c)tloalkylmyl 

or a phamiacailiSly acceptable SIt, hydrate, or sdvata thnif a phnacetlly acceptable 

pjtdmg threoZ orapl-.i....-.uL-llyacccptablcSt,hydrate or solvate of the piodnig. 
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B. The compound according to claIm 4, wherein R Is R’802-, ora1..��11y acceptable 

salt, hydrate, or solvatc tbcraoZ ap1"� .. ..._uIL=.Uy acceptablepSrug thereoZ or apharuinceutically 

acceptable salt, hydrate or golvate of the podmg. 

5 9. The compound according to claim 4, wherein Rig R1S02-, arid R’ Is -N1t’W, or a 

phannaceutSily acceptable salt, hydra or solvute theicof, a pharmaceutically acceptable prudrug 

thatot or a plianiiaceo*feafly acceptable salt, hydrate or gamin oft prodrug. 

10. Thi c mpound according to claIm 4, wherein 

10 Rig R’SOr; 

Via -NR’lt’ 

R’ Is cycloalkyl, heterocyclyL atylcycloalkyl or c>vioalkylaryl and 

R" Is hydrogen oralkyt 

arapharmaceutically acceptable salt, LylwIc, or solvata thereof, a phannacanSily acceptable 

15 prodrug tharcot or a pbarmaccuticalty acceptable salt, hydrate or solvate of the prodrug. 

11. The compound according to claim 4, wherein B. Is RSO-, 2! is -NRV, It’ Is cyoloalkyl, and 

it" Is hydrogen or alkyl, or a pharmaceutically acceptable salt, hydrate, or solvate thcmoZ a 

phmmacadically acceptable prodrug theieot or a phannacaiticafly ancedab1e salt, hydrate or solvate 

20 of the prodrug. 

25 

12. The compound according to claim 4, whemlnklslt’-802-NH, ora$.....---"y 

acceptable salt, hydratu4 or state tbatoZ a pbarmacauffnally acceptable pmdnzg thmtof, or a 

phanriaceuticallyacceptable salt, hydrate or solvato of the prodrug. 

13. The compound according to claim 4, wherelnie is balo, ora1.1.."�"-l1y acceptable salt, 

hydrate, or solvate tlmxeoZ a pbarmaccutionNy acceptable prndmg thereof, or a plimniaceutleafly 

acceptable salt, hydrate or solvate of the prodrug. 

30 14. ito compound according to claim 4 wherthn it2 Is chime, or a Pharmaceutically acceptable 

salt, hydra or solvate, thereof, a pbannaceutically acceptable prodrag thereof, or a pbatftiaceuticaily 

acceptable salt hydrate or solvate of the prodrug. 

15. The compound accordbig to claim 4, wherein W Is alkyl, alkozy or haloalkyl, or a 

5 phmmaceatically acceptable salt, h)qkat or solvate thereof, a phmmacadfcay acceptable prodrug 

thereof, or a phaitiaceuticaliy acceptable salt, hydrate or solvato of the prodrug. 
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16. The compound accoitg to claIm 4, whcein R3 In methyl, metlioxy or or a 

pbmmicctfly acceptable, alt, hydrate, or sthwte thcot a pbaxmaceuficaliy acceptable prodnig 

thereot orad ...._,11yacpIab1esa1a,dmta orsolvateofthepmdaug. 

S 

17. The compound according to claim 4. whnln K3 Is .C(0)-NY’Y2, carboxy, acid blolsoste,t or 

alkyl substihatedbyhydwx or a pbrammardicedly azccptable St, hydate, or SoIVatatheitot a 

ph.nnan.tL.t1y acceptable prodrug timmot or a 14m. acceptable salt, hydrate or solvate 

of the prodnig. 

10 

is. The compound according to claIm 4, whereIn R’ Is�COOEL or a pharmaceotically acceptable 

a 

hydra or solvata thutoZ a pbzxmaceutftally acceptable prodrug thamot or a phumocutically 

acceptable alt, hydrate or solvate ofSprodnig. 

15 19. The compound accoiding to claIm 4, wheteln R’ is hydrogen, a&yl or arylalkyl, ma 

phanuacuticaliy acceptable salt, hydra or sc&vate tlmiw4 a phmmaceutSlly acceptable prodrug 

thereat or a pharmaceutically acceptable salt, hydrate or solvate, of the pithing. 

20. The compound according to claim 4, wherein K4 Is hydrogen, oraphamacarracally acceptable 

20 salt, hydra!; or solvats thacot a r1na&ruI L.11y acccptsble prodmg therat or a pbminaceuticaliy 

acceptable salt, hydrate or solvata of the piodnig. 

21. The compound according to Claim 4, Wherein le Is hydrogen Skyl, alkoxy, bydioxy, halo or 

ba!oalkox or apbu.....’Ik.flyacceptable salt, hydra or solvate thereat a pbannaccatfcally 

25 acceptable prodnig thncot or a ptk.n mnitIn TIy acceptable 
a 

hydrate or state of the prodnig. 

22. The compound according to claim 4, whcre1nR and R’ are both hydrogen, or a 

r".’’--’tT’-’y acceptable salt, hydrate, orsolvatat&reoZ a pharmaccatically acceptable prod  

thereat or a pharmaceutically acceptable salt, hydrate or solvata of the pindrug. 

23. The compound according to claIm 4, what 

it is t’$02-; 

flY Is -N1tP 

k2Is lialo 

3$ R’ Is -C(0)-NY’Y2, crairmy. acid blolsosteiç or alkyl suhstltuted by hydroxy. 

It’ is hydrogen, alkyl or alyIa&yb 
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it3 Is csiboxy, -CHrOI% C(0)-NH,. C(0)-NH-SO1-CH3 5oxo-4154lhydro-1,3,4-ondlozol-2- 

or 
tOH Me 

S R’ls bydrogen,methylorbenzyl 

it’ Is hydxogen, cHow, hydmxy, methyl, Isopropyl, t-butyl, ’nethexy or trll1uoinniethox and 

and it’ are ba& bydrogui 

or a p!’ n’.- .IT.. Tly accq3tabIe saX hydra or solute thmvoZ a pbammceutiily aeptabIe 

prodrug thereoZ era pbannaccuticafly acccptable salt, hydrate or solvate of the pmdrug. 

10 

26. The compound .,aaud6g to claIm 4, whereirn 

lUs it?so2-; 

k is -NRt 

It’ Is cyclohOPMAD, cyclohcplane-mcthylai cytlohexnn cyclohezmiemethySe, 

15 oyclohexmt-ethyloe6 cyolopenlanc, bfayolo[2.21]heptaiie6 ludanyl, 

tonhydropynmyL 

tdcyoloj3i.1J3.7jdaue-methylcne, Isopropyl ta4yI, n-hexanyl, bcn’l, cr4-

frffiuorometh$-beazy4 

k Is hydrogen or methyt 

20 lt2ls cHoro; 

10 Is �. O> 1AI-2-yl; 
�270 

OH 

4NOa -1-4-0; 
ft4 Is hydrogen, methyl wben 

25 Alm hydmgen, chIoro hytoxç methyl; Isopropyl, t-butyl. methoxy or thfiuommelhoxy and 
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R6andk7ambothliydrogti 

or a phaxmaceatfally acceptable sall, hydS or selvata thouZ a pbmncentically acceptable 

pxodmg thexe& or a pbsxmacetlly acceptable salt, hydrate or solvate of the piodrug. 

5 27. The compound according to claim 4, w]ierS the compound Is of Formula (U): 

ma phmmaccutially acceptable salt, hydrate, or solvate thcatoZ a pharmaceutically acceptable 

prodnig thereat ma pliamaceutlally acceptable salt, hydrate or salivate, of Ike prodrug. 

10 

- 2E. The compound according to claim W. whereIn It’ Is cycIoalkyJ hetemoycly!, aiylcycloalkyl or 

oycloa&)tiyl, aM It" Is hydrogen or alkyl or a phatmaceutically acceptable sit, hydrate, or solnte 

tharc4aphomwoudicallyacceptablapodrug thacoZ ma phnmacntfeally ---jAaL1a salt, bydmte 

or solvate of than prodmg. 

15 

29. The compound according to claim 27, whereIn It’ Is cycloalkyl, and it" Is hydrogen or aIkyl 

or a pharmacculically acceptable salt, LjdSo, or soMlo thereat a ptu.rm-..ifr.sUy acceptAble 

jauS..g thereat or a pbamaceufi&fly acceptable nit, hydrate or solvate of the pxodmg. 

20 30. the compound according to claim 27, whereIn R2 Is halo, or, a pbammceuticauy acceptable 
salt, hydrate, or state theitot a pliamzacetlly acceptable prodmg thereat ore phminaccutkafly 
acceptable salt, I.yludc or acivate of tim pmdmg. 

31. The compound according to claim 27, wIno V Is obloro, or a phatnacally acceptable 
25 salt, hydra or solvate thereat a pbannacetlly acceptable prodnig thaeaf or a phamiacunUaliy 

acceptable salt, hydrate or solvate of the piodnig. 

32. The compound according to claim 27, wherein ft2 Is alkyl, alkoxy or haloalkyl, or a 
phnacentleafly acceptable salt, hydrate, or saints tbwteot a pbnaceuticafly acceptable prodrug 

30 thereat or a phsnaseeuffcaly acceptable salt, hydrate or solvate of the piodnig. 
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t’ is ht dttbyl L4.4,1. tbatyl, seWimy bl&. 

oraphuboxdmy-, -_!t alt, b,beb or.... snaeuotSiIys- ; 1 

Omworaomow"kaftmoldbo%hyd’dow

30 42. The ra, siit_g w dsIa 27, tda 
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R’ Is cydaqftoe. ccVflb$ira, rt � ..S.Li., .yddao-

dbyIui qokpedsia WDYGK=Ipqtm%
 btiyl, tlth0tpy7ai$, 

bIcm1433.LI3.7Jdecan.4ISbyIaI L..,,I. LJJ4, nba&bi*4or4-

5 Rh btgiwaiSzy% 

R21s cblau 

INCIial.a.7, -c4Q).N1%i, 5-cxo-4,sdibto-1,3,4aadbait-2-yl. 4oH 

10 R’Is hydm.i,inSh$wbatsM 

P! I. hydiugai, chIa hytzy, mShyI, t.butyI. mty 

ora  a__ LJ, )J’ 

jrodmg SeoZ tJy j,sAls tVIOISUS d&C4W&. 

15 43. The oompond wdwpbmmavocd=W scoqbNc t piodnig wcorft to ddm 1. which 

k 

N4cMscsam4ndoI-3-?IasIc soik 

20 {2-(4 ucld 

Naas’-ssk S4 

Sd 

C t244-Okro-3-IIaxopyIsIraoyIc&iyt)-1H4MoI-3-yIl-tMIc add 

aS& 

25 (4L 4$ni$sjay4fl4S3-yfl..te Sd 

{2-(4-aIoro-3-(cyc1thçIyh$-udSao$)yIJ4R.SoI.3-yI}acedo thd 

(2-(4-Okzo-3-jc*(3i.1j3.1)der1-yImethyt}cItamoyI}çhs$}-1H-4ndS-3-y.eedc 

30 acK-

- 
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[2yclohy1mIfatW-methozy-phcnyl)-1H-hido1-3-yl3-acelic aold 

I243-Mo4ctlobnftnIlitny1)-1H-bdo!-3-yU-att acid 

obnymIfm’ay14yl-phtnyl)-1B-4ndth-3-yl).azdio acid; 

p.p-C)t1ohyu1foy1-5mflumtEtth)1-PS1yD-1Btdtil-3YH-aVeliC acid methyl S 

5 (234yolohaylsnithmoy1-54friThinn.i ,..J1,y4Ih-1H4So1..3i1}aG add; 

Sd; 

{244chloro.3-(cyc!ohazncarbonyl-amhio)pheny13-lHrfndo1-3-yl)-aceth acid; 

2<4Chin o-3.c)vlohaylRnWnnyl-phenyl)-IH-lndolo-3.cazboxylio add; or 
- 

2-(4411wo-3-cyclobty2gu1fatnoy1-phezy-lB-Indok.6-cathozylic =K-
10 410 or a phaxmacaitically acceptable alt, hy&t or so}vab threat 

44. A pbaimacczzHcal composiduacompdtgapL.....II.11y efflin amount of the 

compound atcardhig to claim 1, or a pbaxmaceutieaUy awqtdAa salt, hydmtc, or salvala thnoz a 

pibsa...... LIh4Ty acceptable prodmg thereaZ or a pharumoadloaffy acceptable salt, hydrate or solvate 

15 of the prodnig, In admixiwo with a plmrtnawSntly aocqgahle cet. 

45. Apk.nrTTt4en1 cownslfon c...1nLdng apbmniac1lvalIyeflva amount OftIIe 

compound e*mardlng to claim 4, or a phannaixtitically acap1able salt, hydmte, or solvato thtrcoZ a 

pbannaca’ttcally acceptable prodrug thcof, or a pbanimccdcally acceptable salt, hydrate or solvat. 

20 of the prodnig. In pdnttnre with a phatmaceulicafly acceptable carrlrz. 

46. Amethod rortreatlng an allmgio dlsaase, syBtnlc mntocytaiis a ftorderaccomporded by 

syszcndc mast cell aothaSn, anaphyIals shock, brwrchSilctfon, bronchitis, mISS, amman. a 

discasca accompanied by itch, a disease which Is 8ni.rTI seoflEdalily as a result of behavior 

25 accompanIed by itch, kit....iIn,, clunnjg obstitc!ivepnlnmiiaiy dIseases, hn!k repaftthna 

bjay, ccrdnowsailar accltnt, cb=bdwmnaWdmtb*Nplmrisy.mubmadmaoITttstoapdlmd 

result ofbebav1Grw.a.asr.JaIby1IuhIs cetaict, tellS Inflatnmatfoi, Mackinaw 

� 

3$ 



c�I 

49. Amethod of Lz.11"g apatientiW.J.flomanaUetgtadisse, ftiapat!entltndthtrcoZ 

comprising.dmlntsthbig to the pdT..t a p*.Tnm- Ii. 11y vffiUtvo count of the compound 

according to claim I, on phanuaccutically aaxptab!c salt, hydra or solvate tbcruZ a 

pharmaceutically acceptable piodiug thetcot or a p7 u..rnctitfrlly acceptable St hydrate or solvate 

15 oftheprodnig. 

20 thercot OT a phmmaceudcally aeptab1e SI, hydrate or saints of the piodrug. 

51. bnthert4comprisfngadminlstet1ngto 

the patient api.nnncnnttly active amormt of the compound according to claim 1, or a 

phanbaaeuftcafly acceptable salt, hydiat or saints thereof, a plo... . 1hfly acccptbIo plOdtUg 
25 dmed"apbanna=WtmflyacwpWblom%hydmtowsolvateaftheproftg. 

52. A method ofi.dg allemjodm....Iflr.. lo apt needthereoZ .n4ikt.admldster4ng 

to the patient a pharmaceutically effective amount of the compound a.&g to claim 1, we 
pit... ....IkmBy acceptable salt, hyds or aclyate the’oZ apbarmaccutfSly acceptthlc pmdmg 

30 thaeoZ orapbatmoccuticallyacceptabig salt, hydmteor solvateofthe pxoditg, 

53. A method of isug allergic cnwmtivItIa In a patl&it In need themof comprising 
administering to the patient a pbmmaeeutloally active amount of the compound according to claim 
1, oraplmmaaccutfcallyaccepffiblesalt,hydmle, orolvztotbeoZ apI........=tL..ttyacceptabie 

35 pxodrngthereof hydmteorsolvatsoftheprodnig. 
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55. Aplmxmacaitical composltloncomprfslngapk. ..._.lL4Iy efibotive amount of  
compound according to claim 1, a compound selected from the group consisthigof an .iMhI.J.,,i,,.,, a 
leukotæene antagonid, a beta agonist, a PDE4 Inhibitor, a TP atitagonist aid a Cs’ThZ azdagonit,læ 

10 admlxtnuwltb a12’.. .._..dn.11yaecqdab1e canter. 

56. Thcphannacaztleal composition ac&atgto claImS!, wherein the .mtThLL....t.. 13 
fexofenadino, Ioratadfat or JllzMim, die Ienkoftleae antagonist Is montelukast or mffdukazt, the beta 
agonist Is albutwil, salbutaul or teztmtaline, the PDE4 inhibitor is tnfl,. un_or dilomilast, the TV 

15 antagtmlst is Ramabubaa, aM the Th2 antagonist Is Rairatoban. 

ME 
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2-FENILINDOLES COMO ANTAGONISTAS DEL RECEPTOR DE LA 

PROSTAGLANDINA 02 

Este sdilcitud rcMndlca ci beneficlo do to Solicitud Provisional do Estados 

5 Unldos No. 601647.307, presentada ci 26 do enoro do 2005. 

Campo delalnvonclón 

La presente hivenclOn so inflate a compuestos do 24e0ndol, a so 

preparatiOn, a corn posiciones farm acOuticas quo contlenen ustos corn puestos, 
y 

a all 

10 uso farmacdutico an S batamSto do estados do enfermedades capaces do set 

modulados por to InhibiclAn del receptor do Is Prostaglandins 02. 

ANTECEDENTES DE LA INVENCION 

Sc he dam ostrado quo Is oxposiclOn local a alorgenos on paclentes con dnitls 

15 alØrglca, esma bronqulS, conjuntivllls alOrgica 
y dermatitis atopfca produce one rapida 

elevation do los tdvelos do au.1agIandtha 02 (PGD2) an los fluldos do lavado nasal 

y 

bmnqulal. lâgdrnas 
y 

fluMos de cÆmaras cutàneas. La PGD2 hone inuchas acciones 

&iflamatodas, tales como auffientar Ia pennesbilidad vascular on Ia ccnjuntWa yen Is 

pie!, aumentar Ia resistencla do [as vias resphtoflas rtasales, at estmcharnlento do las 

20 vIes resphatortas 
y 

Is InifitinclAn do easlnAtllos an Is conjuntiva yen to traquea. 

La PGD2 as ci producto principal do Is reactiOn cataflzada per Is 

ciclooxlgenasa sabre S Acido araquldonlco producido par los mastocftos tins one 

exposlclOn ktniwwltglca IIsNls, RA, Soler NA, Diamond PT. Austen KE, Oaths JA, 

Roberts LI H, Pmstaglanthn D2 generation after activation of rat and human mast tails 

25 with anti-19E, J. ImmunoL, 129. 1627-1631, 19821. Los mastocitos activados, one 

fuonte importante do PGDZ son iwo do los psilelpantos dave an Ia creation do Ia 

respuesta altglca an trastomos. tales corno S asma, rinuls alOrgica, conjuntiviffs 

&OrgI, dermatitis atergica y otras eNermedades (Brlghtllng CE, Wedding P. Pavord 

ID, Wardlaw M, New Insights into the role of the mast cell In asthma, C/in. Exp. 
30 Allergy, 33, 550-558. 20031. 

Muchas do las accienes de In PGD2 eMM medladas a travØs do so actiOn 
sabre at receptor do prostaglandina do tipo P (’DP, on receptor acoplado a Is 

Proteins G expmsado an at eplello yen S mUsailo goo. 

En at soma, desde hace tnucho tlempo so he reconocldo quo at oplteflo 

35 resplratorlo as una fijente dave do citoqulnas inflamatnflas 
y 4ulmlcqulnas quo dMgen 
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[a pmgrosion do Is enfermedad fliolgate S. tackle P. Wilson S. Roche W. Davies D. 

Bronchial Epithelium as a Key Regulator of Airway Allergen Sensitization and 

Remodeling in Asthma. Am. J. Respfr. Cit Care Med., 162, 113-117, 20001. En tin 

modelo experimental msnlno do same, at receptor do OP esth espectacu!arineflto 

5 sobrerregulado an ci epiteflo do las Was respfratodas has Is exposlclôn  a antigłnos 

IMatsuoka T. Hhala M. Tanaka H, Takahashi V. Murata T, Kabashlma l( Sugimoto V. 

Kobayashi T. Ushikubi F. Me V. Eguchl N. Urade V. Yoshida N, Kimura 
ic 

MIZOgUCIII 

A. Honda V. Nagal H. Nanimlya S. prostaglandln 02 as a mediator of allergic asthma. 

ScIenca, 287,2013-2011,2000]. En ratones ’knockout’ quo carecen del receptor DR. 

10 hay una notable reducclon do Is hlporactMdad do las Was resplmtorlas y Ia hiflamaclofl 

cronlca IMatsuoka T. Hiram M, Tanaka H, Takahashi V. Murata T, Kabashhna ic 

Sugimoto V. Kobayashi T. UslilkUb) F. Me V. Eguchl N, Urado V. Yoshida N. Kimura 

K, Mlzoguctd A, Honda V. Nagal H, Nanxmlya S. Prostaglandln 02 as a mediator of 

allergic asthma. ScIence, 281,2013-2011, 20001; dos do las carecterisficas cardinales 

15 del asma humana 

Tamblen so planes qua at receptor do DP estâ bndo an Is rinws alØrglca 

humana, una enfennedad atØrgICa frecuente quo so caracteriza per los sintomas do 

estomudos, picores, rinorica y congestion nasal. La admhilstraclón local do PGD2 an 

to narlz produce tin aumento dopendlonte do Ia dosis do Is congestion nasal [Doyle 

20 WJ, Boehm S. Skoner DR. Physiologic responses to Intranasai doss-response 

challenges with hlstamhe, methachollne bradykinin and prostaglandin In adult 

volunteers with and without nasal allergy. J. Allergy Clii. ImmunoL, 86(6 Pt 1), 924-

935.19901. 

So he domostmdo quo los antagoStas del receptor OP mducen Is inilamaclOn 

25 do las Was respliatorlas an im macfain do asma expethnental do cobaya [Mmrua A, 

Vasul K, Kishino J. Asanuma F. Hasegawa Ut Kakudo S. Ohtanl M, Nile H (2001). 

Prevention of allergic Inflammation by a novel prostaglandin receptor antagonist, 5-
5751, J. PhantiacoL E. Thor., 298(2).411-419, 20011. Par In tanto, to PGO2 pareto 
actuar sabre at receptor OP y desarnpefta urn pope] lrnportante an Is apartcion do 

30 dertas caradeilsticas dave del same aMrgfto. 

Be he domostmdo qua los antagonistas do OP son oficaces We ailviar los 

sintornas do Is rinitis alergica an tnüwples espocles y, mds especlflcamente. so he 

demostredo quo lnhlben Is congestiOn nasal Inducida per antigonos, at sintoma mAn 

Wants do Ia rinitis alOiglca [Jones. t R., Savoie, C., Robichaud, A., Slurino, C., 
35 Scheigetz, J. Lachance, N., Roy, B, Boyd, M., Abraham, W., Studies with a DR 
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receptor antagonist In sheep and guinea pig models of allergic rhinhtis, Am. J. Reap. 

tnt Cam Mad., 167, A218, 2003; y Mmwa A, Yamil K, KishInO J. Asanuma F, 

Hasegawa H. Kakudo S. Ohtanl M. MIs H. Prevention of allergic hdlatnmatlon by a 

novel prostaglandin receptor antagonist. 8-5151. J. Phai’rnacot Exp, Thor., 298(2), 

5 411419, 2001]. 

IMS antagonistas do In UP tamblen son eficaces an modelos experhuentales de 

conjuntivitis alergica y dermatitis alØrgica [Mmura A. Yasul IC Kishino J, Asanuma F, 

Hasegawa H, Kakudo 8, Otdard M, kits H. Prevention of allergic Inflammation by a 

novel prostaglandin receptor antagonIst 8-5751, J. Pharmaeol. Exp. mar., 298(2), 

10 411419, 2001; yToTisu K Kobayashi K, IWahashi M, Nakal V. Onoda T, Nagase T, 

Sugimoto I, Okada V. Matsumoto R Nanbu F, Ohuchida S. Nakal H. Toda M. 

Discovemy of a new class of potent selective and orally active pmstaglandln Or 

receptor antagonists, Bioozg. & Mad. Chain., 12,5361-5378. 20041. 

15 SUMARIO DE LA INVENCION 

La presents Invenclon as refiere a an compuasto do Ta f6rmula (XV1) 

an Ia quo: 

20 Res RtSOr, R’SO-, A’S-, RICO, R-C(0).NH-, o RBSOaNH; 

Wes aiqullo, alquenilo, o a! 4ulnBo, coda uno do los wales asia opclanalmente 
susliluldo con anD o mba gnipcs sustlhiyentes ailfØticos, 

cIcIoalu HO. cleloalguenuo, axo, hetemarllo, heterociclllo. Piete rociclen Ho, Q 
alcarilo multicldllco, cada uno de los ujales esth opclonahnente 

25 suslltuldo con one o mas gropes sustltuyentes do anillo, o 
-NRfr cuando R as R1SOr 0 RlCO; 

It as hlditgeno, 

aiflo, tietemarilo, cicloa!qullO, cicloalquenllo, hetorociclilo, 

heterociclenl!o, 0 alcarilo mutticldico, cads uno de los cuales 
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esta opcfonalm ante susifluldo con uno 0 mM grupos 

sustituyontos do anile. 0 

aiqullo. alquenilo o aiqulnilo, code uric do los cuales estØ opcfona!mento 

SUStIIUIdO con uno 0 mØs grupos sustlluyentos alifaticos; 

5 Fr as hldrtgeno, aTquilo. alquonilo o aiqulnulo; 

R2 as hldthgono, halo, aiqUllo, aiquonilo, alqulnflo. haloalquflQ. Moalquenhlo. 

Moniqulnilo, aicoxi, aiqueniloxl o aiquinfloxi; 

as acuc, claim, caiboxi, Æcldo blotsostero, -C(0)-NV’V2, 

arollo o heteroaroffo. cods one do los wales oath opclonalm ante sustiluldo con 

10 uno 0mM gmpos sustltuyentas do anlilo, 

aiqullo, aiquonilo a aiqulnilo, coda into do los cualos asia opclonalmonto 

sustiluldo con into o inks grupos sustltuyentos allfâticcs, 0 

alcoxi, alquot o alquhuloxL code one do los cuales asia optic no hnente 

sustituldo con uno 0 mM gnipos sustltuyontes aHMUccs 

15 son coda into indandiontomente Wdrogeno, alquilsulfonulo, 

aifisulfonHo, arilamino, hoteroarilsulfonllo, hotoroarilarn (no, 0 

aiquflo, alquonilo 0 aiqulnilo. coda into do los wales asia opt!onahnento 

susthuldo con uric a mM gms sustituyentes alifaticos; 

as hidrag one. ado, arollo, hotoroarilo, alquilsulfonifo, arilsulfonilo, 

20 aælalquRsulfonuo, hatemafil sulfa nile, hotoroarilalquusu!fonk, -C(0)-NV’ V5. - 

C(0)-O-V°, 

aiquflo, alquenhlo a aiquinilo, coda tine do los cuales asia opefonatmonte 

sustlbMdo cob attic, hotoroarilo, corboxi, alcoxicarbonulo, 

affihiocarbonflo, aiquflaffihiocarbonflo, dlalquilarnlnocarbonflo, amilo, 
25 hateroaroflo 0 Sb, 0 

aiquubo (C2-C8), alquonilo o aiqulnulo, coda uno do Los cuales osta sustituldo con 
Mo. hldso4 alco4 amftio, alquulamlno 0 dlalquilamlno; 

V’ a V° son coda uno Independlentom onto hidrOgeno, aiquflo. alquenflo 0 
aiqulnilo; 

30 V’ as abquilo, alquenilo 0 alquht; 

Wes hldrôgeno, halo. caitoxi, claim, nhtro, h1dro4 alqullo, a! quenilo, aiqulnilo, 
haboalquflo, haboa!qu anile, hSalqulnlbo, alcoxi, alquan}boxl, abqulnflo4 
haloalcoxi, ha!oalqusnfloxl o hatoalqulnuo,d; 

R° yR’ son coda into hidepundlontem ante, hldrógeno, aiquilo, alquonubo 0 alquhillo; 
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as alquuo. alquenilo, o aiqulnilo, code uno do los cuales asia opdorwlmonte 

susfituldo con into o mes grupos sustltuyontes ailfAlicos, a 

wHo, hatotoatilo, clotoalquilo, cicloalquonllo. hatorociclilo, heteroc!ci anilo, 0 

alcarilo multicicflco, code into do log cualos osth opclonalmonta 

5 susululdo con uflo 0 rods grupos sustltuyontos do anlilo; 
y 

ii as do I a 6. 00 cuando R3 as carboxi, Æcldo blolsôstero, o-C(0)-NY1’æ 

con to condiclOn do qua cuando R1 as amino, ontonces R’ as hldrógeno 
y 

n as 

do I a 6; 

0 mi sal fwTnacØuticatn onto acaptablo, hilrato 0 solvato, su profØrmaco 

10 faun aceut (cam onto ace ptable, o una sal farm aceuticam onto aceptabl% hId rato 0 

solvato del profArmaco. 

Otro aspecto do to presents Invenclón as una composiclOn farm aceutica quo 

compronda una cantidad famiaceuucamente eflcaz do uno 0 tilAs compuostos segUn 

Ia fØnnula (XVI). 0 su sal fwinacOuticameide aceptablo. hidrato 0 solvato, Mi 

15 profàrmaco U naceuficamonto aceptablo a una sal thnnacØuticamenta aceptable, 
Li hldrato o solvato del profannaco. mezclado con cm vohlaxlo fwmacØuucamonte 

aceptable. 

Otto aspecto do Is presents hwonclOn as cm rnØtodo wia tratar a cm paclente 

quo padeco Un Irastomo medlado par PGD2 htcluyendo pen, sin limitation, una 

20 enforniodad alOrgica (tel come rhiltis alergica, conjunhlvltls aMIUJL, dermatitis atOpica. 

asma bronqulal y alergia alirnentarla), mastocitosis slstOInIca. trastornos acorn pafiados 

per activacion do mastocitos slsMm Its, choque anatllhcflco, brocons tfl colOn, 

branquftis, wticada, eccema, enfennedades acorn pa1adas par p1cm (tales come 

dermatitis atop Ica y urticarla), onformedados (tales como cataratas, dasprondim (onto 

25 do retina, h’iflamaclon. InfecciOn 
y trastomos del audio) qua so goneran do forms 

socundaæa coma reStado dol comportatnlonto quo acompafla al picor (tales comb 

escafliicactones 
y 

contuslanos). InflamaclOn, enfarm ad ad pulmonar obstructive 

crOnica, lesion par reportus IAn IsquŁitilca, accidents comb rovasc ular, artritls 

roumatoldo crOnica, plewosla. Sub ulcemsa 
y 

slinilares per media do to 

30 administratiOn a dicho paclente do una cantidad farmacØuticamonte eflcaz do un 

comI)uasto segUn to fOrmula (XVI), 0 su sal fannacAuticarnenta aceptable, hidrato a 

solvato. su profannaco farm aCO*IOCam onto aceptable, 0 una sal farniacOuticam ante 

aceptablo, hldrato 0 solvato del profAifliaco. 

35 DESCRIPCION DETALLADA BE LA INVENCION 



USAV2003/-0155 WO 

/Y 

Oeflnlción do los tØnninos 

Como as he usado anterlormente y a To largo do Is doscrlpciAn de Ia InvenclAn, 

dabs entendeiso quo los sigulentes tOrminos. a menos quo Be Indique to confrMo, 

fienon los sigulentos significados: 

5 Addo blolsostero" significa on gnspo quo liens similitudes qulmicas 
y 

flskms 

quo producen, an Mrminos generates. pmp!edados blologicas shnllaros a Wi giupo 

cathod (vOasa Upinskl. Annual Reports In Medichial Chemishy, Blolsosterlsm In Drug 

Deslgrf. 
a 

283 (198$); Yuri, Hwahalc SeRys, "Application of BIOISOSICTISIU To New 

Drug Design",, 576-579. (1933); Thao, 1-luaxue Tongbao, "Blolsostoric Replacement 

10 And Development Of Lead Compounds In Drug Design", 34-38. (1995); Graham. 

Theochem, "Theoretical Studies Applied To Drug Design ab Inhlo Electronic 

Distributions In BlolsostereC, MI 105-109, (1995)). Los ejemplos do los Æcldos 

blolsAstems Incluyen -C(0)-N HUH, -C(0)-CH20H, -C(0)-CH2SH. -C(0)-NH-CN, 

sulfa, fosfono, alqullsulfonllcarbamoffo. tetrazolilo, arlisulfonlicarbamofto. N-

15 metoxicarbamollo. heteroarflsulfonilcarbamollo, 3-hldroxl-3-ciciobuten-1, 2-dlona, 3,5-

d1o)(o-1 .2,4-oxadlazofldlnilo, 5-ox o-4,5-dlhldro-1 .3. 4-oxadlazol-2-ilo, 0 

hidroxihoteroarilo tat como 34hldmxllsoxazolflo, 3-hldroxl-1-metflphazolflo, y sim flares. 

Adflo" significa H-GO- 0 (grupo alitâtlto a cldul)-CO-. Un acifo particular 

Incluye aftmno Ito hiterlor quo conlieno urn aiquflo Inferior. Los ejemptos do ado 

20 Lncluyen formilo, acetilo, propanoflo, 2-metlipmpanollo. butanollo, palmftollo. acrifotlo. 

pmptno Fin 
y 

ciclthoxilcarbOnilo. 

AJffàIJco’ signilica aiqullo, aiquotdlo 
a 

aiquinflo. 

Los grupos sustltuyentes allfaticoC lncluyen acflO. halo, nitro, clano, hldmxl, 

aicoxi. aiqueniloxi. aiquhifloxi. haloalcoxi, haloalquenflo4 hSaIqUInHOXI, ad! oxi, 

25 hetemaruO4 amino, aiqullamlno, dla!quflatnlno, arfiamlno, heteroarfiamhio, carboxi, 

alcoxicarbonilo, arlloxlcazbonllo, heteroariloxlcarbcnllo. arilalquffoxlcarbonflo, 

hetemarflalqufloxtcasbonflo. amhtocarbonilo, aiquflamlnocarbonilo, 

dlalquilan,hiocarbonUo, arollo, heteroarollo, cicloalqullo, cicloalquenllo, arUo, 

heteroafilo, heterocicluo. hetemciclenuo, 0 alcarllo multictdflco, en los quo at ariloxi, 

30 heteroariloxl, ariloxlcaibonilo, heterowlloxlcarbonllo, aiflalgulloxlcarbonflo, 

heroarilalqufloxlcarbonilo, arilamino, hateroarilamino, arollo, heteroarof to, cicloalquflo, 

cic!oalquenflo, arilo, heteroarilo, hetemciclUo, hotorociclenifo, a alcaiflo miflhlciclico 

Independlontemonto estÆ opclonalmente sustltuldo con uno 0 mOe gmpos 

sustltuyentes do aniflo. 
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’Alquonflo signifies un grupo h!drocaxbum allfâtico lineal o ramificado quo 

conhlene tin doblo enlace carbono-carbono y quo tiono do 2 a aproxlmadamente 15 

Atomos do carbono. tin UIqUBnIIO particular tone do 2a aproxlniadamonto 12 Atomos 

do carbono. tin aiquenilo mM particular tone do 2 a aproxlmadamente 4 âtomos do 

5 carbono. Raft Ificado signifies quo uno 0 mM do los grupos aiquilo lnftdor tales come 

metho, eIIIQ o propilo so unon a wia cadona do aiquenilo lineal. A!quenflo Inferior 

signifies do aproxlmadamente 2 a aproxlmadamonte 4 Atomos do carbono an Is 

cadena quo puede sot lineal o ramificada. Los ejomplos do aiquenilo Incluyon etenilo, 

pmpenflo. n-butenfio. 1-but wiflo, 3-metllbut-2-onllo, n-pentenflo. hoptonifo, octenfic, 

10 cicbhoxllbutenllo 
y 

decenilo. 

"Alquonlloxr signflles tin grupo alquon!l-O- en S quo all grupo aiquenilo es 

coma as he descrito an S presents documento. Los ojomplos do grupos a!quonlloxi 

fttluyen sillS, 3-butonlioxi, yshnilares. 

AlcoxI sign Iflea alqull-O-. Los ejomplos do alcoxi Inchiyen metS, etoxi, it-

15 pmpoxl, (-propoxi. n-butS 
y 

heptoxi. 

LI aNcoffo significa alquff-O-CO-. Los ojemptos do alcoxlcarbonfio 

lncluyen TnetoxlcarbonHo, etoxicarbonflo y t-butfloxlcajbonilo. 

"Alquflcr slgnlflea tin hid rocathuro ailfatico lineal o ram ificado quo tune do I a 

apmxlmadamento 20 Ætomos do carbono. Un aiqullo particular liens do I a 

20 apmxlrnadamento 12 Atomos do carbono. tin aiquflo mM particular es aiquilo Inferior. 

Ramlllcado significa quo imo o mM do los gnipos aiqullo Inferior tales como metilo, 

We o propila so men a una cadena do aiquffo lineal. Nqullo Inferior significa do Is 

apmxlmadamonte 4 Ætotnos do carbono en (ma cadona do aiquflo lineal quo puedo ser 

lineal o raffihficada. 

25 ’AlqugamkW slgnilica alquu-NH-. Un aiqullam Inc particular as aiqullam Inc (C,-

05). Los ejefliplos do alqullamino hncluyen motilamino y etilamino. 

"A!quileno slgnlflca urn hid rocarburo bivalents lineal o rarnificado quo tieno do I 

a aproxlmadamente 15 Memos do carbono. Un aiqullono particular es el aiqulleno 

Inferior quo lions do I a aproxhnadamente C Ætornos do carbono. Los ojemplos do 

30 alquonfloit hicluyen matBeno, efileno, propileno y butflenos. 

Alqullsulfonflo signifies alqu U-S °2. Un aiquilsuifanile particular es 

alqufisulfonuo (0,-05). Los ejemplos do aiquilsulfonflo lncluyen Cl4SO y CH3CH2-

sot. 

Alqijflflo’ sign!?ica im alqun-S-. Los ejein pies do alquUhlo tncluyen CH3-S-. 
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"Alquhiflo" slgnlflca an hidrocarbum ailfalico Ihrnal o ram Ificado quo cant lone Un 

triple enlace cathono-carbono y quo tieno do 2 a aproximadaiflonto 15 Memos do 

curbono. Un alqulnllo particular tiono do 2 a aproxlrnadamente 12 âtomos do carbono. 

Un aiqulnilo mM particular lions do 2 a aproxlmadamonte 6 Mamas do carbono. 

5 Rarniflcado significa quo uno o mØs do los gnipos aiqullo Inferior Was coma metllQ, 

otllo o propilo so anon a una cadona aiqulnhlo lineal. "Aiqulnilo Warke 614jd&ti do 2 a 

aproxlmadamente 4 âtoinas do carbono an una cadona do aiquinflo lineal quo puede 

sw lineal o ramificada. Los ejeniplos do aiqulnilo lncluyen otinflo, propinilo. n-buth’rllo, 

2-butinilo, 3-metflbutlnilo, n-penthiflo, heplinflo. octlnhlo y decinflo. 

10 "Nqulnllox? significa tat grupo alqtdnil-O- an of qua at 9TUpO aiquoullo as cairo 

so he descrito an oslo documento. Los ejom pica do grupos aiquinfloxi bicluyon 2-

pmpinlloxl. 3-butbilloxi, y simliares. 

’Aroflo significa aril-CO-. Los ejemplos do arollo lnctuyen benzolto y 1- y 2-

nafto lb. 

15 OAtUcr signlflca un sbstenia do aniOns monoctclicos 0 multicicilcos aromØticos do 

aproxirnadarnento U a aproxftnadamente 14 Memos do carbono. Un at particular 

Incluye do aproxhnadamonto 6 a aproxltnadamonto 10 Ætoinos do carbono. Los 

ejomplos do aribo lncluyen lenin y naftibo. 

ftrnabcoxr significa arllaiquil-O-. Los ejeinpios do arbialcoxi irccluyofl bencHoxi y 

20 1-0 2-naftilenmetoxl. 
aAIuatcoXlcarbonhlou significa aria! qufl-O-CO-. Los ejeinpios do 

ajilalcoxlcarbonilo lncluyen fonoxicarbonilo y naftoxicarbon no. 

SMIaIqUIIOW significa aril-aiquil-. Un arUalquilo particular contlene an rook) 

aiqullo (C1-05). (.05 ejompbos do arblaiquffo lnc!uyen boncilo, 2-fenetilo y nafiflorimetilo. 

2$ ’Mla!qultsulfOnUo significa arll-alqufl$O2-. Un axflalqu!bsulfonffo particular 

contleno tin resin aiqullo (CI -C3). Los ojotnp!os do arilaiquflsulfonflo hictuyen 

bencllsulfonflo. 
anquilflo signitica arllalqufl-S-. Los ej em p1 Os do arilaiqullifo htc!uyen 

30 Nflambtot signlfica artl-NH-. Los ejemp!Os do arlbamlno lncluyon fanllambno. 

Mlcicloalquenilo’ significa tin aria y cicloalquenhlo condensados. Un 

azfticboa!qUonhbo particular as equal an ci quo su wOo as feniloy & cicloalquenuo so 

coinpone do aproximadamento S a apmxlmadamonto 7 Memos an el aniOn. Un 

arllcicloalquenhlo so uno a travØs do cualqulor Øtomo del resto cicloalquenlbo del fl Ismo 

4 
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capaz do tal union. Los ojemplas de arllckcloa!quoni to tncluycn 1 2-dthldmnaftffono a 

Indeno. 

Aril*!oalquflo significa un ariloy cicicaiquflo condensados. Un azilc!cloalquuo 

particular es equal on of quo su wHo as fenflo y ei CIC!OaIqUOnJIQ so compone do 

5 apmxh’nadamente 5 a aproxlmadamonte 6 Mamas on el anulo. Un wflciclaalqullo so 

tine a travØs do cualqular Mama dol rosto cic!oalquiIo del misino capaz do tel uniOn. 

Los ejomplos do arficicloalguflo hiciuyon 1,23,4-tetlBhIdro-naft0ono. 

Ariflieterocicicnuo’ significa tin wHo y hotoraciclenflo condensados. Un 

ainhetoroolclenilo particular as aqual on at quo sir adlo Os fenilo y ci hoteractelanflo so 

10 campono do aproxhnadamonte 5 a aproximadamente 6 Mamas on at anfilo. Un 

afflwtemciclenuo so tine a fraves do cualqulor Ætorno del haterociclonhlo del mismo 

capaz do WI union. La designatiOn do am, axe o Ito como pmfijo autos do Ia potiOn 

hotoroctclsnllo del mthetemctc!Slo define qua osta presents al monos tin Øtomo do 

n!trOgeno, oxlgeno a azufro, respect!vwnento. COntO Wi Mama do? anhlo. El Otomo do 

15 nitrØgeno do tin mUhatorocicienif a puede ser Un Alamo do nitrOgeno bAsico. El Alamo 

do nitrOgeno o azufm cM Is pardOn hotorociclenilo del arilhctomdclenflo pried a 

oxidarse tam blØn opolonalmente haste el N-Oxido. 8-6xido 0 S.S-dlOxtdo 

corraspondlonte. Los ejemplos do arfiheteroclolenfto Incluyen 31-1-IndallnIlo, IH-2-

oxoquinoluo, 211-1 oxoscqulnolflo, I ,2-dthldroqtrt noilnilo, 3,4-dthldroqulnoiinllo. 1,2-

20 dthidrolsoquthollnho y 3,4-dih!drolsoqulnoflnflo. 

"Aullhetemcicfilo significa tin arflo y helerociclilo condensados. Un 

heterocldlilarilo particular as equal an ol quo sri aria as tenth y ci hoterocicluo so 

compone do aproxhnadamonle 5 a aproxlmadamento 6 Mamas on ci anhlo. Un 

artlhaterociclflo so tine a haves do cualqulor Alamo do) resto hate rociclilo del mlstno 

25 capaz do tel uniOn. Is designatiOn do 
a 

oxa o Ito comb preto antes do Ia portiOn 

hetemciclllo del wtlhoterOciciilo define quo estÆ prosento al menos tin Mama do 

ttltrogono, oxigono 0 azufre, rcspectIvamente canto Wi Alamo del anlilo. El Atomo do 

nitragono do Un artlhetemciclflo puedo ser Un Alamo do nitrOgeno basico. El atarno do 

nitrOgeno o afro do Ia porciOn hetorocicWo del aiUhetemcicwo puedo oxidarse 

30 tamblOn opclonalmonte haste el N-Oxldo, S-ôxldo a S,S-dlOxtdo correspondlente. Los 

ejemplos do artlhoterociclllo incluyon fridolhillo. 1.2,3,4-tetmhldrolscqulnollna, 1,2,3,4-

tetrah1droqumnol&ta. IH-2.34Mdrolsolndol-2-Uo, Z3-dlhidmbenztfllsalndal-2-llo 
s’ 

I ,Z3,4-totrahldmbenzlgl-lsoqutholin-2-Ho. 
cMloxl significa Un aril-O-. Los ejom pica do arlioxi lncluyen fenoxty noticed. 
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ArUoxlcathordlo signhtica 9A-O-CO-. Los ojomplos do aruoxhrbonllo tncluyen 

fonoxlcarbonllo y nattoxicarbonflo. 
cArnsulfonno* slgnifica aril -S 02-. Los ejemplos do arilsulfonllo tncluyon 

fenfisulfonilo y naftilsulfonflo. 

5 aMtloa slgnlflca aril-S-. Los ejom pins do arililo Incluyen thnflfio y nattilt!0. 

tompuestos do to pmsente h,venclOrf y las oxprestones equlvaiontes. 

pmtondon abanmr Ins compuestos de Is formula (XVI) quo so han descrito 

antedormente on esto doazmento. aaya exproslOn lncluyo los proftmacos. las sales 

fannacOuticamente aceptables y los solvatos, pot ejemplo, hldmtos, cuando at 

10 contoxto as! to permits. Do forma similar, respecto a los Intermedlos, oMen o no 

rulvindicados los mlsmos, so protando hichjlr Bus sales, 
y 

solvatos, cuando ci contexto 

as[ to pemilta. 

ttc!oaIquenhIo significa tin sistema do anlilos mono- o multlddllcos no 

ammAticos de aproxlmadamento 3 a aproxlmadnmente 10 Mamas de carbono. 

15 profeflblemente do apzoxhnadamente 5 a apioxlmadamente 10 Memos do carbono 
y 

quo contlene al monos wi doMe enlace cabono-carbono. Los snUbs particulares del 

Stoma do anwos lncluyen de aproxlmadarncnto5 a apmxlmadamento 6 atomos on at 

anfibo: y tales taniafios do anfllo paticulares so donomLnan tam blØn 1nfoiores". Los 

ojoznplos do cIci oat qucnuo monocicilco lncluyen dclopentenflo, ciclohoxontlo y 

20 cicloheptenllo. tin ejemplo do ctcioalquonilo multicfcllco as norbomllenllo. 

’Clcioalquenllarflo’ slgnmca tin alto 
y 

cicloalquenhlo Condensados. Un 

cicloalquenuarllo particular as aquel an at quo su aribo as fenilo 
y 

at cicloalquenibo so 

compono do apmxbnadamente 5 a aproxlrnadamonte 6 atomos an at anluo. tin 

CIC!OSMUCnRaTIIO so uno a travØs do cualqular Ætczmo del resto Mo del mlsrno capaz 

25 do tat union. Los ejempbos do cicloalquenilarflo htcluyon I 2-dthldmnaftileno e Utto. 

’CicloalcluenlMaroarilor significa un hotoroariloy cicloalquenilo condonsados. 

Un cicloa!quenllhoteroarilo paiticular as equal an at quo su hototoarilo so corn pono do 

apiuhnadamonto 5 a apioxlmadamente 6 àtoinos on 81 anillo 
y ci CICIOaIQUenIIO so 

coinpone do aproxhnadainento 5 a aproxlniadamento 6 Mamas an at anlifo. Un 

30 cic!Oalquonllheteroarflo so tine a tat do cual4ulor Mama del hoteroarilo del mismo 

capaz do tat uniOn. La designaclOn do aza. oxa a Ito coma profijo autos do to portiOn 

hotoroarflo del cicloalquenllheteroarllo define quo ostA presents at in enos Un Mama do 

nhtrOgono, Oxlgeno 0 azufte, respectivartiento, coma tin Mama del anfllo. El Memo do 

nftrOgono do an cicloalquanilhotamarllo �o sat Wi Alamo do nftrOgeno bÆslco. El 

35 Memo do nilrOgeno de La portiOn hetamarilo del cic!oalquenilheturoaillo puede 
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oxidarse tainbiOn opclonalmente haste el N-ôxido cormspondlente. Los ejemplos do 

cicloalquenflheteroarilo lncluyen 5.6dlhldraqulnolflo. 5.6-dlhldrolsoqufnol IIa, 5.6-

dThdmqulnoxa!biilo. 5M-dfliMmqulnazolbtllo. 4M-dThWm-IK-bencbnldazolilo 
y 

4.5-

dlHmmzomo. 

5 �ClcloalquUo slgnlflca an Sterna do anilos saturados mono- a mulflctcllcos no 

aromaticos do apiu4auadameute 3 a aproxlmadaJneflte 10 Alamos do carbono, 

pm?criblemente do apraxfmadwnente 5 a apioximadainente 10 Øtomos do carbono. 

Los sistanios do anhlas particulatus Incluyon do aproxthiadnmonte 5 a 

aproxhnadam ante 7 Øtcmos an ci anlilo; y tales sistamas do anUlos parttcutares so 

10 dcno,nlnan tamblOn ’ThfeflweC. Los ejemptas do dc!oatquflo monocicflco Inchiyen 

cfclopentilo, ciclohexilo 
y 

ciclohoptilo. Los ejein pica do cicloa!qu Ho muilticldllco Inciuyen 

1-decailna, norbomilo 
y 

adamant-(1- 0 2-)Uo. 

ClcloaIquflarilo" sJgnlflca tin S y cldcalqifilo con densad os. Un 

cicloalqullatllo parttular as aquel an el quo mi aria as fenhlo 
y 

ci cic!oalqufla so 

15 compare do aproxffirndamenth 5 a aproxhnadainente 6 Atomos an ci Silo. On 

c!cloalqullartlo so tine a travOs do cualquler ªtomo del resto cicicalquffa del rnlsmo 

capaz do tel uniOn. Los ojeinpios do CICIOaIqUIIaTIIO htcluyen 1,2,3,4-tetrabldm-

naeno. 

Ciclaalquileno" significa tin gnipo ctc!oalquffo bivalente quo Hone do 

20 aprox hnadam onto 4 a aprox hfladarn onto B atcmos do carbono. tin cic!oalquiieno 

patIczdar incluye do aproxlmadam onto 5 a aproxbnadamente 7 Ætoxnos an ci snub; 
y 

tales Stemas do anhlos paitbilares so denornlnan tamb!On lnferlorus. Los - 

do uniOn sobre ci grupo ctcbaiqufleno htcluyefl paimnes do unjOn 1,1-. 1,2-.1,3- 01,4-

y 

cazando puedo aplicarse, Ta ,elacfOn estereoqulmlca do log puntos do union as cls a 

25 trans. Los ejemplos do ciclbalquflono monocidilco lncluyen (1,1-, 1,2- o 1,3-

)cic!ohexlletioy (1.1-o 1,2-)ciclopentfleno. 

’CWWWhdsmMcr significa heteraarilo 
y 

cicloalqullo condonsados. tin 

cicloalqullhetemarilo paitbilar as squad an el quo six hetemarilo so compare do 

aproxlmadamento 5 a apmxbtadaftettte 6 Mamas en ci aflhllo y S clelbaiquflo so 

30 compono do apmx(madarnente 5 a aproxfrnadatnento 6 Atotnos an S Silo. tin 

cicloa!qullhetemarllo so tine a travØs do amlquler Ætorno dcl hoteroajilo del Mismo 

capaz do taT tint La designatiOn do am, oxa a Ho coma prefqo autos do La portiOn 

hoteroamilo del cicicalquflhetoroa,flo condensado deilne quo asia presents a) melts tin 

Atonlo do nhtrOgeno, oxigeno a azufro, respectivamente, comb tin Momo del afluflo. El 

35 Mama do nitrtgeno do urn cicloalqunhotamanilo puede sw tin Alamo do nhlrOgeno 

* 
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bAsico. El atomo do nftrogeno do Ia porclôn hotemafllo del cldoalquflheteroadlo 

tamblOn puede oxklama opclonalm ejite haste el N-Oxldo caries pondi ante. , Los 

ejoinplos do cicloalquilheteroariio Incluyen 5.6,7.8-tefrahldroqufnolln9o. 5.6.7,84etra-

hldrolsaqulnolllo, 5,8,7,8-telmhldroqulnoxnhl nUb, 5,6,7,8-tetmhldmqulnazofllo, 4.5,6,7-

5 tebahhlm-1 H-benchti Idazolilo 
y 

4,5. 6,7-tetmhldrobenzoxazoiflo. 

tIclUC &gnlfica cicloalqullo, cicloalquonllo. hetemciclllo 0 hetomdclanhlo. 

aDIalquflamftwS signiflca (alqull)rN-. Un dlalquilamhio partiadr es (aIqufi C1-

C)2-N-. Los ejan plus do gnspos dlalqullamhw Jncluyon dim etliam (no, dletllamhw 
y 

melU&Ilamho. 

10 *Haloa o "halogeno significa fluaro, clam, bromo 0 yodo. Los halo o 

halógenos pafticzilwvs son fluoio 0 data 

Haloalcoxr signifirm alcoxi sustituldo con into a has grupos halo. Los 

MoaT ccxl particularos son los alcoxi Infeflwes sustltuldos con into a tes halogenos. 

Los halos ItS mâs particulams son Los sitS lnfeæores sustllutdos con un halOgens. 

15 llaloalquenffoxr slgnifica alquenlloxl sustituldo con uno a ties grupos Mo. 

Los Moalquenlloxi patticulares son siquentloxl hiferiores sustituldos con uno a ties 

halôgenos. Los haloalcoxi ttiàs particulsres son [as aiquenitoxi tnfsitores sustifuzidos 

con Un halogono. 
aHajoalquIflhIoxr significa aiqulniloxi sustituldo con uno ó ties giupos halo. Los 

20 haIOaIqUIITflOXI part?cuIams son alqulniloxi Inferlores sustftuldos con uno a ties 

halogenos. Los haloalqulnlloxl mM paritadams son alqulnfloxl htlores sustlluldas 

con un halogeno. 

HaloaIquenUo’ slgnlflca alquenflo sust?tu Ida con uno a ties giupos halo. Los 

haloalquenilos particulares son alquonilos Infeitoros sustlftddos con uno a ties 

25 halôgenos Los halcalqullo rues paiticulam son alquflo Inferior sustltuldos con un 

S 
aHaIoaIquuo* significa alp Ho sustliuldo con into a ties Qiupos halo. Los 

haloaiqullos particulares son alqullo Inferior susiltuldos con uno a tree halOgonos. Los 

PIaIOaIaUIIOS mØs particulam son alquflo Interior susittuWos on un halógeno. 
30 ¶laloalqithiilc sTgnftka aiqulnllo sustituldo con uno a ties grupos Mo. Los 

haloalqulnhlos pattiwlares son aiqulnilos In!erlores sustiluldos con uno a ties 
halØgenos. Los haloalquinffas mae partftulares son aiqulnilos Inferlores sustituldos can 
tin halOgeno. 

aHeteroamflcf slgnlfhm heteroaril-CO-. Los ejeinplos do hetemaro Ito htcluyen 
35 tiafonaflo, nicothiollo, pfnnl-2-Ucarbcn4o, 

y 

pMdino lb. 

KO I 
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*Hetoroarllo slgniflca Wi slatama do aniflas aromaticos mon ocT cOcos a 

muulcidilcos do apmxlmadaxneflto 5 a apmxlfliadamonto 14 Atornos do carbono, en ci 

quo uno o mM do be Memos do carbono an ci slsteina do anuilos es/son 

hejeroe!emento(s) dft’omntes do carbono. pot ejetnp!o nllrógeno, oxlgeno 0 azufre. 

5 PrufoHblemento. los slstemas do anulos ammaticos lncluyon do aproxfrnadainento 5 a 

aproxhnadamento 10 Mamas do carbono, e htcluyen do I a 3 hotoroAtomos. Las 

tamaftos do anillos rràs preferidos del Stoma do anillos lncluyen do 

aproxlmadamente 5 a apmxhnadamente 6 Memos an S Silo. La deslgnaclôn do 

am axe a tie canto prefo exiles del heteroarilo define quo estÆ presents at monas tin 

10 alamo do nitrogeno. oxtgeno 0 azufre, respectivamente, cairo un Mama del antic. Un 

emma do nhtrOgeno do tin hetoicarilo puedo sat tm alamo do nitrØgono bAsico 
y 

puedo 

oxidarse tam blen opclonalm onto hasta ci N-ÔXICIO correspondlento. Cuando Un 

hoteroarilo asIa sustiwido can un grupo hfdro4 tamblOn tncluyo flu tautomoro 

correspondlonto. Los ejernplos do heteroarilo lncluyon phazinilo. tianhlo, ISOIIaZOIRO. 

15 oxazolllo, phazahilo. twanflo. phtolilo, 1,2,4-Vadiazofflo. pMdazlnflo, qulnoxailnilo, 

ftatazlnuo, Imldazoll ,2-alpmdlna, hrWazoRl-bJftazoIUo. benzafumnflo, azaindflhto, 

benclmldazolilo, benzotlenilo, ticnopfrldilo. tlenoplrimlthlo, plrroloplrtdllo, hnWazoplrldlio, 

benZOaZaIndOIIIO. 1,2,4-Irtazinito, benzallazolilo, hnldazolllo, hidolilo, htdollzlnllO, 

Isoxazalllo, Isoqulnolinhlo, Isotlazolilo, oxadlazolilo, pirazinlia, piridazinflo, pirazol Ho 

20 plrldilo, phUnidhuflo, plrrolilo, qulnazoflnllo. quhmllnflo. 1.3,4-tladlazofflo, tlazolilo, flenilo 

y Ifiazofflo. 

*notwvanIalqullo� slgnfllca hetemaæl-alquII-. Un hatemarilatquilo particular 

contlerte Un resto aiquilo (C, -C4. LOS ejomplas do hetozoarilalqul!o lnctuyen (oliawl-& 

fimetilo. 

25 CHeIWOaIIIaIcOXF signiflea hetaroaril-alqufl-O-. 

sHotomarnalcoxfr.arbonuo� significa hoteroarhlalqull-O-CO-. 

Heteroarllalqullsulfonllo slgnfflca heteroaril-aiquff-S 02-. Un 

betA ilalqullsulfanilo paxticutar cant!one tin resto aIqUIIO (C1 -Ca). 

lloteroart]ajqufltW slgnfllca heteroadlalquil-S-. Un hoteroarfla!qulltlo particular 

30 contione tin resto aiquflo (01-C8). 

-Hoteroarflarntruf signiflea heteraaril-NH-. 

I4OterOarIICIC!CaIqUOrIHO’ significa un hoteroarilo 
y 

delcaiquenflo condensados. 

Un hetcroarflc!cloalquonilo particular es aquel en of qua su hetemarflo so coinpono do 

aproxhnadasnonln 5 a apmxflnadanlento S Memos on ci anulo ye! cicloalquenhlo so 

35 compone do aproxlmadamonta 5 a apmxlmadamento 6 Mamas on ci anlio. Un 
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heteroarflcicloalquonhlo so tine a haves do cusiqutor Mama dot cic!oalquenhlo dcl 

mismo capaz do to! uniOn. La designaclAn do an oxa otto como prefijo antes do Ia 

portion helomarilo del hotcmaiilcicloatquonhlo define quo asIa presents at maims un 

Alamo do nttrogeno. oxlgano 0 azufre, respocllvamente. como un Alamo dot anita. El 

5 Alamo do nitrOgeno do tin hStWOaTUC!C!OaIqUenIIO puedo set Un Alamo do n!trOgono 

bAsico. El Alamo do nttrôgeno do  To pardOn hotozoanilo do! hotemwilc!cloalquenllo 

�o oxidaise tam blOn opcfonaim onto haste at N-ôxido cc rrospon dl onto. Los 

ojemplos do hoteroarilcic!oa!quanflo Incluyon 516-dlhtdroqulnolilo. 5,6-

dihid rolsoquln ohio. 5,6-dlhidroqutnoxall nib, 5, 6-d Hi Id roqu Inaz offnRa, 4,5-dlhldro-1 H-

10 bencimldazoiflo y 4,541hldrabenzoxazolilo. 

Hawoanilc!cloa!quRo0 slgnhtica un hetemaailo y ctc!oa!quffo condonsados. Un 

IWteTOaIIICfCIOa!qUIIO paiticular as equal on at quo su hoteroanllo so comports do 

aproxbnadamenta 5 a aproxtmadamente 6 Mamas an ci anillo 
y 

at *loalqullo se 

comports do aproxhnadamonte 5 a aproximadamonto B Atomos an ci anWo. Un 

15 hotemarRcicbalquilo so tine a travOs do cualqular alamo del cictoalqullo del mismo 

capaz do tal unl6n. La designadAn do am oxa otto como profijo mites do Is portion 

hotoroanflo del hctarcarllcldoalqullo condansado define quo asiA presents at maims ml 

Alamo do nitrOgono, ox!gone a azufra rospeclivamente. como Un Alamo del anillo. El 

Atonno do nhtrOgono do ml hoteroarUchcloahqullo puede ser cm Alamo do nitrOgono 

20 basico. El Alamo do nlfrOgeno do Is porciOn hetcmarflo del hetoroarllcicloalquilo 

tamblOn pizedo oxidanse opdonatm onto haste ci N-oxldo conrospondlonto. Los 

ejomplos do hetezoanfldc!oalquflo Incluyon 5,6j,8-tetmh1droqulnothullo, 5,6,7,8-tetra-

h1drolsoqulnohllo, 5.6,7,8-tetiah!dmqutnoxaflnflo, 5.6.7.84etzahfdroquinazolllo, 4.5,6.7-

tatrahtdro-1 H-benclm Idazoiflo y 4,5,6,7-telmtttdrobenzoxazolllo. 

25 Hcteroarflhoterociclenflo" sIgn tflca un hot eroarilo 
y 

heteroc Ic! anile 

condensados. Un hctemariihetomctclenflo parfiaflar as aqual an at quo su heterowif0 

so comports do aproxhnadatnonte 5 a aprbximadamonte 6 Memos on at anlilo 
y 

at 

hetwocldonilo so compono do aproxhfladaffiento 5 a apraxlmadamonte 6 Memos an at 

anita. Un hotoroanilhetemdcicnffa so unfl a haves do cuatqu Ion Alamo del 

30 hoterociclenllo del mlsmocapaz do WI uniOn. La doslgnacfon do am, oxa 0 tio como 

prcto antes do Is poxclOn hoteroanlho o hoterociclonflo del heteroarflhctorociclonilo 

define quo estØ presents ci menos un Memo do nitrogeno, oxlgono o azufre, 

raspcclivamcnte, coma tin Ætomo del aniRo. El Memo do rdlrOgeno do tin 

hoteroantlazaheteroc!c!onff 0 puede set Un Alamo do nlbtgcno bAsico. El Memo do 
35 nhtrôgono  0 azufte do Ia portion heteroarflo del hoteraanllheterocichio tamblen puede 
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oxidaise opcbnalrn unto haste ci N-óxldo correspondlonta El Mama do nitrogena a 

azufre do Is pardon hctemaxflo a hetwoddilla do) heteroajilttctcraciclilo pueda oxidarsa 

tam Men opclona!mcnte haste of N-óxldo.  S-oxkio a 8,5-di6xido correspondlento. Los 

ejemplos do hetcmarflhetorociclonhlo incluyen 7.8-dIhIdmIIjInafUrIdlnhIo. 1,2-

5 dlhldmI2, 7J-naftlrtdlnilo, 6,7dih!dm3HbhiMa7n[4.5-c1pMdllo, I ,2-dlhldjo-I, 5-

naftifidinflo, I ,2-dIMd,o-1$-naftMdlnhlo, I ,2-dihWro-1 .7-nafifrldlnllo, I ,2-dlhldro-1 ,8-

naftfrfdlnffo yl ,2-dm-L64afthidlnilo. 

fletemarllheterocldli!o slgnfltca urn heteroafllo y hoterociciflo condensados. 

Un hot eroarllhetcmciclllo particular as aqua) an ci quo su hetemalilo as corn pane do 

10 aproxhnadamente 5 a apToxhnadamenle 6 Mamas an of Silo 
y 

el hetwocldlllo so 

corn pane do aproxlrnadainenle 5 a aproxhn adam onto 6 atom as an at anlifa. Un 

hetemarflhetemciclflo so tutu a travØs do cualqu let Mama del heterociclilo dol misma 

paz do Ia] union. La deslgnaclon do am, axe oUo coma prefijo autos do Ia pOTCf011 

hetezoarilo o hetemciclllo do) heteroaruhotcmcictllo condensada define quo seth 

15 presuMe a) menos Wi Atomo do nhtrogeno, oxlgeno 0 anzfre respectivamento. comb 

L Un Alamo del anluo. El Alamo do nitrOgeno do tin heteroarllhetemciclUo condensado 

puSs set tin alamo do nurogeno Malta. 8 alamo do IfitrOgeno 0 azufre do to portiOn 

hetemafllo del hetemarlihetwociclllo tam Men puSs oxidarse opclonalm ante haste ci 

N-oxldo conespondlenta. El Mama do nllrôgeno 0 azufre do to portiOn hetemarilo 0 

20 heterocfclilo del hetemarflheterocfcilia puede oxldaiso tam Men opclonalmente haste & 

N-ôxtdo, S-axldo a S,S-dIOxldo correspondleme. Los ejemplos do 

hoteroatilhetemciclilo Incluyon 2.3-dlhldro-IH-pbroIj3.4-bjqulnolln-2-go, 1,2.3* 

telrahldmbenzlblil .ljnaftffldln-2-ffo, I 12,34-tetiahldmbenz [bill .GJnaftMdin-2-ilo. 

I ,23.4-telra-hIdro-9H-pIrtdo3,4-blndol-2-Ilo, I ,2,3.4-tetrahldro-9H-plfldof4,3-bJ Indol-2-

25 Ho, 2,3-dihldro-IH-plrrolo[3, 4-b Iindol-2-Ho, I H-2,3,4.5-tetmhldmazepinop,4-bjlndol-2-

no. IH-2,3,4.5-telm-hldmaepino[4,3-b]lndol-3-Uo, IH-2,3,4.5-tetmlddroazepino[4,5-

b]lndol-2-Uo, 5,6,7,84etia-hldroll,7lnaftkidilo, l,2.3.4-tetiaMdm[2.71nafthldflo, 2,3-

dthfdm(1 ,4jdloxfno[2.3-blphtdBo. Z3.d1tMro{1 ,4jdloxlno[2,3-bjpfrldllo, 3,4-dlhldio-2H-I-

Oxal4.61dlazanaftalcnflo. 4,5,6,7-tetrahldro-3H-h" Idazot4.5-cIpfrldlIo, 0,7-

30 dUtWro[5,8jdlazanaftalctifta, 1,2,3,44etmhldrojl.5j4afthtdlnllo, 1,2,3,4-

tehahldro[1,6InaftrIdInflO, 1,2,3,44etmhldm[1,7lnaftffldlnflo, 1,2,3.4 

taimbid roll ,BinaftfrfdlnUQ y I ,2,3.4-teba-hWml2,6jnaftffldlnlio. 

lletoieazfloxr algnifica heteroaifl-O-. Isa ejem pica do hetemarfloxi hicluyen 

�S. 
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ileterociclonllo" significa tin slstema do snUbs do hldmcarburos monocicllcos 

o multicidlicos no wornÆflcos do aproxlmadameato 3aapmxlrnadarnento 10 Atomos 

do carbono, on el quo uno o mhs do los Atamos do carbono on ci Sterna do snUbs 

os/san hotemebom onto(s) diforentos do carbono, por ojwnpbo Mamas do nitrOgeno, 

5 oxtgeno o azuft y quo contbeno al nianos tin doble enlace caTtJOnO.caTbCIW 0 

caibono-nitrôgeno. Prefwthlorn onto, el Stoma do snUbs no szoznA&a, bicluye do 

aproxhnadamento 5 a aproxhnadamento 10 Mamas do carbono 
y 

do I a 3 

hoteroatomos. Las tamallos do snUb mas pruforidos do los anbilos del Sterna do 

anUlos h’cc!uyen do aproxhnadamento 5 a aproxirnadamenta 6 Mamas on el anlilo; y 

10 Was tamaftos do snub particulams so donombnan tamblAn lrfesbret. La 

designaclOn do a, oxa o (Jo coma pref110 aMes do hctwocbcbanllo define quo estØ 

pros ento at menos Un Mama do nftrOgono, oxlgeno a entire, respedivamento, como 

tin Mama dab snub. El Atomo do nitrOgeno do Im hotorocic!onllo �o sor on Alamo 

do nitrOgono bØsico. El alamo do nbbtgeno o azufre del hoterociclenlbo puede oxidarso 

15 tamblen opclonalmonto haste & N-Oxldo, S-óxfda 0 S,S-dlAxldo carrespondbonta Los 

ejemplos do ezahoterociclenib monocbdfico bnduyen 1,Z3,4-tetrahldroh!dmplrldlna, 

1,2-dlh!droplrlduo, 1,4-dmldmplrldllo, 1,2,3.64etm-hldroplTfdIfla, 1,4,5,6-tetrahidro-

pbrlmldlna, 2-pirroilnilo. 3-plrrallnlbo. 2-imldazolinUo y 24razailnhlo. Los ejomp!os do 

axaheterocidenflo incluyen 3.4-dihid ro-2H-p bano, dthldrofuranflo y tiuorodlhldrC-

20 Manila. Un ejempbo do oxahoterocicbenllo mubVcicflco as 7-oxabbc!dbof2.2.1lheptenlbo. 

Los ejoTil pins do flohoterocbclonflo manocidilco lncluyen dlhldrotWenlbo y 

dlhldrot!op!ranllo. 

"Hetemciclenilarilo signbfica tin arUo 
y 

hoteroddenflo condensados. Un 

hoterccbclenlbarllo partiwlar as actual on ci quo so wOo as fenilo yet hotoracicbeflbbo so 

25 colnporie do aproxbiadamento 5 a aproxbmadarnento 6 Mamas an ci snUb. Un 

hotemcicboMarflo so tine a (raves do cualquler Mama del wHo del mismo capaz do tel 

union. La designactAn do an, axe a tio canto prefijo aides do Ta pardon 

hoterocbclenb To del hetomcbclenllanbo caridensado define quo esta presente at inenos 

on alamo do nhtrOgono, oxlgeno o azufre, respectivamenle1 comb un Memo del anlilo. 

30 El Mama do nitrogeno do tin hotemdcbetdlaiflo Node tar tin atomo do nitrOgeno 

basico. El Memo do nitrogeflo o azufre do to pardOn hotoraciclenIbo dol 

heterocbcbenbla$lo puede oxidarso tarn WOn opdoSmeflte haste S N-6xbdo, S-óxbdo 0 

S,S-dboxbdo corrospondbente. Los ojejnp!as do heterocic!enlbarilo Incluyen 3H-

bndolbnbo, I H-2-oxoqu!nolllo. 2H-1-oxotsoqulno) Uo. I ,2-dhh!dzoqubnollnflo, 3,4-

35 dthldrOqubnollnilo, I ,2-dlhbdm!sUqubnollrtfio y 3,4-dth!drolsoqu!notlnllo. 
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’HateroddenDhoteroadIcr significa tin hate roattlo 
y 

hotorociclenflo 

condensados. Un hotarociclonfiheteroazflo particualr as equal on ci quo su heteroarilo 

se compone do aproxhnadamente 5 a apioxhnsamonte 6 Mamas on ci Silo 
y 

ci 

hetemciclonllo so corn pane do apmxbnadanionte 5 a aproxfmadam onto 6 Otmnos an ci 

5 Silo. Un hotcrocic!enllhotoraarilo so tine a haves do cualquler Alamo dot heteroartlo 

del unlsmocapazdetalurnlon. LadoslgnaclOndoaza,oxaotlocomoprefoantesdo 

Ta pardon hetemaif to a hetemcictonffo del hotorocldonflhotcmarilo define quo estØ 

presents al menos Un Alamo do nllrOgeno, oxlgeno 0 azufro, respecilvamonle. coma 

tin Alamo do! anfilo. El alamo do nflrogeno do un aZahotomc!clontthetoroarilQ puede 

10 set un Alamo do nlfrógeno bAsico. El Alamo do nftrOgono 0 azufte do la pardOn 

heteroarilo del hoterociclenuhoteroSo puede oxMarse tam blAn opclana!mente haste 

elN-ôxldocorrespondlonto. ElAtomodon!trogenooazufrodolaporc!Onhotoroarfloo 

hoteraciclflo dol hotorociclenitheteroarilo tamblAn puede oxidarso opclonalffionto haste 

ci N-txldO, 8- OxWo a S,S-dloxldo carrespondlonto. Las ejomplos do 

15 hetemolc!onilhotemarllo Intl uyen 7,8-dlhldro[1 .71 natthidinfi a, 1 ,2-dlhtdrot2,71-

naltiddinilo, 6j-dlh!dm-3H-bnldazot4,5-c]pMdflo, 12.dlhldm-1 .5-nat tiridinifo, 1,2-

dthtdro-1 .64at tITIdMifO, I 2-dth!d to-I ,7-flaftlfldlnflo. I ,2-dfluldro-1 � 8-naffiridinifo 
y 

1,2-

dlhdm-16-naftlridlnbo. 

meturadclflo sign ifica tin Stoma do anfilos monocldilcos 0 mulficfclicos 

20 saftnadds no aromMicos do aproxlmadamenta 3 a aproxlmadamonto 10 MaMas do 

carbono, an S quo into o mM do los Mamas del Stoma do aniOns es(san 

hotemelem onto(s) dlferentEs do cathono, par ojemp!o nhtrOgono, oxigono 0 azufre. 

ProfwibI cm onto, ci Sterna do aniflos contlena do aproxhn adam onto 5 a 

apmxhfladamento 10 Mamas do caibono 
y do I a 3 hetaroAtomos. Los tamafios do 

25 auDio partlailares do los anillos del Sterna do aniOns hicluyon do apmxlmadamento 5 

a aproxlniadamente 6 Mamas an ci anillo; 
y 

tales tamaftos do Silo partttuiwes so 

donoinlnan taffiblen hiforlore?. La designation do am, axe 0 Ho coma prefo aides 

do hetoraciclilo define quo asIA presenta a) menos urn Alamo de nitrOgeno, oxlgeno 0 

azufro respectivarnonte con tin Atamo del anlflo. El Alamo do nlbtgeno do wi 
30 hetomciclilo puede sor un Mama do nitrOgeno bØsico. El alamo do nlfrOgono 0 ante 

dot hoterociclflo tamblen puede oxidarso opclonalmonte haste ci N-Oxldo, S-óxIdO a 

S,S-dlOxldo correspondlerito. Los ejomplos do hoterociculo monocicllco lncluyon 

plperldilo, pirTolidinilo, piperazinila, moffoilnRo, tlamoifoflnilo, tIazolldlflhlo, 1,3-

dloxolanuo, I .4-dioxanilo, tetrah!drofuranuo, tehahldrotlofonljo 
y 

tetrahldrotloplranilo. 
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WI&emcicfflarffo &gnfffca tin aria 
y 

hetemc(cflIo condensados. Un 

hotemcfchilanilo particular as equal an el qua su wHo as fonhlo 
y 

at hetwociciflo so 

cornpono do aproxlrnadarnonte 5 a apmxhnadamento 6 âtomos on & Silo. Un 

hcteTOCICIUETHO so uris a haves do cua!qulor Mama del rosto aria del mismo <mpaz do 

5 tel union. La dosignaclAn do 
a 

ow a Ito amo prefljo antes do Is pardon 

hotwociclilo del hotomdclilafllo define quo estÆ presents at maims Un Mama do 

nhtrAgono, oxlgeno o azufm, rospeclivamento. como Wi âtomo  del anillo. El alamo do 

nitrOgono do un hctomddlllmflo puedo oar un Alamo do nhlitgeno basico. El alamo do 

nhtrógena a azufre do Is pomlôn heteiccicUlo del hclemcicWaiflo tainblØn puedo 

II) oxdame opclonelmente haste el N-ªxfdo.  S-O,ddo 0 S,S-dlOxldo correspondlonte. Los 

ojemplos do hetomcicfllarilo Inc!uyen Indohinflo, I ,2,3,4-telrahldrohscqulno line, 1.2,3,4 

lotrahldroquiMina, IH-2.3-dthldrolsolndol-2-ilo y 2,3-dthldrcbenzlf]lsolndOl-2-Ho y 

123.4-tomhldmbenz[g}4oqu1fto?ln-2-Ua 

1-Ieterociclthotemarilo significe tin heteroarilo 
y 

hate roc lolDo condensados. 

15 Un ttetcrodclllhetomafllo paiticuler as equal on S quo su heteroarilo so compone do 

apmxbnadamonte 5 a aproxhnadamente 6 Atomos an el anmo 
y ci hotarocichilo so 

comports do apraximadamonte 5 a apmxlmadamente 6 Mamas on at anlilo. Un 

hetemctclilhateroarilo so tine a haves do cualqubr alamo dcl hotorocfcllio del mlsmo 

capazdotalunlOn. Ladoslgnaclondaaza,oxaotlocomoprefljo antes doiaporclôn 

20 hoteioanflo 0 hotaroetdulo del hoteroc!clllheteroarflo define quo esth presents at maims 

tin Alamo do nlbtgeno, oxigeno o azufr% respectivamento, coma Un Atamo del anWo. 

El atoino do nhtrOgono do Wi heterocicWhetemajilo puSs SOT tin alamo do nhtrogeno 

bÆsfco. El Ætamo do nitrOgeno 0 azufro do Ia pardon heteroanilo del 

heterocichflhetemwilo puSs o,ddamu IaJnbIAn opclonalmente haste at N-Oxldo 

25 conospondlente. El Alamo do nitrOgena o azufre do Is pardOn hetoroanilo 0 

bet erocichilo del hetemcicluhetcmwflo tam bItt puedo oxidanse opcfonaltnente haste at 

N-ôxldo, S-ôxido o S,S-diOxldo conospondionta Los ojem pbs do 

hotem&lflheteroaiift, hicluyen 2.3-dth!dro-IH-pfrrol[3.4-b1qulnann-2-flo, 1,2,3,4-

tetmhldrobenz[b][1 ,lInaftfrIdln-2-hlo. I .2.3.4-tehahldroben4bfll .eJnaftlrldbi-2-ilo, 

30 1 .2,3.4-te1ra-hldro-9Hplddn!3,4-bIfrtdol2-flo, I fl4-teh SH-pinldor4,3-bJ lndol-2-

no, 2,3-dthldro-1 H-pInolof3,4-hjlndol-2-ilo, IH-2,3,4,5-tetmlildroazophiop,4-b]tndo1-2-

Ho, I H-2.3,4,5-tee-hdroazopino[4,3-bjlndol-3-Ho, 1 H-2,3,4,5-tetmhldraazepina4,5-
bjlndol-2-Do, 5A1.8-.tetra-hldrcjl .7jnaftlrtdllo, I .2.3.4-tehahldro[2,Yjnaftlfldflo, 2,3-
dflddm[i .4ldloxlnoIZ3-bjphtdllo. 2,3-dihidro-Il 

� 

4jdloxinoj2. 3-blpIfldUo. 3.4-dihldro-2H-1-

35 Oxa[4.6]dlazanaftaleftilo, 4, 5, 6, 7-totmhWro-3H-hrn LL.a44,5..cJpirhtP, 6.7-
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dthldroI5,8ldlazanaftalonllo, 12,3.44etmhldro[1 .5]-nafvfldinilo, 1,2.3,4-

tolmhldr0tl, 6jnafflridlnfio, I ,2,3,4-tetrahIdroll. ljnafUridlnHo, I .2,3.4-

tatiahldrof1. 8lnafUrldlnRo y I .2.3A-tefra-hldmtZ61naftrIdlnllo. 
aNcwflo mtdhTcldUcC significa Wi sistema do ant multidilcas quo Inchiyo of 

5 menus tin an Rio ammâtico condensado can al memos  Un anlilo no aromatico quo 

puSs ester satumdo o lnsatumdo, 
y 

tamblen puedo contener on & Sterna do antics 

uno 0 mas heteroÆtomo% tales come nffrtgono. oxtgeno 0 azufre. Los ejem plus do 

alcaiflo mulficidilco lncluyen arUcIcloalquenIlo azilcicloalqullo, artheterociclenilo, 

arilttetemcldlllo, cicloalqueldlarflo, ctcloalquilaiilo, cic!oalquonllhoteroarilo, 

10 cicloalqullhotemadfo, hetaroarlldcloalquenl!o, heteroarllcicloalqullo, 

heteroafllhoterociclenhlo, hetemwilheterodclllo, hotorociclenD aiD 

heterociclanllhotemarllo, hetezociclilaiilo 
y 

hoterocfclflheteroarilo. Los grupos alcarilos 

mtdhicIdUcos pa,ticulares son angles biciclicos quo Incluyon tin anhilo aroinÆt!co 

condensado a un anulo no aromAtico 
y 

qua pueden contener tainbiOn on ci Sterna do 

15 anlihos uno a mÆs heterCAtomos. Was coffin nhtrogono, oxlgono 0 azufre. 

Pacfanto h’iduyo los sates tunn anus 
y 

otros man iferos. 

profarm acts fannaceuticafflente aceptables taT coma so use an este 

docwnento so reBorn a aquellos profarmacos do los compuestos do Ta presents 

bwencton qua son, denim del alcanco dot cdtejto medico, adecuados pars el uso an 

20 contacto con lea tejidos do paclentes con toxicidad Indebida, IrritaciOn, respuosta 

a!tgtca, on pmporclon con usia relatiOn beneflclolrlesgo razonable, y eficaces pars at 

uso dosoado do los compuostos do Ia InvenclOn. El tØrmlno prafArmacC significa on 

compuesto qua so hansforma In vWo pare dar Un compuesto do to fOrmula (Xvi) 0 una 

sal tarrnaceultcamente aceptablo, hldrato o solvato del compuesto. Is tmnsforrnaclOn 

25 puede tenor higar par diferentos mecanlsmo% Was comb a fravÆs de Ta hidrOilsis an to 

sangre. Los corn puestos quo tiertan giupos melabOhicam onto esdfldibles t!enefl Ia 

ventaja do quo pueden presenter lana major blodlsponlbuldad comb resifltadb do lana 

mejor solublhldad y10 votocidad do absorclOn otorgada par at compuesto do orlgen an 

vtrhad do Is presencla del giupo malabolhcamonte escindiblo, 
y 

do este modo, tales 

30 coinpuestos aclUan como profØrmacot Vita dhscuslon nihiuclosa so propomlona an 

Design of Prodrugs, H. Bundgaard. S., Elsevier (1985); Methods hi Enzymology K 

Wtdcfor at a], Ed.. Academic Press. 41309-396 (1985); Te)tboOk Of Drug Design and 

Development, Kmgsgaard-Larsen 
y 

H. Bandaged, ed., capttulo 5; ’Design and 

ApptTr...tinns of Prodnig? 113-191 (1991); Advanced Drug Deiiveiy Reviews, H. 

35 Bundgard, Q, 1-38, (1992); J. Pharm. Sd., Th 285 (1988); Chem. Pharm. But, N. 
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Nakoya eta!, 32, 692 (1984); Pro-thugs as Novel Delivery Systems. T. Higuchi and V. 

Stolla, j4 A.C.S. Symposkun Series. and Bioreversibto Confers In Drug Design, E.D. 

RSm. ad., American Phannaceutkal Assoclatkxi and Pergamon Press, 1987; J. Med. 

Chem., Vol. 47, No. 10. 142 (20(14), qua so Incorpomn an eats docuinento como 

5 referenda. 

Un ejemplo do los profarmacos do on compuasto do Is presents InventiOn es 

on pmfAnnaco do ester. ProfÆnnaco de Oslo? signhtica Un corn puesto quo so puede 

convex* in vivo, per medics metaboilcos (pot ejemplo. pot biditlisIs), an Un 

compuesto do Ia formula (XV1)L Per elemplo. mm proMn’naco do ester do mm compuesto 

10 do Is fOrmula (XVI) quo contlene on grupo carboxi puede convertirse per hidrOlisis In 

vivo on ci correspondlente cornpuesto do Is formula (Xvi). tel comb a! profârmaco S 

Øster metfilco, profarmaco de ester efihIco o pmfârmaco do ester 2-dim etkm Inoetffico. 

Son ejemplos do profârmacos do ester 

15 
Østermetfllcodo] Addle j2-(4-doro-3thexllsulfemol!-fenll)-IH-lnM-3-fl}acOtico; 

11’S> 
ester 2-dlmetllamhioetlllło del acido (2-(4-clomo-3-cldohslsulfarn611-fenifl-I1-14ndol-3-

20UfacØtb 

War metnico del âcido (2-(4 dozo-3-ciclohe)ilsulfamoff-fenll)-IH-Indol-3-ilJ-acet Ito; y 

’(Ct, 
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ester motlflco del ActS (243dohMrnoU-ffiuorametfl-fenU)-IH4ndol-14J-

acco. 

Sales fann acOuficam onto aceptabloe so reflem a las sales do adtclon do 

Acidos orgAnicos e lnotgAnlcos y a las sales do Scion do bases, no toxlcas, do los 

5 compuestos do Is present. lnvonclOn. Estes sales pueden prepararse in situ durante 

el aislainlento 
y 

pwificaciAn final do los corn puestos. 

cantldad tempeulim onto oficat significa tine cantidad do compuesto 0 

corn puostos segun Ta presents inventiOn eftcaz quo produce at efecto terupOuttco 

- deseado descrito on oslo documenlo, tal coma un ofecto do alit do Ia alergia, o on 

10 efecto do aliWo do Ia InflamaclOn. 

’Los grupos sustikiyentes do anWo" Incluyen aiqullo, aiquonulo, atquin Ho, 

haloalquulo. haloalquonllo, haloalqulnllo, arflalqullo, beteroatilalquulo. ado, halo, nitm, 

clone, hid roxi, alcaxi, aiquonfloxi. al4ulrdlo4 haloal ccxi, haloa!quenlloxl, 
haloalqulnlloxl, ariloxi, hoteroarflo* amfrro, alquilamhio, dlalqullain Inc. arliwn Inn, 

15 hoteroarfiamlno, carboxi, alcoxlcarbonflo, ariloxicarbonflo, hotemarfloxlcarbonl!o, 
arilalqulloxicarbonflo, hoteroadlalq uffoxlcartionuo, arninoca,boftIlo, 

a!4ullamhiocarborino, dla!quilamlnocarbonllo, arollo, hetemarollo, cicloalguilo, 
ciclosiquonilo, arilo, hoteroarilo, hetemcldfllo, hot erocicloniJo, 0 alcarllo mulficidilca. 

solvato" sInIflca una asoclactOn fisica do tin corn puesto do esta InventiOn 
20 con una o mAe rnolØculas do dlsolvonto. Ems asoclaclOn fisica Incluyo on enlace do 

hldrogeno. En cleitos cases, el solvato podrA Slams, per ojejnplo, cuando one o man 
do las molecules do disolvente so bicorporan an Ia red do &Islal del sOUdo cdstallno. 
SOIVOW hlcluyo tanta los solvatos Stables come los quo asiAn on fase do disoludOn. 

Los solvatos represontativos hicluysi hidratos, etanolatos 
y 

tnetanolatos. 
25 Algunos do los campuestos do Ta presents hivenclOh soft do carÆcter bAsico, 

y 

los coinpuestos do oslo tipo son mules an farina do Ia base fibre 0 an Mime do tine sal 
do editiOn do Acldos farniathutkamonte aceptable do los mismos. 

Las sales de SciOn do Acidos son una forma man convenlonte pare su 
utIlizatIOn; Y. an to prActice. el use do Ia foima sath’ia equK’aIo do fauna btomnte, S 
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uso do Is farms do base Illre. Los Sdos quo puedon utflizarse pan prepamr las 

sales do adiclØn do âcldos lncluyen, proforlblomente, aquollos quo cuando so 

corn binan con Ia base fibre, producen sales fannacOuticain onto acoptablos, as deck, 

sales cuyos anlones no son tóxlcos pare & paclente an las dosb famiaceuticas do las 

5 sales, do forma quo los ofeclos hthlb!dores benoficlosos Inhorontas a Ia base lthre no 

so Von aitorados POT los efectos secundaflos ahibuibles a los antones. A pesar do quo 

so prefieren sales fannacØulicamento aceptables do dichos corn puestas do caM cter 

bØsico, Was las sates do adiclOn do âcfdo son (iVIes coma fuentes do Ia forma do 

base llbro, htcluso si Is sal particular, per so, se desea sAlo coma wi producto 

10 Intennedlo, tal canto, par ejemplo. cuando Is sal as forma sAlo con fines do puriflcaclon 

y do ldentfflcaclOn, a cuando so utilIza coma producto hdennedlo pan to preparatiOn 

do one sal farmaceuticamento aceptable pot procesos do bitorcamblo do torn En 

pmtcular, las sales do adiciOn do âcldos pueden propamise hacienda reaccionar do 

forma soparada ci conipuesto purificado an su forms do base fibre con tin Acido 
15 orgAnlco o h’iorgAnlco adecuadoyalsiando In sal fonnada do esta manors. Las sales 

fann acŁuticam onto aceptablos denim del alcance do Is hwenclOn Incluyon las 
dodvadas do Midas mhtomlos 

y do Midas orgânlcos. Las sales do adiclAn do Midas 
ejemplams lncluyon las sates hidrobromuro, hidroclorum, sulfato, bIsuliala, fastala, 
nhtrato, acelato, oxalato, valerato, cleato, palm Data, qulnatos, estearato, laurato, 

20 borato, benzoato, lactate, fosfato, trisfiato, Abato, malsato, ftimarato, succinato, 
tarirato, naftilata, mesfialo, g!ucoheptonato, lacttoblonato, sulfamates, malonatos, 
saffcuatos, proptonalas, metflen-bls-S-hldroxlnaftaatas, gontisatos, Isotlonatas, di-pam-
tolu oil Lw halos, etansulfonatos, boncensulfonatos, ciclohaxllsulfarnatos 

y 

laurhlsuifonata. Vnse  Per ojomplo S.M. Barge, of at., Pharmaceutical Salts,’ J. 
25 Pharm. Sd, 6.6 1-19 (19Th, quo so Incorpora an oslo docuntonto comb referenda. 

Cuando ci cant puesto do la InventiOn asIa suslltuldo con tin resto Acid a, 
puSan farmarse sales do adictOn do bases 

y son slmplemente una forma do usa mM 
corwenlento; y, an to practice, ci uso do Pa forma saUna equlvato, do forms htheronto, of 
usa do In farina do *cldo Utha Las bases qua pueden usarse pare pieparar lea sales 

30 do adiclOn do bases Incluyen, preferiblomente, las qua producen, cuando so comblitan 
con el Acfdo fibre, sates fa#nacOutlCain ante aceptables, as deck, sates cuyos cafionos 
no son tAxicos Pam all paclente an Ins dos farmaceuticas do las sales, do forma quo 
los efectos Inhhbidores boasticlosos hthezentes do Is base fibre no as von altorados par 
los ofectos secundaitos afribulbies a los caBanas. Las sales do adlclôn do bases 

35 tamblØn puSan prepamarse hadendo reaccionar do farina separada at compuesto 

46f 
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purificado an su forma do âctdo  can una base lnorganlca U orgAnica adecuada 

dozivada do sales do motalos alcaunos y alcallnottrmos, 
y 

sislando Ia sal form ada do 

esta manem. Las sales do adiclØn do bases Incluyon sales do metales 
y 

sales do 

amlnas fajmacŒuticamento ace ptab!es. Las sales do melales adecuadas ftictuyen Ins 

5 sales do sodb. potaslo. calclo1 bajia. Sc, magneslo 
y 

alum bib. Las sales paiticularos 

son [as sales do sodb 
y 

potaslo. Las sates do adlc!on do bases IrtorgØnicas 

adocuadas so propamn a partir do bases do motales quo Incluyon hWruro do sodlo, 

hfdrôxldo do sodlo, hldroxldo do potaslo, hldrOxldo do calcia, hldrôxldo do alumlrdo, 

hldroxldo do bib, hldrôxldo do magnoslo, hldrOxldo do Sc y simfiajes. Las sales do 

10 adlclon do bases do atnhias adrn..ats so praparan a paitir do amlnas quo florien 

suficlento basicidad pare formar una sal estable 
y preforiblem ante lncluyen Las amlnas 

quo so wan bucuentemonte an Is qulmlca medico par su bola toxicldad 
y 

acoptablildad pare of use medico. AmoS. elilendlambia, N-methghicamhia, haute, 

argiulna, onhilna, coilna, N,N’-dlbencfletllendlamhna, cloroprocalna, dlelanolamlna, 

15 pmcajna. N-bencflfenotllamlna, dietllamina, p!pemzlna, hls(hldmxbnoftl)-amlnometano. 
III&OXIdO do tetmmatllamonlo, trtotilamlna1 dlbenchlamlna, efenam his, 
deshldroabletllamh,a. N-ethlplpeMlna, bencilambia, tebwnotl!amonlo, tutraetflamonho, 
melflambia, dhnetllambia, Iflntelilajnhna, etilaffilna, amhtoÆcldos bAsfcos, per ejomplo. 
Ilsina 

y arglnina, 
y dlchclohexflamlna. 

20 Mornâs  do sor Was per si mismas coma compuostos activos, las sales do los 
compuestos do Is InvenclOn son Was pain los propOsitos do purificatiOn do los 
corn puostos, par ejemplo per aprovechamlonto do has diferenclas do solu billdad entro 
las sales 

y los corn puestos do offgun. prod uctos sectmdarlos j’Io materlales do paitida 
POT tOcntcas bten conocidas per los oxpeitos on ha tOcnlca. 

25 So apreclarÆ qua los compuestos do Is presents Invendon pueden contener 
coMics AslmŁlrtcos. Estos cenfros ashnOtricos pueden estar hid opondlentem onto on 
Is configuratiOn R a S. Pam los expertos an Ia tØcnlca sara ovidento quo clortos 
cornpuestos do Is Invention tamblen pueden mostmr Isornorfa geomOtdca. So 
entenderØ quo Pa presents hivanclOn incluyo los Isomeros geomOtticos 

y 

30 estereolsAmems individuales 
y sin mozclas, fncluyando has meSas raceinfeas, do (as 

corn puestos do formula (XVI) antartoms. Tales Isbmoios pueden sopamrse do sus 
mezclas, medlahto Ia apilcaclon a adaptation do metodos conocldos, per ejemplo, 
tØcnlcas cram atogrÆflcas 

y tOcnlcas do realstallzaclOn, 0 so preparen do forma 
separada a paitir do los IsØffioros aproplados do otis Intermodlos. AdornS, an las 

35 stluaciones on las quo son poslbles los tautfrrneros do los cornpuestos do Is formula 

to 
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(XVI), in pcusente kivaton wmtmtde hick* ’ ..L.. las Ira tadanttas di los 

CompLeshm 

� __ - -77Y,71 -1 77
 
=’,71 . 

S 

Una malzagOn ,stladw do Is kwe.dOn as tin coin�" do fónmia (XVI).  an 

la enasdela3,00aiandoR’escatho4LM.tholsast&o,o.C(0)44fl.osu 

ad MnnacØutame,de aceplable. I&Lau a solvato, su pvoMnnaco tam acSnesde 
--.i--U.. 0 Ufl sSfam_LJ&__.at _1L.IJa IJ.LL.o solvato d5 FMârPflCO. 

10 Cbs jsL-J1.. pattula’ S Is hwendôn as  WI co.nptato do Is Mans (XVI), 

on la qtm n as I 0 as eel tamac&taffietdo bliJu 0 S4’S, SU 
,.J&(.., Srmatthcwnente 0 tm as taIttdlcsn --Ø-"… 
Ndrato 0 solvafo del piclÆimaco. 

Ofl ,.�L.S1 paitbdw do Is InveSOn 88 WI coiflp do la formula Q(V1), 

15 ffinntdo  

fe 1?1
 

p,,,owy,7N-

IIJ 

(I) 
0 W eel fatneoØutkamaite amvtmw I*irS �0 eaivso, Ba pmtMmao 
fanns&$ta,in �Wh,, 0 im sal tarn soiiflneflte -’ .pJLL. óve a ealvato 

Otis ....4�JM1 pa$3uSdi le kwwici6n as an earnpuesto dob5nntda (I) an in 
2Oque: 

ROB R’SO,, R’SG, R’S- R’-C(-O)-NH- 0 R’-SO7NH-; 
as d*dkk sat 0 5ibS, coda ito do as QWW eisA .,S-a..a, 

sust*fa con tnt o mae jios aamlthiywWoo _______ 

S helemaiflo, a hoterock5o, caft trio do los mides at apolonalinente 
25 0.Sh10 cOn niw 0 mAo gnipoe salibjyanta do aS 0 

-NRW aimido R as RtSbr; 

Roo hldstgeno. 
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at. hetaroarilo, cfdosiquilo, hetezociclilo. arficicltalquilo. 0 

cicba?quflaztlo, cada uno do Los wales està opcbnahnenta 

susfituldo con uno o nit grupos sustftuyantos do anillo, 0 

aiqullo, alquenilo o alqi4nUo, coda uno do los azalos esta OpdOJiaIMentO 

5 sustftuldo con into 0 mâs grupos sustiluyantas afiMilcos; 

R" es hldrogeno, aiquilo; 

83 hldrogano, halo. aiquflo. alquenh]o, aiquinflo, haloalqullo. o alcoxi; 

Few aclio, dana. caiboxl. âcMo biolsastaro, -C{O)-NY’Y2, 

alqullo, que esta opclonalmenta sustituldo con uno 0 mM gnipos sustltuyantes 

to allfÆticos,o 

alcoxl, qua esM opclonalmente sustflufdo con uno 0 inS gnspos sustltuyantes 

V’ o Y2 son cada uno thdopondeMamfl hldrógeno. aiqufisulfonilo, 

arfisuffonifo, arfiam ha hetaraarilsulfonff a, helemafllam hA 0 

15 alquilo, qua esta opetonaim ante sustituldo con uno 0 mM gnipos 
k 

sustltuyentas allfAlI.a: 

as hldragerto, acilo, alqullsulfonflo, arifSUNonflo, adlafqthlsuffant, 

hoteroarilsulfnnifo, heteroarllalquilsulfonhlo. -C(0)-N’fl4, -C40)-O-V°,  

&quflo aiquenllo 0 aIqulnilo. coda into do los cuales esth opclonaimente 

20 sustftufdo con carboxi, afcoxlcarbonffo 0 acfto. 0 

alqullo (CrC3) . alquenflo 0 alqulnifo. coda uno do los wales esta sustiluldo con 

Ndroxl, alcoxi, amino, alqullamino 0 dlalqullainhto; 

V4 e y5 son coda uno Indepeudleidem ante hldrôgeno, 0 alqu Do; 

V°esalquilo; 

25 R’ es hidrOgeno, halo, carboxi, ciano, nftro, hidroxi, alquuo, aiquenflO, alqulnllo, 

haloalqullo, haicaiquenflo, ha!oalqutnflo, alco4 alqueniloxi. alquhifioxi. 

haloalcoxi, ha!oalqusnfloxl 0 IIalOaiqIdnDOXI 

R6 yR1 son coda uno Indepandlentem exits, hldrogeno, a alqullo; 
y 

Fe as aiquilD, quo esta opclonalmanto sustltuldo con uno a mM grupos sustftuyentes 
30 alfaticas, 0 

aTilo, heteroaiilo, cicloalqullo, hetarocidilto, arllcldoa!qullo. ciclOalquilaruo, 

heteroaælcic!oalquBo, 0 dCIOaIqUIThOIeTOaIOO, coda wia do los wales 

estâ opclonalmanto sustihildo con uno 0 nit gnipos sustltuyantes de 

35 con la condition do quo cuando R1 es amIno, entoncos Fe as hldrogena; 
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o su sal twin acŁut learn onto aceptable, hId rato a solvato, su profarm aco 

aimac&iticamente aceptable, o una sal farmaceuticamento aceptable, hldrato 0 

solvato del profÆnnaco. 

Otra realizadAn pattleular do Ia InventIon as un compuosto do formula (I) an Ia 

5 quo: 

R as RtSO, R8q=O)NH 0 R°-S02 -NH-; 

as aiqullo, wHo, wflalqullo, hetomaillo, hetorowflalquilo, hoterociclllo, 0 -NW; 

R as hidrogeno, dcloalquuo, hetexociclllo, arilcicloalqufla, cldoalqullarilo, 

hetemarilcicloalquEo, cldoalqultheteroarilo, 

10 mOo o heteroarflo, coda uno do Ins wales estA opclonalrn ante eustliuldo 

con a!quUo. halo o haloa!qsdlo 0 

alqullo, quo asia opclonalmente sustituldo con cicloa!quilo. wHo, o 

heteroarilo, an S quo S cicloalqullo, aria a hotemartlo esta 

opclonalmente sustituldo con aiqullo, halo o haloalquilo: 

15 Res hldrOgonooalqullo; 

le as hldrogeno, halo, aiquilo. haloalquflo a alcoxi; 

as acilo, dana, oathS, Acido biolsÆslero, .C(0)-NY’V2, 

aiquilo, quo asia opclonalrn ante sustituhto con hldro4 alcox!, amIno, 

aiqutlam Inc 0 dla!quilamhio, 0 

20 aicoxl. quo asia opcfonalrnento sustltuklo con hldm,d. alcoxi, amhio1 Squilamino 

a dlalqullamlno, 

o V2 son cada uno Independlentemente hldrUgeno, aiqufisutfonilo, 

arilsulfonilo, hetemarllsulfonllo. arilamhio, heteroarflainhto. o 

aiqullo, (pm asia opcfonaim ante sustikildo con carboxl 0 alcoxlcarbonflo; 
25 Fl4 as hidrOgeno, acilo. aiqufisulfonilo, arilsulfonflo, arUalqullsulfoflhlo, heteroa.ilalquffo, 

hetemarllsulfonilo, hetemwflalqultsulfonflo, arilaiqullo, -C(0)-NY4Y5, -C{O)-O-V°, 

aIqS quo osia opclon&m onto sustlhddo con carbo4 alcoxlcarbonhlo 0 acllo, 
0 

aiqutlo (CrCo), quo asia sustliulda con hidroxi, alcoxi, amino, aiquflamlno o 
30 dlalquilamhio; 

Y’y°  son cotta uno Independlontem onto hldrogeno a aiqulia; 

V° as alqtiIlo; 

as PridrAgeno, halo, carboxi, claw, flOra, hldro* alguilo, haloalqullo, alcoxi 0 
halaatco* 

35 Fey F1’ son coda uno Independlentom enta hidrOgeno 0 alquflo; 
y 
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as wlo, hetemMo, ddoalqdo, h*mo, wIoSquIo, o ddoalqulalo; 

can la conditiOn do qua aido R’ as al*io, e.tnces R4 as hldthgano; 

o ti SW fasniacØuttmftente _1-JI, NJ ..4 0 salvift si pmfannaco 

Sma*iticanenle acepiMile, o wia eel fwmaceuticaments acegisSe. E&&, 0 

5 solvato del profannaco. 

Otra reSzaclOn paticthar do la mvefldOn as on coinpuesto do fAstnSa (I) an Is 

Res R’S03-, R’-C(-O)-NH- 0 R’$OrNH 

as Squlo, silo, acpSo, hdwmkft, 0 -NRW 

10 R’ as Iilthtgono, dcloalqulb, ailcirioSqulo, cdoalqutlo, 

at. qua esth opdorakn ante susthuldo con Squlo. halo 0 haloalqulo. 0 

aiqulo. qua estâ opdonelm ante sustliuldo con ciclodqulo o Mo. an S 

quo el Mo esti opclonalmenle sustMdo con Squlo halo a 

MS 

15 Re. N*agenoodcpt; 

Wes hkbtgs,o, halo, mpilo hSoXSb a domp 

V as act cWto, cwboA Acido biolso stem, -C{O)-NY’Y2, 

as 

qua asti opcoSm ante samtjldo con hid roxi. alcoxi, ammo, 

Squlan Inc a dlsqillammo, 0 

20 aim, quo estE opcla.Sn onto samtMdo con tiidro4 doted. S Sqiiarnino 

bdsqulanlno. 

Vt a V2 son cads tnt Indepeadlentemente IMsOgeim, Sqitulfonlo, 

ailsulfoMo, avatnkio, o 

SqSo, qua esta option Smente susfituldo con caitioxl 0 ScOxIbonJo; 

25 as r*ktgsno, at, Silsttoit SeSfoMo. SISAISSMS ait5t, -C(0)-

Nfl, 

Sqido, qua eatS opdoaalm eMs suslMdo con caboxi, a&4.stMi4u a at, 
6 

30 5S6 (Cr4), qua eatS sustlb*So con hidioxi. Scoxi, amino, Squlamkio o 

dialqulamino; 

V’ e V° eon GaS tmo idepwdenSn eat. Ithttgeflo a Sac; 
Ye.SquIo 

R’as NdMgeno, iso, caboxt dolo, nitro. lM& Silo, hSoS4uHo, alcoxl o 
35 hSoScoxl 
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N6 y RT son carla tine bidependlentem ante, hldrogono 0 alqullo; y 

N8 as aiqullo, Mo, cicicaiquflo. hetamciclllo, aiflcicloalqufTo, o cicloalqullarilo; 

con to condiclOn do quo cuando R’ as amino, entonces R’ as hldrOgeno; 

a su sat latin scOut ICaTTI ante ace ptable. hldmto o solvato. su profarmaco 

1mm acOuticam ante aceptabte, -o vita sal faint aceuticam ante aceptablo, hid veto 0 

solvato del profØnnaco. 

One realizatiOn paitlailar do la bwenclOn as on compuesto do Ta formula (I) an 

Is qua N as N1 SO2-, 0 su sal farm acØuticam ante aceptable, h!drato 0 solvato, su 

proMnnaco fann aceuticam onto aceptabte, 0 on sal fain aceuticam ante aceptable. 

hldmto 0 sdvato del pmfarmaco. 

OS realizatiOn particular S la inventiOn as Un compuesto de Ta fOrmula (I) an 

Ta quo N as R’803-. y R1 as -NRW, o su sal faunaceut!cam ente aceptable, hId rato 0 

solvato, su profAnn aco (attn aceuticam onto aceptable, o vii sal fannacOuticamenta 

aceptable, hldveto 0 solvato del pintArmaco. 

Otra reallnclOn particular do Ta hivenclOn as vn compuesto do fOrmula (I) on to 

quo: 

Res R’S02-; 

R’ as -NRW 

N’ as cicicalqullo, heterociclilo, arilcicloalqullo 0 cic!oatquhtarllo; y 

R" as hWrtQsnooaJqulio 

0 Lu sal faimacOuticaniento aceptabla. htdrato 0 solvato, su profAnn aco 
fnjtJflt aceptafe o tow sal fanu acouticam onto aceptable, hldiato 0 

solvato del proMm,am 

on realization particular do to hivendOn 05 tin compuesto do formula (I) an Ta 

qua. R as RtSO2, N’ as -NR’R". R as cicloalqullo, y N" as hldrOgono 6 alquuo. ow sal 

tarmasŒuticam ante aceptablo. Moto 0 solvato, su pmtannaco farmacØuflcamenta 

aceptablo, 0 un sal farmaeØuticainn acaptable, hldrato a solvato dot profarmaco. 

OS realizatiOn particular do Ia lnvonctOn as tin compuesto do [a formula (J) an 

to quo N as R8-SO2- Nil, 0 su sal fmmaceuticamente aceptab!o, Mdmto 0 solvato, su 

profArm aco faun acOullcatn onto aceptable, 0 vii sal fami acAulicam onto acaptable, 

hId rato 0 solvato del profArmaco. 

OS reaflmctan particular do Ta hwancthi as tin compuesto do Ia fdsTnuta (I) an 

la quo R2 as halo, 0 su sal farmacOuticamento aceptablo, hldrato o solvato, su 

pmfarinaco fann aceuticaffi ante aceptabla, a tin sal latin acOuticam ante ace plaNe. 

hidralo o solvato del proMrmaco. 
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Ova ,eaflzacfAn paitlsiflar do la bvenc!On as in compuesto do Ta fSmula 0) en 

to quo W as Sm, o su sal faimacØuflcamente aceplablo. hldrato 0 solvato. Su 

pTofarrnaco fami acOuticam onto ace ptablo, o tin sal fann aceut! cam ante acoptable. 

hldmto 0 solvato del pmfØimaco. 

5 0th realizatiOn pazttaEar data hwencltn es cm compuesto do la formula (U) an 

to quo fe as a!quilo, atcaxi o Moalquilo, o mi sat farmacØu&amente aceptab10 hldzato 

0 solvato, su profarmaco farmacÆuflcamente aceptabl% o tin sal famiathuticam ante 

aceptable, htdiato 0 solvato del pro!aim eta. 

Ova realizatiOn paificular do la inventiOn as tin compuesto do Ia formula (J) en 

10 la quo Fe as memo, inetoxl 0-CE3, o su sal taxmacØuticamente aceptablo. hldrato 0 

solvato, su pro!Ærmaco (ann aceuticam onto aceptablo, 0 tin sal farni aceutfcam ante 

ace ptablo. hithato 0 solvato del pm!artnaco. 

afro realizadAn particular do to Invention as tin compuesto do la formula (J) an 

to qua R3 as -C(0)-NY1Y2, carboxi. Øcldo blolststero; 0 alquulo susiltuldo can hldroxi; 0 

15 su gal fazmaceuticamente aceptabla hidrato a solvato, su profArmaco 

fann acØuticam onto acoptable. 0 cilia sat fannacØuticamente aceptable, hldrato 0 

solvato del wofÆrmaco. 

Ova reaflzadbn partiaflar do Ta InventiOn as tm coinpuaslo do Is fOrmula fi) en 

Ia qua R’ as -COCH, a su sal farfluaceuticamente aceptable, hldiato 0 solvato, su 

20 profanTI aco farm acOuticam ante aceptable, a tin sal farm acØuticam ante aceptabte. 

hldrato o solvato del profartnaco. 

Otm realizatiOn padlcular do to hcvenclOn as un compuesto do to fOrmula (J) on 

Ta quo W as hldrOgerrc. alquilo a azfIalqulio, o su sal (amiacØuffcamente aceptable, 

ifidrato o soato, su pw1i.uiaco faxmacØuticamente aceptable. 0 tin sal 

25 farmacØuticamente aceptable, hldrato 0 solvato del profarmaco. 

Otm realization particular do Is invenclon as tin compuosto do to formula (J) an 

to flue R4 as hidrOgano, a su sal farmaceuticamente aceptablo, h!drato a solvato, su 

pro!armaco faint aceuticam onto aceptable, a tin sal faint aCØUIfcam ante aceptabfe, 

hldrato 0 solvato del pmfÆrmaco. 

30 Oha realizatiOn paiticaflar do la Invention as cm corflpuesto do Ia fOn’nula (I) an 

Ia quo Fe as hidrogeno, aiqullo. al co* hidroxi, halo o haloalcoxl, 0 81* sal 

fannacØuticajnenth aceptable, hldrato o solvato, su proMrmaco farm acØuticam ante 

aceptable, o un sal fannaeOuticamente aceptablo, hId rato a solvato del profÆrinaco. 

Ova realization partIcular do to invention as tin compuesto do Is fOrmula (I) en 

35 Ia quo R° yR’ son ambos hhfrOflBno, o ml sal fwmaceulicamente acoptablo, hldrato a 



Blue Wwuww apojsatwoc, Iii 99 UffZ*N4 01 
op avqpw 

UWWPW g,g 

weotJn.0 PP W" 

o t1MM ’spdau eaupwsj $9 au o �-,,,4-=� eiwueuii 
ooewiyjaid is oIaalos 0 

’n’rt 

squØea  qmwowgmuAm $9 is 0 

MwVqjM wqwe uos tj A OV 

A 4xwpom o QB4 lxwm r’w Sow. Snnn*Qjp so 

’.Oinbfl* 0 cpibs ’oua6gij soa 

o,pJQqxgo,B 0 pwqno uao O(iiffl$ 010113190 QtUOWIflW 

oguojpstp ’ous6çj 033$WOW BlP’$ owi epua a *. A 

!oaisçepq  oppq° r’ ’AA1MOb- so IN 

:Q4s9ru 

wib$ 0 ousOgippi so 

owibioti um opflsns apAowpuopdo We om 
p aiD 

puG ’os a oglb$Opp 1100 oppujs °P’e"T we  ott ’** 

0 tnflpopp ’tjpibpa 
10spwrnu1 

’oflqop so 
:pg- so 

1a 

!-lc18 so  

:onb 

el tie (0 BflU194 op QISOOdWOD Wi so UcFMJOMM BI op Jepbflsd "vr--u-’ eq 1c0Lw,_ pp SM01 0 ’r’rri 

opdica s.sunp,uuimJ ps miii o scidsoe ueupusj 
ga.wf no ’o*ps 0 ’41f I vr"" G WQBWI $9 no 0 ouowvn 

soqum 
’ace a 

A 
a £!lX0oOcIBq1Vfl%1IIrl, ’ouS 

’0I8qip1 Be 9M 

05nbBoort19’ot89çq  so IN lxQq*a uo opp In cp*ip 0 
:oiaq oç xcqaa 

’,aJ4-(o)a- sstj :oq 

se 

LaHN- SOI Vi 

to 
(0 epWM OP ojsofldm-ioO Ufl so uWwvAq q op 

apqpBd uclaUziew 
Sub 

oaotuqjoid 
199 OWAWO 0 flMYI ’rrf’ 

ep)mwWgnqpWLwj 19$ un  0 "_rita 03ja.It$.QeIj3p4 o05wiflfld is GePIpS n 0th ScIo-/CQOZAVSfl 



MAW W’v 
omaworMwra na 

-_J__t_$tt 0 4q!aJTg o.aaItu %i.i- -, 
*oul_r1 -rwanvtzwLrdT.T1, 01’1’P1Y1119 St 

’°VW’* tItduujic ôiiti ’Qr’TT’ ’mie,p’nnv ON 
rwrn’ "PPr,p ’aagpw-gwW$çp  csS 

at 
ol us (I) opiwigj op oiusSwgo ’ma uçtm SI w acnad u’vr--w-w eqQ 

� CUflJQ4 W OPAW 

o awvm oqsØua  swunow4a  pa ow U -i-i-ti-- upJauaIaj 

iuqpad ne ’°w’m o ’nil "MON spowsawomw" ps i 

�flt_aI)ntttt$.s.A ci 
A woaqq orr-s ’Owes ’r"1 "W1F r"IW Ott’ 

"rPcI 0 qpw ’tOçqq  so a 

fl 

o 044-rJr
 7’-97

tta*iwste9 ’%co&te$043- "**t4ob- ’HOH3- rr’ a 
%No so 

"_. owsSccrl S.M 
WWWWWWWW"o VPW4 t*°u 

-u ’tp,-"--1 VldOXNM ’r wuecIa(ztrrE tMrig c 
’ri oiapq ’otwdeszJoppq 

’9°W’fl’Y’ 

ummyopp .-. "t.si-r’ -’ -�

Yr a 



USAV2003/4155 WO 

-32-

R 
- 

R’ as catboxi. -C(0)-NH, 5-oxo- 5awd.o-1 01-2-10. 
�C 

II 
0 

0 

Fe as Stbôgen%  me4lo o benco 

5 Re us Mthtgeno, óim, tMdro4 ma Mopmpk, t-butlo, m,ad a tiflkisando,d; y 

Re y V nt snb Nub69wa 

a su sat farmaduttcamente acepUble, Md’s o solvato, su pudrMnaco 

fmmacMiticamcnte acepWb. 0 in sat fwffi&4utwnde scepltle. IASaU 0 
solvato del pco(tmaco. 

10 OtsaieStonptdsthbMvevd6neswicotnçxaeetOdoIaf6qmtdaff)en 

Is qn Soffipiestoestlsf&emMflfl 

15 

20 

o OH sat fani acSitlesvi aSs aceptatle, NJ.ak. 0 sdIvato, w putttni aco 
faTnacØuttfflnents aeftable. a tm aS Mma*nnente aceth$e, Nd raiD o 
selvalo dat ptofânnsco. 

Ofl reatizadon flantSw do la InvanclOn as tin coinpuesto do la fórflwla (II) on  
Is pio R us rSsxIo. r...S, altoatqutlo a SdoSSo, y R" as 
Ndstgero 0 Sqit 0 iii sal famacØullcems*e III Su 0 sClvaW, iii 
puan’aco tafnaoÆutaaenM soopbaK 0 uS sat fafftloobullommma sceptaw 
hMfto a sdvMo del picitmaco. 

Otra reallzadOn paiticthw do la hvenclOn us Un ccmpuesto do to famnjla (II) an 
S - R Es t If s. y   as tukhdgeno o SquAo 0 su sat tamactiflcaneemo 
-. I 1 1. raa., o sdvato, so pretSasco tsmtttkstn.S I IN a wood 
lstei.Mo acepSile, L.tn o sdwab dat pWttfls. 
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Otra realization particular do Ia InventiOn as tin compuesto do Ia formula Ql) an 

Ia quo R2 es halo, a su sal fannaceuttcainenla aceptable, hldrato a solvato, su 

profhitnaco faun acØuticam onto aceptable, a un sal fannathuilcamento aceptable. 

hid rota a solvato del pmfaxmaco. 

s atm rfrn ji partiwl& do to Invention us m compuesto do la formula flu) an 

Ia quo Fe es clam, a su sal famiacuficamente aceptabto. hldrato 0 solvato, su 

profÆrmaco farm aceuticam onto aceptable. 0 un sal fannacØuticam ante aceptable, 

hldrato a solvato del profarmaco. 

atm ,eaffzactOn patlar do Ia Invanclbn es un armpuoslo do to fOimula (II) on 

10 to quo Fe es aiquilo, alcoxl o haloalqullo, o su sal farmac&zllcamente aceptable, hldrato 

a solvato, sri pmfÆnnaco fannacØtitleam ante aceptable, 0 un sal farmacduticam ante 

aceptable. hldrato a solvato del pro!ann act. 

Otra realizatiOn particular do to InventIon es Un compuesto do la fannula (JI) on 

to quo R2 as metilo, metS a -CF,, 0 su sal fannaceuticemento aceptable, hldrato 0 

15 solvato, su prafÆrmaco fajTnacØullcamonte aceptable, 0 un sal farmaceuticamente 
…..’ aceptable, hldrato o solvato del pro!tmaco. 

atm realizatiOn particular do Ia InventIOn es un compuesto do la formula (JI) an 

to quo Fe es -C(0}-NY1Y2, carboxi, ªddo blolthstezo; 0 alqullo sustituldo con hldro* a 

su sal faim aceuticam onto acoptable, hId rota a solvato, su pro!arm aco 

20 fatmaceuticamente acoptabJe, o una sal famiaceuticarnerde aceptable, hldrato a 

solvato del proMmiaco. 

Otra realization particular tie Ia Invenclon Os tin compuesto do to formula (II) an 

la quo Fe as -COOH, a su sal farrnacØuncaznente aceptable. hldmto 0 solvato, su 

proMm)aco farm acØuticaln ante aceptable, a un sal farm acØuticam onto aceptable, 

25 hldrato 0 solvato del prefOrm act. 

Cirn realizatiOn particular do la lnvencltn as tin compuasta do to formula (II) an 

In qua as hidrogena, alquflo 0 arilalquflo, 0 su sal farmacAuticamente aceptablo, 

h1drato a soivata, su pro?tffi 800 faim acOullcam ante aceptab1e, a tin sal 

ftnnacØutfcamente aceptable, hldrato 0 solvato del profainiaco. 

30 Otra nnflmdhfl patbilar do Is InvenclAn as tin con%puesto do Ia fOn’nula (It) on 

Is quo Fe as hidrOgeno, o su sal farmacØtiticarnente aceptatle, hldrato 0 solvato, su 

profOntiaco fami acOaticam onto aceptablo, 0 un sal farm acduticam ante aceptablo, 

hldrato a solvato del pmfAnnaco. 

Ohm realizatiOn particular do Is Invention es Wi compuesto do Is formula (II) an 

35 la quo R’ as hidrOgeno, aiquulo, alcoxi, hidroxi, halo 0 haloalcoxi, 0 su sal 
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farm aceut Icam ante aceptable. PIIdTa!O 0 soNata su profannaco famiacØuticamerde 

aceptable. o un sal fannaceuticamente aceptabTo hId rato 0 solvato del pxafÆrmaco. 

Otra reallzaclOn paxticular data hwenclhn as Un coinpuasto data formula (ii) an 

la quo: 

5 R’ as ctlSqullo, heteroddillo, arIIcicISqulIo. dcloalqullarflo. 0 

aiqullo, opclonahn ante sustiluldo can cfcicalqulo o ado, en & qua S So estÆ 

opclonalmente sustituldo can haloalquilo; 

Res hldrOgenooalqullo: 

Fe eshalo; 

10 R2 as -C(0)-NY1Y2, caiboxi, ªc!do blolsªstero: 0 alqullo sustttuldo con hldro* 

R as hldrOgeno. alqullo 0 aiflalquilo; y 

Fe as hidrOgeno, aiquflo, alcoxi. hidroxi, Moo MOBICOXL 

o su sal farm aCOUtICanI ante aceptable. hId rato o solvato. su profAmiaco 

fann avOid (cam ante aceptabl% 0 wia sal farm acØuUcain ents acaptabla, hId rato 0 

15 solvato del profarmaco. 

Otra reajizaclOn paztlwlar S Ia InvenclOn as un compuesto data formula (II) an 

la quo: 

Fr as cicloalquilo, heterociclilo, arilcicloalquilo o ci cloa!quilaæl o. o aIquilo o alquilo 

sustituldo con cicloalquuo; 

20 Fr as hldnSgeno o alqullo; 

Res halo; 

Fe as -C(0)-NY1V2. carbod1 0 âddo blolsOstero 

V’ 
y 

Y2 son cede uno Independle ntoxn ante hldrogeno, alquilsiilfoflllo, 

arfisulfonflo. o alqullo sustituldo con carboxl o alcoxtcaibonllo; 

25 R’ as hldrogeno. alquflo o arilalquuo; y le 

as hid rogano. aiqullo, alcoxi, hidroxi, halo o haloalcoxi, 

0 su sal faitnacØuticamerde aceptable, hldrato 0 solvato, su profArm aco 

farm acAuticam eMs aceptab!& 0 ufla sal farm acOuticam ante aceptabl% hidrato 0 

solvato del profârmaco. 

30 Otra reallzaclAn particular S Ta bivenclUn as urn compuesto S to fOrmula ($1) en 

la qua: 

Ir as hldrogeno, ciclohaptano, dcloheptano-metlleno. ciclohexano, ciclohexano-

metlleno, cfclohcxano-etileno, ciclopentano, blcick42.2.1 Jheptano. Indanilo, 

fenilo, tetrahldroplranllo. trticlo[3.3.1.13.71decano-rn&ileno, math. Isopropilo, 

35 Isopentllo, n-haxanlio, bencllo 0 44rlfluorometllbencllo; 
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IcL.Ui&1i1�ulO IJ,JI43 Iurp Ii-

0 4400__a_uu. 

Rae Idthtgm,conlai 

R’a darn; 

20 R’ as catS, .C(Q)NH2, 5oił4,5S&o-1 ,3,#mm&ma 

11-0 
° 

Fees"" In mefto,  

ea *IOpA.dłsv,J*b.4 

Ii 



(x)i cidwaffi oppç 
cc 

:(s) ajdwe1 sQ30,00 pul-H -{Que1OAO1O-t-IDwBJfllsIpueq-g)-1 uptsq 

(A) ojdwef 

’o3pqou[ IItIOPUI-H oewwonuueouIuxsqopfl-oloJ3-$-gJ PP? 

Qjdwef3 
’o°ncosfu-s- 

IOPU!-I-I opp 

:(j) i. Did uzaf ’°°nc°eI n-g-IDPU!-H L-fl;e 111-9 -(QU%t joWaris 4opp--oiq3-p)-gj app? 

ojd wef ’03n3B1ntPPUPt1 j.-(flUOJflO We COop -Clot 3-pfl-fl4flq.OJOJ-9] opp 

X) I. Old Iimfj 0314u5U111-SIOPUI-H 14 DPP? 
(b) I Did wefa 001 9OELfltIOPWH I4lluejuowa;Insnzew-s-ozop-s)-1 optoe 

cz 

oW w813 ’a uftJ-f-jopuj-j4 egjjuajjns- opp 

404 

O0w6f3 QI:3? 

(u) old web 00Ac3810-s-IopuI-H I rnowwlnsuIdaI4opp-so.1oio*zl DPP? 

:(w)i ordweFa ootw*o Ut 

tIOPUPH 1411Uw1110w811fl8U80 Wif- 1-U30PU 
’er 

vn]0r3p1J0]-eoloi3-*z)OPPY 
ojdwe[ opjaq 

0i)i ajd wob ’O3U908(QtIOPUI-H I4IIUaILIIOUIUIInU Qd WdjflO-I)-t-OiOJo-pl-t) QmØ? 

KOl oldLue[3 lcqWw OMW 

Kth aid web ’03n tI0PHHWlWU0WSWmfl-01013*ZJ QPP]? 
ci 

(u) I. ojdwof ’00fl938{ff-t-jOpIfl-H ftUOfto ep1swo Opp---owjo*g} 
opiv 

(6) t. ozd web ’aogçou(fl-jOpu- i-ftiva avmjpisudwdasi-s-(uop-p)-g1 oppq 

1i) aid web ’O3h1coE{n-c-I0PUI-H 1-IBUGJ(flOWUJjTlSfldOIdjgDUU )-f-OiOj3*Z) app 

(e)i ozdwub ’anco c-toput-ui-(wernowesinsuwadaioto-s-oloIo*zJ OPP? 

!(p)t old LUBfJ ’oaguoe{B-s-Iopul-H frthUajftOUWflflS -UBpnJtOJ013-$.fl} oppq 0 

:(o)I ojdwab S oaFippuj nuejuulflspo4-c-osoIo-v)-g1 Opp? 

Old We(3 oogçoa(n-lopu-H i-fnUJoJOI (flDWu,lnslnidetdvtgIatoIQtQflfl} Dm3? 

Xu) i. ojdwefj ’oatW30111-C-IOPUI-H I4nueiflowBwtsRxM0Pn-o10i3-*a Opp? 

so sub ’ojqadeou euewuançoewmj .10489 op oQauuujaid ItS 0 ç 

(LAY) ujn wicij Bj op asond woo Wi so UgPUaALq ej op iapmjped uçpwijeei az 

toowiwoid op u;uAioS 

0 OWJPI4 ’eqe1ooa ewe WV3gflUOO U1104 IS BUTt 0 ojqmdooa epieuiençoeu1ia 

000 ULI?JOld riB ’OWAI0S 0 ampp  lop4dow opawmflncCOwms es its a 

O& ccto-/EOOZAVSQ 



:Uoi oidwela ’OOfl fl-IQPUI-HHU9IIRBU oumsInsIIxBqopIn)-a °PP 

(Doi oldweI3 O3n3EIlltiOPwH Nuuarno WISQXO1IOPPt01013-S)-4 °PP 

:0)01 oldwefa ’o çłł opwHt.-(JpJaeultflOWBflflSflXBtlOjOID-t)-E1 0P13? 

X’i)oi. oidweb ’ooi woath-s-iop I-Uiueiuow; opp*a oppy 

:(6)0i oidwefa oawcdo’diIitp H1-(llUeUOw2JP19DX84lOPIfl)-fl OPQ 0� 

Woi ajd web Oi Icce Ill-s-to PUI-H I-(nvarnowwptsnxehlozala-s)-zl oppç 

(e)oi ojdusaf ’UOB4fl 4I4flU9J(flOUIBP1SIIIBWflXB14OPID)-Cfl} QPP? 

(P)o1 OjdUZOJ3 ’9i ’+5I Put-HI. UWBOUJBM OPf101OP-t*01°P91 OPPU 

aid Web !S444( lit10 PIll-H 1-txaJpi11-s-(nuemoweIins1ixBl10Pl3-S-010P-*I oppq cz 
:(q) old uieb ’008908[IFZ-I0 Put-H 1llUwu0WłE8DX8M0PPS°0I0t)0b0P-s1  oPpv 

oid we ía ",jV’-IOtlOPUP-H 1-Ixole W-S-UIUwII0 W2 flnsflxeI4Opfl-ozonfll app 

60idW3I3 

’upju2uojp1sueawqLII-g-ppul- frjgew-i-(ff ZOIXOIPNZ MQPP*°’°fl OZ 

:9 oidweia 

1oapçoe[fl-5-jopu-frQUajnowaeqopg.oiop-t)-1 oppç pp oonjww JaWQ 

(q)j oldtlleIa ’UPIUZB1IItPPUI-H 0U0WWISUX0M0fl 3t0P-t)*Z 

:(u)j ojd web ’epwuwufn-f-IoPtq-H i-(uernoweimo0P-$’flI-
9 OidIUI3 ’epwmIojIie3uaq ci 

-fleqopp--ojog-1mgjoP*q-H 1-(neoxn-utuuow1ecl-g)-s]-s 
!g old u’813 ’epwBuOJp1SU83Uaq 

!1. oidweb ’OoflçocfJJ 

-s-iopwH i-(uuonowewllxB11oPl3-C-010P-P)-a oppq pp oaeoiqwB1Jeuqp-g ªBWQ 01 

XaJs ojdweb ’cop jinqjgaw 

tOUWBfle3BffljOlwH I-(WlloUM0PPfl)a*(S) opp 

(B)5 ojdwef3 ’oopflnojflaw 

(oujuwjgaoa-t-l0PUi*1 i fluejuowejin speqo opp? 

:(o) Old wefj 1O1(fl DInE-I 19 Obojflj-ZJ OPIO? c 

.(q)Z ojdwef ’00149 3eIMtl0PUtH 11ww110640PP1I°  

:(e)z oldweIa ’OatWOUIIItPP El 1-llwW14UUwu0tM40P°°I°* °PP?  

aid um topcoe{Jl-c-pPUj-H 1[flua1(flOum4fnsj0u8qjgeWO10fl1W4-t*O1OflFZ} OPP, 

omto-ifOOZAvSfl 



USAV2003/-0155 WO 

-38-

ester matlilco del âddo  12-(3Iohe,d1sulfainoU-5-trifluommetufenU)-1H-bdo!-3-

UjacAtico, Ejomplo 11; 

Æcldo [2-(3.cic!ohoxllsulfamol]-5-hifluommetilfenhl)-1 H-indo!-3-lljacØt Ico. EJeJnpTo 12; 

acido (2-(3-bencons ul!onflani ino-4-ciomfenll)-1 H-hid ol-3-iflatet Ito. EjompTo 13; 

5 *cldo {2(4cIoro-3-(cIcTohexnncaxbonflamIno)foflh1J-1H4ndOl-3-fl}acOtico, Ejemplo 14, 

Mdc 2-(4-c!aro-34dc!ohexilsulfarnollfenfl)-1 1-1-!ndoI-3-carboxl Ilco, Ejomplo 15; o 

acklo 2-(4-dor3-3 dclohoxflsulf ainolffenfl)-1H-lndo-6-carboxi ilco. Ejemp!o 16: 

0 su pmfarmaco do Ostor fannacOuticam onto aceptablo. 

So dabs eatander quo osta inventiOn cibre tadas las corn binaclones 

tO apmpladas do las realizaclones paiticulares frtdlcadas an esto docuni onto. 

Los compuestos do Is presents Invention 
y in Intermedics y matcilales do 

paitida usados an six preparation so fain bran segUn las nonnas do nomenclature do 

to IUPAC, an las quo los gnzpcs camcterlst!ccs tenon prioridad decreclento do 

mentiOn segfln at giupo principal quo so bt a conlirwaclOn âcfdos, Østares 

15 ainldas. etc. Sin embargo, as entlende quo. pare urn compuesto particular lfldleado 
Li tanto par una formula estnzchzral canto par un nom bra do to flomonclatia at to 

Mmula estmctinal 
y 

all nombre do Is nomenclahim no son cohezentas eMm s1 Is 

formula estnjctwS tone pmfexoncla sabre at noinbre do Is notnenclatura 

Los corn puestos do To hivenclOn muestran actividad antagonista del receptor 

zO do pmstaglandina 02 y son titHes canto agonies do actuation fam7aco1Og!ca. Pot 

consigulonte, Be hicorporan on corn pos iclories farm athuticas 
y 

so usan Para al 

halaiu,Ianto do paclentes quo padecen clefts tIBstornos medicos. 

Los cam puestos denim del alcance do to pzesenta invention son antagonlstas 

del receptor do Ia prostaglan dine D2 segUn ensayos descritos an Is bibilogref ía y 

25 describe an to sectiOn do ensayos farmacolOglcos presentada mØs adelaide, yse 

tree quo Los reszfltados do stos ensayas so corre2adonan can to actMdad 

farm acolOgica an too sores hum anos 
y otros mamifems. Par tenth, an aba realization, 

to presente inventiOn proportions cam puestos do Ia inventiOn 
y 

coniposiclonas quo 
contlonen corn puestos do Is InventiOn pam au usa an ci ftatamiento do un pedants 

30 quo padece a estØ sometido a frastomos quo pueden mejotar par medic do Is 
administration do on antagonists do PGD2. Par tanto, par ojornplo, Jos compuestos do 
Is fresente lnetrclOn pueden set OWes on 01 ifatant (onto do una divemldad do 
trastomos medlados par PG132 Itccluyendo, pam sin limitation, enfeimedad a!&glca 
(tel coma rinhtis &Sgl, canjuntivitis aiSgica. dermatitis ala pica. asma bionqulal 

y 

35 alei!a allrnenlarfa), mastccltosls slstØm Ice, Imstorncs acorn paflados par activation do 

0 
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mastccftos slstØmlco% choquo anatIlâctico, broncoconstrtcdOn, bmnqultls, wticarla, 

occema. enfermedades acompafiadas par picor (tales coma dermatitis atÆptca 
y 

urticarla), en!erm edados (tales coma calandas, desprendlmlento do retina, 

htflamaclón, Wecclôn y frastomos del sueflo) quo so generafl do fauna secundarfa 

5 como resultado del comportamlento quo acompafla al pleor (bias coma 

escaflflcaclones 
y 

contusbnes), InflamaclAn, en!ennedad pulmonar obstructiva 

cit nica. lesion pot reperfuslOn ISqU&n Ice, accidents cerebmvascular, artiftis 

reumatolde crAnica, pleuresla, callUs ulcerosa 
y 

simliares. 

Los campuestos do Is pmsente InventiOn edemas son (des an tmtarnlentos 

10 quo Impilcan una terapla do combination con 

(I) anffltstamlnlcos, Was coma !OXO!eIWdS, loratadina 
y 

citirizine, pars ci batamlento 

do Is itnitis alØrglca; 

(II) antagonistas do leucotileflos, Was como montelukast 
y 

rathulast. pam 01 

tratamlento do to rinitis alØrgica. CORD, dermatitis alØrglca, conjuntivltls altrgice, etc. 

15 (voanse especificamonte in reMndlcaclones del docuniento WO 01/78697 A2); 

(III) agonistas beta tales como albutemi, salbutwol 
y 

terbutaihia, pam 01 tratam (onto 

del asma, CORD, dem’tatftls alØrgica, conjuntivitis alergica, etc; 

(tv) antihlstainlntcos, Was coma fexofenadina, loratadina y dthkLw, pars ci 

hatamlento del awns, CORD, dorm allis alØrgica, conjuntMtls alOrgica, etc 

20 (v) lithibidores do PDE4 (fosfodlosterasa 4), tales coma rotluin (last 
y dam (last Para ci 

tratamlento del same, COPb, dermatitis alØrgka conjuntMtls alergica, etc; a 

NO can antagonistas do TP (receptor del tromboxano A2) o CrTh2 (molOcula honiO!oga 

at receptor qulmlsatmyante expmsada an celulas Th2), tales coma Rafliatro bran (BAY-

u3405). pars & tratarniento do COPD, dermatitis alØrgica, conjuntivitis alØrgica, etc. 
25 Una realizatiOn especial do loo mØtodos terapduticos do to presents InventiOn 

as 01 tratamlento do Is rinifis alØrgica. 

Otre reaflzaclOh especial do los mOtodos twapeuticos do Is presents InventiOn 
as ci tratainlento del asma bronqulal. 

SegUn Otto aspecto do Ia InventiOn, so proporciona tin mAtodo pore el 
30 fratamlento do tin paciento humano o animal quo padece 0 estØ sometido a titjlwjuzs 

quo puSan mejorar par medlo do (a admInistration do un antagonists del receptor do 
la prostaglandina D2, par ejemplo. (as trastomos descritos anterlorm onto an este 
docum onto, quo comprende admhtlstrar el paclente una cantidad cficaz do on 
compuesto do Is Invention o do una composition quo contlono un compuesto do Is 

35 inventIon. ’Cant WW oficaf pretende doscdbfr tine canhidad dol compuesto do Is 
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presonte Invenclbn eflcaz comb antagonista del receptor do Ia prustaglandina 02 y 

qua produce, do esta manora, el efecto terapdutico deseado. 

Las referenclas on asia documento a un fratamlento doben entondersa quo 

Uicluyen una temple proffiàdlca,  as[ come S halamlenlo do frastornos establecidos. 

La presanto inventiOn tarnblØn lncluye denim do 512 alcance cornsIcbnos 

farmaceuilcas quo comprenden al manna uno do los compueslos do Ta InventiOn 

mezclado con un vehlculo farrnacŁuticam onto aceptable. 

En to prActice, el compuesto do to presents lnvoncibn puode admhilsflrse en 

una forma do dosIflclbn fannacOulicamenta aceptable a sates huinaflos y oUts 

anhnales rnedlante admbdahJZn tApica a slstØmlca Incluyendo to admlnlskacl6n 

oral, medlanta InhalaclOn, rectal, nasal, bucal, sublingual, vaginal. colOnlca, parentemi 

(Incluyendo subcuiAnea, hdrninuscular. hTtrovenoss, kitradØnnica, itdratecal y 

epidural), Irdmclsternal e blimpeiltonS. So apreciath qua to via preferida puede 

vartar. pot ojemplo, segün ci kastomo del receptor. 

Tormas do dosflbmolon farmacØuticamonte aceplablet so refiore a formas do 

dosificaclOn del cornpuesto do to Invention a frzcluye. par ejemplo, comprimldos, 

gmgeas, pelves, eilxires, jarabes, pmparaclones flquldas. Incluyendo suspenslones, 

pulverlzaclones. Inhalantes, corn prim Ida corn pflm Idos paw chupar. emulsiones. 

disoluclones, granulos, cApsulas y suposllorios, as[ coma preparuclones liquldas Para 

Iflyacciones. Incluyendo las preparaclones do Tosomas. Las tOcnlcas y formulaclones 

pueden encontrarse, an general, an Remington’s Pharmaceutical Sciences, Mack 

Publishing Co., Easton, PA, UlUrna editiOn. 

Un aspecto particular do to bwanclOn pmporciorta tin compuasto sagUn to 

prosento Invention quo so va a admiflistrar an forma do una compositiOn 

farm acAutica. Las corn posiclones farTnacAuhlcas sogUn to presonte InventiOn 

cornpratden compuestos do To presuMe Invention y VOhICUTOS farmathuticam ante 

aceptabtos. 

Los vahiciflas fann acAuur onto aceptables lncluyon al menos un 

componento seleccionado del gnipo qua compiende soportes, dlluyenles, 

rcveslfrnlentos, adyuvantes, exclplontes 0 vohlculos farm acØullcam ante aceptables, 

Was come agonies conservantes, cargas, agentes dlsgregantes, agentes 

hum eclantes, agonies omulslonantes, agonies Para estabifizar to emulsiOn, agonies do 

suspension, agonies IsotOnicos, agonies edulcorantes. agonies ammatlzantes, 

agent as do Perfume, agentes coloranles, agonies anhibacterlanos, agonies 

antlMnglcos, oUts agonies tempeut!cos, agonies lubricantes, agonies Para releaser 0 
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estimular In adsorcthn y agentes de dlstrlbuclôn, dependlendo do to naturaloza do Is 

We do admhlstraclôn y [as  formas do dosificaclon. 

Los ojem pies do agonies do suspensIon Intl uyen alcoholes Isoestearlllcos 

otoxilados, esteros do pofloxletilensorbltol y sorbitAn, ccl uI osa mlcmcflstallna, 

5 motahidrOxido do alumhtlo, bentonfta, agar-agar y tragacanlo, 0 mezclas do estas 

Los ojemplos do agonies antibactorlanos y anIffimglrns pan Ta pmvoncfOn do 

Is accion do microorganism as htcluyen parabenos, clorobutanol, fend, acMe sórblco y 

aim flares 

10 Los ejomplos do agonies isotOnicos Incluyen azæcares, clorwo do sodlo, y 

shnDwes. 

Los ojomplos do agonies quo retrasan Is adsoTciOn pore pmlongar Is absorclôn 

Incluyen monoesteamto do alum Into 
y 

golatina 

Los ojomplos de agonies quo estlmulan to adsorcton pars mejorar Ia absorcfón 

15 Incluyen dlmotilsulfoxldo 
y 

anâlogos reiadonados. 

Los ojoinpios do dfluyonlos, disolventes, vehiculos, agentes solubilizantos, 

eniulsionantos 
y 

estabilizantes do Is emulsiOn tncluyen ague, clorofonno, sacamsa, 

tda.ajl, alcohol Isopropilico, caibonato do ohio, acetato do stile, alcohol benchilco, 

alcohol telrahldrofurfurlllco, benzoato do boncilo, petioles, pmpflongllcol, 1.3-

20 butllougilcol, glicorol, poliotllengllcolos. dimotfiformamida, Tweenfi 60, Spanfi 60. 

alcohol celoestoarilico. alcohol miristifico, monoestearato do gilcerllo 
y 

laurilsulfato do 

sodlo, estates do âcldo graso do sorbltân, aceltes vegetates (tales come  acelto do 

semlifa do algodon, acelto do cacahuota, acolte do gormen de malz acelte de olive, 

acofte de dclno 
y acelte do sesame) y ósbres oigânlcos hiyecthbles tales coma  olealo 

25 do We 
y 

sltnilares, o flnrin* adecuadas do ostas sustanclas. 

Los ojemplos do exciplontos Incluyen lactosa, azUcar do Is lathe, Ulialo do 

sodb, carbonato do calcia 
y 

fosfato do dicaiclo. 

-, 

Los ojomplos do agentes dlsgmgantes lncluyon airnldOn, âcMos alginicos 
y 

clextos silicatos corn plojos. 

30 Los ejem pies do hthiicantes incluyefl estoarato do magnesto. laurilsulfato do 

sodb. talco, as[ comb pouetllonglicolos do alto peso molecular. 

La elecciAn del VOhICUIO fannacØuflco aceptablo generalmento so delennlna 

segOn [as propledades qulmlcas del compuesto active Was come salubilidad, Is via 
particular do admlnistraclAn 

y 

[as disposiclones a tenor an cuonta on La prâctica 
35 fannaceutica. 
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Las composiclofles famtaceuVcas do Is pmsento bwenclon adecuadas pars Ia 

admlnlstiacfon oral puoden prosentarse canto unidades discrelas tales coma una 

forma do dasffiimclon stllda, tel coma capsules, solos 0 compthnldos quo contlenm 

code uno. una cantidad predolermlnada del ingredients activo. o coma un polvo 0 

5 gmnulado; coma una fauna do doslflcaclón liqulda tel como una dlsoluclOn 0 una 

suspension an un liquldo acuoso 0 on un liquldo no awoso. o coma una emulsiOn 

liqulda do ague on acelto o do acolto an ague. El Iflgmdlonte activo tamblen puedo 

pmsentatse coma una lnyaccfon a embolada, electuarto o pasta. 

/’Forma do dosificaclOn s011da significa quo Is forma do doslticaclOn del 

10 compuesto do Is hwencfbn esta an farina sAilda, par ejemplo. cÆpsulas, corflprhnldos. 

pildoras, polvos. gmgeas 0 gtflot En tales fonnas do doslflcaclOn sAlidas, at 

compuesto do Is InvenclOn so mezc!a con al menos an oxciplente (a vehfculo) bierte 

habitual tat como citrato do soda 0 fosfato do dicaiclo, o (a) cargos a dlluyentes, tales 

como par ojemplo, almidonas. lactosa, sacarosa, glues manual 
y 

Æddo slilcico, (b) 

15 Ilgantes. tales coma par ejemplo. carboxImetilcefulose, algiflatos, gelatina, 

pollvlhflpfrrolldona, sacatosa 
y 

golna arAbiga, (c) humeclantes, tales comb par ejemplo. 

glicemi. (d) agonies dlsgmgantos tales coma, par ejemplo. agar-agar, caxtonalo do 

calclo, almtdOn do petals 0 tapIoca. Acldo alginico, clertos slilcatos comptejos 
y 

carbonato do sodlo, (a) agonies pam retrasar to dlsoluclon, tales como par ejomplo 

20 pamfina, (0 aceloradores de Is absorclOn, tales coma pot ejemplo, compuestos do 

amonlo cuatemaflo. (g) agendas Iwmoctantes. tales canto pot ejomplo, alcohol celfilca 

y 

monoestoaralo do gilcerol, (Ii) adsorbentes, Was como par ejomplo, canlin 
y 

boMonita, (I) hibrlcantos, talus come par ejeznplo, talco, estearato do caiclo, estearato 

do magnesia, poflelflengltcoles SOIIZIOS. Iawtlsulfato do sodb, (J) agonies opaciticantes. 

25 (Ic) agonies tamporiantes 
y 

agonies qua Ilbexan of campuesto 0 compuestos do Ia 

lnvenc!On an turn doita parts del fracta Intestinal do una manera reirasada. 

Un cotnprlmldo puedo prepararso p0 r comproslon 0 par ffloldeo opc!onalmonto 

con uno a mM Ingredlentes auxillaros. Los comprbnldos do cotnpmslOn puedon 

pmpaiarse par compreslOn on into mAquhia adecuada del ingiedlente active on forma 

30 flulda tel como an farma do pczlvo 0 do granulos, opclonalrflento mezolado can un 

agents Ilgante. lubricants. dfluyento Incite, consenante, tensloactivo 0 do dispersiOn. 

Pueden usaiso exclplenles tales canto lastosa, cifialo do sodla, carbonato do caleb, 

10sfato do dicaiclo 
y 

agonies dlsgregantes tales coma aim klon, Aeldos alginicos 
y 

clertos sillcatos corn plojos corn binad as con hibricantes tales coma estearatb do 

35 Magneslo, laurllsulfato do sodb 
y 

talco. Los compftnldos so pueden obtoner 
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inoldoando on turn mâquina adecuada tma mazda do los compuestos an polvo 

humedecidos con un dfluyente liquldo Inane. Los comprimidos opclonalmente puSan 

set revesttdos o mnumdos, y puSan ser fomwlados do tat modo qua proporcianan 

una Ilberaclón lenta a controlada del Ingredlente activo presents an su Intoflor. 

5 Las composfclonos soildas tamblØn pueden emplearse coma cages on 

capsules do galatina rellonas blandas 
y 

duras usando exciplentes tales wino lactose o 

azUcar do Ia lathe, oat como pdlletfionglfcoles do alto peso molecular 
y 

simllares. 

SI so desea y pars conseguir una dlstitbuclón mAs oflcaz, los compuestos 

puSan mlcroencapsularse o asoclarse a sMemas do liberation tenth o do liWmclon 

10 dldgida tales como matrices polimŁflcas blocompatibtes y blodegTadables (pot 

ejempto, poli(dj-Iact!da co-gucolida)), liposomas 
y 

microesferas, e hiyeclarse par via 

subcutÆ flea a Intramuscular par ima tØcnica denominada depOsito subcutÆneo 0 

Intramuscular pars pm port bRaT Ia liberation [onto conthwa del compuesto 0 

compuestos durante un periodo do 2 sernanas 0 mM. Los compuestos pueden 

15 estarillzarsa, par ejemplo, per filtration a travØs do un turn do retention do bacterlas 0 

por medlo do Ia IncorparaclOn do agentas do esterlllzaclOn an forma do composiclones 

sOlidas estOriles qua puSan disolverse an agua eatS o algirn otto medlo inyactable 

ester! Inmedlatamente antes del usa. 

’Forma do doslffcaclOn IlquldC signifies qua la dosis do compuesto aclivo a 

20 adtnlnlstrar al paclonte esta an forms liqulda, par ejemplo. emulsiones, disoluclones, 

suspenslones, jarabes y efixires farm aCØ*i&aM onto aceptables. Mom as do los 

compuestos attics, [as faunas do dosificadOn liquldas puSan canto net dlluyontos 

Inertes usados habltualm onto on Is Monica, tales comb disolventes. uuaidus 

solubilizantes 
y 

emutsionantes. 

25 Cuando so usan suspenstonas acuosas, Ostas pueden contener agentes 

emulslonantes a agentes quo facilitan Ia suspensiOn. 

Las corflposlclonos fannacØuticas adecuadas pare la adtnh-ilsfraclOn tOpica so 

refleren a tbrmuladones quo estÆn an tine forma adocuada pare set administradas a 

tin paclento pot via tApica. La formulation puedo presentarse como una pomade 

30 ttpica, unguento, polvos, pulverlzaclones a bthalentos, gales (basados an agua 0 an 

alcohol), cremas, como so conoce genoralm onto on Is teats, o IncarpoTaise an iina 

base matflz pare apilcarso on cm parrJte, qua pennhtfrfa to liberatiOn controlada del 

compuesto a haves do To banura tmnsdOrm Ice. Cuando so fomulan an tin ungilonto. 

los htgmdlentes attics puSan em please can una base pamflnica 0 con una base do 

35 ungilento miscible con ague. Coma alternative, los Ingredlentes activos puedoh 
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thrinularse on una aetna con una bass do acme do acelto en ague. Las 

farmulaclones adecuadas pore Ia admbtbzdOn toplca on ci ojo lncluyen las gatos 

oflalmicas on las quo el h,gTedlento activo estâ dlsuelto o suspondido on un vehiculo 

adecuado, especlalm ante cm disolvente acuaso pare ci lngredlente activo. Las 

5 form ulaclones adocuadas pam Ia administradOn tO pica an Ia bcca Incluyen 

comprimidos pam chupar quo comprenden & Ingredients activo on una base 

atom atizada, noun aim onto sazOsa y goma arablga 0 haganto; pastlilas qua 

corn prend en ci Ingmdlento activo on una base htetto tal ccnio gelatfna 
y 

gilcerina 0 

sacarosa 
y 

goma axtblga; ycolutodas qua comprenden ci b’igmthentc activo on un 

10 vehiculo liquldo adecuado. 

La baa otausa do la composlclOn lam aceutica an emulsion puede constltufrse 

a partir do Ingrodlontes conocidas do twa manem conocida. Aunque to fase puedo 

comprender simplemente un emuislonante (conocido tamblen como etnulgente), do 

fauna des sable corn prendo una mezc!a do al menos un emuislonante con una grasa 0 

15 con un acoite, o con ambos gmsa 
y 

acelte. En una reallzacfOn paiticular, se Incluyo cm 

emulsienante hldrofllo Junto con tin eitulslonante UpófUo quo actUa coma estabilizanta 

Con] untam onto, elflos) emulsionante(s) con o sin estabWzante(s) canstltuycn Ia corn 

emulsionanto. y la core - con & acelto 
y 

Ia gmsa constibsyon to base do ungOento 

emulsionanto quo cons tituyo la faso oleosa dlspersa do Ins form uladones do crema. 

20 SI so dosea. Ia baa acuosa do la base do crema pitedo Inclulr, pot e]emplo, of 

metros 30% pIp do un alcohol pOWIIdIOXIIIGO. es declr cm alcohol quo term dos o inas 

grupos tddroxllo tel canto pmpffengllcol. butan-13-dlol. manitol, sotbitol. gilcemi 
y 

polietilengllcol (Incluyerido PEG 400) 
y 

mezcles do lbs mismos. isa formulaclones 

tOplcas, do forma deseabla, puedon htulr cm compuesto quo mejora la absorcfOn 0 

25 ponotiaclón  del bigredlento activo a haves dole - U otias areas aloctadas. 

La electIOn do a’-11’ o grasas adecuadas pars tine compostclOn so baa on 

Ia obtenclOh do [as propledades deseadas. Do asIa rnanera, una crema 

prefeitblomonte dabs set un producto no gmsflto, qua no mancho 
y 

quo sea lovable 

con una consistencla adocuada Para Star Ws higas desde Its tubes u altos 

30 reclplontas. Pueden usamo estates do aiqullo mono- 0 dibaslcos do cadona lIneal 0 

ramificada Was como mliLadlo do dilsopropilo, oloato do decilo, palmitato do 

hoptopflo, estearato do butilo, palm Date de 2-etllhoxilo 0 una mazda do tstores do 

cad ena rarnlficada conocida cofflo Crodamol CAP. Estos pusan usarse solos 
o en 

combInatiOn dopendlendo do las propledades requoridas. Como alternativa, pueden 

I 
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usamo Ilpidos do alto punto do fUSIÔn tales comb pamfina blanda blanca y/o parafina 

liqulda U otios aceltes mftmxales. 

Corn posiclones fannacØuticas adeazadas pam Ia admlnlstraclOn rectal a 

vaginal significa form ulaclones quo satin an twa forma adecuada pam administrarso 

5 porvlaroctalovaglnalaunpaclsnteyquocontlanenalmonosuncompuestodola 

hwenclOn. Los supositorios son una forma particular pam tales fonnulaciones quo 

puSan preparame mexciando los compuostos do asIa inventIOn can exclplentos 0 

vehicu Ins no Irritantes adecuados tales como manteca do cmtmo. pcllotilengllcol 0 mm 

coma do supositomlos, qua son sOfldos a In temperatures habftuales polo Uquldos a Ia 

10 tempemkmma corporal y, por to tanto, so hmdon on S redo o an Ia cavMad vaginal y 

Ilbezan S componente activo. 

Las compaslclones farmacØuticas administradas por hiyecclOn pueden 

admin!stmrse por InyeccfOn Uansmuscular, Intravenosa, hitraperitoneal yb 

subcutÆ flea. Las corn posiclonos do Is presents invention so form uan en disolu clones 

15 llquldas, on pamtcularen tampones fislo!Oglcamonte compatibles tales comodlsoluclOn 
Li do Hank a dlsolucltn de Ringer. Mamas, las composiclonos puSan formulamse an 

forma sOilda y redlsolvemo a suspenderso Inmedlatam onto antes do! usa Tam blØn as 

Incluyon fommas flofilizadas. Las form ulaclones son estØrilos e Incluyen emulsionos, 

sus pens! ones, o dlso!uclones pam hiyecclOn acuosas 
y  no acuosas, qua puSan 

20 conterter agentes do suspensiOn y agentes espesantes 
y antloxldantes, tam panes, 

bacterlostatos 
y solutos quo bacon qua las fonnulaclones scan IsotOnlcas 

y 

tongan un 

PH ajustado do fomia convonlente, can Ia sangre del receptor deseado. 

CompositiOn famiacØutica do Is presanto Invention adecuada pars Is 

admhilstraclAn nasal a por UthaiacIón significa composlclonos  qua oM(n on una forma 

25 MacuSa pam admhilstmxse par via nasal 0 por lithalaciOn a un pedants. La 

coniposiclOn puede contonor tin vohiculo, an forma do polvo, qua tenga tm tam aflo do 

particulas, por ejeznplo, an ci Intewalo do 1  500 rnlcrOmetros Qncluyendo tamaflos de 

patticulas on un Intemvalo comprendido otto 20 y500 ’nlctmetrOs an Incrementos do 

5 mfcromotros tales coma 30 mlcrOmetms, 35 mlcrametms, etc.). Las comnposlctones 

30 adaaiadas an las qua at veNcula as un liquldo, pam admlnlstraclon, par ejemplo, 

como tine pulverization nasal o como gates nasales, Incluyen dlsolur4ones acuosas U 

oteosas del bigmdtento activo. Las corn posiclonos adecuadas pam Ia administraclon 

an aerosol puSan prepararse segUn metodos ccnvenclonales, 
y puSan admlnistramse 

con otros agentes terapAuticos. Los Inhaladores con medtdor do dosEs son (stiles pam 
35 admlnistrar las cornposlclonas segUn Is bwoncfón pars una temple do Inhalation. 
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Los nivelos do dosfflcaclon males deiflos) lngmdlonte(s) aclivo(s) an las 

corn posicionos do Is htvonclón puedon varlaiso pam obtenor tins cantidad do 

lngmdiante(s) activo(s) quo sea(n) efica4eficaces) pam Obtonor inia respuesta 

terapeutfca deseada pars one composiclOn concrete y tin mAtodo do admhtlstmclon al 

5 padente. Un nivel do dosificaclOn seloccionado pam cualqulcr paclonto cofltmto. POT 

tol ic. depends do one divotsidad do factoms. htcluyeado ci efacto terapØullco 

deseado, Ia via do admlnlstraclon, Ta duration doseada del fratamlento. In etlalogla 
y 

gmvedad do To enfermedad, ci estado, peso, soxo, dicta y Sad del patients, el lipo y 

potencla do coda Ingred!onte activo, las velocidades do absorclón, mctabdllsmo yb 

10 excretiOn 
y 

altos factoros. 

La dosis diada total do los compuastos do esta InventiOn admh1tshada a tin 

paclente on una solo dosis o an doS dMdtdas puSs eater on cantidades, por 

ejetnplo, do aproxhnadamonte 0,001 a apmxlmadartiente 100 mg/kg do peso corporal 

a! dia 
y 

proferiblemento do 0,01 a 10 mglkgldla. Por ejemplo, an urn adults, las dosle 

15 son genemimento doSe aproximadaniento 0,01 a aproxlmadarnente 100, 

Ls preferlblornento do aproxlmadamonte 0,01 a aproxlmadamento 10 mg/kg do peso 

corporal por dia mediante InhalatiOn. desde aproxftnadamente 0.01 a 

aproxlmadamonte 100, preferiblomento de 0.1 a 70, mM especlalinento 0,5 a 10. 

rngflcg do peso corporal par dia madlante admInistratiOn oral, y doSe 

20 apioxlmadamente 0.01 a aproxlmadamente 50, preferIblemonte do 0.01 a 10, mg!kg 

do peso corporal par din medlante adminIstratIOn Intravenosa. El porcentajo do 

hgredIente activo an one compositiOn puSs varlarse, ainique deborla constituir una 

proportiOn tol quo so obtenga one dosifleaclOn adecuada Las composictones do 

dosificaclOn unitada puSan contener tales cantldadas o tales submUltiplos do las 

25 mlsmas coftto puedan usame pam constituir Ia dos diada. Evidentem onto, varies 

formas do doslficacihn unitada puSan admia!strame aproximadamente al mismo 

tlompo. Una doslficaclOn puede administrarse con taMe frecuencla como sea 

flecesarlo Pam obtenor ci dec10 torapOutico deseado. Ngunos paclontes puedon 

responder con rapldoz a una dosis mayor a manor y puedon encontrar adecuada one 

30 doS do mantonimlonta mucho mas debt!. Pam otros paclontes. puSs ser necosarto 

proporclonar tratamlontos a largo plazo on Is proportiOn do 124 dosls al dia, següfl 

[as requislios fislotOg teas do code paclente an particular. Se outland a quo, pore otros 

peclentes. sarA necesarto prescriblr no mM de one a dos deals diaries. 

Las formulaclones puSan prepararse on forma do doslticaclOn unitaria 

35 medlanto cualquler mOtodo conacido on Ia tecnlca do Is fantiacla. Estos mOtodos 
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Incluyen Is steps do porter an asccladón S Ingiadlonte active am ci votilculo quo 

conslltuye uric a mM Ingredlentes accessjios. En general, Ins fonnulaclones se 

prepatan ponlendo an asodaclon, do manera uniforms o Initha, ci bigredlente active 

con vehiculos liquldos a vetilculos s011dos finamento dMdIdos a ambos, y despuØs. 51 

5 results necesarlo, moldear ci producto. 

Las form ulacfones pueden present ama an reciplentes do twa sola deals 0 do 

multiples dosis, per ejemplo, ampoilas 
y 

Wales sellados con tajmnes elastornOricos, 
y 

pueden conseivarse an Un ts1aIo secado per congelation (Uolilizado) quo sOlo 

requiem Ta SciOn del vehiculo liquldo esterli, par ojomplo, aqua pore hiyecclOn, 

10 Inmedlatamonto mites del use. Las disoludones 
y 

suspenslones pare lnyecclOn 

oxternporânea pueden prepamme a parlir do pelves esteriles, grAmilos 
y 

compflmldos 

del tips descrito provlamente. 

Los compuestos do Is InventiOn pueden prepararso inediante Ia apllcac!On 0 

adaptatiOn do mAtodos conocidos, y esto signlfica los mnOtodos utilizados haste Is 

15 fechaodecrltsenlablbilogmfla,porejemplo, los describes per R.C.LarOCkefl 

ComprehensWe Organic Transt ormatlons, VCH pubflshom 1989. 

En las macclones describes mM adolanto puede sw necesarlo proteger los 

grimes funcloSes readlivos, per ejemplo gripes hldro,d. amino, (mine, tIe a carboxi, 

quo so desean an ci pmducto final, pare Star su pail!cipacion bid escada an Ins 

20 reacclonos. Los grupos protectoms convention ales puSan usarse segn In prActice 

conventional, vOase per ejemplo T.W. Greene y P.G.M. Wc’ts, Pmtoctfrig Groups In 

Oianfc $ynthasLs. 3a edition, John Wiley & Sons, Inc.. 1999. Los grupos protectores 

do ambia adecuados Incluyen sulfonflo (per etemplo, tosflo). acNe (par ejemplo, 

bondfloxicaftonflo o t-butoxlcarbonllo) y arflaiqullo (per ejam plo. bencilo), qua pueden 

25 sapararse per hWrOIIS!S o hidrogenoilsis segUn sea aproplado. Otms grupos 

protectores do amina adecuados lncluyen trlfluoroacetlio [C(tO)CEsl quo puede 

separarsa per hklrOflsls catauzada con una base, o una resina do toss sOilda unida a 

tin gripe bencilo, tel coma una resins do Monlfleld enlazada a un gnipo 

2,6-dfrnetoxlbehcflo (enlazador EllIflan) 0 Ufl 2,6.dlmetOxl-4-12-

30 (pollestfrflrnetoxl)etoxflbencilo, quo �o separame per hldrO lisle cataflzada con 

Acido. per ejemplo con Acido t,ThuoroacAtico. 

Un compuesto de formula (Xvi), an In quo R1, R2, Fe. W, I, R°, W y   son 

come so detinlA an este documento, pueden preparerse medlanto una macdOn do 

acoplamlonto do Suzuld do tin cormspondlonte coinpuesto do fOrmula (X), an Is quo 
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es bmmo o clam, an particular bmmo. can un carrespondlente acldo borôfllco do 

formula (Xvii), paw pmpomkntar Un corrospondlonto compuesto do formula (XVI). 

HcCB 

tLXI +
 N 

R 
R 
0-1 

Ra 
R 

(’0 (XVII) 
(XVI) 

5 La reaccion do acoplamlonto do Suzuld so puede Dover a cabe do forma 

cotivenlonto per ojemplo on presencla do PdCl2(dppfl2. y CsF, an un disolvonto Sft 

to) coma mm mazda do dioxano y agua (10:1), a una temperature do 

aproxhnadamente 80°C. 

UncemputodelafOmwla(1).enIa quo R11 Fe. R31R’,R51R°yR’  son coma 

10 sodeflnenaqul,sepuedeprepatar par lareacclondehidoldeFlscherdeun 

compuesto correspondlente do Ia formula Oil) acoplado con un compuesto 

correspondlento do la fannula (IV): 

10 3"?R
 

+ �N 
le

15 La reacclon do acoplamlonto puede Devarso a cabo do forma coiwenlente. par 

ejernplo on presencla do Acido p-totuonsulfOnlco y clorum do cfnc  an un disolverite 

Ineite, to) canto Łcido acØlico glacial. an tm homo do mlcmondas do aproxiffiadamonto 

150 °C a aproxlmadamente 180 °C. La roacciOn do acoplarnionto puade tamblØn 

Ilevarse a cmbo do farina convenlente. pot eempIo an prosencla do hldraxldo do 
20 potaslo 0 hldroxldo de sod10 on tin dISOIVOULO Site, tal canto agua y Acido acetico 

glacial, a una temperature do aproxhnadamente 100 °C. La reacciOn de acoplainleato 
puedo tarnblØn Hevarso a cabo do farina convenlente, par ojemplo tratando ci 
compuesta do la formula (ill) con mslna HMBA-AM do Nova Blochem an presencia do 
N- bid mx Ibonzotdazol monolddwladQ. I ,3-dffso pro pilcarbodu mida y 4-

25 dhnetilamlnoplrtdlna, an tin disolvento hicito. tel coma 0CM y DMF, a 
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a.fl*t 6..,...a.n .niLLL, segillo par 1.1w le u --I-- IUSAPM 

cm d npiSo do to fâflnSs QV)  an 1.enS do dmkm di 

-eSe ia IS COM AChAD I
-t-IN 0L1d. a in SnpeiMin do 

S tMcuun,uodeflmwMp..nIaque Fe. R21 Fe. R’.le. n’YWS(mCOlflO 

Sc ttL. *pH S pnft-  own so nwa an S umqmm I, w�I�.4. (1) 

hMWr1 I in, comj*S cafleupa,deMo di In Mimida (V) Wi kit 1NJ., 

pm puupiaduua in’ ianpuosto ewnpardwft di I. *mat (VU. (2) m1  S 

conlptM$o do to fSmtM (Vt) pm ,.Ia. am comr_ln Wrj.L.IIC. dole 

10 MnmS (VII). (3) att S wmpmft do to %msda (VII) en in’ znipat 

’�,- -JIM. ik I. bind. (YIfl) ports ,i_.V- S MMWA.. (4) Now iew 

5.4 �’51sf nM(VIU)ninR’H (an hsqssR’e-N!W)oR’MX$rb 

quo Fe m Apft aRe o stS y X us IS 1ntmas *00 hem) pm 

in casnpuusb carimpandbrft its I. fMnut (IX), y (5) --’-- ii 

15 ’M’’ ft to fSTmMQX) can wi can1iNb znnpc.dmt di to fôamt (IV). 
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a pdmera etapa do In ,v�uJOfl so puedo hew a cabo do 10mm ccnvcldeftto 
par ejeffiplo a una ternpeMuia do aptu$tuadaifloflte -7°C a 0 V. Is segurida etapa 

$ do La reaction so puede Ilevar a cabo do fotma coflveniente - ejem pie en presenofa 
do bisulfito do sIo y âcido c!oddddco en tin disolvante haste. tal como agua, a una 
tn.âr’nkfle do aproxintamante 100°C -105 °C La hu .4’.p.’ dab ,tna V..,59 

Ilava a cabo do fame convaffieMe par ejempio haclendo reaccionar an pthfter higar el 
compuesto do la fhnnula (IX) cm nftrtto do sadie a nitdto do płtaslo en presenth do 

10 h!dmdonno ofl CA disalventa hbsslu, taT cOma THE a OW. a urm tempeiatwn do 
aPTOXIMRdamOrIIO -10 V - 0 °C, y ahadlendo despuOs donut do cobre(Il) y Mdc 

glacial saturado con dIOxWo do azufre a la Mazda do reaction a in 
tetnpukua do apmxhnadamento U t a Ta tenipeitum wnUenta La cuasta etapa do 
la reaciOn so puede Dover a cabo do fauna convenlenta par Sin pie en un disolvente 

15 Ins taT cmno ThFy er (cuando so use R’MgX ), 0 MoOn y OeM (aiando so usa 
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R’H ), a una temperature do aproxlmadamonto 0 °C a Ia temperature amblente. La 

quints etapa do Ia macdon so puedo Ilevar a cabo do forma convenlente en 

conddones como Ins descdtas anterlormento pam preparar un compuesto do Ia 

fOrmula (9. 
5 Un compuesto de, lafOrmula(I),enla quo R.R2yR5 son Como sedeflnenaqul, 

es carboxl, yR’. R° yR7 son todos hldrOgeno, so puede preparar como so muestia 

en ci osquema II, medlante (1) una reactiOn do acoplamlento do Suzuki de un 

compueto con spondlento do Ia formula (X), en Is qua X1 es bromo oclorm on 

particular bromo, con un cormapondlento Addo borOnlco do Is formula (XI) pars 

10 pmporclonar un coinpuesto conespondlente do Ia fOrmula (XII), (2) desproteger S 

compuesto do Is formula (XII) pans propordonar un correspondlente compuesto do Is 

formula (XIII), (3) ham reaccionar S compuesto do Is formula (XIII), en primer lugar 

con cloruro do oxalilo, dospuØs con MaCH pare proporcionar un compuesto 

conespondlente data fomiula (XIV), (4) reduclrel compuesto do Ia formula (MV) pare 
15 pmporclonar tm compuesto conespondlente do ía fOrmula 0(V). y (5) hldmllzar of 

L compuesto do Is fOrmula (XV) Pam proporclonar un compuesto de la formula (I) an Is 
quo R3es-COOH. 

MI 
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0 
R 

+ 

eq 70a) 

1. Clorum do romillo 

4L, OM 

Fe.,

 0 
Ry Fe Fe 

t44 

(XV) 
tatuqusR3s-COOff. yW.Rdy 

La pik*em Slope,urm IN do 8-44l..&, do Stwft so puedo Isvw a 
cabo do Ibtfla convstds pot 0000 en pa.....a, do PdCh(4pfl1. y CeF, at .m 

4405
 doSwwn%. Sa . am m del -s. y %ua(ltl)..aa W,..Jaa do 

agxiVItan 80 t. Is ae9 . Sap. do S, I I I wN I an iSs Imerr a So 
do latins conveflioMe per e4emo mdmdo S computo do I. Mantis (XII) con WA, 
on tin dodvte thwie, S come 0CM,. temperature anbienft La tanewp steps as 
td66 so puSs Ism a cSio Is fdiffia civs*Mo par e$mpb an mi doclvste 

10 PS S ttfno 0CM, a Wnpntn snbSit& Is aiaGetter *i4a M ferods 

NNW * c*o Its lana rtnviSSS per t� a.q, III cottiptiom S 
Is mmna(xN) ci ttlat en In. La qt**e - do Mfl es$afl.. S 
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cabo do forma convonlonto per ojemplo, par hldrOlisis alcailna utilizanda una base, tal 

canto un hldrOxido do in’ metal alcailna, per ejeinpia hidroxldo do Ella, o on carbonato 

do un metal alcallno, par ojeniplo, carbanato do potasia, an presencla do turn mezc!a 

disolvente acuosaiorganlca, usando disolvontes orgÆnlcos Was corno CIJOXanO, THF 0 

5 MeOH, a una temperatuta dasde apmxlmadamente amb!onte hasta aproxlmadamento 

do reflujo. La hldr011sls do Los estaros tamblOn puedo maflzarse par hldrOilsis âclda 

usando un Acido InorgAnico, tal coma ÆcMo clorhldilca, an presencla do win mazda 

disolvouto acuosalorgAnlea hierta usando dlsolventos orgØnicos Was coma dloxano 0 

telmhldrofumno, a win tern peratwa dosdo aproxhnadamonte 50 °C hasta 

10 aproxhnadamento 80 OC. 

Las compuestos do la Invenc IOn tam blen puSan prepararse par 

litterconvemlOn do alias campuastos do La hivencfOn. 

Do oste modo, pot ejeinp!o, Los compuestos do to fOymula (I) an La quo Fe as - 

C(0)-NY’Y2 so puSan preparar acoplando los compuestas do Ia formula (I). an Los 

15 quo Fe as carbo4 con una ainhia do Is formula NI-MY, Para dar un erdaco do arnida 

usando procodiniLentos convenclonajes do acaplamlenta do pØpftdas. Las ejemplos 
Inc!uyan (I) acop!amlento on presencla do HBTh y thEA on 0CM a tomperatum 
amblonto. 

Coma alto ejemplo del proceso do hdorconverslOn, in’ profarmaca do aster do 
20 los cornpuestos do formula (XVI) so puSs preparar acoplando los coinpuastos do Ia 

formula (XVI), on la quo Was caiboxi, con un alcohol do to fOrmula Y3OH (en La quo V3 
as al4iilIo 0 alqullo sustitulda con amh,o, alqullarnino 0 dlalqullambx,), pain dat tin 
enlace ôstor usando pzccedlnUantos do acoplwntonto convenclonales. Los ojemplos 
Incluyen (J) acaplamlento an presencla do HBTLJ, y opclonalmenlo an presencla do 

25 flEA, an 0CM a tempemtura amblenta 

Como otto ejemplo del proceso de hiterconverslon, los corn puestos do to 
fOrmula (XVI) an La quo R3 as -CFI20H so pueden propajar medianto La reduccfbn do 
Los campuestos carresponzflontos do to formula (XVI) an In quo W as carboxi La 
roduc clAn so puede liovar a calm do foffim convonlento medlante La roacc Ian con 

30 hldnim do Ililo y alumlnfa, on un disolvonto biwte1 
tel Comb Thff, y a twa teinperatum 

desdo aproxlmadamente 0°C hasta  aw4ffiadameMe la tefnpezatwa do refha. 
Coma otto ojomplo del procaso do bitorcanvomion, los cam puestos do Ta 

formula (XVI), en to quo P3 as 5-oxo ,5-dThldrQ-j,3,4..oxadjazo24o so puedon 
pro paint modlanto La macclAn do los corn puostos caries pondlontes do La fOrmula 

35 (XVI), on La quo P3 as caiboxi con hldrazina an presencla do 115Th y fLEA, on tin 

F" 
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disolvento biesto, taT canto 0CM, y a una temperature do aprSmadamonto Is 

temperature amblente, seguldo par baton fordo do Ia hidrazona resuftanto can CDI an 

prosancla do Un disolvento biotto, taT coma 1,4-diaxano, 
y 

a temperatwa do reflujo. 

Soon aim aspecto do Is Invenciªn, las sales do adiclan do Æc!dos do las 

S compuestos do esta lnvonclAn pueden propararso modlante Is macclAn do Ia base 

Thre con all ftcfdo apmplado, medlante Is apRtactAn o adaptacfAn do mOtodos 

conocidos. Per ejeinpia, las sales do adlclAn do acido do los coinpuestas do esta 

lnvonclon pueden preparajse disolviendo to base Wire en ague 0 on win dlsotuclOn 

alcoholica acuosa o an aims disolventes adorniados quo contengan el Acid a 

10 apropado. 
y alsiando to sal medlanto Is evaporaclon do Is disoluclAn, a hacienda 

roaccionar Ia base 
y 

Æcldo fibre an un disolvento orgardco, an cuyo caso In sal so 
sapara dhedam onto o Weds obtenezse medlunto Is concenlraclOfl do Is disoluciOn. 

Las sales do adiclon do Acidos do los compuestos do esta InventiOn pueden 

regonorame a pajtlr do las sales par apilcactOn 0 adaptatIon do mAtodos conocidos. 
15 Par ejemp!o, los compuestos do origon do to InvanclAn puedan regonetaise a paitir do 

Li sus sales do adiclon do Acidos par Iratamianto con Un Alcall, per ejemplo disoluclon 
acuosa do bicathonato sOd Ice a disoluclAn acuosa do amonlaco. 

Los corn puestos do esta inventIon so pueden regonorar a pajtlr do sus sales 
do adiclOn do bases par In apflcaclon o adaptation do mOtodos conocldos. Par 

20 ejemplo los cocnpuostos do origen do Ia hivenclOn pueden regonemrse a paitir do mis 
sales do adlclon do bases par fratainlento con tin àcldo, par ejomplo Acldo clorhidrico. 

Los compuestos do Ia presents InventiOn pueden prepararso a formarso do 
manera cOnvenlente duranto of pmceso do In InventIon an fotma do solvatos (par 
ejemplo, hidratos). Las hidratos do los compuestos do Is presents InventIOn pueden 

25 prepararso convenlontern onto par recrlstallzactAn on una Mazda dlsolvente 
acuosa!organlca, usando disolventes ozgAnlcos tales como dbxano, totrahldmfuirano 0 
metanol. 

SegUn aim aspecto do fa Invention, so pueden preparer las sales do adlclOn do 
bases do (as compuestos do esla InventiOn par reacciAn del Acido this con to base 

30 aproplada medlanto to apllclOn a adaptatiOn do mAtodos conocidos. Par ojoffiplo, 
las sales do adlclOn do bases do los cornpuestas do esta Invention puodon prepararso 
disolviendo all AcMe fibre an aqua o an una disoluclOn acuosa do alcohol o en Otros 
dlsolventes adecuados quo conhie non Ia base aproplada 

y alsiando Is sal par 
evaporation do Is disoluclon. 0 hacIenda reaccionar ci AcMe Ebro 

y Is base an tin 
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disolvente orgânlco, en cuyo aD Is sal so sopara dlrectamente 0 puede obtenerse 

par concenlrac!on do Ia disoluclon. 

Los matedales do partida o Inteunedlos pueden preparerse pot los mØtodos 

desciltos on to presonto momoria descriptive a pot adaptaclôn do mAtados conocidos. 

S Los compuostos do to lnvencfôn, stis mOtodos do  prepaxacton 
y 

so activtdad 

blolAgica aparecorÆn mM claramento a part del examen do los slgulentes ejoinpios 

quo so presentan salem onto canto HustraclAn 
y no tienen quo ser consid credos como 

lb’nitantes do Is Invention an su alcanco. Los compuestos do Ta Invenc!ón so 

ldontfflcan, par ejemplo, por los sigulontos motodos WIaIIIICOS. 

10 Los exporimontos do cromatograf (a liqulda a ails preslOn - espectmmefrla do 

mesas (LCMS) pare determiner los Ileinpos do retention (IR) y be lanes do mesas 

asoclados so realizan usando into do log sigulentes mOtodas. 

Los espectros do muses (MS) so regisiran usando Un espectrÆmotro do mesas 
Microm ass LCT. El rnOtodo as IonizatiOn pot e!ectronebullzaclon positiva. mesa de 

15 barfldo mtz do 100 a IOCO. La cmmatografla liquids so reallza en una bomba binaila 
y 

dasgasificador do Ia sane Hewlett Packard 1100; lass estaclonarta: columns 
Phenomonex Synezo) 211 Hydro-RP 20 X 4,0 mm, Vase m6y11: A = ªcldo fOnnlco (FA) of 

O.1%en ague, B=rAalo,1%enacotopjljjlo. Volurnandelnyecclonde51dpor 
Sterna CTC Analytical PAL. El flujo as I mWmlnuto. El gradients as 10% do B a 90% 

20 don an 3 mhuztos 
y 90% do B   100% do B an 2 mfnutos. Los detectoms auxlllares 

son: detector UV Hewlett Packard serfe 1100, long ilud do aMa 
= 220 nffi, 

y Ia 
temperatura del detector Sodom SEDEX 75 Evaporative Light Scattering (ELS) = 
46°C, prestOn do nitrAgeno =4 bares. 

Los espectros do resonancla magnetica nuclear (RMN) do 111a 300 MHz as 
25 reglshan a temperature ambieftte usando Un espectrAmetro Varian Mercury (300 MHz) 

can in sands do 5 mm ASW. En to RMN los va!ores del desplazarniento qulmtco (8) 
so hidican an pwtes par mWOn (ppm) con respocto al tetrametllsflano (EMS) coma 
patrAn Ifitomo. 

Tel canto so uses) an los ejomplos 
y prepajaclonos qua siguon, asl comb an el 

30 resto do Is sollcltud. los ttmlnos usados on alias tendrØn los slgnificados bidlcmdos: 
kg so rollers a kilogminos, ’Gr so rollers a memos, mg as refIwo a mfllgramos, �pg 

as reffeje a mlcmgramos, nrar so reflere a moles, mmor so reflore a milbn ales, 
%r 

so teflere a molar, rnM’ so moliere a milimolar, jtM" as rollers, a rnlcromolar, -nM- so 
reflore a nanomolar, t so reflore a tOrus, 0 m so STore a milihitros, pr so reflore a 

35 mlcrulitros, "C" so Store a grados Celsius, p? 0 "p.f.se MIcro a puMa do bisIbn, 
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�pe’ o ’p.e." so rollers a punto do ebullldOn, "mm do Hg" as reflore a prestOn an 

mlllmotms do mercuric, cnf as retlere a contimetros, nflf so rafters a nanometros, 

abs." Be reflare a abSCIUtO, conc. so mflero a concentmdo, ec so refTorn a 

concentration an g!mI, tC so roll ore a torn pereturn amblonte. TLC so reflorn a 

5 cromatografia do capa flna, *PLC so reflere a cromatogiafla liquids do site 

msolucn, 1.p.0 so rafters a via Intraperftoneal, tv." so reVere a via Intravenosa, #gV c 

shigleto, d = doblete; T = trlp!ete ’q" 
= cuadmptetb: W = multipla de doblete 

do dobletes: "C = ancho, tce = cromatOgrafo do liquldos, MS ospsctitgrafo de 

masas,tSUMS = IonlzaclAn pot electmnebuflzac!On!espectrOgiafo do mesas, -TR, = 

10 tempo do retentiOn, It = ion molecular, "PSI" tibias par pulgada cuadrada, 0M80" 

= dlmelflsultOxldo, "UMP 
= N,N-dlmotuformamlda, ’cDr 1,1’-carbonildflmldazol, 

"UCM" o CH20" 
= dlclommetano, IICr = Æcldo clorhldrlco, "SPA" = Ensayo do 

proximidad do contelleo, ATrC Amefican Type Culture Collection, ¶BS" = simm 

fetal bovine, ’MEM’ = medlo esenclal minima, "CPM’ 
= cuontas par mhwto, EtOM" 

IS acetato do etflo, ’PBS’= dlsolucfOn saUna tamponada con fosfato, IMD = dominlo 

tmnsmembrana, IBMr =  34sobutli-1-metiixanlina aAMPC adenosina monofosfato 
cicilco, IUPAC" International Union of Pure and Applied Chemlstiy, aMHz = 

magaherclo, ’PEG polletflengllcol, lvIeOH metanol, "Pr 
= norrnafldad, -THp = 

tetiahldrofurano, "h horns, "mhf, = minute(s), MsNH2’ 
= meffiambia, "NC = hitrOgeno 

20 gas, IPiCH" = alcoM Isoproplilco, "O.D? = dlàrnetro exterior, "MaCN" o "CH3CN" 
acotonitrilo, tt2O" = eter etilico, "TEA" = acido tilthioroacØt Ico, Prep LC" = 

cmmatograf Ia do liquldos do resolution rAplda preparative, ’SPE" = extractiOn an fase 
s6flda "LAH  = hid two do flUb y aluminlo, "pm or = picamolar, iteptano" = n-heptano, 
resina "HMBAM a resins do bcMo 4-hldroxhnetflbenzolcoamblometljo, PdCl(dppf 

25 
= complejo do 0CM do dlclnnzro do paadbOI-1,1’(dlfenflfflno)feoo, "HBTIF 
= hexafluorafosfato do 2-(1H-benzotrboI-jfl)-1,1,3,3-tetrn_mefiJw,njo, tIM" a 

dflsopmpfletllarnina, "Ce = fluoruro do casio, "Mel" 
= 

yoduro do nietilo,  

aproxhfladamonte. 

30 EJEMPLOS 

Elemnlp 1: 

(a) Acido 1244-cloio-3-c IcIoPioxUsuIfamo!-fenjfl-1 H-hid ol-3-fll-aceflco 
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116 
0H 

Metodo A: 

Elope I. So enfria Acido nffrtco humeante (1,59a aproxlmadamente -5 ’Con 

5 unbaflodohlelo!sal. A In largo do un pefiodo de 30 minutes. so aflade Addo 4-(4-

ctoro-fint)-4-oxo-butirloo (150 g) on poiclones a Ia dlsoluclón agitada mocØnicamento, 

y so agile In mazda do reaSOn a una temperature cite aproximadamente -5 T  
apmxlmadamonto -7 t dumnte 3.5 horns. So vlezte la mezcla do reaSOn sobm hielo 

tritinadolagua (3 lIlies) 
y so agita dwants la nocho a temperature affibloute. El 

10 material solldo so Ififra, so lava con agua haste quo too lavados son neutms, so seca al 

else. 
y Ilnalmente so seca an two eslufa do vaclo a aproximadamento 85 ’C pare 

obtonor el Acido 4-(4-doro-3-nitro-fenfl)-4-oxo-butlrlco como wi s011do (159,1 g). 

Etapa 2. A una suspension agitada mecAnicamento do âcldo 4-(4-cloro-3-

nftr0-fenhl)-4-oxo-buttjjco (150 g) an agua (900 ml) 
y 

HCI concentrado (12 ml), so 
15 WInds dlsoluclAn do bisultIto do sciflo (393 q, an 800 ml do agua) a Ia largo do tin 

peslodo do 40 mlnutos a 100-105 T. Despues do To SICIAD, as mantlone la mezcla a 
roflujo durante I hora, 

y so ajusta el pH a -2 medlante la adlcion do HCI 4 N (100 MI). 
So mantleno la meSa a milujo duranto 30 mlnutos mile, so onfria a ternpozatura 
amblente 

y so ultra Pam obtopor ci Acido 443-am Ino-4-cloro-fenlfl-4-oxo-bufl rico como 
20 Wi sOildo (79,3 g). LCMS: TR 2,39 mlftutos, MS: 228 (M+H); 1H NMR (300 MHz. 

DMSO-D8) 8 2,51 (I, J8 Hz, 2H), 3,11 (t. J8 Hz 2H), 5,58 (a’ 21), 1,1 (dd. J=6,2 Hz, 
Jc2 Hz, IH), 1,29 (d, J-8 Hz, lU), 7,38 (d. J2 Hz, III), 12,08(8 ancho, I H). 

Elope 3: So aflado Acido 4-(3-amIno4cloro-fenil)-4-oxoIjutJrJco (16,2 g) an 

DMP(2O ml) a Una mozclade HCI connhado(mI)yj.J&o(15g). So owe una 
25 disoluciOn do nitrito de sodb (5,259) on agua (18 ml) con una plpeta par debajo do la 

superfido do Is disoluclOn a La largo, do 5 rnlnutos a una tomporatum entm -5 C y -10 
C. La motTo do reaccion so caflonta a 0 t 

y so agita durante 15 mm. Esta 
disotudOn so aftado lentamente a tempezatum amblento a mm Vnozcla do dorm do 
cobra ditrldratado (5,58 g) on acido acAtico glacIal (175 ml) quo he So saturada con 

30 dIoxide do azufre gas. La soluclOn resultants so aglta 45 mInutes a tempentum 
amblonte, so altadn agua (500 MI) 

y 

so agita la disoluclOn dwahto I hart So enifia el 
matraz a 10°C 

y so tUba el sóTldo y so lava con agua pare obtener S âcldo 4-(4-doro. 
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3-clomsulfoniljenffl-4-oxo-butlrlco coma tin sbfldo 112.94 g, Intermedlo (1)J. LCMS: TR 

= 2,68 mlnutos. MS: 310 (M+H); ’H NMR (300 MHz. DMSO-Dg) 6 ppm 2,56 (t, 3=8 Hz, 

2H), 3,19 (t. 3=6 Hz, 2H), 7,51 (d, Jts8 Hz, III). 7,87 (dd, J6 Hz, J2 Hz, IH). 8,39 (d, 

J=2HzIH),1Z68(sancho,IH). 

5 Etapa 4: So oflade âcldo 4-(4-cloro-3-clorosulf GnU-fon!14-ox o-butirico (2 g) a 

una dlso!uclon on agitatiOn do ciclahaxilainhia (1.56 g) an mezcla 0CM: MOOH (1:1, 

50 ml) a 0 ’C. So caflenta Is mazda do reaction a tomporntura amblonte y so agita 

durento 20 bores. So addifica Is mezcla do macdón con HCI 2 N acuoso (pH -2) y 

so extras dos veces con donna do matilono. La capa orgAnica rmmlda so lava con 

10 agun, so was sabre sulfato do sodlo yea avaporn al vaclo pare obtenor el Oddo 444-

doro-3-dclohexUsulfaffiaU-f%U)4-oxo-butlrIco coma Un acelto viscoso do color pardo 

clam (1,7 g). LCMS: l 2,9 mlnutos. MS: 314 (M+H): 1H NMR (300 MHz. DMSO-D8) 

5 0,8 - 1,8 (m, IOH), 2,61 (t, 38 Hz, 2H), 3,04 (in, IH), 3,3 (m, 24), 7,8 (d, 3=8 Hz, 

IH), 8,06 (d. 3=8 Hz, IH), 8,2 (d, 3-8 Hz, IH). 8,48 (s. III), 12,2 (s ancho, I H). 

15 Etapa 5: A una mazda do acido 4444oro-3-cMohoxflsuifamofl-fonil)-4-oxo-

but litco (0,56 g). cimujo do chic (205 mg). *cldo p-toluensulfonlco monohldratado (285 

mg) onAddoacoglaclal(8m1)enunredplantedomlcioondas,soaltado 
ffldjjpa (165 mg). So callanta at rociplento tapado an wi microonifas a 180 t 

dumnto 40 mlnutos. So dfluyo Is mazda do reaction con EtOAc so transfioro a Un 

20 matrnzcOn,yseafladaHCl2Naao(-50m1%Seseparnth capa orgargcayso 

oxime Is capa acuosa con EtOAc. La caPa organica reunida so lava con ague, as seca 

sabre suitato do sodlo 
y 

as cortcentm. So purlilca el restduo par ciomatograffa do 

resolutiOn ’tplda an columns sabre gel do slilco e!uyendo con EtOAc do 30 
% a 100 

% on heptano. El producto obteflido so cram atografla do fluevo sabre columns do gel 
25 do silica eluyendo con MaOH do 0 

% 

a30 56 an DCM pare obtoner el âctdo 12-(4-cloro-

3ohaxflsuifamofl-fenil)-IH-jndol-3-fn-acetico coma un sOfido (81 mg). LCMS: TR = 
3,05 rnlnutos, MS: 447 (M+H); ’H NMR (300 MHz, DMSO-D8) 50,8-1,7 (m, 1011), 3,05 
(in, In), 3,74 (s. 2H), 7,05 (t, Js7 Hz, 114), 7.15 (t. 47,01-lZ, 1H). 7.41 (d, 3=8.2 Hz, 
IH), 1,56 (d, 4=8 Hz, In 7,8 (d, 4-8,3 Hz, IN), 7.9 (in. 2H), 8.27 (d, 3=2 Hz, IH), 

30 11,58(s, IH), 12,39 (sancho. I H). CP,=2,2nM 

Metodau: 

Elope 1: Se aglia a temperature aniblanto duranto 18 horns ,ma mazda do 
ØcldO 4-(4-td ohafamofl-fehlns-btjtjrico f2 g. Intern edlo (1)1, I-IBTU 

(Z5 g), y DIM (1.40) an 0CM (50 m% y as aftado MaCH anhldro (2 ml). So agita Ia 
35 macla a temperature amblenta duranto 24 horns, y as dlluye con 0CM (-100 ml). So 

P1 
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lava to disoluclAn can MCI 2 N ecuoso. agua, so suca sabre suliato do sodb, y so 

contenirn al vaclo. So purifica el pmducto bruto par cmmatografla on una columna 

coltade gel doMllcoeJumido con EtOAcde10%a40%eflhePtaflOPaWObtefl&S 

ester metlilco del Acid a 4(44om3-ctdohoxHsu1famafl-fw1fl)-4-ox0-b*d1dCO (1 g) coma 

5 un acelte. MS: 388 (4I+H). 

ES 2: Una mezcla do ester melillco del àcldo 4-(4ro-3-c!dohsxllsulfamoli-

fenlfl-4-oxo-bufldco (500 mg), hid roclo niro do fenfiNdiSna (225 mg), ecHo p-- 

taluensulftnlco nwnohldmtado (250 mg) on acido acOtico glacIal (3 ml) on Un 

reciplente do mnlcmondas tapado, so callenla on con mlcmondas a 150 t durnnte 20 

to mhiutos. So afiado dorma do chic (180 urn) y Ta meSa resuflante se callenta con 

mlcscondas 8160 t durnut.. 20 mhwtos. So dlluyo Is meSa do macdOn con EtOAc. 

sobansfleroaunmalmzc6rdcoysoafladeHCl2Nacuoso(-5OmQSesapnla 

capa oiuânlca So exhe Ia cape aazosa con EtOAc. La capa ojgânica rmm!da so 

lava can agua, so seca sabre sulfato do sodb y so evapwa al vaclo. El rSduo so 

15 puriflca par una combinaclOn do craniatogrnfla do resoluclOn rÆplda repetida an 

columna do gel do slilce o!uyendo con EtOAc al 30-70 
% 

en heptano y separacfOn par 

HPLC preparative (fase movil acetonitrflo-agua con 0.1 % do WA; gradients 10-100 
% 

a To largo do 10 mtnutos) pare obtener 
& -o 1244-clpro-34ftlolwxilsuifamoil-fanu)-

IH-lndo-acetico (110 mg). 

20 Metodo C: 

Etapa 1: La rosina MMBA-AM do Now Blochem (59, 1 mmoug) so hhicha on 

una mozc!a do 0CM anhldro-OME tI (75 ml) dwante 10 mlruitca So aftade into 

dlsolzgcltfl do tcfdo 4-{4doro-&Sdojwxffsutatnoil4enll)-4-oxo-butfrtco (5.6 g) an 

mazda do 0CM anhldro-DMF 9:1 (25 ml) soguldo par to adlclon do N-

25 Pddroxlbenzothazol monohldretado (2,6 g), 1,34ilsoprapllcarbodlimida (1.9 g) 
y 4-

dlmelllamfriopfrMlna (0.2 g). So agita Pa mazda durante 20 horns a tempuratura 

amblente. So filtrn la resina yso lava sucesivanteide ties veces cada una con DMEI 

DMF-agua 3:1 
� THF. DCM, MeOH 

y 

020. So seca Ta resina al vaclo duranto 20 twa 

E5 2: La resifla MMBA.AM cargada con Æcldo 4-(4-clam-3-

30 cclohexllsulfamoll-fenifl-4-oxo.butJrtco procedente do Ia etapa 1 (3 g) so hincha an 

ªcfdo acOlico glacIal (60 ml) durante 10 mhmtos seguldo per (a edition do hldmclonsro 

do fenhlhldrazlna (1.5g) y datum do clnc (1.4 g). So agita Ia mozcla duranto 20 hares 

a  8 t. So filbu to rSna 
y 

so lava sucasivam ante ties veces cads una con DM1’, 

DMF-agua 3:1,1111’, MaOH 
y OeM. Se seca Ta mslna a) vaclo dante I horn, 

y 

so 

35 hula con dlsoluclon 0,5 M do metSdo do sodb on MeCH (12 ml) dumnto I hare. So 
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aftade agua (6 ml), y so agita Ta mazda duranto 30 mlnutos. So osairm la mozola. y 

88 lava Ia rosina can MOOH. Los filtmdos rounldos so acldffican can MCI 2 N acuoso 

(pH �2) y so oxtraen con EtOAc. La capa orghn!ca as sow sabre sulfato do sadlo y 

so concontm of vaclo. El rcsiduo so pwlftca pm crornatografla do resoluclon rApIda an 

5 colwnnado gel doslflcoeluyendo con EtoAcde3o%al00%onhoptanopam 

obtoner of acido 244-cro-3dcIahexUsuffaffioU-fonil)-IH4r4ol-3-fl1-acAt coma tin 

sOlido (50 mg). 

(b) Acldo 1243 do2.2.Ilhoat-2-Ilsulfamofl)-4-doro4onffl-1 H-hid o!-3-ff1-acS ko 

flI0H 

Etapa 1: Procodlondo do nianem shnffar ci Ejemplo 1(a) mOtodo A, etapa 4, 
10 pam utffizando hldmcjoiwo de (+1-) endo-2-norbornuamlna (1.4 g) y OJEA (3,4 ml) on 

lugar do cidohoxilainba so prepaia of Æddo 4434blcicIofl Ilheut-2-Usulfamp#i-4-

ctoro-fenill-4-oxo-bidtricocomo Un solIdo (1,9 g). LCMS: To = 2,42 mlnutos, MS: 388 

(M+H); ’H NMR (300 MHz, DMSO-D8) 80,8- 2.1 (rn, 10H) Z61 (t 4=6 Hz, 21-I) 3,29 (t 
J=6 Hz, 2H) 3,06 (m, IH) 1,62 (d. J8 I-h, IH) 8.18 (m, 2H) 8,43 (d, 42 Hz, 114) 12,2 

15 (sancho,IH). 

Etapa 2: Pmcediendo do manera SInIIIaTaI Ejomplo 1(a) xn&oda A. otapa 5, peso 
utffizaitdo aclda 4-(3-(blddo [2.2.ljhcpt-2-fTaut!am oil) dcxc-! onflj ow butt rIca (0,58 
g) an luger do Acldo 4-(4 So-3-cldohoilsulfamoil-fenff)-4-oxo-butlrfco, so prepma ci 
AeMo 2434btIc!oF2.2.11Jiept-2-flsuIfamoU)4.dam4enIn1 H-In dot-3-fi1-acicO (93 mg). 

20 LCMS: TR =3,12 mlnutos, MS: 459 (M+I-I); ’H NMR (300 MHz, CD300) 60.8-2,2 (ml 
1014) 3,6 (rn, IH) 3,64 (s, 2H) 7.1 (L 4=1,50 Hz, 114) 1,2 (1, J7,5 Hz, 1H) 7,42 (d, 4=8 
Hz, 114)7,61 (d. 4=7,8 Hz, IN) 7,71 (d, 48,2 Hz, IH) 1,90 (dd. J6,0, 2,3 Hz, IN) 8,39 
(d, 42 Hz, IN). Cl=3 riM 

(c) Addo -cloro-3-hoxUsu!famoli-fenflw H-lndol-3-ff1-acŒtico 

I OH 

01 25 
Etapa 1: Procedlondo do manora similar ci Ejempto 1(a) iflØtodo A, etapa 4, 

porn ulilizando N-hexllamlna (1,02 g) an higar de cfdohexliamlna, so prepam ci AcWD 
444-clom-34 ilsulfurn off4en104nxo.Jisjt frIto (1.8 g). LCMS: TR = 2,57 mlmitos, MS: 
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376 (M+H); ’H WhIR (300 MHz. DM50-Do) 80.8 (t, J7 Hz, 3)4)1 - 1.4 (m, 8H) 2,61 (t 
J=6 Hz, 211) 2.85 (m, 2H) 3,29 (t, 4=6 Hz. 2H) 7,82 (d, 4=8 Hz, IH) 8,04 (t. 45 Hz, IN) 

8.2 (dd. .1=6 Hz, 4=2 Hz, Il-I) 8.42 (d, 4=2 Hz, IH) 12,2 (sancho, I H) 

Etapa 2: Pmcedlendo do maneta similar al EjompiD 1(a) mdtodo A, etapa 5 

5 pare utilizando Æcldo 4-(4 loro-3heilsulfamol!-fenll)-4-oxo-butirtco (0,56 g) an lugar 

de Æcido 4-(4-cloro.3-ciclohcxilsulfamoil-fonil)-4-oxo-hutfrlco, se prepare el acido 1244-

dom-3-hexiSlfamofl-fenilI-IH-lndol-3-fll-acólko (54 tug). LCMS: TR = 3,21 mhwtos, 

MS: 449 (M+H) 1H NMR (300 MHz, CD3OD) 5 0.87 (t, J=7 Hz, 3H) 1.3 (m. OH) 1,48 

(m, 21-1)3 (t, .1=7 Hz, 21-f) 3,82 (s, 2H) 7,06 (t, J7 Hz, 114)7,17 (1, .1=7,5 Hz, IH) 7,42 

10 (dJ=8Hz,1H)7.62(d,.J=8Hz,1H)7,72(d,J=8Hz,1H)7,93(dd,J=8.2Hz,IH)8,39 

(d, J=2,3 Hz, I H). Cl =31 nM 

(d) Acldo 1244 oro-3-flndan-2-flsuliantoil}4enlll-1 H-lndol-3-ilJ-acetico 

ES 1: Pmccdlondo do maneia similar a] Ejamplo 1(a) mØtodo A, etapa 4, 

15 porn utflizando 2-amlnohtdano (2,14 g) an lugar do ciclohexflamlna, se prepare ci Acido 

444-cloro-3-lbxlan-2-Usuliafnoil4enill-4-oxo-buffrlco (Zig). LCMS: TR = 2,45 mhwtos, 

MS: 408 (M+H); 1H NMR (300 MHz, DMSO-D0) 52,6 (t, 4=6 Hz, 2)4) 2,84 (m, 214) 2,95 

(ml 211) 3,3 (in, 2H) 4,03 (, IH) 7,1 (m, 4H) 7,86 (d, .1=8 Hz, IH) 8,22 (dd. J6 Hz, 
J2 Hz, IH) 8,5 (m, 2H) 12,2 (sancho, I H). 

20 Etapa 2: Pmcedlandb de manera similar at Ejemplo 1(a) mØtodo A, etapa 5, 
pero utilizando acido 4-14-cloro-3-(Jndan-2-usLdramou)4enIg4-oxo-butrnco (0,61 g) an 
higar do Æcido 4-(4-cbro-3-cldohexilsiflfamofl-fenhJ)-4-oxo-butjijco, so prepare a] Acido 

1244-doro-341ndan-2-os*gamoE-re,ol-1I1-mdol-3-m-a,e&o (66 mg). LCMS: TR = 3,11 
mhwtos, MS: 481 (M+H); ’H NMR (300 MHz, CD3OD) 52,88 (m, 211), 3,05 (m. 2H) 

25 3,88 (s, 2H) 4,15 (m, IH) 7 - 7,22 (m, OH) 7,41 (d, 4=8 Hz, 114) 7,62 (d, J8 Hz, IH) 
7.75(d,J=SHz,IH)8(d,J=2 Hz, IH)8,44(d,42 Hz. II-I). C6=9,6nM 

(e) Mao 12- (4-dorn-3-dclopenthsulf amafl4enlfl-I H-lndol-341-acØi Ico 

pi)-N?r

(OH 

6’ 
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Etapa 1: Procodlefldo do manem similar S Ejeinplo i(s) rnŁtodo A. claps 4, 

porn utilizando ck,Iopentiia’nbia (1,37 g) on higw do cfclohcxllamhia, so prepam ci 

acido 4(4c!oto.3ddoDefltUsu1famofl-fenil)40XO-bUtlrlCO (1,6 g). LCMS: TB 2,25 

minutos, MS: 350 (M+H); ’H NMR (300 MHz, DMSO-D8) 8 1,2 - 1,7 (ml 8H) 2.6 (t 3=8 

5 Hz, 2H)3.29(t.J=8Hz,2H)3,5(m,IH)7.82(d.JS Hz. IH)8.08(d.J8 Hz. IH)B.2 

(dd, J=8 Hz, 3=2 Hz, 1K) 8,48 (d. J=2 Hz, IH) 12,2 (s ancho, I H). 

Etapa 2: Procedlendo do manem similar ci Ejemplo 2(a) mØlodo A. etapa 5. 

porn utifizando tddo 4-(4-clmo-3-ckdopentllsulfaffiofl4enhI)-4-oxobutIttco (0.55 g) an 

lugar do kcldo 4-(4-clom-3-ciclohoxilsuhfaffioil-fenlfl4-oxo-bufl rico, so prepam ci Acido 

10 12-doro4cIdoupntUsuIfsmom-fenffl1H-htd&-34)-ac6tko (48 mg). LCMS: TR = 2,98 

mbwtos, M$ 433 (M+H) ’H NMR (300 MHz. CDaOD) 80.8-1.8 (m, 8H) 3,7 Cm. 114) 

3,85 (8,2H) 7.09 (I, J=8 Hz, 113) 7,19 (t, Jc7 Hz, III) 7.42 (d, 4=8 Hz, 1K) 7.62 (d, 4=8 

Hz, 1H) 7.73 (d, J=8 Hz, 1H) 7,93 (dd. J8 HZ, J2 Hz, IH)8,42(d, 4=2 Hz, 113). 

(I) Ads 12-f4dcm342,.dbnemvpBs&amoB)-fenhI1-1H-lndol-3-J)-athtb 

C! 
OH 

15 
Etapa 1: Procethendo do manera similar al EjaniplO 1(a) metodo A. stop 4. 

pare utuizando neopentilamlna (1.4 g) en lugar do ciclohexilamMa, $o pmpam S acido 

444-doro-342. 2-djmctfl-pmi,UsulMmofli-fwtffl-4-oxo-buffrlco (1,8 g). LCMS: TA = 2,37 

mhwtos, MS: 362 (M+H); ’H NMR (300 MHz, DMSO-De) 5 0,82 (m, 914) 2,61 (L J=8 

20 Hz. 2H)2.69(d,J=8H42H)329(t,J=8Hz,2H)7,82(d.J=8 Hz, 1H)8(LJ=BHzIH) 
8,2 (d(, 4=8 Hz, 4=2 Hz. 1K) 8,41 (d, 4=2 Hz, 1K) 12,2 (s WOW, IH). 

Etapa 2: Pnicedlendo do manera similar S Ejomplo 2(a) metodo A etapa S. 

WO utluzando AcMe 4-4-c!oro-3-(2,2-dlmetfl-propl1su1fa1nolfl-fenilJ-4-oxo-butlrico (0,55 

g) en lugar do Acido 4-(4-cloro-3-dclobo)ils*flfatnofl-fenlfl.4-oxo-butirjco, so prepam el 

25 bco 4244-doro-3422-dftiielfl-proMlsujfaffioil)-fenill-1H-lndol-3-fl)-acetico (15 mg). 

LCMS: TR = 3.08 mMutos. MS: 435 W+I9. 
(g) Ms f2- (4-c!oro,3-I pm o ten 9)-Ill-Md oI-3-il 1-aclIco 

-2p 
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Etapa 1: Procedlando do manem similar S Ejompb 1(a) metodo A, steps 4. 

pero utilizando Isopropilamhia (0.95 g) en luger do ciclohexilambia. as prepare ci ftddo 

444-cloro-3-!sopmPIl suitam oil-fenTs-4-oxo-butl dcc (1,4 g). LCMS: TR = 2,02 mhiutos, 

MS: 334 (M+H); ’H NMR (300 MHz. DMS0-08) 6 1,01 (d, J=8,4 Hz, 611) 2.61 (t J8 

5 Hz. 2H)3,29tJ8Hz,2H)3.36(m.1H)7.(d.4  Hz, IH) 8.Dl(d.flHz, IH) 6,2 

(dd, .1=6 Hz 4=2 Hz 1H) 8.46 (d. .1=2 Hz, IN) 12,2 is ancho, IH). 

Efl 2: Procedlendo de manom similar S Ejomplo 1(a) mØtodo A. etapa 5, 

pem utillzando acido 4(4cloro-34scpTOpffsU1f amofl4onlfl-4-oxo-bUttrIto (0.5 g) en luger 

do bcfdo 4(4 doro-3-cIcIoha)ilsulf amoMenffl-4-oxo-buth1c0. so prepare ci Acklo 1244-

10 doro3!suiwllSuifaTf10114eflM-1H-htd&-34I-Ø&0 (64 mg). LCMS: Ii a 2,81 

minutes, MS: 407 (M+H); 1H NMR (300 MHz, C0300) 6 1,12 (d, fl,5 Hz, 614)3,53 

(m, IH) 3,85 is, 2H) 7,09 (t, J1,3 Hz, IH) 7,10 (1. J1,4 Hz, IH) 143 (d. J8 Hz, IH) 

7,62 (d, J=8 Hz, IH) 7,12 (d. .1=8,2 Hz, IH) 1,95 (dd, .1=82 Hz, 4=2 Hz, IH) 8.41 (d. 

J=2,3Hz,IH). Ctzj,49flM 

15 (h) Achf0 (2-f 4-c!oro-3-12-c lc!ohexff-etUsuIfant1)-fetdfl-1 H4ndol-3-il1-acOflco 

Etapa 1: Procedfendo do manera similar S Ejemplo 1(a) metodo A, steps 4. 

pen utilizando hldmc!oruro do 2-clelohexfl-etilamlna (0,19 g) y DIEA (1.7 ml) en hgar 

do ciclohexilanTha, y utilizando Æcldo 4-(4-clbro-3-c lorosullon-tenD)-4-oxo-butl dcc (I 
a, 

20 Inteimedlo (1)1, as prepare ci acMe 44doo.3-(2-ciclohexil-etIlsulMmoUWeflhll-4-OxO-

bulldco (1.1 g). LCMS: TR =2,10 mlnutos, MS: 402 (M+H); 1H NMR (300 MHz. DMSO-

D8) 60,6-1.8 (ffi. 1314) 2,5-3,1 (series do m. GH) 7,85 (d, J=8 Hz, 114)8.05 (d, J6 Hz, 

IH) 8.2 (d, 4=7 Hz, 114)8.42 (d. Jr2 Hz IH) 12,2 (s antho, IH). 

Etapa 2: Procedlendo do mann similar S Ejeznplo 1(a) mOtodo A, steps 5. 

Li 25 pen utifizando kcldo 4444om-342-cftlohoxil-etllsulfamolI)-fenil}.4-oxo-butIdco (0,6 g) 

en luger de acido 4-(4-cloro-3-dc!ohexllsulfalnofl-feflU)-4-oxo-butJ rice, so prepara ci 

acMe (2-14-c!oro-342-dclohexff-elUsulfamol)-fenffl-1 H-lndol-3-il1-ace! Ito (14 mg). 

LCMS: fl = 3,31 mlnutos, MS: 475 (M+H); ’H NMR (300 MHz, CD3OD) 60.7 -1,8 (m, 

13H) 3,04 (m, 211) 3.87 is, 2H) 1,08 (t, 4=7.2 Hz. IH) 7,11 (t, J-7,5 Hz, III) 7.42 (d. 

30 J=8 Hz, lI-i) 1,62 (d, 4=8 Hz IH) 7,13 (d, 4=8.2 Hz, IH) 7,92 (dd. 4=8,3 Hz, 4=2 Hz. 

1H)8.40(d.Jn2H7,IH). C!=35nM 
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(I) Acido 12-(4-doro-3-fenUslilfamoU4cltlll-1 H-So!-3-il1-acØt to 

Qwfl0H 

00 

Etapa 1: Pyocediendo do maneta similar at EjeinpIa 1(a) inØtodo A, etapa 4, 

peso utifizando anillna (1,5 g) an luger de cfclottexilamlna so prepare ci Æcklo 444-

5 lyo-3.fanjJsuIfatnoU4engl-4-cxo-bUt Frito (1.8 9). LCMS: TR = 2,2 mhiutos, MG: 368 

M+H);’HNR(3O0MHz,DMS0Da)52.59(tJ6HZ.2H)3.25(tJSHZ.2H)h.Ol 

(t, J=7.4 Hz. 114) 7,11(d, J=8.5 Hz, 214) 7,22 (t J8 Hz, 2)4)7.8 (d, J=8 Hz, IH) 8,18 

(dd. .1=8 Hz, .1=2 Hz 114).8.47 (d.  J2 Hz, 114) 10,75 (s, ill). 

ES 2: Procedlendo do manera similar S Ejemplo i(s) mOthdo A. otapa 5, 

10 peru utillzando Acido 4-(4-cloro-34enilsulfamoil-fBflil)-4-OxO-bUtIIIt0 (0.55 q) en bigar 

do Æcldo 4-(4-c!oro-3-ciclohexilsuhf amou-fenfl)-4-oxo-buthtco. se prepare a Acldo 1244-

(155 rug). LCMS: TR = 2,9 mhiutos. 

MS: 441 (M+H); 1H NMR (300 MHz, CD3OD) 83,7 (s, 2H) 7.05 (m, 2H) 7,19 (in, 5)4) 

7.4 (d, J=8.2 ft IM) 7,62 (m. 2H) 7,85 (dd. Js.2. 2 Hz, 1H) 8,4 (d, J2 Hz, I H). Cl, 

15 ci8nM 

6) Acido 1244-4oio-34c1c!ohexllrn eIlI-sulfamoff’a-fenllI-1 H-hWol-3-ll1-acÆfico 

Oit10H 

Etapa 1: Procedlefldo do iflanera similar al EJemplo 2(a) mØtodo A, etapa 4, 

pero utilizando amFriomeUlciclohexano (1,82 g) en kigar do ciclohoxilambia, so prepare 

20 ci Ocido 4-f4doro(ct!oheilmell-stdfajnoilqilf4-oxO-buUdco (1,6 ). MS: 388 

4_I (M+H). 

Etapa 2: Procedlendo do menera similar a! Eleinplo i(s) mOtodo A. etapa 5. 

peso utilizando Æcldo 4-[4ciohlmetfl-s1flfamoilXenu1-4-oxo-thMdco (0.58 g) 

en tugar do acido 4-(4-cloro-3-cfc!ohexilsulfamoll4cflll)-4-oxo-butldco, so prepare ci 

25 Æcldc, (2-14-doro-34c1c!ohilmetil-sulfamcill-fsfWI-IH-kldo!-341-acOtho (94 tug). 

LCMS: TR 3.2 mlnutos, MS: 481 (M+H); ’H NMR (300 MHz, CD3OD) 5 0.8-1.8 (ffi, 

IIH) 2,82 (d, .1=7Hz, 2H) 3.85 (s, 211) 1,09 (t, ,J=7 Hz, IH) 7,18 (t, .17,5 Hz, 1H) 7,42 
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(d, .1=8,3 Hz, 1K) 7.62 (d, Jc3 Hz, 1K) 7,72 (d, J8.2 Hz, IH) 7,92 (dd, J8,3, 2 Hz, 

IH)8.37 (d. J=1.7 ft 1 H). 

(k) Acid a (244-c!oro-341-et fl-woo Ilsuifam Sn-fenlfl-1 H-Itidol-3-fl1-acOtico 

CL7.m 

5 Etapa 1: Pmcethendo do inanem similar al Ejeinpla 1(a) mdtodo A. clapa 4, 

peso utilizando 3-am Inopontano (1,4 g) en lugar do ciclohexEambia, se prepam ci Acido 

4-14dpm-34 1-el u prop II mou)9enlll-4-oxoztwt FrIto OR g). MS: 382 (t+H). 

Etapa 2: Prbcediondo do manesa similar al Ejeinp!o 1(a) mttodo A. etapa S. 

peso utilizando acid a 4-(4.doro-3-(1-etil-pmpilsuIfamoil)-fenill4-0X0-bUtfIlCO (0,545 g) 

10 en lugar do Øcldo 4-(4-cloro4-ciclohexfl&dfamoil-feflU)-4-OXO-bUtlrtcO. se prepara el 

acido 42-r4dor(l--rntpils4flfaffioil)-fenlfl-IH-k401-3-fl1-aCØflCO (29 trig). LCMS: 

Li TR = 3,11 mlnutos, MS: 435 (M+H); ’H PaIR (300 MHz, DM80-08) 80.71 (t, J=7.5 ft 

6H) 1,34 (In, 4H) 3,02 (m, IH) 3,6 (a. 2H) 7 (I, .1=7,2 Hz, 114) 7.15 (t, J7,2 Hz, il-I) 

7,39 (d, .1-8 Hz, 1K) 7,58 (d, J=8 Hz, 1K) 7,75 (d, .1=8.3 Hz. 114) 7,83(d, J=8,4 Hz. lI-I) 

15 0,03 (d, J=7.2 Hz, 1K) 827 (d, J-2 H7, 1K) 11,48 (s, 1K). 

(I) Acido (244-dqrg3-(cIcIoheDtflm e ulfarjiolfl-fonill-1 H-tndo!-3-ifl-acØtic 0 

Qrçn0H 

Etapa 1: Pmcedlefldo do manera similar al E$rnplo 1(a) mOtodo A, etapa 4, 

peso utilizando cfcleheptilmetilamtha (2 g) an lugar do ciclohexilamlna, so prepare ci 

20 &th 4-14-do-3-(dSohenfiUm efil-sulfamomtdfl-4-oxo-bd Fi (1,9 g). MS: 402 

Etapa 2: Piocadlendo do manera similar al EJeinpie 1(a) mØtodo A, elope 5. 

peso utilizando âcldo 4-14-clw 3(cIcloheplUmelil-sulfamolfl-fenITJ-4-oxo-butlrlcO (600 

mg) on luger de Ocido 4-(4doro-3-ciclohexilsuffamoil-fen9y4-oxo-butlrtco, so prepare 

25 ci addo 12-14-clom-3-(c kfoheDtlImatJ-sulfam oil)-!enll)-1 I1-lndol-3-1fl-acØt Ice (161 mg). 

LCMS: TR = 3,43 m!nutos. Mt 475 (M+H); ’H NMR (300 MHz, CD3OD) 5 1 -1,8 (In, 

1311) 2,8 (d, .1=7 Hz, 2K) 3.8 (a. 2H) 7,05 (t, .1=7 Hz, 114) 1.15 (I, J=7 Hz, IH) 1,39 (d. 
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Etapa 2: Procedlondo de manes sJmllar al Ejomplo 1(a) mOfado A. Saps 5, 

porn utillzando Æcldo 4-14-do (cicloheptllsuffamou)-fenll]-4-oxo-buthlco (500 mg) on 

luger do Æcfdo 4-(4-cloro-3-ctclohexfisulfamoll4enil)4-oxo-bnttdco. y ulfllzando denim 

do chic (180 mg), acMe p-tn!uensuIfónlco monohldratado (250 mg),  fenflhldrazfna (140 

5 mg) y hddo acOtico glacIal (4 ml), so prepare ci Acido 1244-c!om-3-ciclohoptilsulfamofl-

tonIU-IH-fndol-3-U1-acOtico canto un sOildo (94 mg). LCMS: TR = 3.27 mInutes, MS: 461 

(M+H); ’H NMR (300 MHz, DMSO-06) 6 1,1 - 1.8 (m, 12K) 3,25 (in. 1K) 3,72 (a. 2H) 

7,03 (t, J=7 Hz, 1K) 1.15 (t, J=1,0j-lz, 11) 139 (d, J=8 Hz, 1K) 7,54 (d, J=7,8 Hz, IH) 

7,78 (d, J8,5Hz, IH) 7,9(m,2M)8,25 (d, .1=2,3 Hz, 1K) 11,54 (a. 1K) 12.38 (sancho, 

10 IH). 

(0) AeMoJ2-14-cloro-3-(tcftahldro-plran-4-flsuJfamolfl-fonffJ-1 H-tndo!-3-il}4cŒtico 

Oam P-6/?-b 
Etapa 1: Procedlando do manwa similar al Ejemplo 1(a) metodo A. etapa 4, 

Pero utilSndo totmhldm-ph’an-4-ilamlna (0.4 g) en Iugar do ciclohexilamina, y 
15 utflizando Æcldo 4-(4-doro-3-cbrosuffonfl-fenhj)-4-oxo4utjrjco [0,5 g, In!wnwdio (1)]. Se 

PrePala ci Addo 4-14-dwo-34totrahidm-uJmn-4-ffsulfamoffi-foviBl4-oxo-butulco (0.52 
g). MS: 376 (M+H). 

Etapa 2 Procedlendo do manam simuar al Ejomplo 1(a) mØtodo A. Saps 5. 
pem utilizando âcldo 4-14-clom-3-(tetmhldm-pftan-4-Ilsuff amolfl-fenllj-4-oxo-butlrtco 

20 (500 mg) en higar de ÆcMo 4-(4 do ro-3-c Iclohed Stamoil4enff) 4-ox o-buff rko, y 
utilizando cloniro do chic (180 mg), acMe p-tobensulfOnlco monohfdretado (250 mg), 
tenflhldmzlna (140 Mg) y âcldo acØtico glacIal (4 mI) 88 prepare ci AcMe 2-14-clom-3-

canto tin polvo (140 Mg). 
LCMS: TR = 2,69 mlnutos, MS: 449 (M+l-9 ’H NMR (300 MHz, DMSO-D8) 5 1,5 (in, 

Li 25 4H) 3,18 (in, 3H) 3,7 (in, 4H) 7,03 (t, J7 Hz, IH) 7.15 (t, J7Hz, IH) 7.39 (d, J8.3 Hz, 
1K) 7,54 (ci, J=7.8 H7, 1K) 7,78 (d, J=8,3 Hz. 114) 1,9 (dd, J8,3, 2,3 Hz, IH) 8.08 (d, 
J=8 Hz. IH) 8,26(d, 3=8 Hz, 1K) 11,54 (a, IH) 12,38 (sancho, I H). Cl52 nM 
(p) Acido (244c 3-(ploerldln-i-sulfonlfl-fenIll-1 H-lndol-3-Ifl-acOtico 



USAV2003/-0155 WO 

S 

Etapa 1: Procedlendo do manors similar al Ejemplo 1(a) metodo A, etapa 4, 

porn utluzando plpeiidlfla (2,1 g) en higar do ciclohexllamlna, so prepare el Acldo 444-

ctom-34eddin-1-suUm1m-f1ifl-4-OXo-WtldCO como tin sOildo (0.95 g). LCMS: T. = 

5 2,73 mlnutos, MS: 360 (A+H); ’H NMR (300 MHz. OMSO-Da) 6 1,5 (m, 6H) 2,6 (t, J=6 

Hz, 2H3(m,6H)7.B1  Hz. 1H)8.23(d4 J=S Hz,J2HZ1H)8,4(4flHZ 

IH)12,19(sancho, I H). 

Etapa 2: Procedlendo do matters similar at EJeInp!o 1(a) rnØtodo A, etapa 5, 

porn vIZizando âcfdo 12[44oro-3-(SJIdilI-1-s*nfonIO4enilF1H-htdOI-3*aceth0 (380 

10 Mg) an lugar do Acido 4-(4-clozo-3-ddohexllsulfamofang)-4-oxo-butIrlCO. yutllizando 

-’ cloniro do clnc (140 rug), âcldo p-toluenstMonlco monohldiatado (190 mg), 

U fenfihldrazina (110 mg) y Æctdo acØtico glacIal (3 ml). y slendo Ia temperature do 

macclan do 160 °C, so prepare el acldo (2-14-dom-3-(pbeildln-1-sulfonul-fenM-I1-

lrxtoI-34100ftco (14 mg). LCMS: Tp = 3.42 minutos, MS: 433 (M+H). Cl,= 678 nM 

15 (q) Acido 244-cloro-3-metffs*dthmoMenfl)-IH4ndol-3-U1-acOt Ito 

Etapa 1: Prucediendo do mama shullar at Ejerflplo 1(a) mnØtodo A. etapa 4, 

porn utilizando disoluclon I NI do metilamina an ThE (25 ml) an luger do 

citfohexifam be, so prepare at Æcwo 444-cbrD-3-rnefflsutfamou1enffl-4-oxo-&flfrlco (1.4 

20 g). LCMS: TR a 2,01 rnlflutos, MS: 306 (MTh); ’H NMR (300 MHz, DMSO-De) 6 2.6 (t. 
J5 Hz, 2H) 3,3 (in, 5H) 7.85 (m. 211) 8.21 (dd. .18,3 Hz, J2 Hz, III) 8,4 (d, 42 Hz, 

IH) 12,19 (sancho. I H). 

Etapa 2: Procedlondo do matters similar a) Ejemplo I(S) mØtodo A, stops 5, 

pero utilizando Æcldo 444-c!oro-3-ffi etflsulfamoil-fetdfl-4-oxo-buil rIco (300 mg) an lugar 

25 do âcfdo 4-(4-clom-3-cIclohexIIsuIIamoIl4enll)-4-oxo4mtlrlco, y utffizando clozurn do 

chic (140 mg), Øddo p4oluensulf6nico monohldratado (190 mg), fanuhidiazina (110 

rAg) yÆcldo acMlco glacIal (3 mll as prepare S Acido 12-(4-cloro-3-metllsulfarnoil-fenu)-

IH,1ndol-3-ff1-acM Ico (28 mg). LCMS: Tg =Z64 minutos, MS: 379 +H); ’H NMR (300 
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MHz, DMSO-D8) 6 261 it, J=6 Hz. 214) 3,28 it, .1=8.5 Hz, 2H) 1,8 (m, 3H) 8,18 (dd, .1=6 

Hz, J2 Hz IH)8,47 (d, J2 Hz. 111) 12,2(sancho, I H). 

(r) Addo 1244-cloro-3-sulfamoil1efllfl-1 H-htdol-3-lfl-acØt to 

0 
CK.c- J-0H 

H2N 

to 
5 Etapa 1: Se aflado Æddo 4(4-.cloro-3.c!orosulfoflU4efllO4-OXO-bUt frito 12 g, 

Intennedlo (1)) a wia disoludOn 7 N do amonlaco on MaCH (100 ml) a 0 t. So aflado 

mÆs MaCH anhldro (100 ml) y so agita Is mazda do macclan a tompemtiva amblanto 

durante 20 horns So concenim Is mazda a] vaclo. Se disuelvo el res!duo an EtOAc (-

200 ml), so lava can Ha 2 N aazoso (-100 ml) y agua, so seCS sabre sulfato do sodlo 

10 y so concentra al vacto pam obtenar S âckfo 4-(4-do-3-sulfamoil-fen1fl-4-oxo-bUtlrft0 

(1,2 g). LCMS: TR = 2,48 mlnutos. MS: 313 (M+Na). 

Elope 2: Procedlendo do manors similar at Ejomplo 2(a) mØtodo A. etapa 5, 

pam utifizando Øcldo 4(4.cIoro4-suIfamoUeflil)4-OXO4utIdCO (300 mg) an lugar do 

acido 444doro-3ddohexilSulfaInoU4eflil)-40X0-bUtIrlcO. y utnizando cloruro do duo 

15 (140 mg), hcldo p-toluensu]fbnlco inonottldratado (190 mg), fanllhldrazlna (110 mg) y 

Œcldo .sA&n glacial (2 ml), yslendo la tamparatwa do macdOn do 160 ’C. so prepare 

a] acido 12-(4-cloro-3-sulfamoll4enlU-IH-thdo1-3-W-ac to como Wi sOlid a (8 mg). 

LCMS: TR = 2,47 flilnutos, MS: 365 (M+H). 

(a) Addo 15-tem4butll-2-M-c!oro-3-cfcIohexilsulf amoil-fenlfl-1 H-lndo!-3-B1-acØt to 

20 0-9 
Piccedlendo do manors similar a] EempIo 1(a) Metodo A, ofl 5, peso 

utluzando (44em-butll4anlfl-hldrazlna (0.33 g) an higar do Ienilhldrazlna, y utuizando 

ads 4-(4-c(oro-3-cldohexosuffamoll-fehfl)-4-oxo-butldco (0,6 g), cloniro do duo (0.22 

g) y Æcldo p-toluonsulfardco (0.31 gj so prepata a! Æcldo 15-fem-butll-244-cloro-3-

2$ ciclohexflssilfamoll-fenh)-IH-htdo!-3-ll6acØlfco (101 fig). LCMS: TR = 3.6 minutos, MS: 

503 (M+H); 1H NMR (300 MHz, CD3OD) 6 0.8- 1,8 (m, 19)1) 3,1 (m. IH) 3.8 (s. 2H) 

7,3 (d, .1=8 Hz, 211) 7,59 (s. IH) 7.61 d. J=8.3 Hz, IH) 7,88 (dd, J=8 Hz, .1=2,2Hz, IH) 

8,38(d,J=2,2H7,IH). C6=4nM 

0 
41 



USAV2003/0 155 wo 

_70- I-A 
U) Acido 

Procedlondo do manem similar el 9ejnplo 1(a) mOtodo A. etapa 5. paro 

5 utillzando hidracloniro do p-tdhI-hldmzlna (0,26 g) en lugar do fenilbldrazlna4 y 

utll3zando acido 4(4doro.3-dclOhexllsuIfaIfl0Il4efliH4-0X0-bUIMCO (0.6 g), cloruro do 

chic (0.22 g) y âcldo p-toluonsulfónlco (0,31 g). se prepare el Æcldo r244-010ro-3-

cdohSlsuffamo9.fa-5-m-1H4thdth-3-UF"" (38 mg). LCMS: TB = 2,02 

minutos, MS: 461 (M+H); ’H NMR (300 MHz, C0300) 60.8-1,8 ((i, IOH) 2,42 (s. 3H) 

10 3,1 (m, IH) 3,77 (s, 2H) 6,98 (dd, J=7 Hz. J=1,5 Hz. IH) 7.27 (d, J8.5 Hz, IH) 7,38 (s, 

IH) 7,68 (d, .1=8,3 Hz, IH)1,87 (dd, J=6,3 Hz, J=2,2 Hz, IH) 8,35 (d, .1=2,2 Hz, IH). 

(u) Acido 1244-cloro-3-ciclohoxilsulfamoff4eflm-5-bwonfl -1 H-Indol-3-1fl-atótico 

cl-
 QOI 

OH 

Procedlando do Inanwa similar al Ejemp!o 1(a) mØtodo A. etapa S. Pam 

15 utillzando (44scpropil-lbnu)-hldrazina (0.25 g) an lugar do fenuhidrezlna, y utluzando 

SkIo 4-(4-cloro-3-ciclobexilsulfatnoll-fenil}4oxo-butlrfco (0.6 g), cloruro do chic (0.22 

g) y Æcklo p-toluenSfOnlco (0,31 g). as prepara el &Ido 1244-c loro-3-

cohpt!aioil4enil-5-isoumaR-1H-b1do*ilJ-aCMICo (43 mg). LCMS: TR = 3.51 

mhiutos, MS: 489 (M+H); ’H NMR (300 MI-Iz, CD3OD) 6 0.8 - 1,8 (fli, 16H) 2,974.2 

20 (In, 2H) 3,8 (s, 2H) 7,08 (dd, .J1 Hz, .1=1.5 Hz, IH) 7.3 (d, J-8.2 H4 IH) 7,42 (a, IH) 

7.66 (d. .1=8.2 Hz, IH) 7.89 (dd, J=6 H7, J-2.2 Hz. IH)8,35 (d, J2,2 Hz, Ill). 

(v) AcMe 12-(4-cToTo-3-cIcbhSlsIflfMtpR4enU)-5-trlfluomlnetoxt-1 H-hidol-3-Il1-acØllco 

C,

OH 

Pmcediendo de rnaneia similar S EJelnpIo 1(a) mØthdo A, etapa 5, pero 

25 utifizandO (4-titfluoroznetoxl4enlfl-hldmzbia (0.25 g) en tugar do fanilbidrezina, y 
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ulffimndo acldo 4-(4 Ioro-3-ciclohexilsuiIamoil-fenII)-4-oxo-buthico (0.5 g), Acido p-

tatuensulfónlco (0,26 g), cloruro do chic (0,18 g) y Acido acØtico glacIal (4 ml), so 

prepare el acid o 1244-ctoro-3-cldohoxflsulfamofl-fenil)- 54lfluommetod-1 H-lndol -3-Ri-

pplq coma tin sAildo (41 mu). LCMS: T 3,38 minutos, MS: 531 (M+H); 1H NMR 

5 (300 MHz, DMSO-00) O 0,8-1,7 m, IOH) 3,04 (m, IH) 3.76 (s, 211) 7,14 (d, J7,5 Hz, 

IH) 7,49 (d, 4=8,7H7, IH) 7,54 (s, 114) 7,82 (d. 4=8,2 Hz, IH) 7,9 (dd, J6 Hz, J2 Hz, 

IH) 7,05 (d, .1=8 Hz, IH) 828 (ci, J=2 Hz, 114)11,86 (s, IH) 12,48 (sancho, I H). Cl, 

=4,2nM 

(w) Acid a 12-(3-bencllsutfamoll-4-cloro-fenifl-1 H-Indol-3-W-acØtico 

10 

Etapa 1: Pmcedlendo do manera similar al Ejomplo 1(a) inOtodo A. etapa 4, 

porn utifizando bendlamhia (1.73 g) on Itigar do cIclottedlanhia, se prepare el Addo 4-

13-bwicsaIfam6fl-4-doro-fenflh-4-wco-buttrlco (1,9 g). LCMS: TR = 2,14 mlnutos, MS: 

382 (M+H); ’H NMR (300 MHz, DMSO-D6) 6 2,6 (t, 4=0 Hz, 2H). 3.24 (t, J6 Hz 211), 

15 4,14 (d. J 6H2, 211), 1,15 (iii, SM). 7,71 (ci, 48 Hz, 1K), 8,1 (dd, 46,0, 2 Hz, IH), 8,31 

(d, 4=2 Hz, lI-), 8,62 (t, .1=8 Hz, IH), 12,2 (sancho, 1 H). 

Etapa 2: Procediendo do manors abnilar al Ejemplo 1(a) mØtodo A, etapa S. 
peru utilizando addo 4-(3-boncllsulfamdil4-cior)-fonhl)-4-oxo-butlrlco (0.5 g) en lugar 

do acldo 4-(4-cloro-3-dclohexjlsuffamofl-fenff)-4-oxo-buff rico y utilizando cloniro de civic 
20 (180 mg), Acido p-toluensulfAnlco rnonohldratado (250 Mg), fenlihidrazlna (150 mg), 

âcldo acØtico glacIal (8 m% y roalizando Ia purl!IcaclOn por separation medlanto HPLC 
prepamtiva (faze movfi: acetonutrlloagua con 0,1% do TEA, gradlonte 10-100 % a to 
largo de 10 inlnutos), so prepare Of ªcldo l243-bendllsulfamofl-4-doro-fenlfl-IH-hidol-3-

QI-aCAtICO (90 mg). LCMS: TR = Z58 minutes, MS: 455 (Mi-H); ’H NMR (300 MHz, 
25 CbOb) 6 3,79 (a, 2H) 4.21 (s, 2H) 7-7,25 (m, 7H) 7,39 (d, 4=8 Hz, 1K) 7,58 (m 

aparento, 214) 7,8 (dd, 4=8 Hz, 4=2,2 Hz, I H) 8,24 (d, 4=2,1 Hz, 114). 
(x) MIdo 1244to-3-(dclohexff-m en-s tiltam oil)4enill-1 H-lndoI-341-etico 

Hacr%.Te) 1YOH
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Etapa 1: Procedlondo do mortem shnllar al Ejmnp!o 1(a) metodo A, etapa 4, 

porn utilizando ck’Aohexfl-ffietil-arnlna (1.8 g) on lugar cia ciciohoxllamh,a. so prepam ci 

âcldo 4-14-cioro-3-(ciclohexll-metfl-sulfamofl)-fonhl-4-oxo-butlrtco (1.96 g). LCMS: TR = 

2.57 mlnutos, MS: 386 (M+H); NMR (300 MHz, DMSO-D3) 50,9-1.8 (m. IOH), 2,6 

5 (t, 3=8 Hz, 2H), 2,8 (a, 3f1), 3.3 (t, 3=8 Hz, 2H). 3,59 (m, IH). 7.87 (d, 38 Hz, III), 8,23 

(dd, 3=6, 2 Hz, IH), 8,48 (d, J=2 Hz, IH), 12,2 (s ancho, I H). 

Etapa 2: PrcccdleMo do manem similar ci Ejumplo 1(a) metodo A, etapa 5, 

porn ufiflzando acido 4-14-cloro-3-(ddohoxfl-m etfl-suliamoll)4enhIJ-4-oxo-buthico (0,5 g) 
on lugar do àcldo 4-(4-cloro-3cIcIohaxllsuIfarnoil-fenll)-4-oxo-butldco y utilizando 

10 clwuro do cinc (180 mg). Acido p-toluensulfórdco monotddratado (250 mg), 

fenilhldmzina (150 Mg). Ocido acØllco glacIal (8 ml), y rcallzando Ta purLflcaclOn par 

separaclØn medlante HPLC pmpamtK’a (fase movU: acetonitrilo-agua can 0.1% do 

TEA; grathante 10-100 % a Ic lago do 10 mlnutos), so prepam ci âcklo 12-14-c!oro-3-

(cIdohoxU-metn-sulfaMon4cnu1-1H4ndoI,34)-acIco (95 mg). LCMS: TR = 2,9 

15 mlnutos, MS: 461 (M+H) ’H NMR (380 MHz CD3OD) a i -1,8 (m. 10H). 2,9 (s, 31-), 

3,7 (m, IH), 3,82 (a, 2H). 1,08 (t. J7 Hz, IH), 7,18 (1, 3=8 Hz, IH), 7.4 (d, J=8 Hz, IN), 
1,6 (d, 37.9 Hz, IH), 7,7 

(ci. J8,2 Hz, lIt), 7,89 (dd. J6,0, 2,2 Hz, lI-), 8,4 (d, J=2,2 
Hz,IH). Cl, =346nM 

(y) Acicfo 244-clorn-3-(4-t dfluornfli otil-bendilsuifam oil 1-fenlfl-1 H-hidol-3-1N-6tico 
20 

FJCl -P 

flçoH 
db 

Etapa 1: Procedlondo do manam similar ci EJomri!o 1(a) mØtodo A. etapa 4, 
Pam utiltzando 4-hifluornmetIT4cndllamh,a (2,8 g) on lugar do ciciohexllamkta, so 
prepare S Øddo 444d 44-tv (2,2 

25 0. LCMS: TR = 2,54 mlnutos, MS: 432 (M+I-I); 1H NMR (300 MHz, DMSO-D6) 8 2,6 (t 
3=6 Hz, 2H), 3,23 (t, 3=6Hz, H), 4,24 (a ancho, 2 H), 1,42 (d. j=8 Hz, 21-), 7,55 (d, 
3=8HZ, 2H), 1,7 

(ci, 38,4H7, IH), 8,1 (dci, 38,4 Hz, J=2 Hz, I H), 8,3 (d. J2H7. IH), 
12,2 (s ancho, I H). 

Etapa 2: Procedlendo do moliere similar ci Ejeniplo 1(a) mAtodo A. etapa 5. 
30 aem utilizando Acido 4-14-dozo-344-trIftuoromotE-bennnsivamon)feraJpotJ 
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(0,56 g) on lugar do âcldo 4-(4-cloro-3-cic!ohexllsulfamoil-fenfl)4-oxo-butlflco y 

utlflzando cloniro de chic (180 mg), Ocido p-to!uensu!fOnlco monohldratado (250 mg). 

fonfihidrazlna (150 mg)1 Æcldo acØtico glacIal (8 nil), y realizando to purlflcaclón par 

separaclón medlante HPLC preparative (faso m6vl: acatonfhflo-agua con 0.1% do 

5 TFA gradIonto 10-100 % a to largo de 10 mlnutos), so prepare of Acldo 4244-cIom-3-

(4-frfluommath-bencUsulfamotfl-fonfl1-1H-h4d-3-il-acetico (170 mg). LOMS: TR = 23 

minutes, MS: 523 (M+H); 114 NMR (300 MHz, 0030D) O 3,8 (a, 21-1), 4,28 (s, 21-I), 7,07 

(t, J=7 Hz, lI-I), 7,17 (t, 4-7 Hz. IH), 1,44 (m, 511), 7,58 (t, J8 Hz, 211), 7.84 (dd, 4=6 

Hz, 4=2,2 Hz I H), 8,32 (d, 4=22 Hz, IH). Clw = 19 nM 

10 Elemplo2: 

(a) Acido 12- (4-cloro-3-cl cloho)ilsuif amofl-fenifl-1-metil-1 H4ndol-3-fil-acetico 

fl 1-0 
Q°) 

flOH
 

ol 

A una mazda do Acfdo 4bro-3-cldohoxilsulfamofl-fenlfl-4-oxo-bulirico (1,5 

g, vŒase Ejomplo 1(a), mAtodo A. otapa 41, doniro do chic (550 mg), Acido p- - 
toluensulfônlco monohldratado (710 mg) on two-butanol (100 ml), so aftade 1-moth -I-

15 fonil-hldrazina (500 mg). So caflenta La mazda a rotlujo durante 20 horns, so erifria a 

temperaturn amblente, sevlcite sabre HCl 2 N acuoso (- 200 ml) y so oxhao dos 

vecos con EtOAc. La capa orgân!ca reunlda so We dos vecas con ague, so sece 

sabre sulfate do sodb y so ovapola El reslduo so recrlstallza on MaCH pare obtener 

el Æcldc 12-(4-clom-3-dclohe4sulfamofl-fenjfl-I-meifl-IH4ndoi-3-lfl-acØtico come Un 
20 sOlido (1.4 g). LCMS: TR = 3,25 mInutes, MS: 481 (M+H); ’H NMR (300 MHz, OMSO-

D8) O 0,8-1,7 (m, IOH) 3,04 (m, 1H) 3.51 (a, 2H) 3,61 (a, 3H) 1,1 (t, 4=7,4 Hz IH) 7,3 
(t, 47H7, 114)1,49 (d, 4=8,3 Hz, 114) 7,58 (d, 4=3 Hz, IH) 7,74 (dd. 48 Hz, J=2,2 Hz, 
111)7,82 (d, 4=8 Hz, IH) 1,95 (d, J8 Hz, IH) 8,03 (d, J=2,1 Hz, IH) 12,28(8 ancho. I 

i H). Cl, =52nM 

25 (D) Addo 11-bencfl-244-doro-3-ciclohoxflsulfamojl4enjfl-1 H-Indol-3-Ifl-acetico 
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MAtodo A: 

Pmcedlondo do manem similar a! Ejemplo 2(a), porn utffizando hldroclonuo do 

N-bencil-N-fenilhldrazbia (5,6 g) en lugar do 1-inellI-1-fenll4hldrazbia, utifizando acid a 

5 4-(4-cloro-3-ciclohoxilsulf amoil-fenII)-4-oxO-but Frito (8 q). cloniro do chic (3.3 q). Acido 

p-totuensthfonlco monohldralado (4.6 g) y twc-bulanol (200 ml), y realizando Ia 

purification Por aomatografla do resolutiOn rÆplda en columna do gel do slilce 

eluyendo con EtOAc al 20-60 % en Iteptano en lugar do recrlstallzaclOn, so prepaja el 

ÆcMo 11-benc -244 doro-3-ciclohexllsulfamoll-fenil)-IH-hidol-3-ffl-acØtico (7g). LCMS: 

10 T = 3,64 mlnutos, 537 (M+H) ’H NMR (300 MHz, DMSO-D) 5 ppm 0.8- 1,1 (series 
LI’ de M. IOM) 2,9 (m, IH) 3,54 (s, 214) 5,33 (s, 2H) 6.82 (d, .1=7 Hz, 21-I) 7,16 (iii, 61-1)7,43 

(d, .J=8 Hz, IH) 7,61 (ci, .1=8 Hz, IH) 7,77 (d, J=8 Hz, IH) 7,93 (d, .1=8,1 Hz, IH) 8 (d, 

J2 Hz, IH) 12,3 (sancho. III). Cl =42nM 

Metodo B: 

15 Procedlendo do maneta similar al Ejemp!Q 1(a) mOtodo A. steps 5, pero 

uliuzando hldmdonno S N-bencll-N-fenilhldrazlna (0,61 g) an lugar de faflhlhldmzlna, 

uliuizando Acido 4-(4-cloro-3-ciclohexffsulfanioil-Ienil)-4-oxo-buflrfco (0,75 
o) 

Acido P. 

toluotisulfOnlco (0,48 g), cloruro do chic (0,34 g) y Æcldo acetico glacIal (4 nil), yslendo 
Is tempwahira do macdOn do 160 °C, so prepata al Ac1O 117bendff444-ctoro-3-

20 cttohexffsulfaniofl-fenfl)-1 H-Indol-3-fl)-acØUco (410 mg). 

(c) Acido 

o’b 
HC \=/ 

Procedlendo do maneia similar al Ejemplo i(s) metodo A. etapa 5, porn 
utilizando Acido 4-4-doro-3-(pendln-1-sulfonil)4enftJ4-oxo-lmftaco [0,38 g. vOase 

25 EJoffiplo 1(p), etapa I] en higar do Æcldo 4-(4-cloro3cIdoheisuffamoil4enfl)4ox 
butirico, utifizando N-meUl-NJenll-hldrazlna (0,125 g) en lugar de fenithidrazina, 
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utilizando Æcldo p-toluensulfOnlco (0.19 g). ciaruro de chic (0,14 g) y âcldo acetico 

glacIal (2 ml), y slendo to tempoialum do macdOn do 160 °C, as pmpaxa el Æcldo 1244-

ctoro-3-(pIpkn-1-suIfmtlfl-fenff1-1-meIfl-1H4ndol-34W-t.Mku (24 mg). LCMS: T 

327 mlnutos, MS: 447 (M+H); ’H NMR (300 MHz, CDCI3) 6 ppm 1.6 (In. 614) 3,3 (iii, 

5 414) 3,63 (9.3H) 3.67 (a, 2)1) 1.15 -1,4 (m. 3H) 763 (m. 314)8.13 (a, 14 

E!wnplo 3: 

(a) Acklo (S 1-242-f244-ctao-3-c Ic!oboxllsu Ifam tt-fcuff1-1 H- In dal-3-il-ac etifam hio)-3-

meIff-atlrtho 

10 Una Mazda de âcldo (2bro-3dohexflsulfatnofl-fenil)-IH4ndS-3-01-

acetico [200 mg. Ejomplo 1(a)]. I-IBTU (200 mg). y OIEA (130 mg) on 0CM (20 ml), as 
agita a tern peratina amblente dwante 16 horns, seguldo par to adiclOn do ester 

motlilco del Æcldo (S)-2-arnhio-3-metil-buffrlco (168 mg). Despises de agitar dumnte 8 
horns a teniperaturn arnblente. la tnezcla do 1..--J6n so dlluye con DCM, so lava con 

15 MCI 2 N awoso y agua so seca sabre sulfato de sodb, y so cancentra at vaclo. El 

restdun so purifica par cromatogrefla on una columna cotta do gel do slilce eluyendO 

con EtOAc&50-100%enhptanoyMeOHM5%enEtOM pare obtonnjfflnj 
methico del âcldo (S)-24 2-1244-c bro 3-ckdohexff stiffanuiil-fe nIB-I H-hxld -341-
8cat9amhio)-3.ftetff4bijurjco (140 mg). LCMS: TR = 2,97 iflhiutos, MS: 560 (M+H). Cl 

20 c11nM 

(b) Acid a (S )2-12-1244 doi’o-3-c iclohoxfls’jfam oil-fanID-I H-Indol4-EI-acetflamlnol-3-
mofil-butlrico 
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Una mozcla do ester nietlilco del âcldo (S)-2-(2-(2-(4-cloto-3-ciclohexflsulfamoll-

fenlI)-1 H-Indal-3-fll-acetllamlno)-3-metil-butlrlco [120 mg, Ejeznplo 3(a)], hid roxido do 

Ifflo(100mg)enMe0H(2omflyagua(10mI),secaflentaa7O°Cduranto6horas.se  

5 enfrla a temperature amblente. so diluye con EtOAc, so We con MCI 2 N acuaso y 

agua, so seca sabre sulfato do sodb, y so connha ci vaclo. El reslduo so puiffica 

per cromatografia an wia cohunna cotta do gel do ste eluyendo con MeOH ci 0-20% 

an DCM pain obtener el addo (S)-2-124244-clom-3-ciclohexBsutfamoU-feniII-1H-Indo!-

3-ilI-acotflatnUio)-3-qnotll-butMco conlo urn soildo (55 mg). LCMS: TR = Z69 mhwtos, 

iO MS: 548 (M.H); ’H NMR (300 MHz, DMSO-D5) 5 ppm 0,7 -1,7 (m, 16H) 2,08 (ml IH) 

3,04 (m. 1H) 3.64 (d, J=15,5 Hz, IH) 3.8 (d. J15.3 Hz, IH) 4,08 (In, 1K)? (t, J7,7 Hz, 

IH) 1,13 (t, J=8 Hz, IH) 7,38 (d, J=82 Hz, III) 7,66 (d, .1=8 Hz, 1K) 1,13 (d, J=8,3 Hz, 

IH) 7,9 (d, J=8 Hz, 1K) 8 (s ancho, 1K) 8,14 (dd, J=8,2 Hz, fl Hz, IH) 8,32 (d. J2 

Hz. 1K) 11,49 (a, I H). 

15 Elesnolo 4: 

toter 2-dlmetllamlno-etfllco del jddpj2-14-doro.3-ddohexflsulfamgfl-fenff)-1 H-indol-3-
ffl-.e A!L , 

0-0 CH3 

00 

Una mazda do Æcldo rodohexBsuIfalnou-ferill)-1H4rids-3-vj-

20 acetico 1200 mg, Ejemplo 1(a)]. HBTU (200 Mg), y DIEA (130 mg) on 0CM (20 ad), so 
agita a tamperatura ambleMe durante 16 horns, seguldo par la sell  do 2-
dbnetilamfrto-etanol (90 mg). DospuØs do agliar a temperature amblente durarute 6 
horns, to mazda do niiAn so diluye con 0CM, so lava con HO? 2 N acuoso y ague, 
se sees sabre suliato do sodlo. y so coitentra a! vaclo. El residua se purfflca par 

25 cromatograf Ia en una coUunna CO]la do gel do silica eluyendo con BOAt a) 508100 
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 an heptano y MaCH al 5 % on EtOAc pam obtenor ci ester 2-dim effiamhio-etlflco del 

ASo (2-(4-clom-3-ciclohexllsulfamoll4enfl)--IH-lndpl-3-fl1-ac6fico (140 mg). LCMS: T9 

2,24 mlrwios, MS: 518 (M+H); ’H NMR (300 MHz, OMSO-08) 50,8 -1,7 (m, IOH) 2,1 

(a, 6K) 2,44 (m, 2H) 344 (m, 1)4)3,84 (s, 2H) 4,1 (t, J=6 Hz, 2)4)7,04 (t, J7 Hz, IH) 

5 7,16 (1. 3-7 Hz, IH) 7,4 (d. J8 Hz, IH) 7,58 (d, 3=8 Hz, IH) 7.77 (d. Jrr8,3 Hz, IH) 

7.81 (dd, J=6 Hz, 3=2,3 Hz. 1)4)7,95 (d, 3=8,2 Hz, IH) 8,23 (d, 3=2,2 Hz, 1)4)11,59 (s, 

1H). 

ElemrAo 5: 

2-Dto-N-cic!ohexff-51345-oxo-4,5-dihidro-1 ,3.4-oxadiazol-2-Umetlfl-1 H-lndol-2-ifl-

10 bencensufonamWa 

N-
cI__ 

0 

Una mezcla do âcldo (2-(4-cloro-3-cic!ahoxilsulfamofl-fenfl)-IH-Indol-3-01-

acefico 1300 mg. Ejemplo 1(a)], HBTIJ (300 mg), y DIEA (210 mg) an DCM (30 ml), so 

agita a temporatura amblente dumnte 4 horns, seguldo por to adiclOn de hidrato do 

15 hldmzina (350 trig). DespuŒs do agltar a teniperatwa amblents durante 20 horns, Ia 

mezcla do macdon so dfluye con 0CM, se lava con HOl 2 N aaloso y agua, so som 

sabre stilfato do sodlo, y so concentm al vaclo. So disuelve el reslduo on 1,4-dioxano 

y so anode COI (450 mg). La mezcla do macclAn so callonta a r&lujo durante 6 horns, 

so eMil a a temperature amblente y so deja on reposo durante la noche. La Mazda de 

20 reacciAn so dfluye con EtOAc, so lava con HGI 2 N acuoso y ague, so seca sabre 

suifato de sodlo, y so concentra at vaclo: El rnslduo so pwtflca por cromatograf ía  on 
una coluinna cotta do gel do afilce &uyenda con flOAt S 50-75 % on heptano pam 
obtener 2-cloro-N-cic!ohoxll-5-13-( 5-oxo-4.5-dlhldro-i .3. 4-oxad Iazol-2-ffTn eth)-1 H-Indol-

2-M-boncensulfonamlda (70 mg). LCMS: IR = 3,17 inlnutos, MS: 487 (M+H); ’H NMR 
25 (300 Mi-lz, DMSO-D8) b 0,8 -1,7 (in, 10)4) 3.04 (Tn, IH) 4.13 (a, 2)4) 7,08 (t, 3=7,2 Hz, 

1)4) 7.2 (t, J=7,5 Hz, 1)4) 7,44 (4, 4=8 Hz, IH) 7,58 (d, J=8 Hz, III) 7,81 (4, 4=8,3 Hz, 
1)4) 7,87 (dc, 3=62 Hz, 4=2 Hz, IH) 7,95(4,3=8Hz, 1)4) 8,23 (d, 3=2.1 Hz, IH) 11,1 
(s,IH)12,1 (sancho,IH). CI5033nM 

Eemn!o 6: 

30 543-12-Boncensulfonflamlno-g-oxo-etfl)4 H4ndol-2-lI1-2-clom-N-cldohexfl-

berans Ifonam Ida 

r1 
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Una meSa do âcldo f2-(4-cloro44clohexlisutfamoll4enhl)-1 H-Sot -3-UJ-

acØtico (300 mg, Ejemplo 1(afl, HBflJ (256 mg), y DIM (DIM. 180 mg) an 0CM (30 

MO. so agita a tempezaturn amblonte dumnte 16 horns, y so concenim S vaclo. El 

5 roslduo se somoto a azeotmpla dos votes am toluono y so usa on Ia sigulento 

reaction (Intarmedlo A). A una mazda do bencansulfonamkla (550 mg) on tolueno 

(30 ml) so aflade trhnetil-alznnh’do (2 N on tolueno, 1,8 ml) gate a gob a 0°C. Cuando 

tetmina Ia emislon de gas so caflenta Ia suspensiOn a rellujo dui’ante 2 horns y so 

aftade una dlsoluclOn del Intoimedto A an una mazda do toluono y THE anhldro (1:1. 

10 20 ml). La mazda resultants so caflenta a reflz4o durante 4 tiaras. La mazda do 

macclan so extlngue con agua, so acldffica con HCI 2 N acuoso, y so extras dos votes 

con EtOAc. La tepa orgAnica ruwilda so two con agua, so sate sobre sulfato do 

sodlo, y so concenba S vaclo. El realduc so purlice par cromatografla on columns do 

gel de silica eluyendo can EtOM al SD-SO % on heptano pam otitener Is 54342-

15 be ncw illon Ham hto-2-oxo.et ID-I H-lndol-2-ll -2-doro-N-ciclohoxil-benconsulf onam Ida 

comb un sdfido (130 mg). LCMS: TR = 2,87 mlnutos. MS: 588 (M+H); ’H NMR (31)0 

MHz, DM80-DO) 60,8-1,8 (m, 1011)3 (m. Il-I) 3,16 (a, 214) 6.95 (t. J=8 Hz. 1)4)7.1 (t, 

J=8 Hz, Il-I) 7,38 (m, 5H) 7,5-7,9 (serIes do m, 5)4)8.1 (d. J2 Hz, 1W) 11.5 (a. Il-I) 

12.4(sancho,IH). CI5nM 

20 EiSo7: 

(a) 242-L4-Ctoro-3-ciclohexflsulfamoli-fenli)-1 H-Indol -3-fl 1-acatam Ida 

Etapa 1: Auna resIns detetmfluomfentg (TIP, 50 mg, 1 mmoug) hinchada on 
bMF anhldra (1 ml) so afiade ócldo [2-(4-ctoro-3-clohexflsailfarnofl4enfl)-1pI4ndot-3-ftJ-

25 acAtico 155 mg, 9omplo 1(a)], y dflsopropllcarbodlimtda (30 mg). So agita Is mazda a 
teffiperntum amblente durante 20 Ii. so lava In resins dos veces con DMF (2 ml)’ dos 

ves con THF(2m9y dos veces con DCM(2mQyse sew 5vac;o 



USAV2003/-0155 WO 

a 

Etapa2:Larcslnaantertordelaetapal (ao mg) sobinchaenocManhildro 

(O,5 ml) ysoafiadeamonlacolNenMeOH(2m1). SedojalasuspenslAna 

tern pemlum ambiento dinnto 20 horns, so tUba la resbia, so lava dos yates can 

MeOH (2 ml) y los tiltmdos y lavados reunidos so conceniran al vaclo. El reslduo so 

S purifica par cmmatogmtla on una columna cotta do gel do office eluyendo con EtOAc 

W 20-60 % on beptano pam obtener la 242-Moro-3-dclohexilsulfamofl-fenhI-IH-

lndol-3-fl1-acotamkla (2 ma). LCMS: TR 2,92 mlmitos, MS: 446 (M+H). Cl = 132 riM 

(b) 242(4-Cloro-3-dctohSlsulf wnoil4onU)-1 -moth-I H-hidol-3-m-ac&wnlda 

A j
t2o 

10 Pmcodiondo do manom similar at Ejomplo 7(a), porn utilizando an la etapa I 

Ac Ida 2-(4dOro-3-ddohexffsultamoll-ionU)-1-m ottJ-1 H-Indol-3-IlJ-acetico 10,55 g. 

Ejen’rplo 2(a)j on lugar do Acido 12-(4-cloro-3-dclohaxflsulfainofl-tonil)-1 H-lndol-3-UF 

acØtico, so prepara to 2-1244-dom-Sclohsulfamolt4enfl)-1-metfl-IH-lndal-3-al-

acetamMa canto wi sblldo (7 mg). LCMS: Tft = 3.07 mhiutos, MS: 460 (M+H). 

15 EjempIo8: 

Ester mottlico dot Acido 1244-clom-3-ciclohoxflsulfamoil-fenlfl-1 H-Indol-3-ffl-acØtico 

0 

Una mazda do Actdo (2-(4-cloro-3-ddohe)Usultamon4onfl)-IH-lndoI-3-Iq-

ac6tico (200 mg, Ejompto 1(0)1. y HBTU (255 mg) an DCM (50 ml), so aglia a 

20 temperatwa amblento dumnto 16 horns, seguldo par Ia adIclón do MeOW antddm (1 

mfl. DespuØs do agftar a teniperatum amblente durante 22 horns, Is mazda do 

macdon so diluye con 0CM, Se lava con agua, so seca sabre sulfato do socilo, y so 
concenha at vaclo. El rSduo so purifica pot ctainatogmffa on una columna coita do 
gel do sUite etuyenda con EtOAc al 25-40 % on heptano pare obtener at 6stDr 

25 metlilco del k1do 1244-cloro-3-cldohexffsuit am oil-fenID-1 H-hWoI-3-W-acØt Ice canto tin 

sOdo (60 mg). LCMS: TR = 3,39 mlnutos, MS: 461 (M+H); ’H NMR (300 MHz, COOl5) 
81 - 1,9 (, IOH) 3,2 (m, IH) 3,73 (s, 3H) 3,83 (s, 2H) 4,97 

(ci, 4=1.8 Hz, IH) 7,2 (in, 

2H) 7.40 (d, 4=7,8 Hz, I H) 1,62 (d, .k82 Hz, I H) 7,68 ((i, 4=7,8 Hz, 1H) 7,91 (dd, 
4=8,3 Hz, 4=2 Hz, IH) 8,3 (s, IH) 8,35 (d. 4=2 Hz, IH). 
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Elamplo 9: 

2ClomN-cldohoxll-5-1342-hldrS-etlfl-1-mSll-1 H-hdol-2-fl1-benconsuTfanam Ida 

a-c-. 
(y,? Oli 

H3C 

A una dlsaluclon do Acido 2-(4c!oro-34clohoxflsulfamoil4enfl)-1-moli]-IH-

5 Indol-3-llJ-acAtico [100 mg, Ejemplo 2(e)] on ThF anhldro (5 ml) enfriada a 0 °C, so 

aliade dlsoluclón I M do hidniro do 11110 y aluminlo an ThE (0,25 ml) y as agita Is 

mazda dthwdo 30 mlnutos mientras soMallonta a toinpemtura amblonla La mazda 

do reactiOn so extingue can MeOH anhidro; as diluye con MCI 1 N acuoso (5 mt), y so 

extras con EtOAc. La capa orgAhica so soca sabre sulfalo do sodb y so concentm ci 

10 vaclo. El reslduo an cmmatografla sobro ima columns do gel do silica precatgada 

eluyendo con EtOAc pam obtaner Ia 2-cloto-N -C Icich ox ll-543-(2-h Id roxl-etfll-1 -in sill-

1H-lndoI-2-ll1-beibarxlfonamIda (12 mg). LCMS: TR = 3.31 mInutes. MS: 447 (M+H). 

Cl, 8713nM 

Elomolo io 

15 (a) Acth r2-(4cIom-3dohoxsuXamoU4enff-5-metoxl-1H4ndoI-34W-aceflco 

O1 XIOH 

Metodo A: 

Una disaluclOn callente (80 ’C) do âcldo 4-(4-cloro-3-cldohexUsulfainoll-fonl9-4-

oxo-bullrico 11.86 g, vØase Ejomplo 1(a). steps 41 a hldrOxido do polaslo (0.294 g) an 

20 ague (20 ml), Be anode a una disoludAn do hldroclorwo do 4-in etoxlfenithldrazlna (Ig) 

o hldróxldo do potaslo (0.322 g) an ague (20 ml). So mantlane Is mazda a reflujo 

durante 4 horns, so deja a ternperatwa altiblenle dumnte 20 horns, seguldo per 
evaporation. So disuelvo at reslduo an adS acØtico glacIal (80 ml) y so manflono a 

reflujo duranto I horn. So afladen aproxlrnadamonto 150 ml do ague, y as agita Is 
25 mozcla a temperature emblems durente I Tiara, soguldo per Ia filtratiOn del sOUdO 

praclpltado. So dlsuolve 01 sAfido on EtOAc, to dlsohaclOn resultants so Data con 

carbOn adtivo, seguldo pot filtratiOn. So concentra 01 flhtiado alvaclayel reslduo so 

recrlstallza con ’’supU6ter. El material resultants so someta a cromatograf ía do 
llquldas de media preslan (MPLC) sabre una columna do resoluclon rApida do gel do 
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sUite dispanlb!e comorclalmente conoclda como [SOLUTE 0 (disponibto do Sopaitls 

GmbH, Germany) con wia mazda eluyento do EtOAc: n-hoptano: DCM: MeOH: 

amonlaco of 28-30 Ta acuoso (panes on vohmien an aT ooit10:555:1) pam obtener 

ci Æcido I2-{4doro-3-ddphasuffuffiofl-fenU)-5-metox-IH-lndol-3-W-acettco (3,5 mg). 

5 LCMS: TR 3,07 mlnutos, MS: 471 (M+H) 1H NMR (300 MHz, DMSO-D3) 60.8- 1,7 

(m, IOH) 3,04 (m. 114) 3.7(s, 2ff) 3,78 (s, 31-I) 6,84 (d. J=8 Hz. lii) 7,02 (s. IN) 7,28 (d, 

.1=7,5 Hz, 1ff) 7,78 (d, .1=7.5 Hz, IH) 7.9 (in. 2H) 8,22 (a. IH) 11,4 (s, 1ff) 12,1 (s 

ancho, I H). Cl50 3 nM 

MetodoB: 

10 Etapa 1. Una mazda do 2-cioronllmbenceno (53g. 0,34 moQ hleno (1,50) Y 
bromo (23 ml, 0,45 Mo!) as agita a roflujo bajo N2 durante 20 horns. So concentra Is 

reaccion y el mstduo so pwffica par cromatografla do resahzctôn rApida sabre gel do 

suite o!uyendo con EtOAc S 10 %-heplano. So concentran las fracciones apmp!adas, 

as filtran, y so lavan con otano!, y so sacan. So racrlstaflza .1 sOlido an etanol pare 

15 obtener 5-bromo-2-ctoronihobenceno (37.9 g). DespuOs do almacenamlonto do las 

aguas madras a D.0 dwajita Is noche, so alsta into segunda ccsocha do producto y 

as awn pars obtener rnAs 5-bromo-2-c!oronftrobencono (7 g). MS: 235 (M+H); p.f. 65-

arc. 

Etapa 2. So hidrogona ima disoludAn do 5-bromo-2-cloronitrobenceno (10,3 g, 

20 43,6Mm01)en EtOAc (200mOsobmnlquglRanoy(sgdoSO%enH2c)a379,2kpa 
do H2 dwanto 5 tiaras. So filba In mozc!a a tmvØs do Un lecho do collie y so lava con 

EtOAc. So train al filtrado con HO Łtereo (60 ml, SolutiOn I M an Et20) bajo N2. La 

suspension resultants so agila durante I horny so atlado Et20 (100-200 ml). Se filliB 

Is mazda pam obtener hMrodwo do 5-bromo-2-clomanlllna (4,85 g) canto tin salido. 

25 MS: 205 (M+H); p.f. 152-155 ’C. 

Raps 3. Una suspensiOn do hldrocloniro do 5-brtmo-2-cloroanfflna (41,4 g, 

O.l7mo9enCHsCN(38omflseenfflaa5tysoadewcicantratto(an MI) a 

Ia largo do 10 mhnxtos. So enffia Is suspensIOn a -Sty as aflade gala a gala lana 
disoluclOn do NaNO2 (14.2 g, 0.21 mol) an H20 (40 ml) a to lasgo do 1045 mlnutos. 

30 Saag  Mazda dnte5mthmsysoafiadoso3o%(p/p)enHoM(435 
mi a 0 50, seguldo por Is adlciOn do ufta disoluclAn do clorwo do cobreQl) dihldratado 
(15.3 g, 0.09 mol) on 1120 (40 mQ So agfta Is macdon a tomperatura amblente 
dumnie 1,5 horns. La mazda do macclAn so fihtray as awn S sOildo pam obtener 
cloniro do 5-bromo-2-d6mbencensulf0nhl0 (18,4 g). So mantleno a! filtmdo a 0 ’C 
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dumuta 18 horns. So rocogo of precipitado 
y 

so soca pore obtener mM c!cruro do 5-

rcmo-2-clombencensutfonflq (9,6 g). MS: 288(M+H). 

Maps 4. So cargo tin inelmz do macdon con cic!ohexliamlna (15 ml, 131 

mmci), DIEA(30m1. 172mmoflyCH202(150m1). Soenfrialamozclaa-StbaJoN2 

5 y so Winds gate a gate cute disoluclOn do clonno do 5-bmmo-2-dorobencensiilfonffo 

(25g,85,2mmoflenCM2Cl2(200mflalolargodo45rnhtutos. Soagltalamozc!aa 

temperature amblente duranto 20 horas, so onfria haste -10 ty so afiado MCI 2 N 

(150 ml). Se love lacapaorgânlce call HCl2N(2x150  ml) yH2O(150mI),sosaca 

(N22SO.) 
y Be concenima pam obtener Ia 5-bmmo-2-cloro-N-

10 çlcloheencensulfonamlda 30 g (99 %) come an  sOlido. MS: 351 (M+H). 

Etapa 5. A twa dlssluclôn do âcldo 1-Qem4hutoxlcarbonfl)-5-m otcxl-1 H-lndo!-2-

Ilboronlco (861 mg), 5-bmjno-2-cloro-P4-dclohexli-benconsulfcnamkfa [700 mg. 

Intermedlo (2)] 
y 

CaF (420 mg) on dloxano-H20 (20 ml, 10:1) so aflado PdCl2(dppf 

(152 mg) a temperature amblonto bale N2. SoontalaroacclOna8Otysoaglta 

15 durante 2 h. La mazda do reacciOn so concontra at vaclo. So disuelve ci residua an 

EtOAc 
y so ultra a bayes do usia colwnna carte do slflce. So concenba el filbedo al 

vaclo 
y so purlilca & moslduo per croniatogmafla do msoluclOn rªpWa sabre gel do silica 

oluyondo con EtOAc do 5 % a 50 % en hoptano pam obtener of ester tem-butifico del 

Æcldo 244 doro-3-cic!ohgxflsulfarnofl-fenfl)-5-snoto,d-frido!-1-carboxjllco coma un stlldo 

20 (650 fig). LCMS: TR = 3.61 mlnutos, MS: 519 (M+H). 

Etapa 8. Se aflado TFA (3 ml) a twa disoludOn do ester twc-buIlIlco del actdo 

2-(4-doro-3-ciclohoxusuffwnou-fenll)-smotoxl-indol-1-caftoxfflco (640 mg) en DCM (6 

MO. La Mazda do meacclón so agita a temperature atnblento durante Ia bathe. So 

concentra Ia Mazda ci vaclo. So disuolvo el reslduo on EtOAc 
y 

so lava con WaH003 

25 1 N. So sopam Ia Cape orgânlca, so sera sabre MgSO4 
y 

so concontra pare obtener In 

2-cloro-N-ddohexfl-5(S-metoxj-IH-jndol-2-fl)-beyzcensuwonamlda como tin sAildo (498 

Mg). LCMS: TR = 3.11 mhwtos, MS: 419 (M+H). 

Raps 7. Se afiado lontamento clorwo do oxalflo (0,15 ml) a cute dlsoluclOn do 
LI 2-cloro-N-cicichoxll-5-(5-m otoxl-1 H-Indol-2-ffl-battens ulfonam Ida (480 mg) on 0CM 

30 (11 ml) a temperatura amblonte. Despues do agitar duranto 3 ft. as afiads MeOH (3 

ml) 
y so agile duranto 15 mInutes. So concontra Is mazda. El roskiuo so purifica pot 

crOmatogmfIadoresoluclonrapIda sabre g&dosfflco&uyffltdo con EtOAc de1o%a 

50 
% en hoptaho pars obtener S ester rnstfflco del aside I244-cloro-3-

choid1sulfamoU-fenlfl-5-motnxt-1 H-hldol-3-ffl-oxc-ac Afico come tin sOildo (390 mg). 

35 LCMS: TR = 2,8 mltwtos, MS: 505 (Mm). 
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Elapa S. Se shade lentamento trletfisfiano (024 ml) a urn dlsahzciOn do ester 

metlilco del àcldo (2-(4-cloro-3-cldohexllsullamoll-fenhl)-5-motoxl-1 H-htdol-3-ilI-oxo-

acOtico (380 mg) en TM (4 ml) a temperature amblonte. DospuŒs do agliar durante 5 

h, so separen [as compuestos volÆtiles a! vaclo. So disuelvo ci reslduo an EtOAc y so 

5 lava can NaHCC3 I N. So separa to capa organica, so seca sabre MgSO4 y so 

cancentm. El residue so pwfflca par cram atografIa do resoludón rApida sabre gal do 

silica eluyondo con EtOAc do 5% a 40 % an heptano pain obtoner el ester mettilca del 

acWo 12(4-c!aro-3-c Iclohexilsuifam au-fwth- 5-in etoxl-1 H-hid aI-3-lil-aet1co coma tin 

solldo (123 mg). LCMS: T 3,07 mlnutos, MS: 491 (M+H); ’H NMR (300 MHz 

10 COd3) 8 1,16-1,29 (m, 5Ffl, 1,49-1,8 (in, 5H), 3,2 (m. IH), 3.73 (a, 3H), 3,79 (s, 2)-I), 

3,87 (s. 34 5,1 (d, J =7,8 Hz, IH), 6,89 (dd. J = 8,7. 2,4 Hz. IH), 7,08 (d. J 2,4 Hz. 

1)1), 7.26 (d, .3=9Hz, IH), 7,57 (d, J = 8,1 Hz, III), 7,85 (dd. J = 8,4, 2,4 Hz, III). 8,34 

(d,J2,1 Hz, IH),8,52(s,IM. 

Etapa 9. A una disoluclOn do ester motilico do! Acido N4-ctoro-3-

15 ciclohoxllsuifamoll-fenll)Smotoxl-1 H-indol-3-Il]-acØt leo (30 mg) an MeOH/H20 (1:1,0.6 

ml) so shade h!dro)ldo do No monohldratado (5 mg). La mazda do reacciOn so agfa 

alOtdurante3h. Soafiade EtOAc (15m1)yse lava ladlso!ucton can HCIlN(10 

ml). Se separa ía capa orgânlca. so some sabre MgSO4 y so concentra pare obtener & 

Æcldo 1244-cia ro-3-c Iclohoxflsulfamofl4enil)-5-metoxl-1 H-lndol-3-Ill-Oflco canto tin 

20 s6lido(25mg). LCMS:T11u2,85mlnuIos, MS: 4fl(M+H);’HNMR(300MHz, 

CD30D) 81,23-1,3 (m, 511). 1,51-1.14 (m. 5H), 3,06-3,16 (in, 1K), 3,79 (a, 2)1). 3,83 (a, 

3H), 6,63 (dd, J = 8,7, 2,4 Hz. IH), 7.08 (d. J = 2,4 Hz, III), 7,29 (d, J = 8.7 Hz. IH), 

7,61 (d, J = 8.1 Hz, IH), 7,88 (dd. J = 8.4, 2,4 Hz, IH), 8,31 (d, J = 1.8 Hz. 1K). 

(b) Addo I5-doro-244-cloro3ohoxllsuffamofl-fonflMH-lndol-3-ff1-aceflco 

H 
Cl 
UI 0 

- 

L1OO N a 
25 - 

Etafla 1. Protadlendo do manors sirnilara! Ejemplo 10(a), mOtodo B. otapa 5, 

pew ufluzanda Acido I -(twv-butoxlcarbordl )-5-doro-1 H-!ndol-2-Il borOnico (700 mg) en 

lugar do Acldo 1-(tom-b bonil)-5-mctoxf-IH-lndol-2-jlborofflco y utifizando 5-
brain a-2-doro-N-cldohe,d!-bencensulf onarn Ida (631 mg), se prepare of ester tern-

30 butlflco del Acido 5-dolo-2-(4-cloro4-c!dohexffsuIfamofl-fenfl)4x1o1-1-cathoxlflco comb 
tin sAildo (557 mg). 
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Etapa 2. Pmcedlendo do manem simfiaral Ejempto 10(a). mOtodo B, etapa 6, 

porn utlllnndo ester terc-butlllco del ac!do 5-cloro-244-cloro-3-ciclohexflsulfamoil-

fenll)-IndoM-catbcxfflcc (557 mg) en tugar do ester terc-buflflco do! Acido 2-(4-c!oro-3-

ctclohoxl!sulfamofl-fentfl-5-meto)!-hido!-1 -cathoxi (Ito, se prepara (a 2-clam-5-0- darn-

5 1 H-Irdot-2-fl’i-N-ciclohexil-bencensulf onamida coma on sôlldo (370 mg). 

Etapa 3. Pracodlondo do manora simfiaral Ejemplo 10(a). matodo B. etapa 7, 

polo utluzando 2-c!oxo-5-(54om-1 H-Ifldo!-2-Il )-N-ctclohoxll-bancensulfonam(da (370 

mg) en luger do 2-c!oro-N.cicloh -5-(Smatoxl-IH-hdol-2-!fl-bencensulfonwn(da. so 

pTepala ci ester motlilco del Ac!do 15-dom-244-c!om-3- ciclo hex Us WIam off-fetif0-1 H-

10 indal-3-il1-oxo-ac4tico coma on sªfldo (200 trig). LCMS: TR = 3,04 mlnutos, MS: 509 

(M+H). 

Etapa 4. Procedlendo de manera similar al Ejeniplo 10(a), mOtodo B, etapa 8, 

pwo utilizando Oster metifico del acido (dou-2-(4-cbro-3-dc!oho)flsulfamofl-fonlfl-

IH-lndo!-3-ilj-oxo-acetico (170 mg) an higer do ester met!11cc del Æcldo (2-(4-cloro-3-

15 cIt ohoxllsulfamofl-fenH)-5-mets-IH-lndol-3-il}oxo-acellco. so piepara ci Wer 

metifica del acMe 15-clom-2(4-dom-3-cic!ohoxflstdfamofl-fenll)-1 H-indol-3-HI-acAt leo 

como on sØlIdo (80 mg). LCMS: Tg a 3,39 mlnutos, MS: 495 (M+H); ’H NMR (300 

MHz, CD30D) 8 1,23-1,3 (m, 5H), 1,51-1,14 (in, 5)-fl, 3,06-3,16 (m. 1K), 3,13 (s. 3H), 

3.81 (s, 2k-fl, 7.14 (dd. J = 8,7,2,1 Hz, 1K), 7,36 (d, J = 8,1 Hz, IH), 1,51 (d. .1 = 1,5 Hz, 

20 IN), 7.71 (d.J8.4Hz, IH).7,88(dd,J8,4,2,4Hz, IH).8,35(d.Jn2,4Hz, IH). 

Etapa 5. Pmcadlcndo do manera sim flay a! 9am pto 10(a), metodo B. etapa 9, 

porn utilizando ester metiffac del acMe (5-dom-2-(4-cloro-3-cic!ohoxilsuwamsfenll)-

IH4ndol-3-lq-acet(co (75 mg) en luger do ester metfitco del ØcMo 12-(4-c!om-3-

ciclohexl!sulfamoil4enfl)-5-metox!-1 H-fndol-3-ilj-acØt to. se prepare ci AcMe IS-cia ro-2-

25 (4-cIa cIohWajnoil4enfl-1H-hidol-3rIfl-acØtIco come on sólldo (10 mg). 

LCMS: TR = Z85 minutes, MS: 481 (M+H); 1H NMR (300 MHz, C0300) 81.09-1,33 (m, 

514). 1,51-1,14 (m, 51-fl. 3,07-3,16 (m, 1K), 3,19 (8,2H), 1,13 (dd, J = 8.4. 1.8 Hz, IH), 

7.36(d.J8.7 Hz. 1I-I),1,58(d.J=2,1 H7,IH).7,71(d,J8,1(-37,IH),7,89(dd.Ja 

-,

 

$.1. 2,1 Hz, 1K), 8,31 (d, J = 2,1 Hz, 1K). 

30 (c) Acid a (2- Lo dohexffsulfamofl-fenil)-5-hldro,d-1 H--3-ffl-acAt (Co 

H 
CI 
HI 0 

O O 
- 

LJ  



- 
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A una Solution do acido 12-(4-c!oro-3-dc!ohexilsulftxfloil4enll)-5-metoxl-IH-

lndol-341-8011co [80 mg, Ejeinpia 10(a)] en 0CM (2 ml), so aftade tæbtomwo do barn 

(0.335 ml. IM en DCM). La reactiOn as agile a temperatum amblente durante 18 h. 

So altMan EtOAc (10 ml) y NaHCO3 I N (10 ml). So sepam is capa organlca, so seca 

5 sobre MgSO4 y so concentra pam obtenor ci âcldO 1244-c!OTO-3-dclthoalla*llfamoil 

fenll)-5-Wdroxl-IH-hdol-3-Ul-acØticocomo tm sOfldo (8 mg). LCMS: TR 2.1 mInutes, 

MS: 463 (M+H) ’H NMR (300 MHz, CD3OD) 8 1.09-1,35 (in. 5)1). 1,51-1,14 (in, 5H), 

3,01416 (m, IH), 3,16 (50. 2)1). 6,14 (dd. J = 8,7. IS Hz, IH), 6.91 (in. IH), 1,23 (d, 

J=8,4Hz.IH),1,61(d.J=8.I Hz,IH),1,88(d,J=6.3 Hz, IH),8.38(m.IH). Cl, 

10 4,2nM 

(d) Acido IGdo-2-(4dom-3-cfclohaxflsulfamoll-fenffi-1 H4ndol-3-fl 1-xØtico 

cl" 
PH 

HI 0 
- 

LJOO N 
ci 

Etapa 1. Se ahado dicarbonato do dWem-butllo (15.8 g) a una d!solucfôn de 6-

clorobidol (10 g) y 4-(dhnetilamhw)phtdlna (0,91 g) on 0CM (330 ml). La mezc!a 

15 resultants so agita duranta 4 bores a tempeiatum amb!ante. La mazda de reactiOn so 

lava con MCI I N (100 rnD y NaHCO3 I N (100 mQ So separa Is capa orgAnica, so 

seca sabre MgSO4 y so cancentra So recristaliza ci prnducto brute an heptano/Oter 

pam obtener ci ester tem-bulllIco del tcldo 6cloTo-bldoI-1-cathox( Ilco (14.9 g). 

Etna 2. A una dls&uclOn do ester terc-butIflcO del Ockio &cbro-!ndo!-1-

20 catboxiflco (2 g) an THF sevo (10 ml) so allade bomb do frflsopropflo (2,74 ml) bob 

N2. So sulfa Is mezcla a 0 ’C an liii baf%o do blob. So aflade IitIo-dllsopmpilamlna 

(4,91rn1,2M)alolargodaunalroraa0’C. SeagltalareacclOnaOtduranteso 

mffiutos. So afiado Hci 2 N (10 ml). La rnezcla msultanto so extras con EtOAc. La 

capa orgÆnlca as sa so firs y so concentra. El rcslduo as purifica par 

25 cromatagratla do resolutiOn rapida sobre gel do stilts e!uyendo con EtoAc do 5 % a 

60 To en heptano pare obtenar el âcldo 14tem-butoL,jb1 &-6-cIoro-1 H-Indol-2-

IIborOnIco como tin sOlido (1 g). 

Etapa 3. Pmcedjgndo do manem similaral Ejempto 10(a), mØtodo B, etapa 5, 

porn utJlnP.do Æcjdo 1-(tem4)i4S arbonff)-&dom-j H-indol-2-Il both nIce (502 mg) en 

30 bigar do acldo 1-(tem-butoxlcarbonfl)-5-metoxI-IH4ndol-2-llbor6njco y utllizando 5-

bromo-2-doroN-cldohexll4iencensuff onam Ida (500 mg. Intermedlo (2)], so prepare el 
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a 

aster tam-butlflco del acido 6-cia ro-24 4-do o-3-c!clohoxilsulf am oil-fe nil)-lndoI-1-

CaItOXIIICO coma un sblido (429 mg). 

Etapa 4. Procedloudo do manem similar al Ejempto 10(a). mØtodo B, olapa 6, 

porn utilizando ester twc-butlilco del âcldo 6clorn-2-(4-cloro-3-ctclohexilstdfaifloil-

5 fenlfl-hl doT-I -caibox Rico (557 mg) an lugar do ester tern-buff Uco del Acid a 244-cloro-3-

ciclohexilsulfaznoil-fenfl)-5-metpxl-lndol-1 -carboxi Ilco. so propaxa to 2-darn-5-(6-*io-

I H-indal-2-il)-N-dclohed-bencensulf onam Ida como Wi sOlido (480 mg). 

Etapa 5. Procedlendo do maneza similar al Ejemplo ID(s). mOtado B, etapa 7, 

porn ulilizando 2-cloro-5-(6.c!om-1 H-Indol-2-Il )-N-ciclohexfl-bencensulfonamlda (480 

10 mg) en lugar do 2-cloro-N-ddoh il-5*matoxl-IH-htdol-2-il)-boncenstfifaflamkla so 

prepara of Aster metilico del Acido 16-clom-2-(4-cloro-3- cic!ohexilsulfanioil-fenlfl-I H-

lndal-3-ff1-oxo-Attco como im stildo (210 mg). LCMS: TR= 2.77 mhwtos, Mt 509 

(M+H). 

Etapa 8. Procedlendo do maneTa shnilar al Elomplo 10(a), mOtodo B. etapa 8. 

15 porn utifizando Aster InetUlco del Acido (6-doro-2-(4-cloro-3-ciclohexilsuifamdil-fehfl)-

IH-Indol-3-ilJ-oxo-aceilco (200 mg) en lugar do Aster metlilco del Æcldo 12-(4-cloTa-3-

&lohoxllsulfamoil-fenhl)-5-inetoxi-1H4ndol-3-91-oxo-acetico. so pmpara al ester 

metlilco del Acido I6.clorn-2444orn-3-ciclohexllsulf am oil-fentIl-1 H-Indol-3-I1l-ac& Ico 

coma tin sAlido (189 mg). 

20 Etapa 7. Pracedlendo do manera similar at Ejemplo 10(a). mOtodo B. etapa 9. 

peru utilizando ester metffico del Acido [6-cloro-2-(4-cloro-3-ck4ohoxusulfamoll-fonfl)-

IH4ndoT-3-il1-acet Ito (189 mg) on lugar do Aster metlilco del àcldo 12-(4-claro-3-

cfc!ohexilsulfainoilenll)-5-metoxl-IH4thdol-34J-a* Ito, so prepam ci Acido 16claro-2-

(4-clom-3-cic!ahS0sdfarnoil4en!)-IH-!ndol-3-W-ac6tico comb tin stlldo (151 mg). 

25 LCMS: TR =2,83 mInutes, M&481 (Mill); 1H NUR (300 MHz, C%00)8 1,09-1.35 (m, 

5H), 1�51-1,74 (in, 5)4), 3,11 (in. 114). 3,81 (s a, 2H), 7,05 (d, J = 6,9 Hz, IH). 7.39 (m, 

IH). 7,55 (rA. IH), 1.69 (in. 114), 7,87 (m, 114), 8,37 (in. IH), 11,17 (s a, IH). Cl 
= I 

flM 

(e) Acklo 12-f34ciclthoxfl-metil-sulfamofl)-fenlfl-1 H-lndol-3M-acAtko 

H 

a 

30 
Etapa I. So allade tentamente clorutO do 3-brblno-bonconsulfonilo (2,82 Ml) a 

tine disoluclon do ciclohexff-meffi-amhta (3 ml) y DIEA (5.1 ml) an 0CM (40 ml) a 0’C. 



USAV2003/-0155 WO 

542 

La mazda resultanto so deja calentar a tern pezatuza amblente 
y 

so agita duranto Ta 

noche. La mazda do reactiOn so lava con HCI I N (20 ml). So sopam la capa 

orgÆnlc% so SSW sobTe MgSO4 
y 

so concentra. El ms!duo so Trltiva con haptano pam 

obtener la 3-bromo-N-ciclohoxil-N-metil-bencensu&rnaj.ulda coma in’ sAfldo (6 g). 

S LCMS: T = 3,54 rnlnutos. MS: 332 (M+H). 

Etapa 2. ProcedlendO do mann similar a) Ejoznp!o 10(a). mOtodo B, etapa 5, 

porn utifizanda Æcldo I -(tem-buto,dcazbonil)indol-2-borôn!co (1.64 g) en lugar do acido 

14twc-butoxlcarbonil)-5-m otoxl-1 H4ndol-2-flbor6nfco 
y 

utilizando 3-brom o-N-ciclohexfl-

N-malil-bencansulfonamlda (1,04 g), so piepata el ester terc-butlflco del âcido 2-13-

10 (cictohexif-mot Maine Wwtffkhidol-1-carhoxfllco coma tin sellS (1,46 g). LCMS: TR 
= 3,69 mInutes, MS: 469 (M+H). 

Etapa 3. Procedtendo do manam sirnilaral EempTo 10(a). mOtodo B. etapa 6, 

porn utilizando Oster tam-but Vito dcl Æcldo 2-3-(dtioho 11-rn etIl-suufamofl)-fenU]-Indol-1-

CBTbOXIUCO (1,45 g) an lugar do ester terc-buflilco do? Æcldo 244-clara-3-

15 cic!choxilmfllamou-fenU)-5-metoxl-!ndol-1-caiboxl lIco. so prepala la N-ciclohoxil-341 H-

Indti-2-ft)-N-m etll-bencensulfonamkla coma urn sofldo (1,06 g). LCMS: TR = 3,25 

minutes. MS: 359 (1+H). 

Etapa 4. Prncedlendo do manem similar a] Ejemplo 10(a). niOtodo B, etapa 7, 

porn utilizando N-ciclohoxil-3-(IH-Indol-2-11)-N-meth4)enconsu!fonajnlda (1,06 g) en 

20 lugar do 2-cloro-N dohoxl]-5-(5-meox-IH-htdol-2-Ifl-benconsulfonamlda, so prepara 

el ester metifica del âddo 2-13-(dclohexU-meffi-sulfainoll)-fenfll-IH4rtdol-3-fl)-oxo-

acAtico canto tin sOildo (910 mg). LCMS: TR = 3,35 minutes, MS: 455 (M+M). 

Etapa 5. Procedlendo do mann simIlar a) Eemplo 10(a). mØtodo B, etapa 8, 

porn utllizando ester metlilco del Acido (2-13-(dcIohSWnetil-suifamaifl-fonflJ-1 H-hid ci-

25 3-9)-oxo-ac6tico (3(10 mg) an bigar do Oster metlilco del Øctdo 12-(4-clorn-3-

ciclaho)ilstflfamoil-fenu)-5-rnetoxl-I H-Indol-3-ilJ-oxo-ac Łtico, so prepara el aster 

mdlIto del acido (2-I 4ct il-metfl-sulfamolfl4enUl-IH-hido!-3-ffl-acetico canto in’ 

söHdO (190 mg). LCMS: TR 3.59 mInutes. MS: 441 (M+H). 

Etapa S. Procodlendo do maxima aim liar al Ejeinplo 10(a), metodo S. etapa 9. 

30 porn utillmndo ester metRics del ftido (2-[3-(cldlohexl]-meli]-sulfainon)-fonhlI-IH4ndol-

3-0)-acetico (151 mg) on hzgar do ester mailfico do) Æcldo (2-(4-clorn-3-

dlclohflsulfamou-fenfl)-&metoxl-1H-fndol-3-fl}.acetico, so prepaxa S acldo 4243-
(cldohexll-metfl-sulfamo94enffl-1H4nd&-34)-acefho coma tin sOildo (147 mg). LCMS: 

2,74 mInutes, MS: 427 (M+H) ’H NMR (300 MHz, CDCI3) 8 1,23-1,4 (tn. 5H). 
35 1,52-1,62 (at, 3H), 1,72-1,75 (m, 211), 2,6 (a, 3H), 3.78-3,85 (in, IH), 3,88 (a, 2H), 1,10-
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7,31 (m, 213). 1,42 (d. J = 8,1 Hz, IH), 7,6-7,71 (m, 2H), 7,82-7,89 (m, 2H), 8,09 (ml 

IH),8.35(sa,IH). Cl, =346nM 

(f) Acid o 1243-ciclohoxllsulfamall-fenifl-1 H-htdol-3-fl 1-ac011co 

r’Th-

0 0 

5 

Etapa 1. Se allude lenlamento clonim do 3-bromo-bencensulfonilo (5 g) a una 

disoluclOn do CIC!OheXIIOmIna (3,4 ml) 
y 

DJEA (6,6 ml) en 0CM (100 ml) a Ot. La 

Mazda resultante so callonta a tern perahim amblente y so agita dwanto 20 horns. La 

mazda do ,.....I 5 so acidifica con Ha 2 N acuoso (-50 ml). So separa to cap 

10 orgÆnlca, so lava cofl ague, salmuem, so seca solve suifato do sodlo 
y 

so ovapora al 
vacfo Pam obtener Ia 3-bmtno-N-ddohexfl-benconsuf onamida comb Wi sOUdo (5.1 g). 

L.CMS: TR = 2.94 mtnutos, MS: 318 (M+H). 

Etapa 2. Procedlendo do manera sMflwS Ejesnpto 10(a), niØtodo B, etapa 5. 

Pam utilizando Addo 1-(tem-butoxlcaibcnhl)hidol-2-bor6nlco (1.64 g) en Fugar do AcMe 
15 1 -(tem-buto)dcarbonil)-5-m etoxM H-fridol-2-ilboronico 

y utifizando 3-brom o-N-cic!ohoxil-
bencensuitonamtda (1 so prepara of Oster terc-buffllco del ØcMo 243-
cictohoxllsu!famoil-ienffl-fridol-1.carboxfflgo canto Wi solido blanco (1.13 g). 

Elapa 3. PmcSendo do manera shnllaral Ejemplo 10(4 mAtodo B. etapa 6. 
Pero utilizando ester tem-butWco del Acldo 2-(3-idohexilsaflfamou4enhl)-Mdoj-l-

20 carboxtilco (1,08 g) oft tugar do Ostor (am-butlilco del Acido 2-(4-cloro-3-

dc!oheu1famofl4enfl)-5-metoxJ-ijdo!-j.carbnjcJ flco, so prepara la N-ciclohexfl-341 H-
Indol-2-lfl-bepcensuffonambfa comb Un sOfido (100 mg). LCMS: TRC 3.45 mlnutas, 
MS: 355 (f+H); 

Etapa 4. P,OcedlondA do inanera similar al Ejoniplo 10(a), mAtodo B, otapa 7, 
25 Pam utilizando N-cldohe4-3-(1 H-In dol-2-U )-bencensulfonam Ida (700 ma) on lugar do 

2-cIoro-N-oheJ-545-motn1H-bdol-2h1fop so prepara el Oster 
metlilco del âckfo 12-f3-dolohexils*fif am nfl-fenifM H4ndol-3411-oxo-ac efico comO Wi 
solido (730 mg). 

Elapa S. Procedtendo do manera similar aT Ejemplo 10(a), mttodo B, etapa 8, 
30 pam ufihzando Oster metffico del acMe 12-(3-cichosulfaffiou4erdl)-IH-Indol-3-flJ-oxo-

acetico (700 mg) en lugar do ester metlilco dot AcIdo (2-(4-cloro-3-dclohexilsulfarnoil-
ienil)-5-MetQxl-IH-ftidot-3-fi}oxo-acefico, so prnpam el ester meiflico del Aciln 1243.
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ciclohoxilsutIamofl-fanil)-1 H-lndol-3-Il1-acØtico coma tin sAildo (550 mg). LCMS: TR = 

3.32 mlnutos, MS: 427 (M+H). 

ES 6. Procadlendo do mann similar al Ejemp!o 10(a). mOtodo B, etapa 9, 

parc uuilizando ester metlilco del Acido (2-(3-cic!ohexflstflfamofl-fenlfl-IH4ndol-3-01-

5 acØtfco (120 nip) on lugar do ester metlflco del Acido (2-(4-c!oro-3-ciclohexilsulfemail-

feme1Hhdol-3-llJ-acAtico, so prepare at Acido 124 3-ciclohexflsulfamofl-fenft)-

I 1-1-hidol-3-01-acAtico coma tin sØlIdo (105 mg). LCMS: TR = 2,54 minutes, MS: 413 

(M+l-l). 1H NMR (300 MHz, CD3OD) 0 1,13-1,21 (m, 5)1), 1.514.75 (in, 5H), 3.13 (in. 

IH), 3,85 (s, 2H), 7,08 (t, J = 7,5 Hz, IH). 1,16 (t. J = 1,5 Hz, IH), 1,4 (d, J = 8,1 Hz, 

10 IH), 7,6 (d, .1 = 7,8 Hz, IH), 7.68 (t, J 7,5 Hz, IH), 7,85 (d, J 7,8 Hz, IH), 7,91 (4, J 

=1.8Hz, IH),8,21(s,1H),10,92(sa,IH). Cis, =1O6nM 

(g) Addo 242-(3-cldohaxflsu!famofl-fenffl-1 H-hid ol-3-lfl-pmplOnl Co 

H 
%%’H3C 

MI 0 
� 

L)OO N 
Elope 1. So afiade dicarbonato do di-tezc-butffo (450 mg) a una dlsoluclon do 

15 ester metlilco del Æcldo R ahexllsuffainoil4enfl)-IH-Indo!-3-flj-acOtico (400 mg). 

trietfiamlna (0,3 ml) y 4-(dlmstilamlno)plrtdlna (23 mg) on 0CM (5 ml). La roacclAn so 

agile a teznpomtwa amblante durante 1,5 h. Is mazda de macdon so lava con I-1011 

N (5 MI) y NaHCO3 I N (5 l}. So sepam Is cap oigAnlca, so soca sabre MgSO4 y so 

concenha pare obtener el ester tem-butfllco del Mdc 2-13-(N4erc-bulffoxlcarbanlli-

20 cidohaxflsuffamoil-feI1-3-mothxarbarfllmeffl-fndol-1-carboxfflco (600 mg). LCMS: TR 

3,32 mlmitos, MS: 427 (M+H). 

Etapa 2. A una disoluclOn do ester tem-buflilco del Acido 2-13-(N-tezc-

butfl oxlcarbonfl)ciclohstsulfant oil-fen Hf3-rn etox lcwbtni Tm eliI-hid o!4carbox 01cc (590 

mg) enDMF(5m1),so aft adeNafl(ll3 mg) enpnjcjonasaoc. Lamezcla 

25 resultants se agile a 0 dwanto 15 mltiutos y so afiado Mel a D’C. So deja calantar 

Is mezcla do macdon a temperature amblento y so agile durante 3 h. So e)O,gue Ia 

reacctOh afiadlendo NH4CI saiwado (ID m). So extma Is mezcla con EtOAc (20 mt}. 

La capa organlca so lava con ague (3 x 10 ml), as sem sabre MgSO4 y so concontra. 

El residue so purlilca pot crornatograf In do resoluclOn rApida sabre gel do Was 
30 cluyendo con EtOAc do 10 % a45 % an heptano pore obtefler el dstar terc-butlilco del 

Acido 2-!34N-temthth)ftwbonU}cidonjfamoil-fenfll-341-m etox1caibonil-etil) 

’/4 
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Indol-1-carboxlllco como tin solldo (445 mg). LCMS: TR 3.82 mtnutos. MS: 649 

(M+Na). 

Etapa 3. So shade IFA (1 ml) a tine dlsohzdAn do ester tem-butfflco del Æcldo 

2-134N-teic-butfloxlcarbonil)-dclohSlsulfalnSfenu]-3-(1 -rnetoxlcarbonhl-etl1)-hidol-1-

$ 

CWbOXIHCO (100 mg) en DCM (6 ml). La mazda do .ai46n so agita a teinpemtura 

amblanto duranto Ia nocho. So concenim [a meSa a] vaclo. So dlsuelvo at reslduo 

on EtOAc 
y so lava can NaHCO3 I N. So sepam Ia cape ozgânlca, so  sees sabre 

MSO4 y so concentra El mslduo so pwifica par cmmatografia do resalucfon rOpida 

sabre gel do silica eluyendo can EtOAc do 10 % a 50 % on heptano pam obtener el 

10 ester motto dot âcldo 2-2-(3-cfctohSlsv1ffloU4enffi-1H4ndol-3-fl1-m’opl6nico como 

tin sófldo (85 mg). LCMS: TR 3,94 mlnutos, MS: 663 (M4Na). 

Etapa 4. Procedlendo do manwa shntlar al EJeTnPIO 10(a). rnOtodo B. etapa 9. 

porn utilizando ester melfilco del Æcldo 2-12-(3-cic!ohexflsuufaniofl-fenlfl-1 H-md 01-3-01-

propl6nlco (65 mg) on limar do ester metlilco del Æcldo [2-(4-ctoro-3-c!ctohex3siflf small-

15 fenfl)-5-metoxi-IH4ndol-3-u]-acet Ito. so prepare S âcWo 242-(3-ciclohoxRsulfamoll-

fenm-IH-htdol-3-m-inc06nlco como im saildo (41 mg). LCMS: TR = 3.02 mlnutos, Mt 

421 (M+H); ’H NMR (300 MHz, CDCI3) 0 1,08-1.27 (m. 514). 1,39-1.79 (m. 514), 1.61 (s. 

314), 3,21 
(m, III). 4,99 (I. J = 8.4 Hz, IH), 7,13 (1, J =6,9 Hz, IH). 1,22 (t, J = 5,1 Hz, 

III), 7,38 (d. J =8,1 Hz, IH), 7,55 (I, J 7,8 Hz, 114), 7.81 (L J =8,4 Hz, 2H), 7,81 (d, J 

20  

(h) Acido 1244-cicloliaxflsulfemail4enlD-1 H-!ndol-3-fl1-acetico 

Dupe 1. So Sleds lentatriente clonim do 4-bmmo-bencensulfonllo (20 g) a 

ida disoludon do ciclohSlamlna (14 ml) y O1EA (28 ml) en 0CM (306 ml) a 00. La 

25 mazda resultante as callenta a tempezatwa amblesde y so agita durante 20 tiaras. La 

mazda do macclan so acldUlca con HCI 2 N aarnso (- 150 ml). So separa Ia capa 

oighnfca, so lava can ague, salmuera so soca sabre suifato do sodb y so ovapom a] 

vacto pare obtener to 4-bmmo-N-cItlattebenvensu1fonamMa canto Lin stlldo (19 g). 
LCMS: TR 2,94 nitnutos, MS: 318 (l+H). 

30 Etapa 2. Pmcedlendo do Manors similar a) Ejempto 10(a), mOtodo 8, steps 5, 

pero utilizando acido 1-(tezc4)utoxfcarbonlfllndot-24x)r6 nIco (1.64 g) on luger de acido 
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1-(teiv-buto)fcarbonfl)-5-m etoxl-1 H-indol-2-IibcrOnico y utifizando 4-bron, o-N-cic!ohoxil-

bencensulfonamlda (1 g), so prepare ci ester fare-butlllco del Ackfo 2-(4-

ciclohexUaMamoil4enIfl4ndo!-1-caTbox (11cc coma tin stfido (1.38 g). LCMS: TR = 3,91 

mbwtos, MS: 465 (M+H). 

5 Etapa 3. Prncedlendo do mann shnllar of Ejemplo 10(a), metodo B, etapa 6. 

porn utfikando Astor Sc-bull UCO dot hc!do 2-(4-ctc!ohoxilsulfamofl-fonlfl-Indol-1-

caithxlllco (1.38 g) an lugar do Aster tam-butlilco do) Æc!do 2-(4-cloro-3-

cIclohsTsullamoI1-fen11)-5-motoxI4ndoI-1-carboxIto, so prepare Ia N-cic!ohoxT-441H-

ISo!-2-W-La..suIfonamIda wino tm sOildo (1.02 g). 

to Etapa 4. Pmccdlondo do manera shnflaral Ejemplo 10(a). mOtodo B. etapa 7, 

porn utilizando N.ciclohexil-441 H-tndcl-2-U)-benconsulf onam Ida (1 g) an lugar do 2-

doro-Nohoxfl-5-(5-metoxl-IH-hd&-2-flncensuffonarnkia, so prepare at ester 

metilico del àcklo 1244-dclohoxffsulfamoil-fenh)-IH4ndol-3-il1-oxo-acAflco como Wi 

sOildo (121 mg). 

IS Etapa S. Procediondo do manera similar a) Ejemplo 10(a)1 mAtodo B. etapa 8. 

C...’ porn ulilizando Aster metlilco del acido 1244-ct ohoxilSfamotl-fenfl)-1 H-indo!-3-19-oxo-

acAtico (121 mg) an lugar do Aster metfilco del âcido f2-(4-cloro-3-cic!ohoxflsulfamoil-

fenff)-5-metoxl-IH-indol-3-fl]-oxo-acAtico. se prepare ci Astor moflilco do) âcldo 1244-

ciclohaxllsulfanoil-fenOl-IH-hidol-3-fl1-acellco come un solIdo (102 mg). 

20 Etapa 6. Pmcodlondo do manera &mflaral E]ornpto 10(a), mAtodo B, elapa 9, 

porn utffizando Aster metlilco dot âcldo 2-(4-c!clohexflsutrantou4enil)-1 H-indot-3-ilJ-

acOtico (120 mg) an lugar de Aster metfilco do) âcldo 12-(4-clmo-34c!ohoxllsulfamoll-

fenD)-5-metoxi-1 H4ndoI-3-IJl-acet Ito, so prepare ci acido 12444clohoxIIsuIfaffi aMenD)-

IH-Indol-3-fll-acAtico coma un sAildo (60 mg). LCMS: TR = 2.5 mlnutos, MS: 413 

25 (M+H); tH NMR (300 MHz, CD.,OD) 0 1,17-1.27 (in, 5)4), 1,51-1,14 (m, 5H), 3,07 (ml 

111)1 3,85 (a. 2)4), 1,04 (t, J 6.9 Hz, IH), 7,16 (t, J = 7,2 Hz, IH), 7,39 (4, J = 7.8 Hz, 

IH), 1,61 (4, .1 = 7.8 Hz. 1)4). 1,87 (d, J = 8,4 Hz, 2H). 7,95 (d, 4 = 8.4 Hz. 2H), 10,88 

(s,1I-I). Cl, =1162nM 

Q) Ato 1243-ctdohexilsulramoil4-meto44enul-1 H-kid ol-3-W-acØt to 
931, 9H 

° 

30 - 



USAV 2003/-fl 155 WO 

-92-

Etapa 1. Se aftado lontam onto cloruro do 5-bromo-2-motoxl-benconSfonllo 

(10 g) a una dso1ucIOn do dc!ohexllamlna (6 ml) 
y 

OIEA (12 ml) on 0CM (200 ml) a 0 

C. La mozcla resultants so callorita a temperatwa axnblonto y so agita durnnto 20 

horns. La mazda tie macdon so acfdlflca con HCI 2 N acuoso (- 100 ml). So sopam 

5 Ia cape orgAnica, se lava con agua, salmuera. se secs sabre sulfato do sodlo 
y 

so 

evaporn ci vaclo pare obtonor Ia 5-bmmo-N-ciclohe4-2-mctoxl-boncansuifonamida 

coma un sOildo (9,8 g). LCMS: To = 2,84 mlflutos, MS: 348 (M+H). 

Etapa 2. Pmcedlendo do manera similar at Ejompto 10(a), mØtodo B. step 5. 

porn utilizando Æctdo 14tem4butaxlcarbonil)lndol-24bor6nlco (1,64 g) an lugar do acido 

10 1 -(tern-but oxtcarbonfl)-5-m etoxl-1 H-In dol-2-Itho to Soy uttlizando 5-thom a-N-clot ohexil-

2-motoxl-bcncensulfonamida (1.09 fi), so prepare of ester twt-butulco del âcldo 2-13-

cic!ohoxflsulfainau44metoxi-fonfl-lfldol-1-carboxlffca como in sOildo (1,48 g). LCMS: 

TR = 3,99 mhtutos, MS: 485 +H). 

Etapa 3. Procedlendo do manera similar a) Ejemplo 10(a), Inotodo B, steps 6, 

IS porn utilizando ester tern-but 111cc del Acido 2-(3-cic!ohexilsulfamoil4-mets4enil}4ndol-

L) 1-carboxillco (1,48 g) an lugar do ester tem-butfilco del Øcldo 2-(4-cloro-3-

cicich exilsu Ifam oil-fen II)-5-metoxl-htdol-1 -carboxi lice, se prepare Ia N-ciclohoxll-5-1 I H-

frtd&-2-th-2-motoxlenensuifonamlda comounsolido(1.17g). 

Etapa 4. Pmcedlendo do manera Similar a! Ejemplo 10(a), mOtodo B. steps 7, 

20 pore utillzando N-ctclohexil-5-(IH-Indol-24)-2-m etoxl-bencetisififonamlda (500 mg) an 

lugar do 2-dom-N-cicIohoxlI-S(5-meto)l-1 H-Indol-2-fl)-bcncensulfOnamlda. so prepare 

of ester metfilco del âcldo 124 dohoxflsulfamoil-4-metoxl-fejlifl-IH-fr,dol-3-ffl-oxo-

acØtico coma tin sAlido (413 mg). 

Etapa 5. Procedlondo do manera simnar 81 EJemplo 10(a). metodo B. etapa 8. 

25 porn utilizanda Oster metfilco del Ecido 12-(34clohoxilsulfamofl-4-rnetoxMenil)-IH-

lndol-3-01-oxo-aceflco (310 mg) oti lugar do aster flietlilco del Ocldo 12-(4-cloro-3-

ciclahexilsulfam oil-fen!])-5-metoxl-1 H-hidol-3-UI-oxo-ac Øflco, as prepare ci ester 

motlilco del âcldo 12-(34cjohexilsulfamoil-4-metS-fcnflFlH4rwloI-3-H1-acetico comO 

Un sOlido (312 mg). 

30 Etapa 6. Pmcedlendo do manem Similar a! Ejemplo 10(a). metodo B, steps 9, 

porn utlflzando ester motfilco del acido 243 cldohSlsulfatnoil-4-motoxl-fcnu)-IH-

htdd-3-01,acAtico (312 mg) an lugar do ester motifico del Æcfdo N4-cloro-3-

ctlohfwfloil4oflfl-5-m-IH-hidol-34QJ-acet!co. so prepare ci acMe r2-i3-

ctlohxUsulfamoil-4-metoxl-fEIDMH-Indol-3-91c6tIco comb un sAildo (19 mg). 

35 LCMS: TR = 2.64 mlnutos, MS: 443 (M+H); 1H NMR (300 MHz. CD30D) 8 1,15-1,37 (m, 
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SM), 1,5-1,74 (m, 5H). 3,08 (m, IH), 3,78(58, 2H), 4 (a, 3H), 7,03 (t, J 1.2 Hz, IH), 

7,12 (t, J = 7,2 Hz, III), 728 (d, J = 8,4 Hz, III), 7,38 (d, J =8,1 Hz, III). 7,56 (d, .1 = 

7,S Hz, IH).7.93(d,Jm8,1 Hz, IH).6,17(s,IH). Cl, =63nM 

0) ASO 1243-cloro-4-cic!ohoxilsulfamdfl4wtli)-1 H-Indol-3-lfl-ecttico 

Etapa 1. Procedlendo do manora similar al Ejempto 10(e), etapa 1, porn 

utilizando ciclohexilarnina (2,06 g) an luger do ciclohexi]-metu-amlna y utilizando 

cloniro de 4-bmmo-2clom-benconsuffonflo (5.3 g), so prepara to 4-bromo-2-cIQro-N-

ciclohexil-boncensulfonamkla (6.4 g). LCMS: TR 3,02 mlnutos, MS: 352 (M+H). 

10 Etapa 2. Procedlendo de mansia similar al Ejemp!o 10(a). metodo B, etapa 5. 

porn uitillrsndo âcfdo 1-(tezv4butoxlcaibcnil)indol-2-bot6nlco (1,26 g) an lugar do âcldo 

1-(c-butoxtcarbonfl)-5-meloxl-IH4ndol-2-ilbor6nfco y ullllnndo 4-bromo-2cloro-N-

ciclohexfl-bencenSfonamlda (1 g), so prepare ci ester twc-buIUlco del Acldo 243-

cbro4-ddohexilsuffamofl-fenUHndol4cai LsaIfl* cOMO tin soildo (1,14 g). 

15 Etapa 3. Procedlendo do manera sirnilaral 9emp!o 10(a), mØtodo B, etapa 6. 

porn utlllzando ester tow-butlilco del Æcldo 2-(3c!orodc!ohexilsulfamol]-fenll)-hidol-

I -carboxlfico (1,14 g) on lugar do ester tart-but 111cc del Øcldo 2-(4-cloro-3-

cic!ohe,dlsulfamoil-fenil)-5-metoxl-lndol-1-cwboxlfto, so propara Ia 2-cloro-N-ciclohexil-

441 H-hidol-2-Ifl-bencensulf onamida coma Ian sOlido (901 mg). 

20 Etapa 4. Procedlendo do mama similar ci Ejomplo 10(a), mØtodo B, etapa 7, 

pew utilizando 2-cloro-N-ciclohoxfl-4-(IH-hWol-2404)encensulfonamlda (500 mg) an 

luger do 2-c!om-N-ciclohexff-545-metaxl-1l1-btdol-24)4cncensulfonamld9. so prepare 

of ester motto del acMe 127(37doro-4-c iclohex Usia!!am oil-fan ffl-1 H-Indol-3-il1-oxo-

acØtico coma un sOildo (600 mg). 

25 Etapa 5. Procedlendo do manera similar a] Ejemplo 10(a), melodo B, etapa 8, 

porn ulillzando ester metlilco del aeldo (2-(3-cloro4-cic2ottexllsulfaffioll-fenll)-IH4ndol-

3*oxo-acOfico (500 mg) an hager do ester metfilco del âc!do (2-(4-cloro-3-

ciclOhexllsulfamol]-fenil)-5-metoxl-1 H4ndol-34lI-oxo-ac etico, so obtiene ci ester rnetlllco 

del AcMe 1243cloro ddohexflstdfaflioll-fenU)-1H-Ifldol-3-lfl-.’.ML. come un sAildo 

30 (310 trig). ICMS: Tq = 3,50 mlnutas, Mt 461 t+H). 
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Etapa Etapa 6. Pmcedtendo do manors almilaral Ejmnplo 10(a), metodo B, otapa S. 

porn utifizando ester mall lice del Æcldo (2-(3-cloro4-ciclohaxilsulfamou4enll)-1 H-ISo!-

3-UJ-acetico (277 mg) on higar do War motfilco dot àcldo 12-(4-cloro-3-

ciclohsisulfamoil-fonlfl-5-meto)]-1 H-lndo!-3-ItJ-acet Ito, so propara el âcMo 12-f3-cloro-

5 4-ciclohaxltsulfamofl4eiffl-1H-htdo!-34l-acetico coma Lin soildo blanco (158 mg). 

LCMS: TR = 2,54 mInutes, MS: 447 (M+H); ’H NMR (300 MHz, CDQ3) 81,15-1,37 (m, 

511), 1,5-1,79 (m, 514), 3,19 (m, lI-I), 3,88 (s. 211). 5,1 (d. J 7,5 Hz, IH), 7.19 (t, J 

7,8HzIH), 7.28(t,Jc8,4H4 114), 7,43(d,J=8.1 Hz, IH),7,68(t,J=7,B Hz, 211), 

7,80 (s. 111), 8.12 (d, J = 8.1 Hz, IH), 8,60 (a. IH). Cl, = 1222 nM 

tO (Ic) Acid a I243-ciclohoxif sulfamof1-4-rn etfi-!enif1-I H-hidot-3-lll-acOt Ito 

H 
H3C 

NI 0 
(_%yNs -. 
1) 00 N ’_ 

Etapa 1. Se afiado tentainento ÆSo ctorosulfónlco (7,3 ml) a una dlsoluclon 

d04-broinotolueno(3g)enDCM(29m1)aO’C. Lamozclaresuftanteseagltaaot 

durante 4 It y as Waite sabro Halo trlturado (501) mt}. So extran to mozc!a con EIOAc 
15 (250 ml). Sasaparalacapaorgäntca,se  Boca c,bm MgSo4yseconcentra pam 

thtenor clorwo do 5-bromo-2-metil-bencansujfonflo coma Un acefte (2,65 9). 
Etapa 2. Procedlondo do manom similar at Ejeznplo 10(o). etapa 1, peso 

utilizando ciclohexilambia (1,17 g) an lugar do ciclohoxil-metil-atnhia y utfllzando 
cloruro do 5-bmrno-2-metfl4boncensuffonffo (2,65 g), as prepam to 5-bromo-2-metfl-N-

20 cicloh enensulfonamktq coma tin cdstal (2,79). LCMS: TR= 2,97 mInutes, Mt 
332 +H). 

Etapa 3. Procedlendo do mann shthlaral Elemplo 10(a), mOtodo B, etapa 5, 
Pam utiltzando acldo 1-(twc-butoxfcarbonfl)hidol-2-boy6 nlco (668 mg) an Fugar do Æcldo 
1-(twc4)utoxlcarbonil)-5-m etoxl-1 H-In dol-2-Itboro nico y utilizando 5-bromo-2-motfl-N-

25 ctcoheil-bencensulfonajnfrja (500 mg), as prepam el ester test-buff IICO del Ocldo 2-13-

cldohexflsuffamofl4-metfl4effi-bsl-1-cathoxfflco,o tin soIldo (361 mg). 
Etapa 4. Procedlendo do manors similar at EIemplo 10(a), mttodo B, etapa 6, 

porn utilizando ester tern-but Rico del àcldo 2-3-cfclohexilsulfamoil4-meffi-fenu)..Inds..1. 
carboxfllco (380 ntg) on Fugar do ester twc-butlUco del àcldo 2-(4-cloro-3-

30 cicohedilsuhfamoil-fenfl)-5-meto,d-ft&1 -carboxi Uco, so prepam to N-ciclohad-5-(1 H-
IndoI-2,J)-2-metil-boncensulronanlap coma tin sólldo (280 mg). 
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Etapa 5. Pmcedlendo de manem shnilar S Eemplo 10(a), mOtodo B. etapa 7, 

porn utllizando N-cic!ohaxil-5-(IH-hidol-2*2-metil-bencons*ilfoflafllkia (280 mg) en 

lugar de 2-dare-N- ohoxfl-5-(5-metmd-IH-lndol-2-IJ)-bencensuifonamlda, so prepata 

ci 6ster molilia, del Ocido 12(3cidot,e1d1sulfamoll.4meth-fenh)-1H-bTdol-3411-OxO-

5 acØlico come tin salido (230 mg). LCMS: TR = 2.8 mlnutos, Mt 455 (M+H). 

Etapa 6. Procedlendo do manem similar of Ejemnplo 10(a).m6todo B. etapa 8, 

porn utlllmndo ester rnolllico del Æcldo 12-(3-ciclohexils*dramoU-4-mctli4enfl)-IH-hld&-

3-llJ-oxo-acØllco (210 mg) en lugar do ester motlilco del âcldo 12-(4-clorn-3-

ciclehoxilsuufamoil-fenli)-5-metoxI-1 H-indol-3-U}oxo-ac Øfico, so obttene ci ester melfilco 

10 del at*lo (243-thtohSstiliamofl- come tin stfldo 

(162 mug). LCMS: TR = 3,3 mInutes. MS: 441 (M+H); ’H NMR (300 MHz. CDCI3) 8 

1,09-1,28 (m, 5H), 1,5-1,62 (m, 3)4), 1,18-1,81 (m. 2H), 2,7 (a, 311), 3.2 (in, IH), 3,13 

(s, 3H), 3,83 (s, 211), 4,56 (d, J 7,8 Hz, IH), 1,15-1,28 (m. 2H). 7.42 (t, J 7,2 Hz, 

211), 7,68 (d, .1 - 7,5 Hz, lI-), 7,81 (dd. J = 7.8, 1,8 Hz, 114), 8,28 (d, J 
= 

2.1 Hz, IH), 

15 8,34(s, IH). 

Etapa 7. Procodlendo do manera similar S 9enmpIo 10(a), muOtodo B, etapa 9, 

porn utiflzando ester metlilco del Acido (243-ciclohoxusultamoM-metil-fenll)-IH-indol-

3*acŒtico (150 mg) an lugar de ester metfilco del Ackfo (2-(4-cloro-3-

ciclohexilsulfamoll4cnil)-5-metoxl-1 H4ndol-3-Oj-acØt Ice, so prepara cI Æcldo 12-13-

20 dclohoxilsuufamofl4-metil4en)-1H4ndol-3-91-ac6flco come cm sbfldo do color beige 

(133 mg). LCMS: TR = 2,94 mInutes. Mt 427 (M+H); tH NUR (300 MHz, CD300) 8 

1,114,28 (m. 5)4), 1,5-1,54 (ml 214). 1,64-1,7 (in, 3H), 2,69 (s a, 31-I), 3.08 (in, IH), 

3,84 (a a, 2)4), 7,05 (t, .1=7,8Hz, Il-I), 1,150. .1=84Hz, 14 1,39 (d, 1J = 8.1 Hz. IH). 

1,47 (d,.1 7,8 Hz, 114). 7.58 (d. J = 7,5 Hz, IH), 7.80 (d, J 1,5 Hz, III). 8,28 (a, 114). 

25 Cl, =2nM 

Elemplo 11: 

Ester rnetfllco del acido 1243-clolohexilsuufamofl-5-trifluommetfl4enil)-lH4ndol-3-fl1-

WNW 
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csTh 
Etapa 1. Se disuelvo cloruro do 34)rumo’5-(trffluorametfl)beflcensUffonfio (2 g) 

on acetonitrilo anhldro (50 ml). So aflado carbonato do potasfo (0.85 g) y so cNria la 

dlscluclon a 0 C. So afiado gate a gala ciclohexifamlna (0.61 g) a 0 t coma tine 

dlsolucton on acatonitfllo anhldro (5 ml). So deja calentar la mezcla do reacctAn a 

5 temperalura ainbiente 
y 

so agita dwBnta 18 ft. Se film Ia mazda do reacciOn. Be 

evaporaclfiltrudoaproslOnreduclda. 8restduosarepartecntmEtOAcyflClal10% 

acuoso y so sapamn [as capas. Se lava la cup orgântca  can dlsolucfon salwnda do 

NaMCO3 
& 

10 
% y 

salmucra. La capa orgânlca so saca (MgS041 so filtra. y Be 

evapora a sequedad. El material bnito so cromatogreffa sabre gel do silica eluycndo 

10 con heptana. y EIOAc al 10 
% 

Thoptano. Se reOnen las fraccionos quo contlenon ci 

pmducto 
y 

so evaporan a presiOn reducida. So trituin S reslduo con heptano 
y 

so Ultra 

ci solldo resultasde, se lava con heptano, 
y 

so saca al vaclo pan obtener Ia 3-brOrflo-

N-ddohaxfl-5-tdtluommelff-bonconsu.dfoftamtda (1,72 g). LOMS: TR 3.09 mhnztos. 

MS: 384 (M-H). 

15 Etapa 2. So suspenden 3-bm,no-N-ciclohoxfl-5-trifluOromelil-

bencensutionamlda (0.5 g). Acldo 1-N-Scc-24ndolboi6n!co (0.67 g), y CoF (0,39 g) an 

thoxano:agua 10:1 (22 ml). So purge Pa disoluclAn con N2 y so aæade PdCI3(dppf)2 

(105 mg). So caflenta to dlso!uclon a 80 t duranto 5 hams. Se evapota Ta mazda a 

preston reducida. So trata ci mslduo con EtOAcThe piano, so filtra 
y 

so lava con 

20 fleplano. So ovapora at filtrado a preston reducida 
y 

so cmmatogTafla el residub sAbre 

gel do sitice eluyendo con EtOAt ci 34 
% 

Thoptano pam obtoner ci aster taft-but Ilico 

del acido 2-(3-dc!ohoxilsu1fwnol-5-trfluommoUI-fenil)-thdol-1-catb0xl Ito (0.619) coma 

tin saildo 0cm. LCMS: TA = 3,64 mlnutos. MB: 523 (wI+H). 

Etapa 3. Se disuSe ester tarc-butlllco dcl acido 2-(3-dc!ohoxilsutf8molt5-

25 trffiuororneI1Mcnfl)-Indol-1-ftoxillco (0,58 g) on TEA (6 ml) y a agita a temperatwa 

amblento duiante 1 hare. So sopara ci TEA a prestOn redudda y so trilum at reslduo 

con hoptano. So Ultra ci precftado resultaflta, so lava 
y 

so seca al vaclo. So reports 

ci material bnito entm EIOAc 
y 

NaHCO3 sahurado 
y $o separan las capas. La capa 

orgântca so lava con NaHCO3 salurado, agua, 
y 

sairnuera. La capa organlca so sate 

30 (MgSO4), so Ultra, 
y 

so evapora a preston reducida. So recristaliza ci material on 
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DCMThoptano pam obtenor Is N-cfci ohaxil-341 H-lndol-2M-5-tflf hiommetil-

benconsulfonamlda (0.35 g) canto Un sbBdo. LCMS: Tp = 329 mfnutos. MS: 423 

(M+H). 

Etapa 4. So suspends N-cfci ohexll-3-(1 H-lndol-2-ifl-5-trff luorom at!!-

5 boncensulfonamlda (0,3 g) en Et20 anhldro (25 ml). So aftade gota a gota cloruro do 

oxalllo (0,14 g) en Et20 (1 ml) a temperatura amblente 
y 

so agita La mazda duranta 1 

horns. So aflado MoOR (2 ml) y so agita Is mezcla de reacciAn duranto 10 mhiutos. y 

so ova porn a proslOn red ucida. Se repwte of reslduo attire EtoAc 
y 

NaM CO3 satumdo 

y so separan [as capes. So lava Ta capa orgânfca con NaJ-1CO3 saturado. La cape 

10 aiganlca so sew (MgSO4), so filtra, 
y 

so evapora a presl6n redudda. El matodS bnito 

so cmmatografla sabre gel do silica e!uyondo con EtOAc al 15 % Itteptano pam 

obteflor el ester matifico del acido 12-13-ddahexilsulfamoll-5-trifluomm etll4enlfl-1 H-

lndo!-3-li1-oxo-acetico (0,35 g) canto tin sólldo. LCMS: TR = 3,19 mlnutos, MS: 509 

(M+H). 

15 Raps 5. Se dlsuelve ester metlfica del Acldo (2-(3-ciclohexllsiflfamoli-5-

ffluorometll-ftmil)-1H-lndo-3-iI]-oxo-acØtfco (0.32 g) on WA (6 ml). So aftade 

trletflsilano (0,15 g) y so agfta Ta disaluclØn a temperatura amblento durante 7 horns. 

La mazda do macdOn so evapora y S reslduo so disuelve en EtOAc. Is capa 

orgânlca so lava con NaHCO3 satwado, agua. y salniuera. La capa omanlca so sew 

20 (MgSO4), so tWm, y so evaporn a pmslAn reducida. El matedal bruto so cromatogmfla 

sabre gel do office efuyondo con EtOAc aT 15% !tieptano. B mataæal so recristaliza en 

DCM/heptano pam obtenor el ester rfletflo del âcfdo 1243-cicfohexllsulfamSl-5-

ftmfluommetfl-fe.dfl-1H4m1d-3-d1-acOtl (0.11 g) como on sAildo. LCMS: TR = 4,27 

mlnutos, MS: 495 (M+H); ’H NMR (300 MHz. CDCI3) 0 1,08-1,83 (m, IOH). 3,28 (m, 

25 IH), 3,74 (a, 3)4), 3,82 (s, 211), 4,71 (d, IH, J 7,7 Hz). 7,19-7,3 (ml 211), 7,42 (d, 114. J 

8,3 Hz), 7,73 (d, IH. J = 7,9 Hz), 8,13 (s, IH), 8,18 (s, 114), 8,44 (m, 2)4). 

Elernnlo 12: 

Acfdo f2-J3-cidohssuuamoll-Sffluorometif-fenREijl4ndol-3-ulnacótico  
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Se suspends ester motto do! Acido (2-(3-ciclohe)ilsulfamoil-5-trffluommetll-

tenll)-IH-btdol-34J-acetico (144 mg, vØase Ejemplo 11) on MeOH:H20 1:1 (6 ml). So 

aflade hldrOddo do IWo monoh!dmtado (24 mg) yse callanta to suspensiOn a60 ’C 

durante 4 hoa y as agita a tempemlura ainbiente durante La nocha. El disolvento so 

5 elbnh-ta bajo presltn roducida. El reslduo se reparta entre EtOM y MCI al 10% aduoso 

y so soparan las capes. So lava Pa capa orgAnica con man MCI a! 10% y salmuera, so 

soca (Mg504, so ffiha, y so evapom. El reslduo so recristaliza on EtoAcmoptano 

pam obtener el Acto 12-(3-cfcToSxfisuffamoR-5-trIf1uoromehl-fi31-1H41dol-3-ft1-

acetico (89 mg). LCMS: Ta a 2,59 mhuitos. MS: 481 (M+H); (tEi?4, CD3OD) & 1,1-

10 1,78 (m, IGH), 3,19 (m. IN). 3,87 (s, 214), 7,10 (t. IN. J a 7,7 Hz). 1,21 (I, IN, J = 7,2 

Hz), 7,43 (d, IN. J= 8Hz), 7,64 (d, IN. J= 7,9 Hz), 8,11 (a, IN). 8,26 (s, IN), 8,47 (a, 

IH), 11,16 (a, 1K). Clso232nM 

Elompto 13: 

Acfdo f2434bencensulfonuarnlno-4-clomfenffl-1 H-hldol-341-acØflco 

15 
Etapa 1. Se disuelve 5-bromo-2-cloro-fenuatnlna (0,48 g) on pMdhia (6 ml) y so 

enirla Pa dlsoluclOn a  ’C. Se aflade gate a gate do cloniro do bancansulionflo (0,41 

g) en 0CM (2 ml). La disokiclon so agita a 0 ’C dumnte 30 mInutes y a teffiperatura 

amblente dumflte 2 Was. So sepam to piridina a pres IAn reducida yso disuelvo S 

20 raslduo on EtOAc. So We Pa capa orgârdca con MCI S 10 % awoso, NaHCO3 

satumdo, y salmuora La capa orgânlca so seca (MgSO4, so tUba y so evapoia ye! 

material bruto so maistaltza on EtOAe/hoptano pam obtener Pa N45-brotio-2-cloro-

ferdl)-bencensulronarnkla (0,629) COO Un sAlido. LCMS: TR = 3,06 Inlnutos, Mt 346 

(A+H). 

25 Etapa 2. Se wspenden N-(5-bmmo-2co onlfl-boncensuffonamlda (0,61 q). 
Acido 1-N-bcc-24ndol4hon6 ullco (0.92 g), y CsF (0.54 g) on dloxano:agua 10:1 (22 ml) y 
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so purga In disoluclOn con N2. So afiado PdCl2(dppf)2 (145 mg) 
y 

so callenta Ia mazda 

a  8 t duranto 3 horns. La mezcla do roacciAn so concentra a preslón reducfda y S 

residuo so paw a travØs do tin lecho do gel do office eluyondo con EtOAc. El fiftmdo 

do EtOAc so ovapom a sequedad 
y 

S res (duo so hula con EtoAcThoptano. So titha S 

5 preclpilado, so lava con hoptano y so sect El material so purifica par crornatogIBtIa 

sabre gel do sfllce eluyendo con heptano y EtOAc al 4-20 
% 

/heptano pam obtoner el 

ester tem-butilico del Øcldo 2433onconsiilfonuamh!dOm4enflHdOl-1CWbOXilC 

como tin sªlldo (0,72 g). LCMS: TR 3,39 mhmtos, MS: 483 (M+H). 

Etapa 3. Se disuelvo ester terc-butlllco do! âcldo 2-(3-bencensulfonuamlno4-

10 c!oro-fsnfl)-indot-1-carboxlllco (0.6 g) on TEA (6 ml) 
y 

so agfta a tempemtura amblante 

duranto I horn. So sopara S TEA a preslôn reducida y so disuolve ci reslduo an 

EtOAc. So lava to dlsotudOn con dlsoluclOn acuosa saturada do NaM GO3, agua, 
y 

salmuera, so seca (MgSO4), so filtra, 
y 

so concentra El reslduo so croniatogmf (a sabre 

gel do silica oluyendo con 0CM. Las frecciones quo contleflon ci pn3ducto so 

15 ova poran. El rostduo resultants so recristalS an EtOAc/heptano pan obtener In N-12-

clos5(1H1ndaI2V)fenfl1-bencensUIfonamMa coma Un sOlido (430 mg). LCMS: TR 

2.94 ,nlrmtos, MS: 383 (M+H). 

Etapa 4. Se suspends N-[2-clom-5-( I H-Indol-2-U)-fenllJ-bencefls*JlfOnalfl Ida 

(0,4 g) on EtO anhldro (25 ml) 
y 

so afiado gob a gala cloruro do oxaillo (0,2 g) a 

20 teinpemtwa amblenta Is suspensiOn resultants so agita dwante 10 hams. So afiade 

MoCH (5 in!) 
y 

so agile Ta disoluclOn durante 10 mlnutos. So conceidra to mezcla a 

pros IAn mduclda. El reslduo so rocristaliza an DCMihe piano pan obtener ci ester 

mellilco del Aside I243-ben cansu If oflilam lno-4-cl orof enD )-1 H-Indol-3-fl 1-OXOaCAI Ito 

(379 mg) como Un polvo. LCMS: TR= 2.65 mfnutos, MS: 469 (M+H). 

FM 

Etapa S. So disuelve ester motlilco del aside N3-bencensulfslamblO4-Clo0fofln)-

IH-htdol-3-ilJ-oxo-acetico (120 mg) on WA (2 ml). Seafiado triotilsllano (59 g) y so 

agile La dlsohiclon a tornperatwa amblento dumnto 6 horns. La Mazda do roacciOn so 

concenlm y el roslduo so disuelvo on EtOAs y as lava con disoluclAn acizosa satinda 

30 do NaHCO3. La capa orgAnica as seca (MgSO4). Be turn. y so ovapora a prestOn 

red us Ida. El material bruto so cram atografía Sabre gel do silica eluyendo con BOAt al 

10-15 % !hoptano pare obtener S ester metilico del Øcldo 124 ncensulf onUwfltno4-

cIomfenil-1 H-lndol-3-ffl-acOUco coma un sAfido (41 mg). LCMS: TR = 292 mlriutos, 

MS: 455 (M+H). 
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Eta pa B. So disucive ester metlflco del Acido f2-(3-bencensulfonflamlno4-

clorofonlfl-1 H-lndol-3-91-acAflco (40 mg) on MeOH:agua 1:1(2 ml). So a1Se hldroxldo 

do IWo monohidratado (74 mg) y so caflenta to mazda 080 t durante 8 horns. So 

separa a) MaCH a prestOn reducida y a) residue so reports cilia EtOAc y HCI silo % 

5 acuoso. LacapadoEtOAcse lava con HClal1O%nC11OSO.Se Sam (MgSO4). 88 

tiffs, yso concentra El reslduo so trata con Et20/heptano pare obtener S Aco 1243-

benconu1fonffamu4-dotofenilWH-htd0l-341-aCkO coma un sAfido (38 mg). 

LCMS: To 2,41 mhtutos. MS: 441 4+H); ’H NMR (300 MHz, CD3OD) * 3,83 (s. 2H), 

1,05 (t IH, J = 1,5 Hz), 7,15 ft. IH. J = 7 Ff4, 1,41 (m, 7H), 7,18 (d, 2H. J 7,3 Hz), 

iO 7,9(d, IM, J=2,ll-Iz). Ci3gnM 

ElemSo 14: 

Addo {244-cloyo-3-(dclohoxancar bonfi-am frto)-fextOl-I H-hdol-3-U1-acŁtico 

cl 

QLOOH
 

Etapa 1. Procodlendo do mann shutliar al EjempIb 13. otapa 1. pore 

15 utlUzando cloniro do cfclohexancarbonflo (0.5 g) on luger do cloruro do 

benconsulfonflo, so prepare Ia (5-btorna-2-doro-fenlfl-atnlda del acMe 

Wohoxancarboxiflco (420 mg) conto tin pave. LCMS: TR a 3,51 flilnutos, MS: 316 

(M+H). 

Etapa 2. Pracedlendo do mancra similar a) Ejemplo 13. otapa 2, porn 

20 utulzando (5-bmmo-2-ckro-fenfl)-amtda del acldo ciclohoxaflcarboxlllco (400 mg) on 

lugar do N45-bromo-2-cInrb-fenil)-bencensuWonamlda, so prepaia at Œsta tom-butfllco 

del acido 244-doro- 4c Icloho at rbonil o4enU14ncfl-I-carbOxIllw (410 mg) 

caine tan acelte. LCMS: TR = 3.74 mltwtos, Mt 453 (M+H). 

Etapa 3. Procediendo do mann similar al EJemplo 13. etapa 3. porn 

Lw’ 25 uflflzandb ester tern-but 10cc del actS 2-I4-doro34ciclohexancwbO0wflhio)-foflhl1-

Mdol-1-carboxllico (400 Mg) on lugar do ester tem-butfflco del acMe 2-(3-

bencensulfonRamlno4-doro-fonlfl-thdoM-carboxlllcO, as prepata to 12-do,t-54IH-

httd-2-m-fenU-amlda del AcMe c!dohexancarboxlllco (230 mg). LCMS: TR = 3.57 

minutes, MS: 353 (M+H) 

30 Etape 4. Procedlendo do inanem similar al 9emplo 13, etapa 4. pam 

utilizando to (2cc (IH--2-Ifl-fenil]-amkla del MIS dclohexancarMc IOta (200 

4 
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15 

20 

25 

Li 

30 

mg) on lugar do N12-cloio-541H-lndol-2-IQ-fenhlJ-bencensuffOnaTflida, so prepare S 

Ostor motilico del Addo244 doro-3-(cictohoxancarlonfl-arflIflOWCflffl-IH-lfldO!-3-U)- 

oxo-acAtico (200 mg). 

Etapa 5. Procadlendo do mortem sbnllar al Ejemplo 13. etapa S. porn 

utlllnndo Aster metlllco del AeMo {2-f.1-cloro.3-{ciclohexancarboflfl-alfl lnoflonflj-1H-

hidol-3-IQ-oxo-acOttco (180 mg) an lugar do Oster mellilco del âcldo (2* 

bencensulfonllamlno-4-domfcnlfl-IH-htdol-3-III-OXO-aCAtIcO. so Prepare el Aster 

metilico del âcldo {2-14-doro-34cIcIohoxanraJbonhI-am hto)4wfll-IH-lndot-34fl-aØtico 

(158 mg). LCMS: TR 3,12 mlnutos, MS: 425 (M+H). 

Rape 6. Pmcedlendo de manera similar al Ejemplo 13. steps 6. porn 

utilizando ester metlflco del Øcldo (2-[4-clozo-3-(dclohaxaflcaibcrdl-am lno)-fenflj-IH-

Indol-3-Ifl-acAtico (150 mg) on lugar do Aster metlilco del tcldo N3-

bencenstdfonllmnhto-4-clorofenfl)-IH-bldOl-3-flI-aC6tICO, Be prepare of k1do (2444010-

3-(ciclohoxancarbonll-affihw)-fenUl-IH-!fldOl-3-1l3-aCAVCO (35 mg). LCMS: TR = 2,68 

minutos, MS: 411 (M+H) IH NMR (300 MHz, C0300) & 1.27-1,99 (m, IOH), 2.51 (m, 

IH), 3,84 (s. 2Ff), 7,04 (t. Il-I, J- 7,2 Hz), 7,14 (I. IH, J = 6,9 Hz), 7,37 (d, IH. J = 8 

Hz), 7,51 (m, 311), 7.99 (a. 11-1), 10.81 (s, 114). Cim = 5856 nM 

Eletnp!o 15: 

Ac! do 2-(4-cIoro-3-cicTohoxsuhfam0H-feflU)-1 H4ndoI-3-carboxillco 

Eta pa 1: A ima dlsoluclOh do 2-dom-N.cIclohexl!-5-(1 H-IndOl-2-il ). 

boncensulionamlda (500 mg) on 1,2-dlcloroetano (20 ml) sole aftado DMF anhidia 

(145 mg), seguldo do otoiurn do ftsfoifl (384 mg). La mezcla do reacciAn as 

caflenta a 90°C dwante 6 hares y se deja onifiar hasta Is temperatwa amblenta La 

mezcla se diluye con aqua Made (10 m) yea agile durante I born con una dlsoluclôn 

acuosa I M de acetato do sodb (5 ml). La mozcla so extras con 0CM, so lava con 

aqua, saisnu era. so seca sabre sulfato do sodlo y so conceits. 8 material bndo an 

pudflcamedlaute sepataclon HPIC preparative (fasomOvil: acetonhtrilo-aguacon 0.1% 

do TFA gradients 10-100 % a to largo do 10 mlnutos) pars obtoner 2-clara-N-

colioath-543-ftrmU-IH4-2-01-juuuarnjulfuflalflMa (350 mg). LCMS: TR = 2,83 

minutos, MS: 417 (M+H). ’H NMR (300 MHz, OMSO- D) 50,8-1,8 (en, 10 H), 3,08 (m. 
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Il-I). 7.3 (m, 2H), 1,55 (d, Jn7�5 Hz, IH), 7,88 (d. J=8.3 Hz, IH), 8,05 (m. 211). 8,22 (d, 

J=7,2 Hz, 1K). 8,32 (d. J-2,2 Hz, IH), 9.98 (a, 1K), 12,05 (a, IH). 

Etapa 2 A una dlsoluclôri de 2om-N-cldoh5-(3-forrnV-1H-htdo1-2-ff)-

bencensulfonamida (206 mg) en 1,4-dloxano (10 ml) y agua (5 ml) so to aftade clonaro 

5 do sodlo anhldro (75 mg), seguldo do tcfdo SlAm Ito (350 mg). La mezcla do 

roacciAn se agile durante I horn. Se aftade lentam onto una dlsoluclAfl do bicarbonato 

do sodlo salumda (3 ml) y so agile dumnto 10 mlnutos. So concentm Ia meSa. El 

rosidno as dfluye con EtOAc (50 ml), Be lava con HCI acuoso 2 N (25 ml) y agua, so 

seca sobre sulfato do sodb, yea concentra. El producto bruto se purifica medlanto 

10 sepamclon HPLC preparativa (faze movth acetonlhilo-agua con 0,1% do WA; 

gradIents 10-100 % a In largo do 10 mhiutos) pare obtaner S Athto 244-cloro-3- 

ciclohexftsulfamoff-feflil%-IH-ktdal-3-carboxIUco (5 mg). LCMS: TR 2.6 mhwtos, MS: 

433 (M+H). ’H NMR (300 MHz, OMSO- D) 60,8-1,8 (m, 10 H), 3,06 (m, IH), 7,22 (m, 

211), 7.47 (d. J=1 Hz, IH). 7,77 (d, .1=8,3 Hz, 1K), 7,92 (in, 2H), 8,09 (ci, J-7 Hz, III), 

15 8,3 (d, .1=2,2 Hz, IH), 12,15 (so, IH). 12,25(s, IH). Cl, = 741 nM 

EistSol6: 

Addo 244-c Ioro-3-ciclohexils*flfam oil-feriffl-I H-Indol-6-carboxlllco 

20 Etapa 1. Pmcedlendo do mailem similar al Ejemplo 10(a), metodo B. etapa 5, 

peso utllizando AcWc 1-(tem-butuoxlcazbonil)-6-m etoxkmrbonll-Indol-2-flborônlco (150 

mg) on lugar do Aeldo 1-(ffim-th rbonmetaxl-IH-Indol-2-ilborôrdco y 

utlllzandO 5-bxomo-2-cloro-N-c!dohe)ll-bezmenslflfonamlda (128 mg). so prepam ci 

Oster 6-melfilco del ester 1-tart-but lilco del Acido 2-(4-clom-3-ciclohexflsulfaffioil-ThftW)-

25 Indol-li-dlcathox INto coMb Un sólldo (90 mg). 

Etapa 2. Procedlendo do Mdhi,d sb’nllaral Ejeffipin 10(a), metodo B. etapa 6, 

pero utilizando oster 6-motilico del Østw 1-tew4utfllco del Acido 2-(4-cloro3-

dci ohedlsulfam oil-fenIl)-Ind 01-1 ,6-dlcarboxlflco (90 mg) on higar do ester tom-but Moo 

del acid a 2-(4-cloro-3-ciclohexllsulfaMofl-fenll)-5-metoxl-hldol-1-carboxilIcO. so prepara 
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el ester metlilco del ACkiD 244 doro-3-dclohoxllsuff amotl-fenIfl-IH-Indol-6-carbox Rico 

come Un sólMo (69 mg). 

Elope 3. Procedlendo de manors similar S Ejemplo 10(a), mOtodo B, etapa 9, 

pore ulifizando ester metifico del Æctdo 2-(4doro-cldohsdlsuffamafleflifl-IH4fldłl41-

5 carboxiflco (64 mg) an Wgar do ester rnetlflco del Acido 1244-cloro-3-

c1ctchexffsuIfamoil4onn)-5-motOd-1H4fldOl-34I-ac6ttCO. so prepare al actdo 244-clara-

3lohexflsulfamoff-fenlfl-IH4ndol4i-CarbOXlllCo coma Un soildo (45 mg). LCMS: TB 

4,75 mlnuths, MS: 433.11 (M+H); 1H I4R (300 MHz, DM50-Do) 0 1,1-1.63 (m, 1011), 

3.01 (m, III), 7,15 (a, IN), 7,67 (a, 2H), 7.79 (hi, III), 8.02-8,14 (m, 3H). 8,50 (a, IH), 

10 12,20 (a, IH), 12,61 (s, IH). Cl, = 510 S 

ENSAVOS FARMACOLOGICOS 

Los efectos Inhibidores do los compuestos segOn Ta hivencfôn so evalUan en 

15 tin enyo funcloS de DP humana. So etnptea WI ensOYO do AMPc utilizando to 

lines cob Jar hurnana 1.51 74T. qua expresa el receptor do DP endogono. El protocolo 

as similar S descrito previamenle (Wright DR. Ford-Hutchinson AW, Charles K, 

Mailers KM, The human prostanold OP receptor stimulates mucln secretion In L5174T 

cells, Sr. J. PharmacoL, 131(8)1537-1545 (2000)). 

20 Pmtitojo Dora S onsavo do AMPc mr SPA an cuIas L8174T humanas 

MaInk.IOS 

� PGD2 (Cayman Chemical N° Cat 12010) 

!  

IBMX (Sigma NO Cat 5879) 

� Sistema do ensayo do oxploraclAn directs do AMPc per SPA (Ainorsham, 

25 CadIga RPA 559) 

� Places do celulas Lie 98 poculos (Wallac N° Cat 1450-516) 

� Contador do centelico Wallet 1450 Mlcroplate Influx (PedclnElmer) 

� Sellantes do places 

� Tubas Eppendorf 

30 � DisoluclOn saline tamponada can fosfato de Dulbecco (PBS) (lnvltmgen NO Cat 

14040-133) 

� - desthada 

� Vórtax 

� Agitador magnetico y berms agitadoms 

35 Preua.aJAh do reaclivos: 
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Todos los reacilvos doben dejarse equilibrer a temperature ainbiento antes do 

Is reconstitution. 

Tamoan do mavo IX 

Transfexir el contenido del fiasco a win probate grad uada de 500 ml par 

5 lavados repe&Ios con ague destilada. Ajustar ci volumon final a 500 ml con agua 

destilada yme.zclar a fonda. 

Rcactivosde Role lv2 

Dlsver coda unode [as readlvosdeflS I y2en200mldetampóflde 

crisayo respeclivamenta. Dejar a fain pemtum ainbiente durante 20 mhwtos pam 

10 dlsolver. 

Perlas do SPA anflnelo 

Madlr 30 ml do tampØn de UsIa 2 ci fresco. Agifar suavemonte S fresco 

duranto 5 mlnutos. 

15 

Anftero 

Madlr 15 ml do tampOn do lIsts 2 a coda vial yniozclar suavemente hasta qua 

ci contanido as hap dISUGItO completamonta. 

Marcador 01AMpc) 

Af%adlr 14 ml do tampOn do We 2a coda vial y meadar suavemento heats qua 

el contenido so hays disuelto complatamente. 

20 PreoaiOn do lnInurirevo 

1) Afladlr volinnenos Iguales de hidleador, antisuero 
y reactive de SPA anficonejo 

a Un fiasco, ascgumndo quo so prepare un volumen suflclento do esta mazda 

pam S nUmem descado do poclllos (150 plfpoclllo). 

2) Mezclar a fonda. 

25 3) EsIn disolu dOn do hlmunosTeactivo dabs prepararse reclentem onto aides do 

cada ensayo y no icuiflizarse. 

Peon 

1) Madlr I ml do tampOn do Usfs I y mezclar suavernente haste quo el 

contenldo so hays disu otto corn plotam onto. 

30 2) La dlsotuclon final contlene AMFca una concentratiOn do 512 pmowml. 

3) Etlquetar 7 tubas do pollproplieno a pollestireno, 0.2 pmol, 0.4 pilmt. 0,8 

pMoI, 1,6 pfltol, 3.2 pmol, 6.4 pmol 
y 

12,8 pmol. 

4) Introduclr 500 p1 do tampOn dellS 1 a Was [as tubas can one pipeta 

5) En at tube do 12,8 pmol, lnlmduclr con una plpeta 500 pl do patron do 

35 dlsohm!On madre (512 pmol/ml) 
y 

mezclar a fondo. Transferlr 500 0 del 
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tubo do 12,8 pmol at tubo do 6,4 pinol y  ezdar a fonda. Repetfr esta 

dituclOn a Ia united sucaSvam onto 0011 be domes tubos. 

6) PatIos aflcuotas do 501d pot duplicado do coda diluclOn an seilo y S patron 

do dlsohiclon madro producirÆn 8 nlvales pafrón do AMPc quo varlan do 

5 0,2-25,8 pmol de patrOn. 

Tgmpón do dilucIôn del comarnsto 

Aflathr 50 jd do IBMX 1mM on 100 ml do PBS para conseguir una 

concentTadôn final do 100 pM y sonr a 30°C dwartto 20 mInutes. 

PreparatiOn do PGDZ 

10 DisoWor I mg do PGD2 (flY. 352,5) on 284 p1 do DM80 pars prepamr line 

djsoluclon madre 10 nMy consarvar a 20°C. So prepare reclontemonte an  do cads 

onsayo. Madlr 3 p1 do disoludOn mate 10  m 020 flit do DM80, mezdar a fonda y 

tmnsfoilr 10 ml  40 nil do PBS. 

bfluclón del comrwesto 

15 Is dliuclan del compuesto so realize an Slomox 2000 (Beckman) usando los 11 

puntos del MØtodo 1_AMPc DP. 

So fransflesvn 5 p1 do coda corn puesto desdo Ins placas do disoludOn media 

do coinpuosto 10 MM a los pociDos do tina plato do 06 poclllos respectivam ante coflio 

so (Mica a continuatiOn. 

20 

usea a_____ us._a a_____ use__a _a___ 

U 
a a --

Reflonar Is placa con 45 id do DM50 excepto Ia columns 7, quo as reIana can 

28pdeOMSO.PperIacoha1aoyh,Je&12pIaIaczmns7 
pamlela. Realizar diluclones on saris 1:10 desdo ía columna Is Is columns 8 y desdo 
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M cakomme  ale cdun 11 121-.t do 5pta45 11 do OM&) panS las 

$ cancathnos: 

flbae. 

Smtna 12 

olumna 11  

FmM
olumnalo  

3oSuna9  

okflnna8  

ekimna1[3imm 

e.6-5pM
 

na4 

3 mM 

2 mM 

Siflna1 1mM 

5 Rena- mis Mmvi A- do 96 paoe n 241$ p1 do tmnp6n do .t.M4 4o 

inpito. t.aa 2.5 tilde Ios cnnpue.tos dkddw an sale dole ph= waarlor a 
li riseva place (tOn 1:100) caine as bidica a oortmcl6n 

ziaca mu 

dumne 12 alumna I U 

Sjffiv,a C olumne 2 ),1 tiM 

łk’maa1i ffitine3 ),3i* 

ckimna S Stanna 4 1 nIl 

flSlfllnâ 3VIM 

*atn4 DSsnnee 01 pm 

Sum,m9 olumml )O3pM 

O1nfle 3 atumna 8 ),1 pM 

DeIuftnsS cbiin&9 ),3pM 
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Cotwnna2 ColumnalO 1pM 

Colwnnal Columnall 3pM 

Columnal Colurnnal2 10pM 

crecImnIo cSu?ar 

1. Las cOlulas 1.51741 &eznpre so Stivan an MEM (ATCC N’ do Cat 30-2003). PBS 

al 1(% (ATCC r Cat 30-2020) y L-gMamhia 2 mM adiclonal, a 370C y 5% do 

5 CO2-

2. Calontar fr,shta al 0,05% y Vomfno (Jnvltmgen N° Cat 25300-054) en tnt batto do 

agua a 31°C. 

3. Retlmr ci medlo do cmclmlento de las cØlulas. Las cOlulas en el matraz 1165 so 

lavan dos votes con 4 ml do tHpsina saguldo do IncubadOn a 37°C y 5% do CO2 

10 duranto3mlnutos. 

4. Niadlr 10 tnt do modlo y pipotear a fonda pain saparar Ins GØlulas y contadas. 

5. Llevar to densidad celular a 2,25 x 10P celulaslmi y sembrar 200 1d do 

celulaslpoclllo (45.000 cOlulas!pocillo) en places do 96 poclllos I din Who del 

15 Pmcedlnilento do ensavm 

Dial 

Sombrar 45.000 cOiulase’pocfflo an 200 0 do medlo en placas do 96 pocluos. 

Incubar to placa do cØlulas a 37°C, 5% do 002 y 95% do hurnedad dumnto 

una noche. 

20 01a2 

1. RealIzer to dfluclOn del corn puesto. 

2. Proparar tampon do ensayo, tampOn do US 1  2. POD, 
y patron. 

3. Mplrar S media do las celulas y afiadlr 100 p1 do dIsohicIOA do compuesto 

usando of pmtocolo do AMPc OP do Zylnark Scic!one-ALH!FD. 

25 4. Incubar (as cOlulas a 37°C 5% do CO2 
y 95% do humedad dumnto 15 

minutot 

5. Aæadlr 5 p1 do PG02 300 riM (20X concentraclOn final 15 nM) a coda p0db 

usando ci protocolo AMPc OP PGD2 do Zymark e Incubar (as cØlulas a 
arc, 5% do CO2 y 95% do humedad dinante 15 mhlutos mae. 

30 8. Asplrarel medlo do las cOlulas y afiadir 50 id do tampon do Usis I usando S 

protocolo do Hats AMPc 1W do Zwiark e fricubar a tarnperatum affiblonte 

con agitation durante 30 mhiutos. 
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7. Madlr 150 p1 do iwnunoniedtvo a Was Joe poos (on voflnen tots do 

200 pI/pocfllo). 

8. Canny berm Oticam enlo In pd- � y aglt& duva*o 2 minia ponudee an Is 

ckuna del wrL4a di a’-�---’ M do 0-- do ntSci6t, Wt 

5 ckWaitel6Ina. 

D4a3 
Contar Is cantidad do fl AMPc dtnnte 2 mhutoe en Un contSor do 

ce.dSeo T,Vux 1450. 

Pp�.,Wti do Jo. opki 

10 Pm---1ii S S ars at.1 do PMPtSi a cpu. 

TtIa 1. Date do enseyo tiptoe pen S peOn 

ri 

fr 

r4t 

fl: 

15 Las concesthadones do AMPc (pmollinJ) do mumbas desconoddas so 
cSdwi a patfr do una anva patrOn do AMPC ftente a CPM. El poceM$e do 
MItdônee ’" ’n -a3 Is sigideide fOunt 

% M4&JM (and do wMnA - ornS do flibebl X100 
20 pund do wxS (cØflas + PGD2 solo) 

Rmftios 

Los ainpuestos dentin S Saa do Is Wiveittn p.nd’wen in StdOn do 
50 % an S *ae S AMPc par SPA en cdLdw 1S174T bmum a whawkwAmmL 

25 dentin S Seuvain do apio,dmadmnente I Siomdw a xomnadMIenb 10 
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Iff 

REPONDICACIONES 

t- Un compuSo data fOnnuM (XVI) 

(XVI) 

en Is qua: 

Res R1S02-, RtSO, R’S-, R’CO-, R8C(=O)NW, 0 Os-NH-

R1 es aiqallo, aiquenifo, a aiquhillo, coda into do los cuates estÆ opofofla liii ante 

susiftuldo can into a man grupos sustftuyentes ailfØticos, 

ckloalquflo, cicloalquenflo, aS, hetammilo, hoterodclilo, heterociclenflo, 0 

alcarilo multictdilco, coda uno do los aia!es asia opclonalmente 

sustituldo con uno 0 vMs gnipos sustlluyentes do anlIlo, 0 

-NRW cuando R es R1S02- WCO-,-
R es hidrOgeno. 

So, hetesoaruo, cicloakpzffo, cicicaiquenilo, heterociciflo, 

hetemciclanuo. 0 alcwflo mulficidilco, oath uno de los cue! as 

oslØ opclonaim onto susiftuldo con uno o mM gnapos 

susthuyantes de anIllo, 0 

aiquilo, al4uenilo o atqulnhlo, coda uno do los wales esia opelonalmenle 

sustituldo con wio 0 m(ts grupos suslltuyenles ailMticas; 

Fr es hidrAgeno, alquffo, aiquenllo 0 alqulnhlo; 

Fe as hldrtgeno, halo, aiqullo, alquenilo, aktulnilo. haloalguflo, haloalquenk, 

haloalquinhlo, alcoxi aiquenlloxi 0 atquln3oxl 

as acUn, dam, Æarboxl, ÆcHo blolsOstaro. -C(0)-NY1Y2, 

aroIlo 0 heteroaro No, coda mm do los wales esth opdonalffiento sustituldo con 

into a mAs gmpos sustftuyentes do anfilo, 

aiquflo, alquenilo 0 alquinflo, cada into do los Dm185 asia opclohahnente 

sustiluldo con mm a mae grupos sustibjyantes allMtIcos, 0 

aIcoxl alquenlioxi a aiqulniloxi, coda uno do los cuales asia Opdona Eat ante 

suslituldo con into o mM gnzpcs susliluyentes aflfªticos; 



usAv2003/-0 155 WO 

-Ill-

 Yl o V2 son cada uric indepondlontemente hidro go no, alquUsulfonffo, 

arilsulfonhlo, arilamino, heteroarfisulfonhlo, hetorparllam Inn, o 

aiquilo, alquenilo 0 alqutnuo, cada win do los wales osth opcbna!m onto 

susliluMo con tmo 0 mas gnzpos sustltuyentes auMficos; 

5 Wes hhdrogono, ado. arollo. heteroafilo, alqufl suitonflo, afllsulfonllo, 

mUa!quhlsulfonllo, hetemarhulfonflo, hetoroarflalquhlsulfonflo, -C(0)-NY’v, - 

c(o)-O-Y°. 

aiqullo, alquenito 0 atquinito. cada win do los azates estÆ opofonalmente 

sustiluldo con So, hateroarilo, cazboxi, nlcoxlcarbcnflo, 

10 amlnocarbonhlo, atquffanthiocarbonilo, dlalqullwnlnocarbonhlo, aroib, 

hetemaroflo osdilo, o 

aiquhlo (C2-Ce), aiquon Ho o aiquirullo, cads uno do Los wales eslh suslituldo con 

halo, hidroxi, atcox!, amino, alquhlamino 0 dla!qullamlno; 

e Ys son cada uno hidependlentem onto hidrOgono, aiquffo, alquenilo 0 

15 alqulnhlo; 

V4 as atqullo, alquenhlo 0 aiquinuo; 

Wes hldrogeno, halo, carboxi, chano, 1*0, hldroxi, aiqutlo. alquenhlo, aiquthilo, 

haloalqullo, haloalquenffo, haloaiqutnhlo, aico4 alquonlio4 a!qulnfio4 
haloalco* MS4UOIIUOXI o ha!oalqidnflS; 

20 R° y  W son cada uno bidopendlentem onto, htdrógeno, aiquffo, aiquenHo o aiquinflo; 

Ra as , alquenUo, 0 akfulngo, cada win do los aisles esta opclonalmento 

sustlhjldo con uno 0 mao grupos sustltuyentes ailfAlicos, 0 

So, hetamaælo, cldoalquUo, chcloalquenflo, hetemciclilo, hetorocldenflo, 0 

alcaælo multieldilco, cads win do Ida wales esta Opchoflalrnente 

25 susthiuWo con wino nit giupos sustltuyefltes do arifilo; y 
flos de1aO,oOcuandoR3escgrboxI,Ac1dobIotsosto,o,o-C(0)-Nyy 

con La Condlclon do quo cuando R’ es emS, ento noes A4 as hidrOgano y Ii as 

do I   6; 

a su sal farm acOuticarn ante acoptable, hId rato 0 solvatb, su pofØrmaco 

30 faimaceuncamunte acaptablo, o turn sal famiacOulicamente aceptoWs, hldrato a 
solvato del profÆrut. 

2.-E1cornpuostosegUn 18 eIvindIcaclonj,enel qua nasdeja3,00cuwcfo 

Fe as carboxi. Addo blolsOstero, 
o 

-C(0)-WY, 0 su sal farm acduflcam ante 
aceptablo, hldrato 0 solvalo, su pTUI&maCO faxniacOut!cam onto aceptable. 0 Un sat 

35 faiTh acAuticaffi ante aceptabla, hldrato 0 solvato del pmfânn ace. 
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3.- El compuesto segUn to relvhtdlcacldn 1. on el quo n as do 1a3. o   cuando 

re as cwboxl. Acido blolststem, 0 -C(0)-NV1Y2. 0 811 sal farmactuticamente 

aceplable, hidrato a solvato, su pmfAxmaco farmacAuficam ante ace ptable, 0 Ufl sal 

farm aceUtiCain mite aceptablo, hId rato 0 solvato del profamina,. 

5 4.-8ompuetoseg(nlarevhidlcaclbn1.enelqueelcompuestotlenela 

fónnula (I): 

0 SU sal farm aceuticam onto acoptable, hldrato 0 solvato, su profahnaco 

10 farmacAuticamente acaptable, a una sat farmaceuticamonta aceptable, hldrato a 
solvato del profaumaco. 

5.- El conipuesto seg(n la relvthdlcaclôn 4, on  el qua 

Res R1SOr. R1SO-, R’S-, R° -C4=0)-NH- 0 

as alqulto, a!queno a aiqulnilo, coda uric do los cuales estâ opcfonahnento 
15 sustlbjido con uno o mks gnzpos sustltuyentos aflfÆticos, 

wHo, hetemarllo, 0 hoterocldlllo, cada uno do los cualos osth opclonalniente 

sustliuldo con uric o mM grupos susfltuyentos do arS a 

-NRW cuando R as R1802-; 

Wee hidrogeno, 

20 arijo, heteroajilo, ctcloalquflo, hetarocldlllo, arilcldoalquiln. 0 

cicloalqullarHo, coda uno do Los wales estA opclonahn onto 

sustituldo con tine o mM gnxpos sustltuyontes de anfRo, 0 
aiqullo, aiquonllo a aiqutnifo, coda mm do los cualos esM opcionalmonto 

sustltuldo con uno 0 mM grupos sustltuyentes aHfÆIlcos; 
25 Wes hldrogono, alquilo; 

fe as hldrogeno, halo, aiqulla, aiquenito, aiqulnilo, haloalquffo, a alcaxi; 

Fe as 8db, dane, carboxi. âcido blo6staro, -C(0)-NyIy2, 

aiqulbo, quo estO opclonalmente sustituldo con uno 0 mM gnipos sustltuyentes 
aliMibcos, 0 
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alcoxi, quo osth opclonalmente sustituldo con inc o mM grupos sustltuyentes 

a 

V1 a V2 son carla uno hidependlentemento hidrOgono, alqullsulfonhlo, 

asilsuifonflo, atilazn mc, helaroarlisulfonhlc. hotoroarliam [no, 0 

5 aiqulio, quo asiA opclonalmento sustihildo con urn, 0 mM gnapos 

- &t; 

Fe as hldrogono, ado, a! qufisuifonBo, arilsulfonilo, arilalquilsulfonh!o, 

hetemarllsulfonilo. hetemarllalqullsulfonhlo, -C(0)-Nv Ye, -C(0)-O-Y°, 

aiquflo, a!quenhlo a aiqulnilo, code uno do los wales estA opclona Tm onto 

10 sustltuldo con caiboxi, alcoxicatbonilo a ado, o 

alqullo (02-C6), alquenflo o aiqulnilo, carla Inc do los cuales està susthtuldo con 

tddmxL aleS, amino, alquhlamhio 0 dlalquilamlno; 

o V5 son cada uric Independlontoni onto hldrôgono, o alquflo; 

Ys as alquflo; 

15 R5 as hldrogono, halo, catboxi, clam, nhtro, hldroxi, aiquilo. alquenhlo, alqufrihlo, 

Lr’ haloalquilo, ha!oa!quonllo, Moalquh’iflo, alcoxi, a!queniloxi, aIqUIrIROXI, 

haloalcoxl, haloalquenllo)l o haloa!qulnHo* 

R° y   son carla uno hidepondlentem onto, hidrOgeno. 0 aiqullo; y 

Fe es aiquilo, quo està opclonalmento sustiLuldo con uno 0 mIs grupos sustltuyentes 

20 aflfAtfcos, o 

aria, hotemartlo, cicloalquhlo, heterociclhlo, arllcic!oalquilo, cicloalquhlaælo, 

heteroarll*loaiquilo, 0 dcloalqtdMemarilo, carla uric do los cuales 

asiA opclOnalmente sustltuldo con mm o mIs grupos suslftuyefltes do 

Silo; 

25 o eta sal farm athuticam ante acaptable. hldrato 0 solvato, su profArm ace 

fannacAuticamente aceptable, 0 una sal fannacØuticamettte ace ptable, hldzato C solvato 

del prafArmaco. 

6.- El compuastO segUn la relvlfldlcaclon 4, en el quo: 

Res R’S02-, R -C(0)-NH- a R8-S02-NH-; 

30 R’ es aiqullo, So, athalquhlo, heteroadlo, heteroarilalquhlo, hetezocldillo, 0 -NRW; 

kes hid rôgono, cicloalquhlo, hetemciclllo, aiildcloa!qu Ito, cicloal4uflaztlo, 

hetemarllcicloalquilo, cicloalqullhetemarilo, 

at o hetemaruo, carla mm do los wales osth opclona!m onto susthuldo 

con aiquhlo, halo o haloalquilo, 0 
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aiquflo, quo esth opdonalmonte sustiftildo con ciclaalquflo, wHo, o 

hate mwilo, on S qua al cicloalqullo. arifo 0 hetemarRo estb 

opcionalmente sustibædo con aiquilo, halo 0 haloalquilo; 

R" en hidrogenooalqulio; 

5 R2 as hldrógeno, halo, aiqullo, ha!oa!qulloo alcoxi: 

Fe as ecHo, clano, cajbo* Acido blolsAsteio. ..C(0)-NVIY2. 

aiqullo, qua esta opclona!mente sustituido con hIdJOXI. a! ccxl. amMo, 

aiquilamMo a dlalquflamlflo. 0 

aICOXI, qua estâ opclonalrnunte suslituldo con hldmxl, alcoxi, amino, alqullamh’ro 

10 a dlalquuamlno. 

VI a V2 son coda uno Independientein ante hidrogeno, aiqulisulfonflo, 

arilsulfonilo, hetemadleulfonflo, arllatnlno, hetemarilamhio, o 

SqUiD. qua esta OpclOflaIJlleflte susllhddo con cazboxi o alco,dcarbonllo; 

Fe es hid rOgeilo, ado. alquflsulfonllo. Msulfonffo, arilalqullSfonhlo, heteroarllalqufio. 

IS hetemarllsulionllo, hoeroadlatqtdlsutfonllo, aHIa!qullo. C(0)-NV4?8. -C(O}.O-V8, 

aiqullo. que esM opclonalm ante sustituldo con carboxL alcoxicarbonllo o ecHo, 

0 

aiqullo (C2-C), quo estØ sustftu!do con hidroxl, alcoxi, amino, aiquilaifllno 0 

dlalquilamlno; 

20 V4 a Y5 son coda uno hidapendlentem unto hidrOgeno o aiqullo; 

Ye as aiquffo; 

Fe us hidrOgeno, halo, carboxi, clano, to, hidroxi, aiquflo, haloa!qullo, alcoxI 0 

ha!oalcoxi; 

y R’ son coda uno independlentam etita hldrogeno 0 alquflo; y 

25 R’ as alquflo, adlo, heteroarllo, cIcIoalquIIo, heterociclflo, arUcicloalqu lb. o 

cicloalqullarllo; 

0 su sal fanttacªuftcantente aceptabte, hldrato 0 sevat0, su profaim aco 

Mrm acØtit Item ante aceplable, o wia sal farm acOuticam ante aceptable, hldrato 0 

solvato del profÆrrhaco. 

30 7.- El compuesto segUn Ia reMndlcaclon 4, on at quo: 

Res R’S07-, RBqO)NHo R8-SONH 

as alquffo. arfia, anilaiquflo, hetonociclflo 0 -NRW; 

as hldrogeno, cic!oalq alTo, hetorociclilo, adldtcloaliluflo, cicloalquflarffo, 

wOo, que estA opdonalflronth sustituldo con aiquilo. halo 0 haloalqullo, 0 
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aiquflo, quo esta opclona!m ante sustibildo con dcloalquilo 0 Mo. on ci 

quo ci arilo esth opclonalrnoate sustituldo con aiquilo, halo o 

haloalqullo; 

Fr as hldrtganooalqullo; 

5 R2 0$ hldrógono. Mo, aiqullo, halcaiqullo Q alcoxi; 

Fe es ado, ciano, carboxi, Æcldo blolsOsteio, -C(0)-Nv1 V2. 

aiquflo. quo estØ opclonalm onto austthfido con hidroxi, atcoxi. amino. 

alqullamino 0 dlalqullamlno, 0 

alcoxi, quo osta opclonalmonte sustltuldo con hldmxi, akzxl, amhio. aiqullamino 

10 odlaiqullamlno, 

VI a V2 son coda into Independl entew ante hldrógono. aiquilsulfonflo, 

arfisulfonflo. adlamlno, 0 

alqullo, qua esfi opdonalm ante sistiluldo con curbS 0 aicoxlcasbonifo; 

es hid rogeno, ecHo, aiquilsulfonifo. afllsulfonilo. arflalqullsulfonhlo. arilaiquffo. -C(0)-

15 NV’?6, -C(0)-O-Y°, 

aiquffo, qua estØ opclonalm onto sustliuldo con carboxi, alcoxicarbonilo o actTo. 

0 

aiquilo (C2-04, quo esth sustiluldo con hidroxi, alco,d, amino, aiqullamlno 0 

dlalquliambio: 

20 o Y5 son coda into hidopendlontem onto hldrógono 0 alquilo; 

V°esalquflo; 

Fe as hidrogeno, halo. carbo4 clano, nitro. hldro,d, aiquflo, ha!oalqullo, alcod o 
haloalcoxi; 

y son cede uno independlentem elite, hlthogeno 0 aiquBo; y 
25 R° as  wHo, cicicaiquilo, heterocicillo, adlcicloal4ullo, 0 cicloalqullaælo: 

0 so sat farm aceUticam onto aceptab!e, hldrato 0 solvato, sti profAnn aco 
Mim aceut Iceffi onto ace ptable, o una sal (annacOuftcamente acoptable, hidmtn 0 
solvato do] profØmiaco. 

t- El compuesto segün Is relvindicaclon 4, on el quo R as R’SOr. 0 SU Sal 
30 fami acOuticam ante aceplable. hidrato 0 solvato, su pmfAnn aco farmacOuticarn onto 

aceptable, 0 Un sal fantacOuticamente acoplable, hldrato 0 solvato del pro!Aitnaco. 

9.-EIcompuesto soon amndlc6n4,onoi qua ResR’So,yR1es; 
NW, o so sal farm aceuticam onto aceptable, hId rato 0 solvato, su profArm aco 
fajmacAutjcamopjo aceptable, 0 Un sal fannacØuticarnonte aceptable, hldrato 0 solvato 

35 del profArmaco. 
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10.- El compuesto segUn Is relvindlcaclOn 4, an el qua 

Res R’S02-; 

R’es -NRW; 

Fr as ciclSquflo, bet erocidillo, afllcfcloalquilo 0 cicloa!quflartlo; y 

5 R" as hldrogenoo aiquflo; 

o SD sat farm acØuticain eMs aceptable, hldmto o solvato. su profØmiaco 

faint aceuticam ante aceptable, 0 una sal laun acØuticam ante ace ptable. hidmtn 0 

solvato del profÆnn ace. 

to s gUn Is rolVindicaci6n4. an el quo Res R’SOr, W 03 

10 NR!W. R’ as dcloalqullo. y R" es hldrogeno 0 aiquBo. 0 w sal ferinacOuticaineflie 

aceptabla, hldmto 0 solvato. ml u1h wacO farrnacØutlrnente aceptable. o un sal 

farm acØuticam eMs aceptable, tddrato 0 solvato del profÆrrn ace. 

12.- El compuesto sagun Is mMndlcaclân 4.  on S qua R as R5-S02-NH-. 0 iina 

do mis sales. hldratos o solvatos ftnn aceuti cam ante aceptables, uno do sus 

15 profamiacos fanitaceullcamente aceptables. a uris do las sales. hldratos 0 solvatos del 

Li pro?ann ace fannacØutinto aceptables. 

13.- El cotnpuesto soon Is relvindlcaclOn 4, an el quo 112 as halo, a su sal 

farm acOuticain ante aceptahie, hldrato 0 solvato, su profArm aco farm aceuticam ante 

aceptable. 0 tin sal farm acenticantente acaptabl% hId rato a solvato del profarm ace. 

20 14�EJ  compuesto segUnIarelvindlcaSn4.enIa quo R2es dam, O5Uso] 

fannacAuticammite ace ptable, hldrato 0 solvato. su profarm ace farniacOuticam ante 

aceptable, a un && famtaceutfcam ante aceptable. hldrato 0 solvato del profArm ace. 

15.- El compuesto segUn [a relvindicaclOn 4, an el quo R2 as alquflo, alfl 0 

haloslqullo, a su sal fannacOuticamente ace plabte. htdrato 0 solvato, sit profânn ace 

25 fannaceuticamente ace plabta. 0 un sal fannacAuticamente aceptable, hldrato 0 soNata 

del profarm ace. 

16.-El compuesto segün  Is relvhidlcacldn 4, an S qua R2 as metilo, metS 0 -

CF, 0 ml sal farnwcOuticam ante aceptable. bldrato 0 solvate, su profAnn ace 
.1 fannacOuticamente ace ptable. 0 un sal farynacAuticamente aceptable, hid rate osolvato 

30 del profOrmaco. 

17.- El compuesto segUn (a relvtndlcaclón 4,  on at qua R3 as -C(0)-NV1V2, 

carboxi, Acido blolsostero; a aiqullo sustituldo con hId roxi; a su sal farmaceuticamente 

acoptabte, hidiato a solvato. su profânnaco farm acØuticatnente aceptable. 0 una sal 

farmacØuttcainante acaptable, hldrato 0 solvato del profarm ace. 
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18.- El compuesto segun la relvindlcaclón 4, en el qua W es�COCH, o su sal 

farm acOul tam cute aceptable, hldrato 0 solvato, su profÆmtaco farmacØuticam ante 

aceptablo, o un sal fannacOuticamente aceptable, hId into 0 solvato del profarmaco. 

19.- El compuesto segün Ia relvindlcaclón 4, en at qua R’ as hldrogeno, aIqullo 

5 0 adlalqullo, o su sal famiacOuticam ante aceptable. hldrato o solvato, su pmfâmtaco 

fannaceuticamente aceptabla, a Un sal fannacOuticamente aceptable, hldrato 0 solvato 

del pro!arm aco. 

20.-El compuesto segünlareMndlcaclOn4,enel quo R4eshldrógeno.osusal  

farmaceuticam ante acaptSe. hldmto o solvato. su proMnnaco Mrm acOuticam ante 

10 aceptable, aim sal fannaceuticamcnte aceptable, hldrato 0 sovato del proMrmaco. 

21.- El compuesto segün la  reMndtaclón 4, en S quo  Fe as hidrOgeno, alqullo, 

alcoxi, hldmxi, halo o haloalco4 o su sat fann athuticam ante aceptable, hId rato 0 

solvato, su proMrmaco farmacAuticamente aceptable. 0 tin sal farmacØuticamente 

aceptable, hldrato o solvato del pro!âmtaco.  

15 22.- El compuesto segün Ia reMndlcactOn 4, en of qua R5 
y 

R’ son ambos 

htditgeno. a su sal faimacettamente aceptable. htdrato 0 solvato, 8*1 profârmaco 

fannac&iticainonte aceptable, 0 tin sal fami aceuticam ante aceptable, htdrato 0 solvato 

del profarmaco. 

23.- El compuesto segUn to mlvtndlcacthn 4, en S quo 

20 Res R’S02-; 

R1as -NRW 

Wes halo; 

as -C(0)-NY1Y2, catho4 Øcklo blolsOstem; a alqullo sustituldo con hldroxi; 

Fr as hldr8geno. alquuo 0 arflalquilo; 

25 R5 as hldrógeno, alqulto, alcoxi, hidroxi, halo o haloalcoxl; 
y 

R° 
y  sort ambos hldrogeno; 

a su sat farni aceuticam ante acaptahie, tddmto 0 solvato, su profarmaco 

fanfl acŁuticam ante plabta. 0 twa sal farm acOuticam ante aceptable. hldrato a 

solvato del profaitnaco. 

30 24.-El compuesto segUnIarelvhtflcacfón4,en&quo: 

R as R’S02-; 

R1es -NR’R-

Ftas ciclaatqullo, hetetocicllto, arUcicloalquilo, cicloalquilarlln, 0 

aiqullo, quo asiA npclonalm ante sustituldo con cicicaiquflo a ado, on ci 

35 qua at wilD esta opclonalmente sustlMdo con Moalqullo; 



aAvaass wO 

Was t*btganoodqdo 

R2esMo 

as c(o344yv. 0at4. a L 

Yl y. Y2 son osia ww k-dspsit..a tao 
sties 

5 itsallout, o t ...SSL. con .t.4 0 . L.t-  
Few tiidstgest. Sqdo 0 ailakplo 

Fe esWdrOgeno. SpSo. UJoa4 Moo MJ. y 
RSyRl son anIx,sN*ogeno 

0 ass eel SndIcrw* s.ALl_� tL - o advet% mu prcftmso 

10 1-�.0s -’.4’-IL. 0 Una S famoo&dbmnmft 
-r". 

0 

eokMo del proMnn. 

25. El r" MW b S&L_JJl.,4. 
an  ie 

Res R’SOr; 

as 14,wufli 0 

15 Fr as Nthtg.m, J.fl-3A-, cnieØat.io. Z&.t.......w, 

IS&Jla...... 1....u, 

I**ttt2.1J..,t.ui kidade, feSo, 0. 

bop.a1.13ijdecwio.metnw, metRo. bWopft Spsitlo, n-

tm.a.Jo. beno o 44lknomticlo 

20 R" es I*frôgioom.a.. 

R’es 

WOO I I -04.01, -C(O}4%, -q-o$rn4soct 5-044SS1A4-

25 

dx*Sazol-24k4 
-i13 

fe as I6gio, ma 0 TnSS 

Rl as hMitgeno. darn, I*Jro4 nSa, bopqft tbutlo, meto,d 0 tdthiaim,eto* y 
R’yflflsM*tgen, 



tSAVI0ft#*S5 w 

40 
419-

o a’ sal fwnacŒt*Imente w1�N, Ndia*, o sdvdo, su pm(*ffiIacn 

famIM&MIMMIfta...l 1L. o Una sal fwnackflnuis*s __L.IJ_ hIk-Je 0 

dWpoftftm 

26.- El oomp.neS soon I. t&vkitdSi 4. an S qm 

S Res R’802-; 

55 44RW; 

FT as cfloheptn, ciclohsptanoinet*eno, cithexaflo, ctdStexwo.melleno. 

ddohmst-ettono, �L&.1..Ism. IfrtS9.2.lpfltsho, k4dao, 

Mi.Isao. 

tiIdda(3.&1.1&1$esumS.., Sq.nJ\ 

10 k.1, fllL.eS lint?, 0 44IkmmmflsS 

Was NtgoometIo 

R’esm 

a .aL4 .cOt4$42, Scm4, seJt-1 ,3,44d.24o 

15 

Ft’m 1 o bendo 

1k’ us hatgero, Smo. us.., ma bannS tbfln, 
rne,d a t,Iflimuvstpetoxt y 

Fe y W son on  N&tgmno; 

o so sal ffinnacfltS*eite sc.ØSe, IMS, 0 sd Veto, su pMÆrtnaco 

26 fanfleSuttamado Aceptable, 0 tiM sal faitneSuficameMe aceptae, f4J04o a 
.*a o 

2T.- 8 c0hpolgoe niaSvMdtceclSt4eneIq.aScomuSoeide 
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o su 881 farmao6uticamente aceptable, hidrato a solvato, su profAnnaco 

famiacŒuticamente aceptablo, a una sal fannacOidlcamente aceptable, hldrato 0 

solvato del pMAmiaco. 

28.- El coinpuesto scg(ui la r&vlruVcaclAn 27, en at quo R’ as c!ctoalquilo. 

5 hetemcfclilo, arilcicloalquflo 0 cctoa1quflarilo, y R" as htdrogono a alquflo; a su sal 

farm aceuticam ante aceptable, hidmta a solvato, w profArmaco farmaceuticain ante 

weldable, a una sal fa,mac&aticamente aceptable, hldrato 0 soNata del pm!armaco. 

29.- El compuesto soon Is rpivindlcaciAn 27, an el quo R’ as ctclaalqullo, 
y 

R 

es hidrOgeno a alqullo; 0 su sal farmaceuticamente aceptabte, hldmto 0 solvato, mi 

10 profØrmaco fannacOuticarncnte aceptable, 0 una sal !annacØuticamanta aceptable 

hldrato a solvato del proftmaco. 

30.- El compuesto segOn la relvindlcación 27. on S quo W as halo, a su sat 

farm acØuflcam onto aceptable, hlthato o s*ato, su profAnn aco fann aceuflcmm ante 

aceptable, U un sal famiacAuticarnente aceptable, hldrato a solvato del profarniaco. 

15 3t-ElcompuestosegünlareMnthcaclon27,enffl quo R2esc!oro,osusal 

famac6uItcamento aceptable. hidiatO 0 sotvato su profMmaw fannacOuficain ante 

aceptabte, 0 un sal farmacAuticamente aceptable, hId rata 0 solvato del profArmaco. 

32.-DcompucstosegünlarclvindkacfAn27,enel  quo R2esalquffo,aico,do 

haloalqulio, 0 su sal farmacOuticamente aceptab!o, hId into a solvato, su proftmaco 

20 farm aceutfcam ante aceptable, 0 Wi sal fannacSicam ante aceptable, hId into 0 soNata 

del profAxmaco. 

33.- El compuesta sagan Ta relvindicac6n 21, en el qua W as metRo, metS o - 

CF, o su sal farmaceuticamente aceptable, hidrato a solvato, su proftmaco 

fannaceutkamente aceptable, 0 tin sal fajm acŒuficam ante aceptable, hldrato 0 solvatb 

25 del profÆxmaco. 

34.- El compuesto sagUn In relvhidIcacôn 27, an ci qua W es C(0)-NY’Y2, 

carbo4 Acido blolsAstero; aiqullo sustiluldo con hldroxl a su sal farmacØuticam ante 

aceptable, hldrato o soNata, su profarmaco fannacOutfcamento aceptable. 0 una sal 

fannacØuthmmente aceptable, hldmto a solvato del profArmaco. 

30 35.- El coffipuesto segUn Ta reivindlcaclon 27, anal qua W as �COOn, 0 su sal 

fann acOuticam onto aceptable, hldiato 0 solvato, su profAnnaco fmacUuticamonto 

aceptable, 0 tin sal farftacØuticamente acoptable, hldrato 0 solvato del proffirmaco. 

38.- El compuesto segün  la reMndlcaclon 27, en el qua R4 as hidrOgano, a14uRo 

0 arilaiquHo, a su sal farmaceuticam ante aceptable. hldiato 0 solvato. su profArinaco 
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fwmavØuticamente aceptable, o un sal farmacŁuticam onto aceptable, hldrato o solvato 

del profØrmaco. 

37.- El compuesto sagS to relvindicacfon 27, en ci quo W es hlditgeno. 0 su 

sal farm acŁuticwnente aceptable hldmto 0 solvato, su profØrmaco farm acŒuticam onto 

5 aceptable, o im sal farmacØuticamonta aceptabla, hldrato 0 solvato del profAnnaco. 

38.- El compuesto segOn Ia relvhidicaclón 27. en S quo Fe es hldrOgeno. 

aiquflo, alcoxl, hldroxi, halo o habalcoxl. o su sal faimacOuticamente aceptable, tildrato 

0 solvato, su pxofAnn ace fannaceuticam ante aceptabte, 0 un sal farmacOuticamente 

aceptable, hldrato o solvato del pmftrm ace. 

10 39.- El compuesto sagUn to relvindlcacfôn 27, one! quo: 

R’ 09 cicloalquRo, heterodclBo, arucicloalqullo, cldoalquIIaTlTo. 0 

alquilo, opclonalm onto sustituldo con cicloa!quuo o ado, en S quo ci arUo osth 

opcbnalm ante sustituldo con habalquilo; 

Res hldrOgenooalquilo; 

15 Fe ashalo; 

Fe as -C(0)-NY’Y2, carboxi, Øcldo bblsOstem; aiquflo susfituMo con hldmxl; 

R’ as hldrOgeno, alquflo 0 Malquilo; 
y 

Fks es h!drógono, alqullo, atcoxi, hidroxi. halo o haloalcoxi, 

o su sal farni acOuticam onto aceptable, hId rate o solvato, Mi profAnn ace 

20 faiTh acAuticamente aceptabla, 0 una sal farm acØuticam ante aceptable, hldrato 0 

solvato del proMrmaco. 

40.- El coinpuesto sogOn to reMndicadón 27, on el quo: 

FV as cicloniquffo, heterociclilo, arflc1cIoaIu Ha a cicloalquflarflo, o alqullo 0 alqu 
no 

sustituldo con cic!oalquffo; 

25 Res hldrdgcnooalqullo; 

Fe eshalo; 

Fe es -C(0)-NV’Y2, carboxl, o âddo blolsóstora; 

V’ y V2 son cede rinD hidapendle ntexn ante Nd rogeno, alquffsuitonhlo, 

arilsulfon 110, 0 alquilo sustttuklo con carboxl a alcoxicarbonilo; 

30 R’ es hidrógono,alqullooadlalqullo:y 

es hidroqetto, alquffo, alcoxi, hldro4 halo a SOaICO4 

o mi sal farmacOuticarn onto aceptable, hldrato 0 solvato, su profannaco 

fantacthiticam onto ace ptab!e, o una sal farm acØutkmm onto aceptable, hldrato o 

solveto del profArmaco. 

35 41.-ElcompuestosegUnlarelvindlcaclôn27,enelque: 
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a Ifltgero, JS A J.AJ---m dSJ..a, cklahexom-

me0m% AMardklC 1£ rL4nu, bkkbp-lipwpbM tideS 

feS 6LaluISoJia.&, ILJ.S43.3.1.13.7IscaiomS mello, Spits 

Sperdlo, nhem,t1 b..&, 0 441jaromebenejo; 

5 R’a wth6gwmo..-.. 

R’es*uo 

rea a clircH, C(0)4*6, -QC)JU$SOrO 9.4$-SMr1A4 

td 
ox2-Uo, 

�Cl 

o14 0 

10 

ilo V a IflOgeno, meMo  benclo; y 

Fe a Nd.tgeno, dao. t*ki.,4 mSo togxopk t-bdIo, mmW 0 tiukiomened, 

C mi S fwnaSuftsnsnte ---’-"-. iil&J.. a wkto so r*d*flIeo 

r . 0 isis s %_MS_4.at _-1LJ4- ssa 0 

15 sSv dd çrdten. 

42.- El compusdo segi b rSvSicIc&JOn 27, an S qia 

R’ a cldoheØtio, i.Wbc.1i’-.HflS , SL*wa, SStmSUerO, 

Iieoaio-dIeno. hLk4r4 ’ 1Jiepteo, 14s1o, 

tSiSthtcpko frtJdO(3.3.1.13.fl1t.a.t- 4 6,.pL, 6ra fl-

It tc.dt., bendo 0 44i1ksuInendo; 

R’ as PJSGgenuO mS,, 

Was dom, 

i.e 

Was k.4, -qO)NH2. Sco45aStho-1 ,3,4cI410 
0 

_li_t1_oo ’FI+O, 
25 

4 
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es hidrOgeno, 
memo o bencilo; 

y 

Fe as hldrógeno, cIoro hidroxi. memo. (so pzapllo. t-butBo. inetoxl 0 frifluorometoxl. 

o su eel farm acØuUcam ante aceptable. hldrato 0 solvato. su profannaco 

fami acOul (cam onto aceptablo, 0 una sal Iärm acŁuticam ante acoptab!e, hldmto a 

5 solvato del profArmaco. 

43.- El corn puasto a S piuMnuaco do Øster fwmacOuflcamente acaptable 

segUn Is raivindlcactón I. qua as: 

Acido 244 iam-3-cic!oh sulfamofl-fenO)-1 H-Indol-341-acOtico; 

Acido (2-[3-(blcfclo[2.2.ljhopt-2-Osulfamofl)-4-cloro-fenilJ-1 H-bid al-a-il }-acAtlaz 

10 Acldo -(4-c!om-34exOstdfarnoil-fenil)-1 H-fndo!-3-ilJ-ac011co; 

Acido (2-14-cloro-3-Qndan-2-flsuffamoll)-fenflJ-1 H4ndol-3-Ifl-acØllco; 

Acido (4-cioro-3 dopentilsulfamoUenll)-1 H-fndol-3-fl]-acUco; 

Ac!do 2,2-dbne1fl-propEsuIfaznOIl)-fenU1 H-!ndol-3-19-acetico; 

*c!do 4-do o-3-Isopmpflsulf sin oil-fenll)-1 H-hiM-a-il 1-athitco; 

15 Acldo (2-(4-clo-3-(2-c!c!ohexfl-etilsulfmnou)4enul-IH4ndol-3-ilJ-acet Ito; 

Acido [24 ro-3-fenlls*flfamoll4aflll)-1 H-btdol-3-ul-acellco; 

Ac!do {2-[4-cloro-34ddohoxilmatil-sulfamoll).fenhIJ-1 H-Indo (-3-11)-ac Olico; 

Acido {2-{4-cloro-3-(1-etil-pmpllsulfamolfl4enflj-1 H-Indol-3-iI)-acet 
Ito; 

Acido (2-14-cloro-3-(cicloheptilm eM-suitam aD)-!enilJ-1 H4ndol-3-9)-acAtico; 

20 AcId a (2-{4-cloro-3-fftdciclop.3.1 .1 3,7ldecafl-1-ilrn etil)-sulfamouj-fenlfl-1 H-Indo!-3-il )-

S 

Acido [2-(4-cloro-3-dcloheptllszdfamnou4efiu)-1 H4ndol-34fl-acOtico; 

Acido {2-[4-c!oro-3 etmNdro-plran-4-ilsulfamoll)-fenil]-1 H-indol-3-il )� MLs.; 

Acido (2-[4-CIoro-3-(plpezldln-1-sulfom*fenhlJ-1 H-indol-3-Iq-acOuco; 

25 AcIdo [2-(4-cIom-3-metfisulfamnoil4enil)-1 H-Mdol-3-IlJ-acØt Ito; 

Acido 12-(4-cIoro-3-sulfamofl4enl)-1 H-Indol-3-fI ]-acet Ito; 

acido [5-tew-butil-2-(4-cloro-3-dclohexflsulfamoll-fenIfl-1 H-Indol-3-D}.acetIcO; 

Acido 12-(4-c!oro-3-ciclohexilsulfamoll-fenil)-5-inetil-1 H-IndOI-3-l1J-acet Ito; 

Acido (2-(4-cloro-3-4clohexllsulfamoil-fenil)-5-Isopropil-1 H-hid ol-3-ilJ-ac aUto; 

30 acldo 12-(4-c!oro-3 dc!oh ils fnoil-fenifl-5-bffluorometoxl-IH-Indo!-3-il]-acAt Ito; 

hcldo [2-(3-bencllsulfamoil4-cloro-fenil)-i H-Indol-3-IJ]-acAtico; 

Acido {2-[4-chum-3-(cfclbhexil4netil-suffamoil)-fen!g-1 H-(ndol-3-IQ-acetico; 

Æcldo (2-14-cia rn-3-(4-thfluorom etil-bencil suifam 019-fenilJ-1 H-hidol-3*acAfic 6; 

Acido [2-(4-clom-34c!ohexilsulfamofl-fenll)-1-motil-1 H-IndoI-3-1l}acAt lea; 

35 AcIdo [1-bencff-2-(4-cIoro-3-cfc!ohexfjsulfsmofl4enil)-i H-md ol-3-il]-acØtfcm 
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Acido {2-[ Iperldln-1-sulionll)-fonfl]-1 -instil-I H -Indo!-3-Il)-ac011c 0: 

acido (S)-2-(242-(4-dom-3-dclohexllsulfamofl-fenU)-1 H-Indol-3-Il1-acetflamlno)-3-metfl-

buffdto; 

àcklo (S)-2-(2-[2-(4-doro-3-clriohoxllsvlfamoMenlU-i H-htdol-3-UJ-acstflamlno)-3-nietft-

5 butlrico; 

Oster 2-dlmeulaifllnoetfflco del Acido [2-(4-dom-3-cfclohexilsulfamoutenl9-I Il-Indol -3-nj-

acØco; 

2-cbm-N-ciclohoxil-5-f3-(5-ox o-4,5-dlMdm-1 3. 4oxadlazol-241meft9-1 H-bdol -2-if 

bencensulfonamfda 

10 5-[342-bencensulfonllamlno-2-oxo-etfl)-1 H-hdol-2-IlJ-2-c!oro-N-cictohexit-

bencenstdfonamWa 

2-12-(4cloro-3-cfcbhexilsuttamoil4enifl-1 H4dol-3-ffJ-acetetntda 

2-[244-cloro-3-c IclQhexIlsuIfamoU-fenlfl-1-metil-1 H-hidol-3-il }acetam Ida; 

ester malta del Acido 12-(4 doro 3-c1clohedisulfarnoiffenU)-I H-hldol-3*ac6t Ito; 

15 2-doro-N-dc!oh-5-[342-hfdm)l-et 19-I -m effi-I H-hid ot-2-llj-bencensulf onam Ida; 

Acido 2(4-cIom-3-cidohexnsuItamoff-fenil)-5-m etoxl-I H-Indol-3-u1-acellco; 

Addo 154oro-2-(4-doro-3-ddohexi$ulf asnofl-fenIfl-1 H-Indol-3-lI 1-acAtico 

âcldo (2-(4 Ioro-3-ciclohexilsuffamoff4enil)-5-tddmxl-I H-indol -3-IIJ-acOftco; 

Acid 0 16-cloro-2-(4-cloro-3-cldohslsuliamoll-fenhl)-I H-IndoI-3-fl j-acetico; 

20 Æcldo 1243-(ciclohexil-melil-suItamoll)-fenlfl-1 H-hid o!-3-IQ-acAt Ito; 

Acido 12-(3-clelohexilsuhTamol!-fenfl)-1 H-hido!-3-U}-ac61leo; 

acido 2-12-(3-ciclohexllsulfaznofl4enll)-1 H-In dol-3-il1-pmplAnlco; 

Acido j2-(4-ciclahexflsulfamoil4enil)-I H-frzdol-3*acellco; 

Ecido [2-(3-thlohexilsfamoll-4-rflelo)l-fenil)-1 H-lndol-34q.acOt Ito; 

25 Addo 12-(3-cloro4-cldohe)flsulfarnoll-fenil)-I H-bidol -3-lIJ-acAflco; 

Acido 12-(3-cIclbhexJJmilfamoIl-4-tn&fl-fenu)-IH-hldol-3-01-acAflco; 

ester rnetlllco dot Acido 2-(3-ciclohexljsulfamoil-5-trfflucrometflfsl)-IH-Jndoj-3-flj-

BOOM; 

Acido 12-(3-cicIohexIlsuIfamoU-54rffIuorometi-fenlfl-1 H-hidol-34fl-acetico; 

30 AcflO (2-(3-bencensulfonilamhi)-4-ctomfenifl-1 H-Indol-34Q-acAtico; 

Acido {244-cloro-3-(cfclohexancarbenft-am bioJ-feniJ-1 H-kufoI-34J-acetic o 

Acido 2-(4-doro-3-cicloha,dlsulf afnoII-fenIfl-I H-Indol-3-carbox RIco; 0 

Acido 2-(4-cloro-3-cicIthexflsulf amofl4enhl)4 H-hidol-6-caftox Vito; 

08*1 Sal 
fartnaceutfcaments aceplable, hId rato 0 solvato. 
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44.- Una compositiOn farmacŒutica quo ccmpmndo vita canfidad 

farmaceullcantonto eficaz del corn puosto segUn Ia reivindicadOn I � o una do sue sales, 

hId iatos o solvatos farm aceutfcam ante aceptables, uno do sus proftmacos 

farm aceut Icarn onto acaptablos, 0 una sal, h1drato o sotvato del proMimaco 

5 farm acØuttcarn ante aceptable, on mazda con un VUhICUJO farm acOuti cam onto 

aceptablo. 

45. Una coznposlôn famiacØufica quo comprende una canikiad 

farm aceuticarn onto eflcaz del corn puesto segün Ia jolvindicadOn 4o una do sue sales, 

hid ratos 0 solvatos farm acOuticam ante aceptablos, uno do sue proMnn aces 

10 farm acØuticam ante aceptables, 0 line sal, hId rato 0 solvato del profArm aco 

farmacAnticarn ante acoptable, an mazda con wi vehiculo fannacouticam onto 

aceptable. 

46.- Un mOtodo pain balai line enformedad alerglca, mastocitosis sletØmba on 

trastomo acorn paftado do Is activaclOn sistOnilca do Ins mastocltos, cheque 

15 anafifActico, broncoconstrlcclOn. bronqullis, urticarla, ecceina. enfermedados 

acompaftadas pot picur, una antennedad qua as geneinda do forma secundarla conto 

resultado dcl corn portantlento qua acorn patLa S picor, IntlamadAn, offattn edades 

pulmonares obstructivas crAnia lesiOn par ropmfuslón IsquAmica. accidente 

core brovascular, auntie mum atolde cr6 Sa, pletHesla, 0 colitIs ulcarosa, an vii 

20 paclente quo lo necesito, qua comprende admh,Ishw al paclente una cantidad 

faimaceuttcamento ff del compuesto sogUn Ia relvindicaclOn 1, a su sal 

farm acAuticarn ante aceptabla, tddmto o solvato, su profAnnaco farmacOuticam ante 

ace ptables, 0 una sat faimaceuticarnante acaptable, hldrato a solvato del ptofÆnnaco. 

47. El mUtodo sogUn Ia relvindlcadAn 43, on al qua las enfermedadas 

25 genoradas do forma secundauia coma rosultado del cornportarnlonto quo acompafla al 

picor son cataratas, desprendhn (ante do refine. lnflamaclon. InfectiOn a trastorno dcl 

suaflo. 

- 48.- Un mOtodo pare hater Ia rinitis alØrgica. conjuntlyltis alergica, dannatitis 

atOpica, asifla bronqulal, alerpla a los aftinentos, mastocitosts sistØmica, Un trastomo 

30 acompaftado do (a activatiOn sisternica do los mastoclios, cheque anafilAcllcO, 

broncoconsblcclbn, bmnqultls, urticarla, eccerna, denflalitis aM pica. urticarla, 

InflamaclOn, ante#n edades puirnonares obstiuctivas cr6 fleas, lesion per reperfuslOn 

IsquØm Ice, accidents carob rovascular, a. Ii ilL. raurnatolda cr6 nice, pleuresla 0 colitIs 

ulcerosa, on un patients qua lo neces Ito, quo corn provide admhttrar of paclente vita 

35 cantidad farmnMii&mne*te efitaz dol coinpuesto sagCth Is rolvindicaclOn 1,0 su sal 

41? 
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farm aceut (cam ante aceptable, hfdrato 0 so$vato, su profarm aco fam,acOut!cam ante 

aceptables, 0 una sal farm aceuticam onto aceptable. hfdrato 0 solvato del profâmiaco. 

49.- Un mOtodo pare tratnr a tin patients quo aufm wia enformedad alOrgic% 

on un patients quo to necSta, quo corn proMo admhuistmr al patients una cantldad 

5 fannacØuticamente e&as del compuesto segUn la mIvInth.ain 1, a su sat 

farniaceuttcamento acepta!* hId ruto o solvato, su profAnnaco farm acŒuticamente 

ace ptab!es, a una sal farmaceuticamento aceptable, hId rato 0 solvato del profÆrm ace. 

50.- Un rnetodo pam Imlar ci asma bronqulal, en Un patients quo to necesite, 

quo compronde admhtlrar of patients una cantidad farmaceuticamente eltcaz del 

10 compuesto segUn In mlvindlcaclOn 1,ow sal farmacØuticamente aceptable. hldrato 0 

solvato, su profArmaco fannaceuticamento eceptab!. 0 una sat fannacOuticam onto 

aceptable. h!dmto 0 solvato del pmfarmaco. 

51.- Un metodo pare batar la rinlils alØrgica, en im patients quo to necesila, 

quo corn pmnde Mm Inistrar at pacionte una canhidad farniacŁuflcam onto eficaz del 

15 compuesto segUn Ta rolvindlcaclon 1,o sri S Iaimaceuticamente aceptabla, hldrato o 

solvato, su profbnnaco farmaceutSmonte aceptables. 0 uris sal farmacOuticam onto 

aceptable, hldrato a solvato del profÆrrnaco. 

52.- Un metodo pam tratar Ia dermaulis alSuha an tin patients quo To 

neceslie, qua comprendo admfriistmr al patients una cantidad farmaceuticarn onto 

20 eticaz dot compuesto segUn Ta relvindlcaclOn 1,08*1 sal farrnacOuticaznento acoptablo. 

hldrato o solvato, an proMimaco farm acOuticam onto aceptables, 0 IiflS sal 

farmacØuticamonto aceptabla. hfdrato 0 solvato del profOrmaco. 

53.- Un metodo pam tratar to conjuntivitis alØrglca, an on patients quo To 

necasito, quo corn prande admht!strar ad paclente turn cantidad farm acOuticain onto 

25 eflcaz del compuesto segUn to reMndlcaclon 1,0 su sal farm aceuticam onto aceptable, 

htdrato 0 solvato, su profØmiaco fannacOuticarnonte aceptables, a tine sal 

farrtacŁuticatn onto acoptab!o4 hldiato 0 solvato del proMimaco. 

54.- Un rnOtodo pam tmtar enfermedad puimonar obstnictiva cronica, on Wi 

patients quo To necesita, quo coin prondo admh&bw al patients una cantidad 

30 farrnacØuticamertte elLa del compuesto segün Is rolvindicaclón 1, 0 su sat 

farm aceuticam onto aceptable. hldrato 0 soTvato sir pmMrfliaco farmacØuticamento 

ace ptables, a turn sal faimaceuticamente aceptab!e, hid rate o solvato del proMrmaco. 

55.- Una composition farmaceuttca quo comprende una cantidad 

farrnacOut(camente effcaz do un compuesto do acuerdo con Ia reMndlcaclan I, till 

35 compuesto seleccionado del giupo qua qua consists an tin antthlstamlnlco, on 

11 
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RESUMEN 

La presente Invenclon so reflere a ml compuesto do Ia fonnula (XVI) 

5 
eft [a que Fe. W, Fe, Fe. FV y W son como so dmlrw an ado 6=lmantD, 0 su Sal 

fannacŁuticamenta acaptable, hkhnto a solvato. su profAmiaco farniacOuticameMe 

aceptables, o una sat farmaceuticamente aceptable. hldmto 0 solvato del pinfAnuaco, 

una cotnposlctOn fantiacOutta qua corn prende WE cantidad I2rm acŒuticam ante eflcaz 

-’ 10 do taw a inAs cornpu.c4. segUn Ia formula (XV1) mezclados con Un vehlculo 

farm BCOUUCSn onto aceptaw mi in Øtodo pare fratar a WI paclente quo wire WI 

trastorno medlado par to PGD2 tSuyflo, porn sin lbnftaclAn, enferniedades 

a}Oi*as (tales como ,lnhtIs alOrglca, con)mtivflis alOrgic% dermatitis atOpica. asifIa 

bronqulal y alergia a los alirnentos), mastocltSs slatØinlca, t,aatuuu.si acompahados 

15 data adlvaclon sistØnilca do los mastocitos, choque anafllâctico. brnncoconstdcclOiz 

bronqa urticarla, eccema, outermedades acorn pafiadas pot - (tales canto 

dennatitis atOpica y wtLaa.14 aft., edades (tales canto laia&,, desput.4lmfento 

do retina, InfiamaclOn, WecclAfl y tmstornOs del sueflo) quo so gene= do torma 

secundaxta coma resultado del coMMttuu.StO quo aconipafta al picor (tales coma 

20 escarlficacloties y tontuslones), IriflamaciOn, enfennedades pulmonares cbstxuctivas 

cr6nlcas, lesion par repetfuslon IsquØnilca, aente cembiuvascular, wl4lis 

reumatolde cy6nlca, plewesia, coMs ulcerosa y attn hares, admhdaln,jSIu a *4to 

paclente win cantidad farmaceuticamente eflcaz do Un coffipuesto segUn Ia fóntu!a 
w 
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