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7: 

il General (E) de Colombia en Londres, vistos los documentos presentados 
Despacho, 

CERTIFICA 

KENNETH PETER BYASS, Notario Pdblico de Inglaterra, Gran Bretafia, 
tico’ las firmas del Documento precedente y su firma se encuentra certificada por 
)QUE, Oficial del Ministerio de Relaciones Exteriores Britbmico, firma que a su 
%, encuentra registrada en este Consulado General. 

Que,?? ASTRAZENECA UK LIMITED, es una Sociedad, constituida, organizada y 
exist?nte en Macclesfield, Chesbire, Gran Bretafta, y que cumple con su objeto social 
de a?uerdo con las leyes de este pais. 

Que,?? ANDREW BAXTER, BRIAN SPRINGTHORPE, DAVID HARDEN, 

DA
 . MARRIOTT, MATTHEW PERRY, NICHOLAS KINDON, STEPHEN 

TH M, THOMAS McINALLY y RICHARD EVANS, en sus calidades de 
cede tes, debidamente autorizados otorgan el documento precedente y sus firmas se t 

T’ encu! ntran legalizadas por KENNETH PETER BYASS, Notario ftblico de 
Inglaterra, Gran Bretafta. 

en su 
, 
calidad’ de" ke?r’ese’nt’ante Legal de Que,? LYNDA MAY SLkM 

ASTkAZENECA UK. LIMITED otoriia el documentp "piecedetite y su firma se 
encuentra legalizada, por JOHNBICKMORE HODGSON, Notario P’dblico de 
InOE!uffa. Gran Bretafia. 

La docC6nsul General (E) no asume responsabilidad por el contenido del mencionado 
Lento. 

Dad en Londres, Inglaterra, Gran Bretafta, a los treinta (30) dias del mes de oc 
re de dos mil (2000). 
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OTARLkL CERTIFICATION 

a Notaiy Public, certify that 
n the 9.’j- day of 2000 
efore me personally appeared 
e above name Assignors 
me known and known to me to 

e of legal capacity and 
Dknowledged their signatures 

appearing on the foregoing 
ingstiumen/ta2d ratified the seine. 11 

conb4a.doc Updated 17/09/98 - FL 

.1, YA 
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(3) 

I also certify that Mr.(Messrs.) 
(4) LYNDA MAY SLACK 

who signed the foregoing 
instrument on behalf of 

(5) ASTRAZENECA UK LIMITED 
a corporation duly organized and 
legally existing under the laws 

(6) of the State of England 
(7) domiciled at Macclesfield, Cheshire. U.K. 

is(are) its legitimate 
(8) 

in accordance with the appointment 
issued in the City of London 

(9) 
(10) On I 81h November 1999 

by the Board of Directors of 
said corporation, which appointment 
I have seen. 
I finther certify that said 
individual(s) is(are) duly 
authorized to sign the foregoing 
instrument in the name of said 
Corporation in accordance with 
his(their) above-mentioned 
position(s) and/or with a 
resolution of said corporation 

(11) taken on 
(12) in the City of 

which I have seen. 
I finally certify that the 
purposes for which said 
instrument is granted are within 
the scope of the object or 
activities of said corporation, 
in accordance with the Act of 
Incorporation 

(13) issued in the City of London 
(14) and dated 16’ April 1999 
(15) and/or the By-Laws issued in the 

City of London 
(16) dated 

which both I have seen. 
I attest. 

(17) Signed in: Macclesfield, Cheshire, U.K. 
(18) Datedon: 25th October 2000 

NOTARY PUBLIC 

M/Go 
__ VA 194DIJC7-0,? 

TIM, 

0 1.00 

Updated 17/09/98 - FL 



TRAD ifCCIO-N OFICIAL No. 418/2000 de un?Poder con Cesi6n 

otorg do p6r ANDREW BAXTER, BRIAN $PRINGTHORPE, DAVID 

HARD N, DAVID MARRIOT, MATTHEW,,- PERRY, NICHOLAS 

KIND, N, STEPHEN THOM, THOMAS McINALLY y RICHARD EVANS 

r :Id es:id ntes en Bakewell Road, Loughborough, Leicestershire LE11 

5RH, e1no.Unido al doctor RAMIRO CASTRO y HECTOR GOMEZ, 

do C rrera T_ No. 16756 Pleos 9 & 10, Apartedo Aireo 3692, 

Bogot Colombia, con CesiOn -a AstraZeneca UK Limited de 15 

St.anh Pe Gats.,..,tondres WIV. SLN, Relno Unido de la invenci6n 

titula a COMPU96TOS NOVEDOSOSS del Inglds al espeflol, el 

cual ara su ldentificaci6n, so sella con el.Sello del Traductor 

al mismo tiempo quo la prosente. 

.... ............................................... 

ANEX 6: El Poder con Cosl6n arriba menclonado, Cert.Ificaci6n 

Notaral, Certificaci6n por el Secretario de Estedo Principal do Su 

Majested Para. los Asuntos de la Comunided y el Extranjero en 

-Londr 9, Inglaterra, Certificaci6n del Consulado General do 

Colon bla en Londres,?’ Inglaterra, Autenticaci6n por el Ministerio do 

?’Relac ones Exteriores de Colombia.-

++ . . . . . . . . . . . . . .................................... 

DOC 2214/CO 

PODER CON CESION 

COLOMBIA 

Los. s scritos 

ANDREW BAXTER 

BRIA?’, SPRING THORPE 

DAVI HARDEN 

...DAV.1 MARRIOT, 

?’MATI HEW PERRY 

NICHPILAS KINDON 

S,TEPHEN THOM 

THO AS McINALLY 

RICH RD EVANS 

resid ntes on 
090%AMRO ALVAREZ 
NAMOR E WERPRETE OFICIft 

aft WS ftowdo Aw 





to 

Bakevrell Road, Loughborough, Leicestershire LE11 5RH, Reino 

UnJdo medio. del presente nombran a 

iAMIRO CASTRO y HECTOR GOMEZ 

"Wrers. 7 No. 16-56 PlIsos 9 & 10 

partado A6reo 3692 

ogoti, COLOMBIA 

como abogado/s. con poderes especiales y suficientes pars solicitar 

P are y obten.er do las oficinas y autoridades nacionales 
J 

comp0tentes do COLOMBIA unos Titulos do Patente pars 

COINIF UESTOS NOVED080A 

pars or expedidos on of nombre de: AstraZeneca UK Limited 

15 Stanhope Gate, Londree 

WlY 6LN, Reino Unido 

qui n esta cosl6n he sido hecha de todo derecho y tftulo a Is 

diche Invenci6n pars el torritorio de COLOMBIA anteriormente 

mePci nado, sin ninguna restriccl6n cualquiera que sea. La 

coslonarle/s tambl6n firma estas presentes en prueba de 

aceptaci6n de ta dkha cesi6n y por medio del presente auto-riza al 

..dicho ?abogado/e pars tomar los pesos necesarlos ante -Ias 

oficinas. y autoridades pars los prop6sitos arriba declarados; 

pets acer peticiones, declaraciones V reclamos; pars, bacer y 

firmarl especificaclones, onmi.endes y apelaclones; pager todos las 

honor rios e Instalaclones y hacer todos los pagos requeridos por 

Is ley, y retir.ar.los mismos sl es necesarlo; recibir todos los 

y valores dando recibos.epropiados por 6stos; desistir 
y 

lien r todos los otros requisitos y, finalmente, user, todos los 

medlos las cuales dicho abogado/s consideren apropiados pars Is 

Psalva uarda do los intereses do los constituyentes, quienes por 

medio del presente ratifican y confirman toda y cualquier cosa que 

At,* 
HUGO NAVARRO ALVAREZ 
rg"CTO L INMPRM OFICI& 

1176 minjustlell Igo 





dicho ?abogado/s legaim 

con p enos poderes de S 

Cesio iarfa/s 

Lynd* May Slack (Firms, 

Slack ?(LYNDA MAY SLA 

FUNC:ONARIO AUTORI 

Astra eneca UK Limited 

NOTA 10 PUBLICO 

Cede ?tefs 

Andre Baxter (Firmado 

ANDR EW BA ER 

Fima1leoible (Firmado) 

BRIAhj SPRINGTHORPE 

Flrffla Ilegible (Firmado) 

DAV.1 
. 
C?HARDEN 

Firma fleuible (Firmado) 

DAVIO MARRIOTT 

Firma Ilealble (Firmadol 

MATTH,EW PERRY 

Firma (Firmadol 

NICH LAS KINDON 

Firma, ilecible (Firmado) 

STEP ’EN THOM 

into hiciere por virtud do estas prosentes, 

ustituci6n y revocaciOn. 

10) 

Pw% K 

ZADO) 

4e--" *1 �, 
HUGO NAVARRO ALVARU 

(RADUCTOR L 1WERPETE OR" 
Re& 1276 Minjusdels 190" 

12 





Firmi llegible (Firmado) 

THO AS 
A 

McINALLY 

Firma’i llegible (Firmado) 
i 

RICH, RD EVANS 

Firma)legible (Firmado) 

NOT 10 PUBLI CO 

SEL 
L 

NOTARIAL EN RELIEVE. 

CERTIFICACION NOTARIAL 

(1) Yo, un Notario Pi3blico, certifico que 

(2) en este dia 29 de Agosto del, aflo 

2000 ante ml personalmente 

comparecleron 

.(3) los arriba nombrados Cedentes a 

quienes conozco y me son conocidos 

Como de capacided legal y 
reconocieron sus firma que aparecen 

en el instrumento anterior y ratIficaron 

las mismas. 

Firma Ilegible (Firmado) 

Notarlo Pdblico 

Inglaterra 

SELLO NOTARIAL EN RELIEVE. 

Tambi6n certifico quo la Sra. 

(4) LYNDA MAY SLACK 

quien firm6 el Instrumento anterior a 

nombre de 

.(5) AstraZeneca UK Limited 

una compafila debidamente 

organizada y legalmente existente 

bajo las leyes 

HUGO NAVARRO ALVAREZ 
IRMCTOR L INTERPREFE OFICK 

8M 1876 MWOBtlell 199P 
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5 

(6) del Estado do Inglaterra 

(7) domicillada on Macclesfield, Cheshire, 
R. U., es(son) su legitima 

(a) 

do acuerdo con el nombramiento 

expedido en la Ciudad de Londres 

(9) 
(10) En Noviembre 18 de 1999 

por la Junta Directive de dicha 

compafila, dicho nombramiento he 

visto.. 

Ademis cortifico quo dicho 

Individuo(s) esti(estin) debidamente 

autorizedo pare firmer el Instrumento 

anterior en el nombre de dicha 

Compefils do acuerdo con su(sus) 

posici6n(es) arriba mencionada y/o 

con una resolucl6n do dicha compahla 

1) tomada en 

(12) la Ciudad de 

la cual he visto. 

Finalmente certifico que los 

prop6sitos pare los cuales dicho 

ihstrumento es otorgado estin dentro 

del alcance del objeto o activid.ades 

de dicha compalila, do acuerdo con la 

Ley do Incorporaci6n 

(13) expedida on la Ciudad de Londres 

(14) y fechada el 16 do Abril de 1999 

(15) y/o los Estatutos expedidos en la 

Ciudad de Londres 

(16) fechados 

ambos los cuales he visto. 

Atesto. 

(17) Firmado en: Macclesfield, Cheshire, 

R.U. 

HUGO HAVARO IIAREZ 
(RADUCTGR F� INTERPRM OFICMIL 

gm 1976 Minjusticla 1943 
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(18) Fechado on: 25 do Octubre del aflo 

.2000 

Firma Ilegibit_ffirmado) 

NOTARIO PUBLICO 

BELLO NOTARIAL EN RELIEVE. 

............................................... 

REINO UNIDO DE LA GRAN BRETAAIA E IRLANDA DEL 

NORTE 

No. 1 )641396 

Fecha? 
1 
..27 de Octubre del aflo 2000 ....... 

Este ocumento ports 

I Is firmia/sello do Kenneth Peter Byass 

.............................. I ................................................... 

actuarido en Is capacidad de 

Notarlo P(jblico 

Firmado por: J. Hoque 

Firma Ilegible (firmado) 

Por el Secretario de Estado Principal de 

Su Majostad pars los Asuntos-.de Is 

Comunidad y el Extranjero. 

BELLO EN RELIEVE. 

HAY BELLO DE LA COMUNIDAD 

Y EL EXTRANJERO EN LONDRES, 

INGLATERRA. 

4L.v. %.% 

HUGO NAVARRO ALVAREZ 
FUDUCTOR E. INTERPRETE ORM 

His. 1876 Minjusticim 1993 
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on Ll ndres, Inglaterra bajo of NOmero do Certificaci6n. 1.0/1596 do 
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M ini terio de Relaciones Exteriores de Colombia balo of Nomero 

473 65 de fecha 17 de Noviembre del afio 2000. 
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LV 
i REGISTREJUNGSVERKET 

Intyg 
Certificate 

Hirmed intygas att bifogade kopior dverensstAmmer mod do 
handlingar som ursprungligen ingivits till Patent- och 
registreringsverket i nedann.Imnda ans6kan. 

Ans6kan ingays ursprungligen ph engelska. 

This is to certify that the annexed is a true copy of 

the documents as originally filed with the Patent- and 

Registration Office in connection with the following 
patent application. 1, 

The application was originally filed in English. 

1) S6kande AstraZeneca UK Ltd, London GB 

Applicant (s) 

2) Patentans6kningsnummer 9902987-8 
Patent application number 

Ingivningsdatum 1999-08-24 
Date of filing 

Stockholm, 2000-07-31 

F6r Patent- och registreringsverRet 
For the Patent- and Registration Office 

4 
Anita S6dervall 

Avgift 
Fee 270:-

PATENt,- OCH 
REGISTRERINGSVERKET 

Postadress/Adress Teleibn/Phone Telex Teletax 
Box 5055 +46 8 762 25 00 17978 +46 8 666 02 86 
S-102 42 STOCKHOLM Vx 08-782 25 00 PATOREG S 0"86 02 86 
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The i 

10 four 

is The 

I 

NOVEL COM"UNW 

invention relates to substituted. piperidine compounds, processes for their 

pharmaceutical compositions containing them and their use in therapy. 

ines play an important role in immune and inflammatory responses in various 

and disorders, including asthma and allergic diseases, as well as autoimmune 

ies such as rheumatoid arthritis and atherosclerosis. Ilese small secreted 

s are a growing superfamily of B-14 kDa proteins charvicterised by a conserved 

eine motif. The chemokine superfamily can be divided into two main groups 

g characteristic structural motifs, the Cys-X-Cys (C-X-Q and Cys-Cys (C-C) 

These are distinguished on the basis of a single amino acid insertion between the 

imal pair of cysteine residues and sequence similarity. 

chemokines, include several potent chem ts and activators of 

such as interieukin-9 (HA) and neutrophil-activating peptide 2 (NAP-2). 

The, -C chemokines inclutle potent chemoattractants of monocytes and lymphocytes but 

not eutrophils such as human monocyte chernotactic proteins 1-3 (MCP-1, MCP-2 mid 

2o 140-3), RANTES (Regulated on Activation. Normal T Expressed and Secteted), eotaxin 

and ?e macrophage inflammatory proteins la and 10 (ME?-Ia and MIP-10). 

S ’es have demonstrated that the actions of the chemoldmes are mediated by subfamilies I 

of protein-coupled receptors, among which are the receptors designated CCRI. CCR2, 

25 

C 

CCR2B, CCR3, CCR4, CCR5, CCR6, CCR7, CCRS. CCR9, CCRIO, CXCRI, 

d7C
 

CXCR3 and CXCR4. These nw4t= mpresent good targets for drug 

ev lopment since agents which modulate these receptors would be useM in the treatment 

of orders and diseases such as those mentioned above. 



F 2214 

2 

In accordance with die present invention, there is therefore provided a compound of 

gene formula 

Ile ? I 
X�X?  

R .(Q).-(CR2R),i-T--? N�CR4R -R6 
X�X  

5 R 
I 

r?? resents a CI-Cl2 alkyl group optionally substituted by one or more substituents 

ndently selected from cyano, hydroxyl, CI-C6 alkoxy. CI-C6 alkylthio and 

m 
C1 alkoxycarbonyl, or 

R 
I 

resents a 3- to 10-membered saturated or unsawrated. ring system which optionally 

comprises up to two iing carbon atoms that form carbonyl groups and which optionally 

10 comprises up to 4 ring heteroatoms independently selected from nitrogen, oxygen 

and ulphur, wherein the ring system is optionally substituted by one or more substituents 
indet
 

dently selected from halogen, cyano, nitro, hydroxyl, carboxyl, CI-C6 alkyl, 
Pen 

Cl-?6hydroxyalkyl,CI-C6haloalkyl, CPCOlkoxy, carboxy-substitutedCl-C6alkoxy, 

C1 alkylthio, CI-C6alkylthiomethyl, Cl-C6alkylcarbonylamino, -NR 
7 
R".’ 

7 8 
-C(?)NR R . C I -C6 alkyleaftnyloxymethyl, C I -C6 alkoxycarbonyl. I 
C1 - alkoxycarbonylpipergizinyl, furyl, phenyl. pyridinyl. pyraziny). halophenyl. 

thieny 
l,
 thienylmethyl, CI-C6 alkylbenzyl and 

_6N 

Miso or 1, 
9 9 9 

2o Q presents an oxygen or sulphur atom or a group NR C(0), C(0)NR or NR C(0); 

n is ?0, 1, 2, 3 or 4, provided that when a is 0, then m is 0; 

ew R 
2 
and R 

3 
independently represents a hydrogen atom or a CI-C4 alkyl group; 

10 10 11 to T 7prosents a group NR , C(0)NR or NR C(0)NR 
12 

X independently represents a group CH2. CHR or C=O, provided that at least two 

25 X simultaneously represent CH2; 

d 10 each independently represent a hydrogen atom or a C I -C4 alkyl group; 
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R? ts a phenyl group optionally substituted’by one or more substituents 

in ’ 7ndently selected from halogen, amino (-NH2), nitro, cyano, sulphonyl (403H), 

sulp1i onamido (-SO2NH2), CI-C6 alkyl, CI-C6 haloalkoxy and CI-C6 alkylsulphonyl-, 
8 

R7 and R each independently represent a hydrogen atom or a group selected from 

5 Cjt6 hydroxyalkyl. C3-C6 cycloalkyl and CI-C6 alkyl optionally substituted by phenyl; 

R9 

, 10 
and R 

I I 
each independently represent a hydrogen atom. or a CI-C4 alkyl or 

CY4?!Pylmethyl group, and 

R 
t2 

ntly represents a CI-C4 alkyl or cyclopropyhwthyl group; 
or 

pharmaceutically acceptable salt or solvate thereof. 

10 

context of the present specification, unless otherwise indicated an alkyl substituent 

or alkyl moiety in a substituent group may be linm or branched. Examples of alkyl 

gro?ps/moieties containing up to twelve carbon atoms include methyl, ethyl, n-propyl, 

yl. n-butyl, isobutyl, tort-butyl. n-pentyl. ii-haxyl, n-heptyl, n-octyl, ti-nonyl, 
M" 

is ii-c?cyl, n-undecyl and n-dodecyl groups. A CI-C6 hydroxyalkyl group will ?omprise at 

I t one h group (e.g. one. two or three hydroxyl group) which may be attached 

e t 01 

to internal or terming carbon atom of the alkyl chain. Similarly, a carboxy-substituted 

CII 6 alkoxy group will comprise at lent one carboxyl group (e.g. one, two or three 

?oxyl

 groups) which may be attached to an intemal or terming caftn atom of the alkyl 

zo ch A CI-C6 haloalkyl or Cj-C6 haloolkoxy group will comprise at Imt one halogen 

m m 

(e.g. one, two, three or four halogen atoms independently selected from fluorine, 

or ine, bromine and iodine) which may be attached to an internal or tertning carbon 

of the alkyl chain. A halophenyl group will comprise from I to 5 halogen atoms 

.I. in:’ pendently selected from fluorine, chlorine, bromine and iodine. A CI-C,6 *ylbenzyl 

:will comprise at least one CI-C6 alkyl group (e.g. one, two or three CI-C6 alkyl 

p UUps) attached to the phenyl ring of the benzyl moiety. If there is more than one CI-C6 

kyl group attached to the phenyl ring, the group may be the mw or different. In a 

K6 alkoxycarbcaylpiperazinyl substituent group. the piparminyl moiety is attached 

rough a nitrogen atom to the carbonyl moiety. When T represents C(0)NR!, it should be 



F 2214 

2 

that the nitrogen atom is attached directly to the six-membered heterocyclic 

ring lin formula (1). 

::?P

 RI may M a CI-C12, Preferably CI-CIO, mOre PTeferablY CI-C6. alkYl JUysUb 

by one or more (e.g. one, two, three or four) substituents 

in My selected from cyano, hydroxyl, CI-C6. preferably CI-C4, alkoxy, CI-C6, 

PrTe

 r: ly 
CI.C4,

 alkylthio and CI-C6 alkoxycarbonyl, preferably CI-C4 alkoxycarbonyl. 

1 1 
The’groupR way alternatively represent an optionally substituted 3- to 10-membered 

to s or unsaturated ring system which optionally comprises one or two ring carbon 

ato?? s that fonn carbonyl groups and which optionally ftuther comprises one, two, three or 

fouO ding heteroatoms, independently selected from nitrogen, oxygen and sulphur. 

Examples of ring systems that may be used which can be moncyclic or polycyclic include 

cyc?opropyl. cyclobutyl, cyclopentyl, cyclohexyl, phenyl, pyrazolyl, f?ryl, thieny), 

is ind olyl, quindlinyl (e.g. 2-quinofinyl, 3-quindlinyl or 4-quindlinyl), pyridinyl (e.g. 2-

Ptnyl,
 3-pyridinyl or 4-pyddinyl), 1,3-benzodioxolyl, thiazolyl, benzimidazolyl, zolyl 

ox a (e.g. 1,2,4-oxadiazolyi), triazolyl (such as 1,2,3-triazolyl or 1,2,4-triazolyl), 

ben?othiazo?lyl, pyrimidinyl (e.g. 2-pyrimidinyl or 4-pyrimidinyl), benzothienyl, 
0 

HN 
% N 

ZLN N 
0 0 H 

";?’NH 
N-, 

H N S 
0 

20 N? \,�N 

N N 

N N N __00 

H 
S �N and 
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system of R 
I 
may be optionally substituted by one or more (e.g. one, two, dm or 

fbu? Substituents independently selected from halogm (e.g. fluorine, chlorine, bromine or 

iod?e); cyano; nitro; hydroxyl-, caftxyl; CI-C6, preferably CI-C4, alkyl (especially 

5 MtYl Or ethyl); CI’C6, preferably CI-C4, hy&oxyalkyl; CI-Cd, preferably CI-C4-

hal4alkyl (eg. 
. 

1); CI-C6, pre6erably CI-C4. alkoxy (especially methoxy, 

e&?xy, n-propoxy or isopropoxy); carboxy-substiviled CI-C4. preferably CI-C4, alkoxr. 

CI 6, PW&42blY CI-C4- alkylthio (especially methylthio, ethylthio, n-propyiddo and 

Ithio); CI-C6, preferably CI-C4, alkylthiomethyl (partieWarly mothylthiornethyl); 

to C1 prderably C I -C4, alkylcarbonylamino (especially methylcvAonylamino); 
7 
R 
8 

; -C(OM 
7 
R 
8 

; CI-C& preibrably CI-C4, alkykaftayloxymethyl (particularly 

ylcarbOtkyloxymethyl); CI-C6, PrcfmblY CI-C4, alkoxycarbonyl. (especially 

oxyc yl or ethoxycatbonyl); CI-C& preferably CI-C+ 

Carbonylpiparzdayl; furyl; phanyl; pyridinyl; pyraziny’l-, halophenyl (especially 

is ; thienyl; thieny1methyL, CI-C6, pref"ably CI-C4, alkylbeMI (particularly 

y1benzy:1); and 

Q represents a sulphur atom or a group NK C(0) or NHC(0). 

20 

ferably T represents a group NK C(0)NH or NHC(0)NIL 

all four groups X represent CH2. 

f 

crably

 

25 is preferred that eaeb and independently repmsents a bydrogen atom or a methyl 

0 

oup. eq=iaDy a hydMw atom 
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?d R5 preferably each raTresent a hydrogen atom. 

I 
represents a phonyl group optionally substinod by one or more (e.g. one. two, three or 

fo substituents independently selected from halogen (e.g. fluorine, chlorine, bromine or 

ur S i 4’e), amino, nitro, cyano, sulphonyl, sulphonamido, CI-C6, preferably CI-C4, alkyl, 

Cl- pwferably CI-C4, haloalkoxy and CI-C6, preferably CI-C4, alkylsulphonyl. 

R6 141 most profmably a phenyl group substituted by halogen. 

io R’ ?d R’ each independently represent a hydrogen -torne, . group selected from C I -C6, 

pre?lerably CI-C4, hydroxyalkyl, C3-C6 cycloalkyl (cyclopropyl, cyclobutyl, cyclopenty) 

or lohexyl) and CI-C6, preferably CI-C4, alkyl optionally substituted by phenyl (e.g. 

0 or two phenyl groups). 

is M atom or gro seltpd’efe’m’bly’ R7 and R! each independently represent a hydrogen a up te fro C2 

hydroxyalkyl, cyclopropyl and CI-C2 alkyl optionally substituted by 

P’ 

cularly preferred compounds of the invention include-

20 N fl-(3,4-E?cW=beMI)4-operidinyll-N-(4-niethylbenzyl)an2ine, 

N [4-(([I-(3,4-DichlorobeMl)-4-pipeMnyl]aminolmeth yl)phenyl]acetamide, 

3 (El-(3,4-Dichlombenzyl)4-piperidinyllaminolmethyl)pbenol. 

N ’[(4-Chlom-l-methyl-lH-pyrazol-3-yl)methyll-l-(3,4-dichlorobcMI)4-pipeddin?e, 

2s :N
 (1 (3 

- 

4-Dichlorobm"1)4-piperidinyl]-N-[(5-methyl-2-fliryl)metbyl]mine, 

[I-(3,4-Dichlombmyl)-4-pipedftyl]-N-(4-niftobwmyl)amine, 

-1-(3,"chlorobenzyl)-4-pipe-ridinaniine, 

... ?-fl-(3,4-Dichloi?ftnzyl)-4-piperidinyll-N-(4-fluombenzyl)aniine, 

-12,6-Dichlorobenzyl)-I-(3,"chlorobenzyl).4-piperidinamine, 

-Bis(3,4-dichlorobeftyl?*piperidhmmine, 

3o -[I-(3,4-Dichloroboizyl)-4-piperidinyll-N-(2-pyridinylmethyl)amine. 

a 
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N-fl -2-thienyl)methyllamine, 

N-11?(3,4-t)ichlorobenzyt)-4-piperidinyt]-N-[(5-methyl-2-thienyl)methyijaMW4 

5-((?l-(3,4-Dichlorobenzyl)-4-piperidinyllaminolmothyl)-2-methoxyphenoL 

4-(( 1-(3,4-Dichlorobenzyl)-4-piperidinyllanfinolmethyl)-2-nitrophenol, 

3-([ 1-(3,4-Dichlorobenzyl)4-piperidinyllarainolmethyl)-4H-chromen4-one, 
i 
$-Chloro-1,,3-dimethyl-IH-pyrazol4-yl)mthyll-l-(3,4.dichlorobenzyl)A-

N-C "oro-IH-pyrazol-3-yl)methyll-l-(3.44chlorobenzyl)4-piperidinamine, 

N-O-(3,4-Dichlorobenzyl)-4-pipaidinyll-N-ffl-(4-methylbenzyl)-IH-pyrazoi-:5-

10 YI] e’hyl)armne. 

N-[t?-(3,4-Dichlorobenzyl)-4-piperidinYll-N-1(2-PhOnYI-IH-itWdaZ014-Yl)mcthYlluniuc, 
i 

N- 2-Odoro-3-quinolinYI)methYll-l-(3.4-dicidorobeAizyl)-4-piperidinamine, 

N- I -(3,4-Dichlorobenzyl)-4-piperidinYll-N-[(6-methYl-2-PYridinYl)methYllamine, 

[5- lfl-(3,4-Dichlorobenzyl)4-piperidinYllaminolmethYl)-2-f4rYllmethYlwetate, 
i 

4-(,[I-(3.4-Dichlorobenzyl)-4-piperidinYllaminO)MethYl)-1,5.ffimethyl-2-phenyt-1,2-

N-?l-(3,4-Dichi,orobmql)-4-pipaidinyll-N-(4-pyridinylmethyl)mine. 

5 ((I-(3A-DichlorobeMl)-4-piperidinyllaminolnwtbyl)-2-nitrophonol, 
i 

2o N t2-(tCt-BitylsWfanyl)Wnzyi]-I-(3,"ctdowboMi)-4-piperidinatning, 

N :[I-(3A-Dichlorebenzyl)4-piperidinyll-N-(4-ethylbeuql)amine, 

5-1 ([I-<3+Dichlorobmyl)-4-PiM]idiUYIIRTuinO)MethYl)-2-hYdfOxYbenzOic acicL 

I 

1,3-Benzodioxol-4-ylmethyl)-I-(3,4-&chlombenzyl)4-piperidinaraine, 

T’l v 11 11 -(3.4-DicWorobenzyl)4-piperidinyll-N-(1,3-thiazol-2-ylmcthyl)amine, 

2s N?[1-(3,4-Dieblorobenzyl)-4-piperidinyll-N-1(5--CtbYI-2-furYI)methYllamine, 

1-(3,4-Dichlorobenzyl)-4-piperidinyll-N-(2-quinolinylmcthyl)amine, 

P?ll-(3,4-Dichlorobenzyl)4-ptperidinyll-N-(4-quinolinylmethyl)amine, 

54[[I-(3.4-]Dichl,orobenzyl)4-pipeMnYllamino)mcthyl)-2-hydroxy-3,-methoxybenzoic 

3o $-[(4-Bromo-IH-pyrazol-3-yl)mcthyil-l-(3,44chlorobenzyl)-4-piperidinandne, 
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2-[2- ([I-(3.4-Dichlorobenzyl)-4-piperidinyllamino)methyl)-6-methoxyphenoxylacctic 

acid.? 

N-J( 

13ro 

1-methyl-IR-pynml-3-yl)=thyll-l-(3."chlorobenzyl)4-pipeti&manfirLe, 

-Dichl"obmql?4-pipaidinyll-N-(4-iWobazyl)amint. N-p 4 

5 3-(( 1-(3.4-Dichlorobenzyl)4-piperidinyllamino)mtthyl)-6,74methyl4H-chromen-4-
one, 

10 

N-f 

-metbyl-IH-benzimidazol-2-

Eth?l 5-(([I-(3,4-dichlombeuyl)4-pipetidinyllamino)methyl)-2-methyl-3-faroate, 

N-11-(3,4-Dichlorobenzyl)-4-piperidinyll-3-ftramide. 

U N-[ -(3A-Dichlorobenzyl)-4-piperidinyl]4-D-(4-pyridinyl)-1,7-4-oxadiazol-5-

2-[ 54 1 -Benzyl-2-oxo-1,2-&hydro-3-pyridinyl)4-mothyl-4H- 1,2,4-triazol-3-yl]sWfanyl 

N-Q -(3.4-dichlorobenzyl)4-pipeddinylWopanswide, 
N_f

 

-(3.4-Dichlorobenzyl)-4-pipmftyll-&mpthoxy-"WnohnecaftxaTmde, 

2o N-[ -(3,4-I)fchlorobenzyl)-4-pipeddinyll-2-(2-fm-yl)4-quinolinwaftxamide, 

N-f 1-(3,4-DichlDrobenzyl)4-piperidinyl]4-(2-niethyl-l-oxo-1,24hydro-3-

3-( 3-Benzothiazol-2-ylsWfanyl)-N-fl-(3,4-dichlorobenzyl)-4-pipeddinyllpropanamide. 

N- 1-(34-DichlorobeMI)4-piperidinyll-2-(3,5-(Umethoxyphanyl)wAtamide, 25 N_ 

?l-(3,4-Dichlorobenzyl)-4-pipe"nyll-2-(2-methoxyphenyl)acctmmide, 

2-[,, -Odoro-2-oxo-1,34)enzoWazol-3(2H)-yl]-N-11-(3,"chlombenzyl)-4-

4,64Wwthyl-2-

3o 2-(i;I-Boozothiophen-3-yl)-N-[I-(3,4-dichlorobenzyl)-4-piperidinyl]acetamide, 
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1-(3,4-dichlorobenzyl)4-piperidinyl]pentanamide, 

N-1 [1-(3,4-Dichlorobenzyl)-4-pipeddinyl].N-2�(I.phenylethyl)phthalamide,  

s 2-C lopentyl-N-[I-(3,44chlorobenzyl)4-piperidinyllwetamide, 

4- ’oro-N-Cl-(3,44chlorobenzyl)-4-piperidinyl]-2-nitrobenzamide, 

2,2-1 ’chloro-N-fl-(3kdichlorobenzyl)-4-piperidinyl)-l-mothyleyclopropmecmtoxaniide, 

tert-putyl 4?-[5-(([I-(3,"chlorob?--nzyl)4-pipaidinyllamino)cafbonyl)-2-

io Ntoxyphmyl]- I -pipe=zWecarboxylft, 

-I -(3kDichlorobenzyl)4-pipeddinyll-5-oxo-l-(2-thienyhnethyl)-3-

Is 

20 

7.5 

30 

N4 -(3,4-Dichlorobenzyl)-4-piperidinyll-3-[2-oxo-1.3-benzoxazol-3(M-yllpropanangde, 

N-[?-(3.4-Dichlorobenzyl)-4-piperidinyll-4-fluorobmamide, 

N-C:I-(3,4-Dichlor-obenzyl)-4-pipe.ridinyll-2-mothylbmamide, 

N-,I-(3,4-Dichlorobenzyl)-4-piperidinyll-3-methylbenzamide, 

N-:I-(3,4-Dichlorebenzyl)-4-piperidinyl]41.Mydroxymethyl)benzaniide, 

N- ll�[I-(3,4-Dichlorobenzyl)-4-pipetidinyll-N-2-12.[(nmthylsulfariyl)methyl1-4-

rN I [I (3,4-Dichlorobenzyl)4-pipeTidinyl]-N-2--[2-(methylsWfanyl)?& 

uoromethyl)-4-pyrimidinyll-1.2-ethanediamine, 

N?l�[I-(3kDichIorobenzyl)4-piperidinyll-N-2�[5-metboxy-2.(methylsulfanyt)-4-

py?=?yl]-1,2-eftnedimiine, 

2?14-[(2-1[1-(3,4-Dichlorober,zyl)4-piperidinyllaniinolothyl)angnol-2-

pyriftdinylla=o)-l-othanol, 

N?�(2-ffl-(3,4-DicMmobenzyl)-4-piperidinyllamino)eihyl)-&methyl-2A-

([I-(3,4-Dicblorobp-=yl)-4-piperidinyllamino)ethyl)-N-2-,6-dimethyl-2.4-

[I-(3."chlorobcnzyl)4-

)ethyl)-4.6-pydmidincdiamine, 
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to 

-(3.4-Dichlorobanzyl)-4-piperidinyll-N-2--(4-phenyl-2-pyriniidinyl)-1,2-

-(3,4-Dichlorobenzyl)-4-pipeTidinyll-N-2--[4-(trifluoromethyl)-2-pyrimidinyl]-

1[1-(3,4?Nchlorobenzyl)-4-piperidinyllamino)ethyl)-N-4-.6-dimethyl-2.4-

([I-(3,4-dichlorobenzyl)-4-pipariditiyl]amino)ethyl)-2,4-

N-?--[I-(3,4-Dichlorobenzyl)-4-piperidinyll-N-2�[4-(3-pyridinyl)-2-pyrimidinyi]-1,2-

N-?�[I-(3A-DichlorobeMl)-4-pipeddinyl]-N-2--[4-(3-thienyl)-2-pyrimidinyll-1,2-

is N-??--[I-(3,4-Dichlorobenzyl)-4-pipL-ridinyl]-N-2-.[4-(2-thienyl)-2-pyria2idinyl]-1,2-

N 11�[I-(3,4-Dichlorobe=yl)-4-pipeddinyll-N-2--(I-mthyl-IH-pyrazolo[3,4-

d]??md _4-yl)-1,2-ethaucdiamine, 
1: 

N?l�[I-(3,4-Dichlorob=yl)-4-piperidinyll-N-2--(IH-purin-6-yl)-1,2-edmedimine,  
?i 

2a N?1--[I-(3,4-Dichlorobenzyl)-4-p7tperidinyl]-N-2--(S-methylthieno[2,3.dlpyrimidin-4-

yl?1.2-edmediamine, 

Ntl--[I-(3,4-Dichlorobenzyl)-4-piperidinyll-N-2�(7-methyMeno[3,2-d]pyrhWdin-4-

y -1, -edmeAiamine, 

N?l�[I-(3,4-Dichlorobenzyl)-"pe4ridinyll-N-2--(9-me&yl-9H-purin-&yl)-1.2-

25 araine, 

’D 

edi 

N I -(3,4-Dichlorobenzyl)-4-pipeTidinyll-2- ((5-(trifiuowme&yl -2-

p idivyllsulfanyl) acetamide, [I 

-[I-(3kDichlorobenzyl)-4-piperidinyll-2-(-5-me*yl-l-phmyl-IH-pymzol4-

y 

y 

)acetamida, 

: 
. 
: 
. 
: 3o $-[I-(3,4-Dichlorobenzyl)-4-pipeMnyll-5-oy-o-5-phenylpenmnwWdle, 
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1,34hiazol-4-yl]-N-[I-(3."chlorobenzyl)-4-

s N-[ ?-(3,4-Dichlorobenzyl)-4-piperidinyl].2-[2.(2-pyrazinyl)-1,3-thiazol4-yilacetmmide, 

N-( -(3.4-Dichlorobenzyl)-4-piperidinyll-2-1(5-phanyl-2-pyrimidinyl)sulfanyllwetamide. 

N-[i-(3.4-Dichlorobm"l)-4-piperidinyll-3-[3-<2-pyridinyl)-1,24-oxtdiazol-5-

N.rl-(3,4-Dichlorobanzyl)-4-piperidinyl]-IH-bewimidazol-2-mint, 

10 1-(3,4-Dichlowbmql)-4-pipeddinyllamino)-N-(3-methoxyphenyl)awbmde, 

dih h oride sWt, 

-(3,4-DichlorobeMl)-4-piperidilkyl]-N’-(3.4-dichlorophmyl)uma, 

-(3.4-Dichlorobenzyl)-4-pipeddinyll-N’-(3-methoxyphenyl)mvA and 

-(3,4-DieWorobenzyl)-4-piperidinyll-N-(4-metboxybmql)amine, dihydrachloride 

is 

I 

pvmt invention furdwr provides a proms for the preparation of a compound of 

f 
ula (1) which comprises: 

(a) when n is at lewt 1. the CRY group aMetted directly to T is CM? and T is NR’O, 

20 

w 

9 a edinpound of general formula 

R 1.(Q).-(CR2R),,�CO’  
0 

\ Fe 

twin Wis 0 or an intega ftm I to 3 and R’, e. R3, m and Q am as defined in formula 

E 

with a compound of general formula 
R \ 

�Y io 
N 
�? \/N�CFt4Rs-AB  

X�X 
(M) 

a salt thereof, wherein X, 0, R?, e and R’O an as defined in formula (1), in ft 

of a reducing agmt; or 

M 
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2p3 
(b) hen n is at least 1, the CR 

, 
group amwlw4 directly to T is C(Cl-C4 alkyl)2 and T 

10 
is I 

, 
reacting a compound of general formula 

Ff 
I 

R I 
-(Q).-(CFeR),�C�F4HW’  

I 

s wh rein Wis 0 or an integer from I to 3, e’and R" each independently represent a 
1 2 3 10 

Cl-?4 alkyl group, and R , R , R 
, 
R , m and Q are as defined in formula (1), with a 

compound of general formula 

0==? N�CWW-Fe  
X-X M 

10 wherein X, e, R? and e are as defined in formula (1). in the presence of a reducing 

azent, or 

(0 when T is C(0)NR 
10 

, reacting a compouad of general formula 

.40 
R (C)).j-(CRP �C? 

\OH 
(VI) 

w 
in 

R’, R3, Q, m and a are as defined in formula (1), with a compound of formula 

or a salt thereof as defined in (a) above; or 

(d? when m is I and Q is NO, reacting a compound of general formula (VII), R’ - L’, 

1 

20 

W I:e 

L 
I 
represents a leaving group (e.g. a halogen alorn) and R 

I 
is as defined in 

fo (1), with a compound of general formula 

NHFe-(CR2R),,-T--r)’I�CFN-R6  
X�X 

(VM) 
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13 

thereof, wherein n, T, X e, eo 0, e, R? and R! am as defined in formula (1); 

.n at least one of 0 and R? represents a hydrogen atom, reacting a compound of 

fbrmula, 

R’-(0).-(CFeR),, n T4 /NH 

ku%) 

or a aittluxeof, wherein R’, 0. R?, Q, m, n. X and T am as defined in formula (1), with a 

com und of general formula (X), 0 - C(0) - e, wherein R?9 represents a hydrogen 

io or a CI-C4 alkyl group and e is as defined in formula (1), bm the presence of a 

ing agent; or 

20 

are 

in 

25 

;dng a compound of formula (DQ as defined in (a) above. widi a compound of 

formula 
4 R’ Fts 

represents a leaving group (e.g. a halogen atom) and e, R? and e am as 

in formula (1); or 

10 
when T is NR 

, 
reacting a compound of general formula 

R’-(0),-(Ck2Fr)W� 0 
(= 

rain I? represents a Waving group (eg. a halogen atom) and Pt’, m,, n and Q 

3 defined in formula (1). with a compound of formula (M or a salt thereof as defined 

)above; or 

(b) ?? whmT is NHC(0)NR’oo reacting a compound of gerteral formula 



F 2214 

5 

.. .... .... .... 

14 

I 
R (0),-(CFR2nF13’ � NC--O In CAR 

1 2 3 
R 

, 
R 

, 
R Q, m and n are as defined in formula (I). with a compound of formula 

(ELI) Or a salt thereof as defined in (a) above; 

and ionally after (a), (b), (c), (4). (e), (f), (g) or (h) forming a pharmaceutically 

acceotable salt or solvate of the compound of formula (1) obtained. 

Compounds of fbrmulae (11) to (XM) we either commercially available, or are known in 

io -the terature or maybe prepared using known techniques. 

It w 
?1 

I be appreciated by those sitilled in the am that in the proce&u% of the present 

inve ntion ontain functional groups such as hydroxyl or ammo groups in the starting 

or intermediate compounds may need to be protected by protecting groups. Thus, 

1.1 the reparation of the compounds of formula (1) may involve, at an appropriate stage, the 

addition. and subsequent removal of one or nuxe protecting groups. 
7 

lb? protection and deprotection of fixtictional groups is described in Trutective Groups in 

30 ZOr
 antic Chemistry’. edited by J.W.F. McOrnie, Plenum Press (1973) and Protective 

ups in Organic Synthesis’. 2nd edition, T.W. Greene and P.G.M. Wuts, Wiley-

;rscience (1991). 

Ce compounds of formula (1) an capable of existing in stereoisomeric: forms. It will 

be understood that the invention encompasses the use of aU geometric and optical isomers 

2s of’ compounds of formula (1) and mixttires thereof including racemates. 17he use of 

rs and mixtures thereof also form an aspect of the present invention. 

tome 

e compounds of the invention and intermediates may be isolated from their reaction 

.01, 
xtures, and if necemary further purified. by using standard techniques. 

30 
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Ibe 
m7unds

 of formula (1) have activity as Pharmaceuticals, in particular as modulators 

of molkaine receptor activity. More particularly, the compounds have utility as 

modu 
i 
lators, of the activity of chemokine receptors CCRI and/or CCR3. 

s A further aspect of the invention involves the use of a compound of general formula (1) in 

the at of conditions or diseases in which modulation of chemokine receptor activity 

is be?cficial. 

Th compounds of general formula (1) may be used in the treatment of autoimmune, 

io infi ory, proliferative and hyperproliferative diseases and immunologically-mediated 

It7irl disc ncluding rejection of tranVianted organs or tissues and Acquired 

"odeficiency Syndrome (AIDS). Examples of these conditions include: 

(1) the ropirattory tract) obsbuctive airways diseases including chronic obstructive 

is pul Onary disease (CopD); asthma. such as bronchial, allergic, intrinsic, extrinsic and 

dus asthma, particularly chronic of inveterate asthma (e.g. law asthma and airways hyper. 

r 
res 
es nsiveness); bronchitis; acute, allergic, atrophic thinitis and chronic rhinitis including 

rhi ?tis cascom hypertrophic rhinitis, rWaitis purulenta, thinitis sicca and thinitis, 

ntosa; membranous rhinitis including croupous, fibrinous and 

20 p dornenifiranous rhinitis and scrofoulous rhinitis; seasonal rhinitis including rhinitis 

broid(hay
 fever) and vasomotor rhinitis; sarcoidosis. farmees lung and related diseases. 

lung and idiopathic interstitial pneumonia; 

(2) (bone and joints) rheumatoid arthritis, osteouduitis, smnegative 

25 ndylouthropathies (including ankylosing spondylitis, psoriatic arduitis and Reiter’s 

disease), Behcet’s disease, Sjogren’s syndrome and systemic sclerosis; 

(sIdn) psoriasis, atopical dermatids, contact dermatitis and other eczmatous 

*tides, seborrhoetic dermatitis, Lichen planus, Pemphigus, bullous Pemphigus, 



F 2214 

16 

Ispide rmolysis buIlosa, urticaria, angiodermas, vasculitides, erythemas, cutaneous 

Cosinj 
i 

I 
)philias, uveitis, Alopecia arem and vernal conjunctivitis; 

(4) strointestinal tract) Coeliac disease, proctitis, eosinopilic gastro-enteritis, 

5 mas ytosis, Crohn’s disease, inflammatory bowel disease, irritable bowel syndrome, 

ulcer twe catis, food-related allergies which have effwts remote from the gut, e.g., 

ndl i , rhinitis and eczema; 

(5) ?Other tisma and syst=Wc ffisew) multiple sclerosis, atherosclerosis, Acquked 

10 

’mm 

odeficiency Syndrome (AIDS), 1upus erythematosus, systemic lupus, 
I 

br: 

os , Hashimoto’s thyroiditis, myasthenia gravis, type I diabetes, nephrotic 

syn 0, Minophilia fascids, hyper IgE syndrome, lepromatous leprosy. sezarY 

syncIr Ome and idiopathic thrornbocytopenia pupura; and 

is (6) ?ajlograft rejecdon) acute and chronic following, for example, transplantation of 

kidney, bear% liver, lung, bone marrow, sidn and comea; and chronic graft versus host 

Thu?, the present invention provides a compound of formula (1). or a pharmaceutically-

m acceptable salt or solvate thereof, as hereinbefore defined for use in therapy. 
?7 

In a 
i 
furdw apect the. present invention provides the use of a compound of formula (1), or 

a 

p 

armaceutically acceptable salt or solvate thereof, as hereinbefore defined in the 

ufacture of a medicament for use in therapy. 

25 in 
the context of the present specification, the term "therapy" also includes "prophylaxis" 

unl?s there are specific indications to the contrary. The ternis "therapeutic" and 

should be construed accordingly. 
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’ylaxis is expected to be particularly relevant to the treaunent of persons who have 

suffe a previous episode of, or are otherwise considered to be at increased risk of, the 
i 

or condition in question. Persons at risk of developing a particular disease or 

con tion generally include those having a family history of the disease or condidon, or 

5 th who have been identified by genetic testing or screening to be particularly 

to developing the disease or condition. 

The, ?nvention also provides a method of treating an inflammatory disease in a person 

10 :psuff 

ring from, or at risk of, said disease, which comprises adn-dnistering to the person a 

euti y effective amount of a compound of formula (I), or a pharmaceutically 

acce;table salt or solvaW thereof, as heminbefore defined. 

For the above-mentioned therapeutic uses the dosage administered will, of course, vary 

the compound employed, the mode of administration, the fteatment desired and the 

is disoider indicated. 

The compounds of formula (1) and pharmaceudcally acceptable salts and solvates thereof 

Mal 
be used on their own but will generally be administered in the form of a 

eutical composition in which the formula (1) compoundisalt/solvau (active 

2o in ’ent) ii in associadon with a pharmaceudcally acceptable 4uvanL diluent or carrier. 

nding on the mode of administradon, the pharmaceutical composition will preferably 

co prise from 0.05 to 99 %w (per cent by weight), more preferably Arom 0.05 to 80 %w, 

stilli more preferably from 0. 10 to 70 %w. and even mom preferably from 0.10 to 50 %w, 

of tive ingredient, all percentages by weight being based on total composition. 

25 

sent invention also provides a pharuvicaudcal composition comprising a compound 

Th pre of 4 

rm 

[a (1), or a pharmaceutically acceptable salt or solvate thereof, as heminbefore 

’Zn:in associat:ion with a pharmaceudcally acceptable adjuvant? diluent or carrier. de 
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invention further provides a process for the preparation of a Pharmaceutical 

position of the invention which comprises mixing a compound of formula (0, or a 

maceutically acceptable salt or solvate thereof, as hereinbefore definecL with a 

acceptable adjuvant diluent or carrier. 

?7be phazmaceatical compositions may be administered topically (e.g. to the lung and/or 

airways or to the skin) in the form of solutions. suspensions, heptafluoroalkane aerosols 

and dry powder formulations; or systemically, e.g. by oral administration in the form of 

tablets, capsules, syrups, powders or granules,or by parenteral administration in the form 

of solutions or suspensions,or by subcutaneous administration or by rectal administration 

in the fbrm of suppositories or transdermally. 

The present invention will be further explained by reference to the following illustrative 

examples. 

ExanWes 147 

Q) tM-Butyl 1-(3,44[dftrobmgyl)4-piperldinylawNwaft 

C1 

Sodium triacetoxyborohydride (6g) was added to a stirred solution of 3,4-

20 dichlorobenzaldehyde (42g) and 1,1-diniethylethyl-4-piperidinyI carbamate (4g) in 

dichloromethane (50nd). 17he mixture was stiffed at room temperature for 4h then 

partitioned between ethyl acetate and aqueous sodium hydrogencarbonate. The organic 
layer was washed with watm dried and evaporated, under reduced pressure. The residue 

was triwved with ether to give a white solid (3.5g). Used directly. 

25 

(0) 1-(3,4-DieWrobemyl)41ipetidbmulne, diAtrifluoreacdate nk 
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cl ZC?NH2 

2CF3CO2H 

The product ftom step (i) (3.5g) was awed with trifluoroacetic add (10ml) in 

?i dichloromethane (40ml). After 72h, the solution was evaporated, the residue triturated 

with ether and the solid (4.3g) collected. 

5 

MS: APCI(+ve) 259/61 (M+I) 

(M) Examples 1.47 

The procluct from step (ii) (2mg), the appropriate aldebyde (2 equivalents), sodium 

to triacatoxyborohydride (3 equivalents) and diisopropylethylamine (2 equivalents) in 

acetonitrile (0.08ml) and I -mathyl-2-pyrrolidinone (0. 12ml) was left at room temperature 

for 24h. The reaction mixture was evaporated to dryness and the residue dissolved in 

climethylsuphoxide (0.4ml). 

15 Example I 

N-fl-(3,4-DWorobenzyl)-4-pipaidisyll-N-(4-mOhy&wzyl)amine 

MS: APCI(+ve) 363 (M+0 
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40 

10 

20 

2 

-(3,4-Dichlorobenxyf)-4-pkmtdinyllawlne)meihyl)pheuyllgkcet=Me 

I MS: APCI(+Ve) 406 (M+I) 

?:: ExwVle 3 

MS: APCI(+ve) 365 (M+I) 

Example4 

N-[(4-Chloro-l-methyl-lH-pymml-3-yl)me&yll-l-(3,"ddorobeMi)-4-

p e 

MS: APCI(+vc) 389 (M+I) 
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5 

?,’MS: APCI(+ve) 353 (M+I) 

Example 6 

N-[I-(3,,4-DichlarobenzA)-4-piperldinyll-N-(4-nitrobenzyl)=&e 

MS: APCI(+ve) 394 (M+I) 

Example 7 _ 

N-Denzyl-l-(3,4.dicWWrobmzyi)-4.ptefldbmnhw 

MS: APCI(+Ve) 349 (M+I) 
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8 

MS: AIIIQ+ve) 367 (M+ 1) 

Example 9 

N-(2,6-DicWrobeDzyl)-l-(3,"cWorobenzyl)-4-piperidbumine 

MS: APCI(+ve) 419 (M+I) 

to 

Example 10 

N,I.Bis(3,"chlorobe=A)4.piparMWandne 

US - APCI(+ve) 419 (M+I) 
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11 

APCI(+ve) 350 (M+1) 

12 

US: APCI(+ve) 369 (M+I) 

to 

Example 12t 

N-[143,4-Diddorebeml)4-piparklinyll-N4(5-methyl-2-thimyl)nkethyllem 

MS-. APCI(+ve) 369 (M+I) 

Is 
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2A 

14 

f[i -mdhoxyphenol 

APCI(+Ve) 395 (M+I) 

5 

is 

,Imethyl).2-nitrophenol 

li!?MS: APQ+ve) 410 (M+I) 

10 

Example 16 

3-(f[143,4-Dichlorobenzyl)4-piperidinygaminolnwthyl)4fl-cbrom=4.one 

MS: APCI(+ve) 417 (M+I) 

is 
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Evample 17 1: 

N?((S-Chloro-lA4ime*yl-lfl-pyrazol4-yl)me*yn-l-(3,"ddorobenzyl)-4-

s MS: APCI(+ve) 403 (M+l) 

is 

to MS: APCI(+vc) 373 (M+I) 
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19 

s MS?? APCI(+ve) 443 (M+I) 

20 

ale 

APCI(+ve) 414 (M+I) 

21 

APCI(+ve) 434 (M+I) 
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AM(+ve) 364 (M+I) 

5 

?-kj 

APQ+ve) 400 (M+I) 

to 

PY-1 

AP"+ve) 411 (M+I) 

15 

27 

acetate 
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10 

is 

28 

25 

APCI(+ve) 459 (M+I) 

26 

"Cl(+Ve) 350 (1%4+1) 

ple 27 

-(314-pich1woMazyl)4-pWdisyllanaino)methyl)-2.ni&ophenoI 

APCI(+ve) 410 (M+I) 

29 
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MS.?:, APCI(+Ve) 437 (M+I) 

29 

5 N4?-(3,4-Dichlorebenzyl).4-piperidinyll-N.(4-ethy%enzyl)amine 

10 

MS?? APCI(+ve) 377 (M+I) 

k 1-11 

acid 

11 

E715
 N_( 

3-1:::odiozW-4-yhm 

MS? APCI(+ve) 393 (M+I) 

APCI(+ve) 409 (M+I) 
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s MS: 

to 

is 

32 

+ve) 356 (M+I) 

33 

APCI(+ve) 367 (M+ 1) 

34 

APCI(+ve) 400 (M+l) 

35 

30 
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31 

APCI(+ve) 4W (M+ 1) 

Ezainpk 36 

S-({ 1-(3,4-DIChIlorobenzy? m OXYLI Ic 

add 

lo Ms?APQ+ve) 439(M+I) 

37 

is M4:APCI(+ve) 419(M+I) 

23 el?r-
-LA 
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acid 

s MS: APQ+ve) 453 (M+I) 

to 

15 

39 

32 

-niethyl-Ifl-pyrwAI-3-yl)meftyll-l-(3,"dklorobenzyl)4-

MS:?:APO(+ve) 433 (M+I) 

nPle 40 

MS?: APCI(+ve) 475 (M+I) 

41 
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one 

MS: AMI(+vc) 445 (M+I) 

Kv?vle 42 

MS: APa(+ve) 407 (M+ 1) 

10 

Exanude 43 

APCI(+ve) 403 (M+I) 

33 

,7-cHmtbyl4R-chromen4-

1 
-0--, 

-(3A-Didilorobmzyl)4-pi"fldinyl]-N-(3-mothylbon"l)aadne 



I . I .. ... - .". 11 ? .. . . - . . . ... . .-
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5 

34 

MS: AM(+ve) 363 (M+ 1) 

ms:,??+ve) 350 (A4+1) 

Exam?le 46 

lo N-R?A-Didilorobwql)-

MS: APCI(+ve) 377 (M+I) 

Exerople47 

is Ethyli.S.((fl.(3,"CbkwoMuzyl)4-pWdiny0aulnolme*yo.2-methyl-3-Nmte 
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35 

MS: APC R+ve) 425 (M+ 1) 

Examphs 48-73 

(i) E 48-73 

s Bromo-tzis-pyrwlidinc-phosphonium hexafluorophosphate (2 equiv) was added to a 

solution Of the product from Example I step (ii) (hydrochloride salt) (Img), the appropriate 

acid (2 equivalents) and diisopropylethylamine (5 equivalents) in dirnethy1formamide 

(0. 17ml) and was left at room temperature for 24h. The reaction mixture was evaporated 

to drynes’s and the residue dissolved in dimethylsulphoxide (0.3rtfl). 

10 

Examle 48 

MS: 

is 

y1lbi 

2D MS: 

K+ve) 353 (M+I) 

49 

? 474 (b4+1) 
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36 

-JIL-(3,4-dicKorobenzyl)-4-piperldinyllprop=aWde 

s MS: APCI(+ve) 611 (M+I) 

51 

io MS: AIO+ve) 444 N+I) 

si 

0 MS: AM(+ve) 4W (M+I) 
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Example 

MS: 

10 

MS: 

NIS: 

IkT ril 

+ve) 496 (M+1) 

54 

1(+ve) 480(M+I) 

ss 

56 

437 (M+I) 

37 
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MS: Ak, X+ve) 407 (M+I) 

E le S7 

2-f 2-ozo-IJ-bew 

MS: R+ve) 486 (M+I) 

lo gxa=vk Ss 

is 

38 

0 

"Cl(+Ve) 439 (M+I) 

F411 
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MS: AP4M+ve) 433 (M+I) 

ExamplO 60 

5 N-[l-(3.4-lDicWorobemD-

MS: A?W+ve) 465 (bf+l) 

MU 
le6l 

10 5-CvclohexA-N-fl-(3."i? 

Is 

MS: 

39 

ol
 

+ve) 425 (A4+1) 

P-19 
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MS: APP(+ve) 395 (M+I) 

5 N-

63 

MS: r+ve) 510 (M+I) 

Fxxuoe 64 

to 2-?"Mtyl-N-1143,4-0 

M& &C](+ve) 369(M+I) 

Elalo& 65 

is 447?ormo-N4143.4-ffieWler 

40 

0�?� 

- 
. 

-0-

0 cl 
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MS: API=+ve) 444 (M+I) 

Exanip? 

U-Dicl?
 
ro-N-tl-(3,"cWorobennl)4-piperidinyll-l-

5 medlyl 

MS: (+ve) 411 (M+I) 

e 67 

E y 10 tert. 1445-(I[l -2-

nmwdtholuphenyll-l-pkmmzbmwboxylate 

MS: ??+ve) 577 (M+ 1) 

is Exuible 69 

1-(Z4hienyhmthyQ-3-
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10 

MS: M?I(+ve) 466 (M+I) 

Examplp 69 

N41.(308-Dichlorobenzyl)-

MS: AKI(+ve) 448 (M+I) 

70 

MS: AP?X;ve) 381 (M+I) 

71 

MS: AK,?3(+ve) 377 (M+I) 

42 

cl 

(740 
a ci 
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MS: APFK+ve) 377 (M+I) 

5 

73 

N4 

0 

43 

0 

C, 

MS: -A7-I(+ve) 393 (M+I) 

10 

Exam?lms 74-93 

1- bIorob=qyF)-4-piWridinom (;?4-Dic 

0 

A solu?ion of 3,4-dichlorobenzyl chloride (2.8ml), 4-ketopiperidine hydrochloride 

15 
mono? 

ydrate and triethylamine (8nd) in dimethy1fortnamide (30ml) was stirred at room 

tempe6ture for 20h. The tnixam was partitioned between water and ethyl acetate, the 

Ors?ii
 

q? layer dried and evaporated under reduced pressure. Purification was by 

i y cluting with 40-50% ethyl acetaterisohmme. Yield 2. 1 g, 

20 MS: APCI(+ve) 258/60 (M+I) 

(0) te*t-Butyl 2-([ 



F 2214 

A soluti 

(1g) and 

room 

s organic I 

0 

MS: 

(M) N-1-

to SO 

The pa 

&CWCM 

with ad 

is 

MS: A] 

The pa 

2D epivall 

(0.15m] 

and the 

E=MP 

2s N-14 

Mimi 

44 

0 

a of the product from stop (i) (1.61g), N-(ton-butoxycarbonyl)-ohylenediamine 

;odium triacetoxyborohydride (2.12g) in dichloromethane (20m]) was sfined at 

pwature for 3h. The mixture was partitioned between water and ethyl acetate, the 

Lyer dried and evaporaW under reduced pressure. Yield 1.29S. 

’+ve) 402/4 (M+1) 

tri-trMoteroseetate 

NH2 

3CFSCO2H 
01 

uct from step (ii) (I .29g) was heated with Wwroacetic acid (5nd) in 

nethane (10ml). After 20h. the solution was evaporated, the residue tritaxwed 

r and the solid (1.62g) collected. 

302/4 (M+I) 

uples U." 

uct from step (iii) (0-0026g), ft appropriate activated halo-aromatic (1.25 

its) and diisopropylethylaminr, (10 equivalents) in I-methyl-2-pyrolidinom?e 

was heated at 100*C for 20h. The reaction mixtm was evaporated to dryness 

isidue dissolved in dftnethylsuphoxide (0.4ml). 

74 
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45 

MS: APO(+ve) 440(M+ 1) 

75 

5 N-1 

(trifluer p 

F 

F 

MS. +ve) 494(M+I) 

io Finawle 76 

N-1 

H 

0-

MS: A?4+ve) 4WM+I) 

Is 

77 

2?- (1,41 - fl-(3,4-DidMor( 

p 
yrho 
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MS: +vc) 439(M+I) 

Exwmp? 78 

5 N-4-4?F1.(3.4-Dichlove 

W-N 

a cl 

MS: AP?(+ve) 409(M+I) 

io Examk 79 

a cioc, 

MS. APCI(+ve) 423(M+ 1) 

is 

Ezmple so 

-2�,6-dhnethyl-2A-
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5 

MS: APO(+Ve) 471(M+I) 

81 

MS: AP +ve) 45W+I) 

10 Examp 82 

3 

pyrhmidiuylj-1,2-e&aueM 

MS: APCI(+ve) 448(1\1+1) 

Q 

.. .... .... .... 

47 

-2�[4-(hMuoromethyl)-2-

44r*pyL%d&nyl)-2-pyrhukHnyl]-
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48 

MS: APCI(+ve) 454(M+I) 

[I’m 

H 

H 

C, C, 

MS: 1(+ve) 423(M+I) 

10 Exam* 95 

is 

MS: AFO(+ve) 435(M+I) 

86 

cm 

V16 
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MS: A7]K+ve,) 457(M+l) 

at 
10

 

V 

s N-I�r (3.4-Dichlorobea 

MS: 

to Exa, 

N-1 

MS: 

1.5 

Eza 

N-1 

20 MS: 

11 ?lj 

OrCr4N

 

1?10?ccll 

H 

’+ve) 462(M+I) 

88 

cl 
cl 

+vc) 462(?A+I) 

89 

Oil, 

yr 
+ve) 434(M+I) 
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;Tl] 

s MS: AP7+ve) 420(M+ 1) 

Exmpl? 91 

N-1-443.4-Dichlbroben 

to 

MS: ?0(+ve) 450(M+I) 

Fmmo? e 92 

is 

-wthyltMeno(3"jpydn"n-
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;h1b:
 +vP.) 450(M+I) 

S’ 

93 

N-11493A-Dichloroba 

MS: A7+ve) 434(M+I) 

10 Ezam?le 94 

is pyr 

the 

dih 

for 

51 

CF;"CIIT"S"’Ira C1 
N U 

iy1diftnidazole (0.105S) was added to a stined solution of 2-(154trifluoromethyl)-2-

,yllsulfanyl)acetic add (0.166g) in dimethy1formamide (2ml). After lh a solution of 

duct fiom Example 1 step (ii) (0.3g) in a solution of dimethyffonnamide aW 

opylethylamim (2 equivalem) (1.5ml) was added and sfinrA at rmn temperature 

The mixture was partitioned between water and ethyl acetate, the organic layer 
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MS: 
I 
H I 

7.29 

1.70 

MP: 

10 Eza 

The 

is O-v 

. Yif 

MS: 
I 
H I 

20 

2S 

up: I 

52 

with water, dried and evapordted, under reduced pressure. The. residue was 

with ether and collectrA Yield 0.084g as a solid. 

(+ve) 478/80 (M+I) 

8 (DMSO-d6) 8.76(s, IH), 8.1 I(d, IH), 8.02(dd, IH), 7.59-7.53(m, 3H), 

1H), 3.91(s, IH), 3.58-3.45(m, IH), 3.44(s, 2H), 2.70(br d, 2H), 2.03(br t, 2H), 

d, 2H), 1.46-1.37(m. 2H). 

95 

0 N 

0� 
CI
 

e compound was prepared from the product of Example I step (ii) (0.3g) and of 2-

iyl-l-phenyl-IH-pyr=W-4-yl)acefic acid (0.151g) using the method of Exupple 94 

0.18gasasolid. 

?Cl(+ve) 457/9 (M+I) 

R: 8 (DMSO-d6) 7.90(d, IH), 7.59-7.38(m, 8H), 729(dd, IH), 3.54-3.50(m, IH), 

2H), 3.24(s. 2H). 2.72(br d, 2H), 2.24(s, 3H), 2.03(br t? 2H), 1.72(br d, 2H), 1.46-

, M. 

C, 
C1 

a 
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The ti COMpOWd was prepared from dw product of Example I step (H) (0.3g) and of 5-

oxo-5- YlpWtanOic add (0. 134g) using the method of Example 94. Yield 0. 149g as a 

solid. 

S MS: +ve) 433/5 (M+I) 
I H 8 (DMSO-d6) 7-96-7-93(m, 2H), 7.72(d. I H). 7.65-7.Wnx 5M. 7.28(dd, I H), 

3.57-3. 1 H), 3.44(s, 2H). 3.01(t, 2H). 2.72-2.67(m. 2H), 2.13(t 2H), 2.04-1.98(m, 

2H). I. 1-79(m. 2H), 1.69(br s, 2R), 1.41-1.32(m, 2H). 

UP: I *C 

to 

97 

i.i The tide 

Example 

MS: AK 

20 
1 
HNMR 

3.57-3-51 

1.48-1.38 

UP: 174Y 

2s Fxan*e 

N-[I-(394 

C1 

pound was prepared from the pmduct of Example I step (ii) (0-3g) and 2-[2-

riyl)-5-methyl-1,3-thiazol4-yllapetic acid (0. 187g) using the method of 

Yield 0. Ig as a solid. 

+ve) 5 1 W (M+ 1) 

I (DMSO-d6) 8.00(d. I ED, 7.95-7.82(m 2H). 7.59-7.52(ni, 4ED, 7.29(dd. I ED, 

a. 3M, 3.44(s. 2H). 2.72(br d, 2H). 2.41(s, 3ED. 2.06(t 2M, 1.73(br d, 2H). 

ot, 2H). 
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The b 

(phen 

solid. 

54 

%P, 

---a 
I 

C, H 

compound was prepared ftom the product of Example I step (ii) (0.3g) and 2-

afanyl)acetic acid (0. 11 8g) using the method of Example 94. Yield 0-056g as a 

MS: AI?M+ve) 409 (M+I) 

H S (DMSO-d6) 8.00(d, IH), 7.57(cL IH), 7.53(d, IH), 7.36-7.27(m, 5M, 7.20-

7.16(m, 1H), 3.61(s, 2H), 3.55-3.47(M IM, 3.44(s, 2M, 2.69-2.66(m, 2H), 2-02(t 2H), 

RM I] 1.67-1. m, M, 1.41-1.31(m 2H). I 

io W. 97 

is The tide 

fluoropb 

MS: AP 

H N)A 

2o 7.07(m, 2 

1.71-1-68 

M -144-

E=MPle 

2s N4143,4 

C, 

npound was prepared from the product of Example I step (ii) (0.3g) and 2-(4-

f)acedc add (0.108g) using the methodof Example 94. Yield 0.15gas a solid. 

+ve) 395 (M+1) 

i (DMSO-d6) 7.98(d, IH), 7-57(d? 1H), 7.53(d, IH), 7.30-7.25(m, 3M, 7.13-

), 3.54-3.48(m, 1H), 3.45(s, 2H), 3.37(s? 2ED, 2.72-2.69(m, 2H), 2-02(t, 2M, 

m, 2ED, 1.44-1.34(m4 2H). 

no 
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5 

IN 

is 

The 

0.08g ap? a solid. 

55 

N 

’0, 

"N 0 N 

was prepared from the product of Example I stop (ii) (0.3g) and 2-[2-

iazol-4-yllacedc acid (0. 155g) using the method of Example 94. Yield 

MS: +ve) 462 (M+1) 

R 8 (DMSO-d6) 9.25(d. IR), 8.7".71(ra, 2H), 8.07(d, 1H), 7.64(s, 1H), 7.59-

7.54(ra, H), 7.31-7.28(ni, IH), 3.69(8,2H). 3.59-3-*m. IED, 3.45(s, 2ED, 2.74-2.71(m 

RM 

t 

2H), 2. t. 2H), 1.76-1.74(m. 2H), 1.49-1.39(m, 2M. 

UP: 18 91*C 

EXMVIOM 

The d? compound was prepamd from, the product of Example I step (H) (0.3g) and 2-1(5-

phmy’?2-pyriuddinyl)sulfanyl]=tic acid (0. 172s) using the method of Example 94. 

Yield 1.115gasasoRd. 

20 MS: +ve) 487/9 (M+I) 

H 6 (DMSO-d6) 8.96(s, 2H), 9.09(d. IH), 7.7&7.75(nL 2H), 7.59.7.43(m, 5H), 

7. IM, 3.91 (s, 2H). 3.59-3.52(m, IED, 3.44(s, 2ED, 2.70(br d. M, 2.03(br t, 2H), 

e S 

d 

28
 .1-72(b d, 2H), 1.47-1.38(m6 2H). 

U 

P. I 7,C 

IP: I 7*C 

25 



F 2214 oer 

s The title 

Yield 

56 
2&4 

102 

pound was prepared from the product of Example I step (H) (0.9g) and 343-

.1,2,4-oxadiazol-5-yllproponoic add (0.3g) using the method of Example 94. 

as a solid. 

MS: -APtT+ve) 46W2 (M+I) 

10 H (DMSO-M) 8.76-8.74(m, 1H), 9.05-7.99(m, 2ED, 7.94(d, IED, 7.61-7.56(m, 

2H)1,7.5 cLIM.7.28(ddIED,3.56-3.49(nlIH),3.43(s?2H).3.19(t?2I4),2.71-2.66(m, 

4M, 2.0 (t, 2H), 1.69(br d, 2H), 1.42-1.33(m, 2H). 
UP.

 

l5k 

is -.103 

2o A 

in 

be. 

N C1 
H 0---() 

441H-bonbakla=1-2-ybmfto)-l-p#midkemdxmylaft 

a of 2-chlorobenzimidazole (1g) and ethyl 4-amino- I -opeddinecarboxyleft (2g) 

%yI-2-py=lidinone was heated at 130PC for 24h. The mixture was partitioned 

water and ethyl acetate, the organic layer washed with water, dried and 
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A ,,, 
S7 

under reduced pressure. Purification was by chromatography eluting with I % 

ie/5% methanol in dichloromethane. Yield 0.630g as a solid. 

TOF N ES+ 289.1652 (M+I) 

(U) N-( Pipeiridinyl)-IH-be?dmol-2-aafte, d1hydrochlorlde salt 

The from step (i) (0-58g) was heated under reflux with 5M hydrochloric acid 

’ 

Nf-( 

P’
 t (20ml) r 24h. 7be solvent was evaporated under reduced pressure, the residue 

a 

otro 

I 

ze d with toluene, washed with ether. Yield 0.58g as a solid. 

to 

S 

TOFM ES+ 217.1452 (M+I) 

(JR) 
N"’

 

-<3,4-Dichlwobenzyl)-4-pipridlnylj-I AeW&WdazoI-2-amjne 

Triethyl 

ne 

(0.223ml) was added to a stiffed suspension of the product from step (ii) 

is 
(0. 

2g) i dimethy1formamide. After 5min 3,"chlorobenzaldehyde (0. 175g) then sodium 

triaceto yborohydride (0.212g) was added and the nAxture stiffed at room temperature for 

3h. lb mixture was partitioned between 2M hydrochlonc acid and ether, the aqueous 

layer w bas.ified with aqueous sodium hydrogencabonate and extracted with ethyl 

amtate. The organic layer was dried and evaporated under reduced pressure. The residue 

m was tri rated with ethyl acetate/ether and the solid collected. Yield 0.045g. 

TOF MO ES+ 375.4257 (M+I) 

H 8 (DMSO-d6) 10.6(br s, 1H), 7.60-7.56(m, 2H), 7.32(dd, IH), 7.12-7.09(m 2H), 

6.8&6. 3(m, 2H), 6.49(d. IH), 3.55-3.49(m, 3H), 2.79-2.71(m. M. 2.13-1.91(m, 4H), 

25 1.56-1. m, 2H). 

H 

6 3’ 

1_5 

1 MDP: 12 OC 

e 

104 

2-(114 4. 

3o dihyd salt 
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product 

1-methi 

a Ma 

N-(3-methoxyphenyl)-acetamide (0.241 S) was added to a stirred solution of the 

f Example I step (ii) (dihydrochloride salt) (0.4g), triethylamine (0.608g) in 

2-pyffolidinone (Sml). Mm reaction mixture was heated at SOOC for 6h then 

s partid 1 between ethyl acetate and brine. ’Me organic layer was washed with brine, 

tI 

ddned evaporated under reduced pressure. Purificadon was by %romalography eluting 

n e an a with chl 30:15:3:0.5. The resulting product was con Icofonnruohexone/ibiethylaminetmedmoI I 

v to the hydrochloride salt using ethereal hydrogenchloride. Yield 0.135g. 

to TOP MI ES+ 422.1406 (M+I) 
I 
H - 8 (DMS040 11.2 1 (br s, 111), 10.82(s, IH), 9.53(br s, 2H), 7.95(s, IM, 7.75(d, 

IN,)’
 

7. IM, 7.31-7.23(m. 2H). 7.15(d, IH), 6.70(dd. IH), 4.28(br s, 2R), 3.97(br, 7 d, 

H), -3.73 s. 3H), 2.96(br, 2R), 2.29-2.05(m. 4H). 

MP: 27 WC 

is 

F 

um
 I 

mm 105 

0 . 

.1 

3 31 orophenyl isocyanate (0.081g) was added to a stirred solution of the product from ,4-Di 

’(3 

20 

=Pl 

I step, (ii) (0. 13g), diisopropyldhylamine (0.2g) in dichloromethane (4ml). The 

reaction mixture was stirred for 20h and diesolvent removed under reduced pressure. 

m 

Puriffli * 
’on

 was by d1hrommography cluting with 5% mathanol/dichloromethane. Yield 

0.09S a solK 

2s TOF ; ES+ 446.0360 (M+l) ? 
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I 
H P 

7.22 

2H). 

MR. 

59 

: 8 (DMSO-d6) 8.65(s, IH), 7.92(d, IH), 7.59(d, IM, 7.54(s, IH), 73 I(d, IH), 

1H), 6.26(d. IH), 3.45(br s, 3H), 2.67(m, 2H), 2.1 I(m, 2M, 1.81(m, 2H), 1.40(m, 

1900C 

106 

CI 
3 3- oxyphenyl isocyanate (0.064g) was added to a sfiffed solution of the product from -M 

M t" 10 E WIC I step (ii) A 13g). diisopropylethylamine (0.2g) in dichloromethaw (4ml). The 
. 

I 

on mixture was stined for 20h and the solvent removed under reduced preswre. 

c 

’m 

. ation was by A ot y cludng with 5% MethanoUdichloromeduse. Yield 

0. g as a solid. 

is Ms? APCI(+ve) 408110 04+1) 
1 
H : 6 (DMSO-d6) 8.32(s. IH), 7.59(d, IH), 7.55(d, IM, 7.3 I(dd, IED, 7.13(m 1H), 

7. IH), 6.83(ddlH), 6.47(dd, IH), 6.09(d, IH), 3.69(s. 3H), 3.46(m. 3H), 2.66(m. 

,2.13(m72H), 1.91(m, 2M, 1.42(m. 2H). 

178-9*C 

20 

107 

J1.(3,4- dgxydrochbrMe 

2M 

go 
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60 

compound was prepared from the product of Example I stop (ii) (0. 185g) and 

tybenzaldehyde (0.49al) using the method of Example I step (i). Yield 0-84g as a 

MS: APQ+ve) 379/81 (M+l) 

H 8 (DMSO-M) 11.33(br s, IM, 9.56(br s, 2H), 7.96 (s, IH), 7.74(d. IM, 7.61(d, 

11HO 7.52(d, IH). 6.97(d, IH), 4.27(s, 211), 4.07(s,2H), 3.77(s. 3H), 339-2-94(m, 5H), 

2.32;2.28(m 2H), 2.15-207(m6 2H). z7 
MP: ;>25(rC 

Plza?=mWcW AnWysis 

C*M am Ica 261, asmy 

a) ?Hum= eodwwh0s 

is Human eosinophils were isolated from HVrA anticoagulated peripheral blood as 

pt 
iously described (Hansel et al., J. hwnwwL Meduds, 1991, 145, 10:5-110). The cells 

w 

rmusMded (5xlCP ml-’) and loaded with SpM FLUO-31AM + Plutonic F127 

2.2 (Molecular Probes) in low potassium solution (IXS; NaCl I I 8mK MgSO4 
1 

0.8 glucose- 5.SmK NagCO? 8,5MM, KCI 5MM, HAPES 20MM, CaC12 I -8mK BSA 

w 0.1%, pH 7.4) for one hour at room temperature. After loading, cells wow centrifuged at 

2?g for 5min and resuspended in LKS at 2-Sxl(f mr’. 7be cells were then transferred to 

96? well FLA)r plates (Poly?-D-Lysine plates from Bemn Dickinson pro-incubated with 

5?M fibronectin for two bows) at 100ml/well. The plate was cenafted at 200S for 5min 

a 

th,e Us 

nd e ce were washed twice with LKS (200pl-, room tempennre). 

2S 

A compound of the Examples was pre-dissolved in dimethylsulphoxide and added to a 

concentration of 0.1%(viv) dimethylsulphoxide. Assays were initiated by the .t.7 on of an Aso concentradon of cotaxin and the a=sient increase in fluo-3 fluorescence 

0? =490mn and 11sm = 520nm) monitored using a FLJPR (Fluorometric Imaging Plate 

3o F?adcr, Molecular Devices, Sunnyvale, U.S.A.). 

M 
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bI I nwnoeyW 
Hum
 

monocytes were isolated from FIYrA anficoagalated peripheral blood as 

previ ly described (Curtoosamy & Holbrook, J. Leukocyte Biology, 1998, S2, 13). Cells 

"OR=
 

s were, suspended (5xl66 nil") in LKS and loaded with 5pMFLUO-3/AM + Pluronic F127 

2.2 

’n’ 

(Molecular Probes) for one hour at room temperature. After loading, cells were 

cen Ifuged at 2OOg for Smin and resuspended in LKS at 0.5xlOfi ml"’. The cells were then I 
I 
f S 

transierred to 96 well FLJPr plates (Costar). To each well 1001il of cells were added at a I 
concentration of 0.5xW mr’. Ibe plates were centriftiged (200g; 5 mins; room 

to te rat=) to allow the cells to adhere. After centrifugation the cells were washed twice 

with !LKS (2W; room temperature). m ith7i 

A compound of the Examples was pre4nolved in dimethylsulphoxide and added to a 

fi concentration of 0. 1 %(v/v) dimethylsulphoxide. Assays were initiated by the 

15 addition of an Aso concenuidon of MIP-la and the traasient increase in fluo-3 

(Im, -490nm and IE. = 520mn) monitored using a FLJ[PR (Fluorometric 

Plate Reade4 Molecular Devices, Sunnyvale, U.S.A.). 

The compounds of the Examples were found to be antagonists of the eotaxw mediated 

20 (C?-Ij in human cosinophils and/or antagonisu of the MIP-la mediated (Ce*h in human 

Ki-mma eooia"N chemota3as 

Human cosinophils were isolated from EDTA anficoagulated peripheral blood as 

ImmwtoL Methods, 199 1, U4 , 105-110). ne cells 

2S p vlously M in Rpm containing 2oo ivi/ad penicillin, 2oo pWtni w resus:de: t(oHxmim(f Imert al 

streptomycin sulphato and supplemented with 10% HWr-S, at room temperature. 

inophils (700 pl) were pre-incubated for 15 mins at 37* C with 7 0 of either vehicle or 3o 

mpound (100x required final concentration in 10% disnothylsulphoxide). The 
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chem?axis plate (ChOMOTX. 39M pore, Neuroprobe) was loaded by adding 28PI of a 

ftAdon of Cotaxin (0. 1 to IOOMM) containing a concentration of a compound 

acco i 
lag

 to the Examples or solvent to the lower wells of die chemotaxis plate. The filter 

w:as tn placed over the wells and 25 pI of cosinophil suspension wen added to the top of f! 

s the fi ter. The plate was incubated for I hr at 370 C in a humidified incubator with a 95% 

a 

.15 w 61 

ir/5 CO2 atmosphere to allow chanotaxis. 

The ium containing cells that had, not migrated, was careefiffly aspirated from above 

the ter and discarded. The filter was washed once with phosphate buffeted saline (PBS) 

10 co ning 5 mM EDTA to remove any adherent cells. Cells that had mirwed through the 

fi were pelleted by centriftatiou (300xI for 5 mins at room temperature) and the filter 

ved and the. supernatant transfared to each well of a 96-well plate (Costar). The 

PC colls were lysed by the addition of 28 PI of PBS containing 0.5% Triton 400 

fo 
I 
wed by two cycles of fremIthawing. The cell lysate was then added to the 

is t. The number of eosinophils migrdting was quantified according to the method 

Of et al., A lnwmwL Methods, 1985, t3, 209 by measuring cosinophil peroxidase 

acti, 
I 
ity in the supanatant 

Ce compounds of the Examples were found to be antagonists of the eotaxin mediated 20 

hzeosivophil chemotaxis. 
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I. compound of general formula 

63 

CLAIMS 

1 2 R -(0),-(OR Rn-T--" N� CFeRs-R(l 
�X 

5 wh in 

R ents a C I -C 12 alkyl group optionally substituted by one or more substituents 

in dently selected from cyano, hydroxyl. Cj-C6 alkoxy, Cj-C6 alkylthio and C, 
alkoxycarbonyl, or 

R tg a 3- to to-membered saturated or unsaturaW ring system which optionally 

to c up to two ring carbon atoms that form carbonyl groups and which optionally 

comprises up to 4 ring hateroatoms indapendently selected from nitrogen, oxygen 

and ulph . wherein the ring system is optionally substituted by one or mm substituents 

de ndi 

I 
em 

;om
 rises 

r 

i de an n Tdently selected from halogm, cy . o, nitro, hydroxyl, carboxyl, C1 C6 aWyl, 

C1 hy&oxyalkyl, Cj-C6 haloalkyl, Cj-C6 alkoxy. carboxy-substittited Cj-C6 alkoxy, 

is C1 alkylthio, Cl-C6 aklthiOmethYl, CI-C6 alkylearbonylaniino, -NR70, 
7 8 

-Q 1 YN 

. 

R R , CI-C6alky1carbonyloxymethyl, C1-C6a1koxycarbonyl. 

Cl alkoxycarbonylpiperazinyl, Nryl, phenyl, pyridinyl, pyrazinyt, hatophenyl, 

thienyl, thienylmethyl,C1-C6alky1benzyl and 

ZN 

2D M ? 0 Of 1; 

Q ?epresents an oxygen or sulphur atom or a group NO, C(0), C(0)NR! or NR!C(0); 

:.1?
 
0 11, 2113 or 4, provided that when n is 0, then m is 0, 

h and R’ independently represents a hydrogen atom or a Cj-C4 alkyl group; 
10 10 11 to 

T represents a group NR , QO)NR or NR C(0)NR 
7 5 e?h X independwtly represents a group CH2, CM12 or C=(),, provided that at teast two 

groups X simultaneously rePVCsM CH2; 
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S R 
7 

Cl-

R!, 

R? each inde-pendently repment a hydrogen atom or a C I -C4 alkyl group; 

esents a phenyl group optionally substituted by one or more substituents 

idently selected from halogen, amino (-NH2), nitro. cyano, sulphonyl (403H), 

I Onamido (-SO2NH2), CI-C6 alkyl, CI-C6 haloalkoxy and CI-C6 alkylsulphonyl; 

d R8 each independently represent a hydrogen atom or a group selected from 

s hydroxyalkyl, C3-C6 cycloalkyl and C I -C6 alkyl optionally substituted by phenyl; 
10 

and R 
I I 

each independently represent a hydrogen atom or a CI-C4 Wkyl or 

CyClopr’Dpylmethyl group; and 
each I 

R 
12 

independently represents a C1 -C4 alkyl or cyclopropylmcthyl group; 

to or a pharmaceutically acceptable salt or solvate thereof. 

2. ? compound according to claim 1, wherein Q represents a sulphur atom or a group 

NFL?!? C(0) or NHC(0). 

is 3. ?? compound according to claim I or claim 2, wherein T represents a group NH, 

C(0)NH or NHC(0)NH. 

4. A compound according to any one of claims I to 3, wherein all four groups X 

rep sent CH2-

S. A compactrid according to claim I which is sclectod ftm-

N- 1-(3.4-Dichlorobenzyl)-4-pipmidinyll-N-(4-mothylbenzyl)amint. 

N- ?(([I-(3,4-Dichlombenzyl)-4-piperidinyllmhw)mcthyl)phonyllaccumgdc, 

3- ?([I-(3,A-Dichlorobenzyl)-,?-pipedftyllanim)rwthyl);6enol, 

2s N 1(4-alom-l-methyl-IH-pymol-3-yl)me&yl]-I-(3,"chlombonyl)-4-piperidinamine, 

N ?? -(3,4-DichloroWnzyl)-4-piperiditiyl]-N-J(S-mcthyl-2-ftql)mcthyllamine, 

NI[(II-(3 4-Dichlorobenzyl)-4-piperidinyll-N-(4-WhoWnzyl)mdne, 

N?Benzyl-l-(3,"chlorobenzyl)-4-piperidinamiM 

N i ??[1-(3,4-Dichlorobenzyl)4-piperidinyll-N-(4-fluorobeMl)aWne, 

3o ??(2,6-Dichlombenzyl)-I-(3,4-dicMorobmyl)-?ipcn&namine, 

?-z SZ, 
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0 

jo N-[(, 

N-[l 

15 

N-(l 

65 

r.hlorobanzyl)-4-pipeddinyllamino I mthyl)-2-mp-thoxyphenol, 

chlorobenzyl)-4-pipL,tidinyljaniino)methyl)-2-niMphenot, 

chlorobenzyl)-4-piperidinyllaniino)methyl)-4H-chmnien-4-one, 

1,34methyl-IH-pyrazol-4-yl)metbyll-l-(3,4.dichlorobenzyl)4-

oro-IH-pyrazol-3-yl)methyll-t-(3,4-dichlowbanzyl)4-piperidinamine, 

-Dichlorobenzyl)-4-piperidinyll-N-([I-(4-methylbenzyl)-IH-pyrazol-5-

famine, 

Unyll-N-[(2-phonyl-IH-imidazol-4-yl)methyl]amin% 

1-(3,4-dicWorobcnzyl)-4ipcWdinamine, 

N-[I?(3,4-Dichlorobenzyl)-4-piperidinyll-N-(3-quinolinylmethyl)amine, 
I 

[5-(?,?[1-(3,4-I)icNorobenzyl)-4-pipeiridinyllamitio)mthyl).2-furyllmethyt acetate, 

4-(Jil-(3.4-Dichlorobenzyl)-4-piperidinyllmnino)acthyl)-1,5-cU=thyl-2-phenyl-1,2-

2o N-[I?-(3,4-Dicblorobenzyl)-4-piperidinyll-N-(4-pytidinyhwthyl)amine, 

541 1-(3,4-Dichlorobenzyl)-4-pipe?dftyljaugno)nrAyl)-2-niuut*cnol, 

I N-[?-(tm-Butylsulfgnyl)bmyll-l-(3.4-&chlombmql)-4-piperidhmmine, 

N-[ -(3,4-Dichlorobenzyl)4-piperidinyll-N-(4-ethylba"l)mine. 

5-( i?( 1-(3,4-Dichlorobmyl)-4-pipeddinyllaniino)nwtbyl).2-hydroxybenzoic acid, 

25 N-( 3-Benzodioxol4-yhnethyl)-I-(3,4-dichlorobeml)-4-pipeddkmiim 

N-[11-(3,4-t)ichlorobenzyl)4-piparidinyll-N-(1,3-thiazol-2-ylmethyl)amine. 

N- 1-(3,4-Dichlowbenzyl)-4-piprridinyi]-N-((S-ethyl-2-furyl)mcthylI 

N- il.(3.4-Dichlorobcnzyl)-4-pipaidinyll-N-(2-quinoliuyhw&yl)aminp-. 

N- I -<3,4-DkWowboml)-4-pipeti&nyl)-N-<4-q*noHnylmethyl)amine, 
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5-((fl -(3.4-Dichlorobmzyl)-4-piperidinyl]amino)mediyl)-2-hydroxy-3-methoxyb?nwic 

acid, 

N-[(
 

Bromo-IH-pyrazol-3-yl)mediyl]-I-(3,4.(HchloroboMi)-4-pipeddbmmine, 

2-[2- ?i(l-(3,4-Dichlorobewyl)-4-piperidinyllandno)metbyl)-6-methoxyphmoxy]amtic 

s acid, ?? 

N-E(4?Bromo-i-methyl-IH-pyrazol-3-yl)nwthyll-l-(3,4-(Hchlorobenzyl)-4-piperidinatWne, 

N-[l 3.4-Dichlorobenzyl)-4-pipaidinyl]-N-(4-iodobenzyl)amine, 

3-(( f -(3,4-Dichlorobenzyl)-4-piperidinyl]amf nolmethyl)-6,7-dimethyl-4H-chromen-4-

one, 

10 N-[143.4-DichlorobeMl)-4-pipendmyll-N-(4-tsopropoxybenzyl*me. 

N-[I?l,(3.4-Dichlorobenzyl)-4-piperidinyll-N-[(I-methyl-IH-benzimidazol-2-

5-(Ifl-(3.4-dichlorobenzyi)-4-pipeddinyllamino)methyl)-2-methyl-3-furoate, 

N-[I??3,4-I)ichlorobenzyl)-4-pipezidinyll-3-ftuamide, 

N-c?i?-(3,4-Dictlorobmyl)-4-pipaidinyll-4-[3-(4-pyridinyi)-1,2,4-oxaffiml-5-

2o 2-[,[?-(I-Bmzyl-2-oxo-1,2-dihydro-3-pyridinyl)-4-methyl-4H-1,2,4-Waol-3-yi]stdfanyll-

N.4 44chlorobenzyl)-4-piperidinyllpiropanamide. 

-’1 

-(3 

N C -(3,4-Dichlarobanzyl)4-piperidinyll-&nwthoxy4-quinoUnecarboxamide, 

N-f -(3,4-DieWowboMt)-4-pipaidinyl]-2-(2-ft"1)4.qu?oHne=Wxamide, 

N-F- -(3,4-Dichlorobenzyl)4-piperidinyi]4-(2-nwthyl-l-oxo-1,2-&hydro-3-

1 25 luinolinvl)butanamide. 

3-(1,3-Benzothiazol-2-yisulfanyl)-N-[I-(3,"chlorobenzyl).4-pip"idinyllpropownide, 

N-C?-(3,4-]Dic[dorobenzyl)4-pipaidinyll-2-(3.54methoxyphanyl)wctaraide, 

N- ’3. Didiloroborj?2y ),-4-pi 2_[ _?: oro_2_oxo.1,3 otlu 

30 
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N-[l 

pyril 

2-(1-

N-fl 

5-05 

N-[l 

N-1-

2-C) 

4-0 

io 2,2-1 

tert-I 

MrA 

N-[l 

1.5 

67 

-(3,4-&chlorobanzyl)-4-pipr.ridinyllacetamide, 

-(3.4-dichlomWnzyl)-4-piperidinyllpentmuanide, 

155 

1-(3,4-I)ichlorobenzyl)-4-piperidinyl]-N-2�(I-phanylethyl)phthalmwde,  

gentyl-N-tl-(3,4-dichlorobenzyl)-4-piperidinyllacetaudde, 

u-N-[I-(3,"cblorobenzyl)-4-piperidinyl]-2-niftobenzamide, 

bloro-N-(I-(3,44chlorobenzyl)4-piperidinyll-l-metbylcyclopropanecaboxamide, 

yl 4-[5-(( [1-(3,4-dichlorobenzyl)4-piperidinyllamino lcarbonyl)-2-

yphenyll-l-piperwinecaftxylate, 

1-(2-thianylmethyl)-3-

1.3-benzoxazol-3(2H)-yUpropanamide, 

20 N
-v
 [1-(3,4-Dichlorobenzyl)-4-pipL-ridinyll-N-2�(2-[(nwtbylsuVanyl)methyl14-

dinyll-1.2-ethanediamine, 

"-’3’ 

4, 

p N- fl-(3.4-DicWombenzyl)4-pipecidinyll-N-2�[2-(niethylmffanyl)-6-

uom 

yl)4-pyrimidinyll-1,2-ethaneffiamine, 

N- ’--[I-(3,?4-Dichlorobw"l)-4-pipaidinyll-N-2�[5-nieboxy-2-(mothylsulfanyl)-4-

25 P? Odinyll-1,2-edmedimak 

2-(?? 
?4-[(2-(11-(3.4-Dichlorobeuzyl)-4-pipaddinyllamino)ethyl)aniino]-2-

p??midinyl) amino)- I-edmaol, 

N+-(2- i [1-(3,4-DichlorobeMI)4-piperidinyllamino) ethyl)-&methyl-2,4-
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(1-(3,4-Dichlorobenzyl)4-pipetidinyllamino)ethyl)-N-2-,6-diinethyl-2,4-

2-Ch -N-4�cyclopropyl-N-6�(2-([I-(3,"cblorobenzyl)-4-a 

Pipe ?d*ti7ayllaminolethyl)-4,6-pyrimidinedismine, 

s N-1 41-(3,.4-Dichlorobenzyl)-4-piperidinyll-N-2--(4-phenyl-2-pyrimidinyl)-I,2-

N-1 

112-4 

N-1 

10 1,2-1 

N-2 

PYA 

N-4 

pyli 

15 N-1 

1-(3.4-Dichlorobemyl)-4-pipetidinyll-N-2�[4-(trifluommethyl)-2-pyrimidinyl]-

-(3.4-Dichloroben4l)-4-piperidinyll-N-2�[4-(propylsulfgmyl)-2-pydngdinyl]-

Cl-(3,4-Dichlorobenzyl)4-piperidinyl]aminolethyl)-N-4-,6-diinethyl-2,4-

ll-(3.4-dichlorobenzyl)4-piperidinyllaminolethyl)-2,4-

-(3,4-DieWoroben"l)-4-pipeddinyll-N-2�[4-(3-pyridinyl)-2-pyrimidinyll-1,2-

N-1?-[I-(3.4-Dichlorobenzyl)4.piperidinyll-N-2�[4-(3-thionyl)-2-pyrijWdinyl]-1,2-

N-1?-[I-(3.4-Dichlorobenzyl)-4-piperidinyll-N-2-14-(2-thienyl)-2-pyrimidinyl]-1,2-

20 

N-1 i ?-141-(3,4-Dichlowbenzyl)-4-PiPLT!dinyll-N-2-41-methyl-lH-pyrazolo[3,4-

dlp lmlft-4-yl)-1.2-ed=cdi 

N-??�[I-(3,4-McWombeMl)-4-piperidinyll-N-2�(lH-purin-&yl)-l.2-ethanediandne,  

N~ ?l�[I-(3,4-]Dichlorobenzyl)-4-piperidinyll-N-2�(5-tmthyldiicno[2,3-djpyriniidin-4-

25 yl)- 1,2-edmediamine. 

N- ?�tl-<3,4-Dichl"obw"l)-"iNridinyll-N-2�(7-mthylthieno[3,2-dlpyrimidin-4-

N-I�[I-(3,4-Dichlorobenzyl)-4-pipr.ridinyll-N-2--(9-methyl.9H-purin-&yl)-1,2-
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15-(bifluoromethyl)-2-

pyridi?yljsulfanylJweUffdde, 

N-(143,4-Dichlorobenql)-4-pipe,ridinyll-2-(--i-methy1-1-pheny]-IH.pyrazol-4. 

s N-[ I 

,3-thiazo]4-yl)-N-fl-(3A-dichlorobr.nzyl)-4-

N-[I?(3,4-Dichlorobenzyl)-4-piperidinyll-7--(pnonyisuuanyl)acetamae. 

N41 3.4-Dicblorobetkzyl)-4-piperidinyll-2-(4-fluomPhenYI)acetatnide, 

to N-[I?3,4-Dichlorobenzyl)4-piperidinYll-2-[2-(2-PYfuinYl)-13-&iazOl-4-Yllwetamide, 

N-[I (3.4-Dichlorobenzyl)4-piperidinyl]-2-[(5-phenyl-2-pyriinidinyl)sulfanytlacetamid 

N-ri?43.4-Dictflorobenzvl)4-olveridinyll-343-(2-pyridinyl)-1,2,4-oxadiaol-5-

N-fl?l?43.4-Mhlorobenzyl)4-piperidinyl].IH4xmzimidazol-2-amine. 

t5 2-1 [??-(3,4-Dichlowbmyl)?.4-piped(iinyllmino) -N-(3-metboxyphenyl)wetamide, 

11 dih 
?’Y’hloride

 salt, 

N-[ -(3.44-Dichlorobenzyl)-4-piperidinyll-N-(3,"cWorophenyl)urea. . 
i 

N-[ -(3.4-Dir-himobenzyl)-4-piperidinyll-N-(3-mc&OXYPhenYl)wva, and 

N- 1:-(3.4-Dichlombewl)-4-piperiftyll-N-(4-mefhoxybmzyl)antWe, dihydoDchloride 

20 SaIL 

6. A proms for the preparation of a compound of formula (I) as defined in claim I 

w 

comprises: 

(a) when n is at lent 1, the CR 
2 
R 
3 
group attached directly to T is CM? and T is NR", 

2s 7?’ting a compound of general formula 
0 

R -(0),,-(CFeR),?�C!""  

F? 

w from I to 3 and R’, m and Q we as defined in formula n, is 0 or an inn 

7,,wittlh a compound of general formula 

.Z’S4 
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R io X�X? 
N�<  N�CWW-Fe 
H X�X (M) 

t thereof, wherein X, e. R?, R6 and R’O am as defined in formula (I), in the 

of a reducing agent; or 

-n n is at least 1. the CleR’ group attached directly to T is C(CI-C4 alkyl)2 and T 

reacting a compound of general forraula 

10 
R 

whe?ein Wis 0 or an integer from I to 3. R?’and R?’each independently represent a 

10 CJ?4 alkyl group, and R 
I 
R 
2 
R 
3 
R 
10 

. m and Q are as defined in formula (1), with a 

coxn?ound of general formula 

is 

20 

(C) 

IN�CwFe-Fe  

X�X (V) 

X, %4, R? ad e am as defined in formula (1), in the presence of a reducing 

n 

10 
when T is C(0)NR , reacting a compound of general formula 

R 
I 
-(Q)m-(CFeR)n�C’O’O 

\OH 
(VO 

R’, Q, m and n are as defined in formula (0, with a compound of formula 

or a salt thereof as defined in (a) above; or 

1-’3e 
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I 
ten m is I and Q is NR!, muting a compound of general formula (VU), R’ - L 

, 

i L 
I 
represents a leaving group and R 

I 
is as defined in formula (1), with a 

od of general formula 

-X 

NHFI!-(CFeR),,-T 
IX 

CF:eR-Fl! 

(VM) 

or a ?alt thereof, wherein n. T. X R2, R, 0, R?, R? and R! am as defined in formula (1); 

or 

4 5 
(e) henatleastoneof’R andR represents a hydrogen atom, reacting a compound of 

io Lren W formula 

-xk R 1-(Q),,-(CRR),,ir 
.4 NH 

X�)e 

or salt thereof, wherein R 
I 
, R 

2 
, R 

3 
Q. m, n, X and T we as de-fined in formula (1), with a 
6 20 20 

compound of general formula (X), R - C(0) - R , wherein R mpments a hydrogen 

Is atom or a CI-C4 alkyl group and e is as defined in formula (D, in the presence of a 

reducing agent; or 

(f) muting a compmd of formula (D() as defined in (e) above, with a compound of 

ge eral formula 
4 

R 
R 
5 

L 

20 

wherein L? mpresents a leaving group and R? and am as defined in formula (1); or 

to 
when T is NR muting a compound of general fbrmula 

25 

e.:A 
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3 1 2 3 
rt L repreants a leaving gmp and R 

, 
R , R , m. a and Q am as defined in 

it (1), with a compound of formula (IM or a salt dmwW as defined in (a) abo,?6; or 

T is NHC(0)NR’O, reacting a compound of general formula 

I 
R (0),,-(CR2R)?�  N--C=O 

(XIM 

where R 
1, 
R, R 

3 
Q, rn and u are as defined in formula (1). with a compound of formula 0 1 

(10 , a salt thereof as defined in (a) dove; 

to and 
op? 

onally dter (a). (b), (c), (d), (q), (f), (g) or (h) fonriing a pharmaceutically 

acceptable salt or solvate of the compound of formula (1) obtained 

7. A hammaccutical composition comprising a compoundof formula (1), or a 

cally acceptable salt or solvate, thex-cof, as claimed in any one of claims I to 4 

m ado 

Is in adon with a pharma=utically acceptable a*vant, diluent or carrier. 

8. A’ for the preparadon of a pharxnaccutical composition as clain? in claim 7 

which reh" mixing a compound of formula (1). or a pharnxwwtically acceptable salt 

or solv tdhlevmf, as claimed in any one of claims I to 4 with a pharmaceutically 

2o fie aeajuvant, diluent or carrier. 

lop 9. A i 

... as c 

25 10. 

thereof 

in th 

11. Ai 

. . . 3o said dis 

pound of formula (1). or a pharmaceatically-acceptable salt or solvate thereof. 

in any one of claims I to 4 for use in therapy. 

? of a empound of formula M, or a phannaccutically acceptable salt or solvate 

as claimed in any one of claiins I to 4 in the manufacture of a medicament for use 

d of uvwdng an inflammatory disease in a patient suffedug hm or at risk of, 

which comprises to the patient a therapeutically effective 
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of a compound of formula (1), or a pharmaceutically acceptable salt or solvate 

’, as claimed in any one of claims I to 4. 

ON 
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ABSTRACT 

NOVEL COMWOUNDS 

provides compounds of general formula 

X-)? - 
R,-(Q)fti-(CAw)n-T p cq4w-A6 

X�X 
(D 

i2, R, 0, R?, R? Q, m. n, X and T are as defined in ft specification, 

for their preparation, pharmaceutical compositions contaming them, and their 

-apy, especially for the treatment of chemoldw receptor related diseases and 

L 
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COMPUESTOS NOVEDOSOS 

La pro$ nt a . invenci6n so refiere a compuestos do piperidina 

sustituld procesos pare SO preparacl6n, composiclones 

farmacdu Ices. que Is contlenen y su uso en terapla. 

La: quim quina juega un importante papel on ’respuestas inmune e 

Inflamato lo en varies onfermededes y des6rdo,nes, Incluyen asma y 

enforme ades al6rgicas, as[ como tambi6n patologias autoinmunes 

tales co o artritis reumatoide y arterioesclerosle. Esas pequeflas 

mol6culs socretadas son un creelmlento superfamillar de proteinas 

8.14 k a, caracterizadas por un mativo de clslelna cuatro 

consery da.. La superfamille quimoquine puede ser dividida en dos 

grupos rincipales exhiblendo motivos estructursles caracteristicos, 

I as fam Has Cys-X-Cys’ (C-X-C-Y.Y’ Cys-Cys (C-C). Esss. estin 





-entre el par prdximt, NH_ do retidubs. do cleteina similitud de - 

secuencla. 

Las quimoquines Incluyen varlos, qu.1m,oatractivos potentes y:., 

atfivadores do nout-r6filos, tales como . Interleukin-B , (I G 8) poptlda.. Y, 

-de activacidn n utrofils .2 (NAP 2). 

Las quimoquinas C-C. lncluyen:. quimo.alractivos. 40fites. do 

monocftos? y linipocitbe pero 00 -neutr6flloa .-tales :100mc -pratelhas 

quimot,ficti1cas d.o’. m o n1.o-c it o.. humano: 1-1 (NCT- I NCT-2 Y.iw?NCT-3)1 
RANTES (Regulade.. So b.t 0, Activacl6n, Normal T1 :.y 
Secretsda), ootakin.y .169,, protelnes Inflamatories do microfago- 1 

1 P (MIP-la. y M1113-1p).. 

e’studlos han dem-ostrado, quo -acclones ’do las quimoquinse 

son med 
latr 

as pov jas :Subf amillas .-d 6. r 9 c ?epto-res. aco, 
- 
p lad os, do 

proteina Gentre las cuales estdn lio S rec.eptores deefgnadog., CCRI 

CCR2, CCR2A, CCR28,,.--CCR3 C C.R4 CC:R,6 -CCRS,. CCR7j CCR9,. 

CCR9, CCR10-, CXCR1,-CXCR.2, CXCRA y CXCR4.. Esos receptores. 

representan buenos objetivos pare closatrollo.dw. dro;ga. puestv:. -quo 

10’s agent6s los cuslai’mo-dula.0 esoa. r-ece-ptores deberlan ser dtllos,? 

en el tratamientv de-:46sOrde-nes y onformodades tole$ C.0 M 0 

aquallas Moncionadas arribs. 

Do -acuordo con Ia. presents: invel",cl6n ha.y- por con.gliguiente, provisto...?,_ . 

Un cowpuilsto do Ia 4 :rm tile Vene-ra I 6 

X__Y\ 
R -?Q).-(CR R) T�< 

is n Ia culpf R’ reprosenta un grupe...-.- alq 
. 
ullo cj;_C12 OPCIONOMS"tO 

susflluido? por uno. MJS su-StItuyentes Independientemenle 
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selec cion dos de ciano, hidr6xilo, Cl-CB-alcoxi, Ci-Caalquiltio Y.ci-

C alcoxf arbonlio, 0 

R’ represents un sistema de anillo saturado o no saturado’ 

mem,brad -10 hasta 3- el cual opcionalmente comprencle arriba 

hasta do Momos do anillo do carbono quo forman grupos carbonilo 

y el c I . opcionalmente aderrids comprencle arriba hasta 4 

hoteradto os do anillo inclopenclientemento soloccionados do 
nitr6.geno oxigeno y azufre, en el cual el slatema de snIllo es 

Optional ente sustituldo por uno 0 mfis sustituyentes 

independi Memento soloccionados do hal6geno ciano, nitro, 

hidr6xilo, carb6xilo, Cl-CO alquilo, Cl-Ce hidroxiolquilo, CI -Cs 
haloalquil CI-Cs alcoxi, carboximsustituldo CI -Ca alcoxi, CI -Cs 

..alquiltio, Ci-Ce alquiltiomotilo, Ci-Cr, alquilcarbonilamino, -NRrR’3, 

C(0)NRY 8, CI-Cs alquilcarborilloximetilo, Ci-Cf; alcoxicarbonlic, Cl-

?cs B.I.Co IcarbonlIpiperacirillo, furflo, fenilo, pirldilo, piracinflo, 

halofenflo, tienflo, tialnilmotilo,. CI-Cc alquilbencilo y 

N 

M 93?0 0 1 

-repres nta un itomo do oxfgano o azufre o un grupo NRO, C(0), 

C(0).NR9 o NR C(0); n es 0, 1, 2, .3 o 4, provisto quo cuando n es 0, 
2 

1 Indepondientemente reprosentan un entonces m es 0; cada R y R’ 

-it’omo d h1dr6geno o un grupo Cl.-Ce siquilo; T represents un grupo 

.14WO) C O)NRIOI o NR’.’C(0)NRIO; cads X Independlentemente 

reproson a2 un grupo CH2, CHR12 o C=O, provisto quo por lo menos 

dos g rup s.X simultineemente representan CI-12; 
R4 y R5 cada uno Inclopenclientem onto represents un fitomo de 

hidr6gen o un grupo alquilo Cl.-04; Re representa un grupo fenol 

opcional onto sustituido por uno 0 M68 sustituyentes 

Independ entemente selaccionad.os de hal6geno, -NI-12), amino 
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n ’tro ci*?O sulfonilo I 1 0 (-S03H), su.1fonamido (-802NH2), CI -CS 

alqullo, C -Cc haloalcoxi y CI -Ca alquilsulfonlio; 

R 7 y R8 code uno Independientem onto representa un Atomo de 

h1dr6geno o un grupo seleccionado de CI -CB hidroxialquilo, C3-Cr" 

c.l,cloolquil y CI -Ca alquilo opcionafmento austituldo por fenilo; 

R9, R10 y ?Rll code uno Independientemen.te representa un fitomo de 

hidr6geno, o un grupo. C1 -C4- alquilo o ciclopropilmetilo; y 

coda R 12 ?independientemente representa un gru,po Ci-C4 alquilo o 

c1c.loproplir o; 

o una sal 0 soluble farm ac6.uticam onto aceptable do 6sta. 

En el con 
exto

 de la presente especificaci6n, a menos que do otra 

manera s a indicado un sustituyente do alquilo o una mitad de 

.alquilo on un grupo sustituyente puede ser linear o ramificado. Los 

ejemplos de mitadesigrupos alqullo que contlenen arrlbo hasto doce 

Womos de carbono Incluyen grupos metilo, etilo, n-propilo, 

isopropilo, n-butilo, isobutilo, tort-butilo, n-pentilo, n-hoxilo, n-

hoptilo. n octilo, n-nonilo, n-decilo, n-undecilo y n-dodeclio. Un 

grupo Cj- is hidroxiolquilo comprenderb por lo menos un grupo 

hidr6xilo ( or ejemplo uno, dos o tres grupos hidrohexilo) los cuales 

pueden so unidos a un btomo interno o terminal do carbono de la 

cadena do alquilo. Similarmente, un grupo carboxi-sustituldo CI-Ce 

alcoxi el Oual comprenderai por lo menos un grupo carbOxilo (por 

ejemplo . ur o, dos o tres grupos carb6xilo) los cuales puedon ser 

unidos a tm itomo de carbono Interno, o terminal do la cadena de 

alqu.11o. Un grupo Cl-Co haloalquilo o CI-Cts haloalcoxi comprenderd 

por lo mems un itomo do alquilo (por ejemplo, uno, dos, tres o 

cuatro. Atumos do hal6geno independlentemente selecclonados do 

fluoro, cloro, bromo y yodo) el cual puede ser unido a un itomo de 

carbono literno o terminal do la cadena de alquilo. Un grupo 

halofenlio comprenderb desde I haste 5 itomos do hal6geno 

independle item ente, selecclonedos de fluoro, cloro, bromo y yodo. 

Un grupo CI-C,3 alquilbencilo comprenderd por lo menos un grupo 

CI -CO alq ilo (por ejemplo uno, dos o tres grupos CI -Ca alquilo) 

unidos al, nillo fenilo de la mitad de benzoilo. Si hay mAs de un 
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grupo alquilo unido al anillo fenilo, los grupos pueden ser los 

rn is In 6 3 diferentes. En un grupo sustituyento do CI -Ca 

alcoxicarb nilpiperazinlio, la mitad do piperazinilo esti unida a 

trav6s. do un Atomo do nitrogeno a la Mitad do carbonflo. Cuanto T 

represent C(0)NR" deberia entenderse quo el fitomo do n1tr6geno 

esti unid directemente a[ anillo hoterociclico membrado �6 en la 

f6rmul,a (I 

El grupo puede reprosentar un grupo CI-Cl2, preferiblemente Ci. 

CIO, mis preferiblemente CI -Ca, alquilo opcionalmente sustituldo. 

por uno. mis (por ejemplo uno, dos, tres o custro) sustiluyentes 

Independl ntemente selec.clonados do clano, hidr6xilo, Cl-Ce, 

preferible ente Cl-C4, alcoxi, CI-Cls, preferiblemente CI -C4, 

’alquiltio y cl-ce alcoxicarbonlio, preferiblemente Cl-C4 

alcoxicar onilo. 

El grupo RI puede alternativemente representar un sistema de 

anillo no saturado o saturado 10-membrado hasta 3- el cual 

opcionalmente comprend.9 uno o dos fitomos do anillo do carbono 

quo form n grupos carbonilo y los duales opcionalmente ademis 

comprend n uno, dos, tres o cuatro heteroitomos do anillo 

Independl Memento seloccionados do nitr6geno, oxigeno y azufre. 

Los ejemplos de, sistemas de anillo que pueden ser usados los 

cuales p eden ser mono.clellcos o pollciclicos Incluyen elclopropilo, 

41clobutil ciclopentilo, elclohexilo, fenilo, pirazolilo, furilo, tienilo, 

imidazolill quinolinilo (por ejemplo 2-quinolinilo, 3-quinolinilo o 4-

quinolinil pirldinilo (por ejemplo 2-piridinilo, 3-pirldinilo o 4-

piri.dinilo) 1,3-benzodioxolilo, tlazolilo’ bencimidazoillo, 

oxadlazol lo (por ejemplo 1,2,4-oxadiazolilo), triazolilo (tal como 

0 1,2,3-tria oillo o 1,2,4-triazoillo), benzotiazoillo, pirlmidirillo (Por 

ejemplo -pirimidinflo o 4-pirlmidinilo), benzotienlio, 
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-El eistem?a do nillo do RI puede ser opcionalmente a ustituldo por 

uno o 

m s (p :r 

ejemplo uno, dos, tres o cuatro) sustituyentes 

independ! ntemePte seloccionedos do hal6geno (por ejemplo fluoro, 

cloro. b omo o yodo); clano; nitro; hidr6x!lo; carb6xilo; Ci-CO, 

preferibi mente CI -C4 alciullo (especlalmente metlia o etilo); C,-Crs, 

...preforibi mente CI -C4 h1droxialciullo; Cl-CE;, preferiblemente CI -C4, 

haloalquil (por ejemplo trifluorometila); Cl-CS, preferiblemente Cl-

C4, alco I (especialmente metoxi, ot-oxi, n-propoxi o loopropoxi); 

carboxi-s stituido CI-Ca, preferiblemente Ci-C4, alCOXI; CI-CSo 

preferlbl mente CI-C4, alquiltio (especialmento metiltio, ellitio, n-

proplitio tert-butiltio); Cl-C13, prof er.lblem onto CI -C4, alquiltiometilo 

(particul rmente metiltiometilo); CI-Cs, preferiblemente Cl-C4, 

alciullcar onflamino (especialemente metlicarbonilamino); -N 7 
RB; - 

C(0)NR 7 8; CI -Cs, preforlblemente CI -C4, alquilcorbonfloximetllo 



KI 
7G9 

(particul rmente matilcarboniloximetilo); Cl-Cs, preferiblemente C, -

c 4,. lcoxicarbonlio (especialmente motoxicarbonilo 0 

etoxlcarb?onilo?; Cl-cs’ preferiblemente CI-C4, 
. 
31C alcoxicar anilpirperazinilo; furilo; fenilo; piridinilo; pirazinilo; 

halofenil (especialmente clorofenlio); tlenllo; tienilmetilo; Ci-CB, 

preferibi mente CI -C4, alquilbencito (particularmente metilbencilo); 

y 

Preferiblomente, 0 representa un itomo do azufre o un grupo NH, 

C(0) o N??C(0)-

Preferiblomente, todo-s los cuatro grupos X representan CH2. 

Es prefe?? 
ido que cada R2 y R 3 independientem onto representen un 

6tomo d h1dr6geno o un grupo metilo, especlalmente un Momo de 

h1dr6gen 

R 4 

y 5 

preferiblemente cada uno reprosenta un itomo do 

h1dr6ge q. 

R13 repr senta un grupo fenilo opcionalmente sustituido por uno o 

m6s ( p)tl-1 r ejemplo uno, dos, tres o cuatro) sustituyentes 

Independlentemente selecelonados de hal6geno (por ejemplo fluoro, 

cloro, b omo o yodo), amino, nitro, clano, sulfonilo, sulfonamido, 

CI -CB, p eferiblemente CI -C4, alquilo, Cl-Cr,, preferiblemente CI -C4, 

heloalco I y CI -Cs, preferiblemente CI -C4, alquilaulfonlio. 

R’ 99 MO,?s preforible,m onto un grupo fenilo sustituido por hal6geno. 



8 

y Re coda uno independientem ante represents un Atonio de 

hid.r6gono o un grupo selecclonedo do Cl-CO, preferiblemente. C’t_C4? 

h1droxialqi 110, C3-CS, Cicloalquilo, (cicloproplio, c1clobutilo, 

ciclopentil o c1cl’ohexilo) y Cl-Ca, preferiblemente Cl_C4, alquilo 

opelonalm.. nte sustituldo por fenflo (por ejemplo uno o dos grupos 

ferillos). 

Mds preferiblem onto, R7 y RO coda uno independientemente 

represent, an un itomo de hidr6geno, o un grupo, selecclonado de C2 

hidroalquilo, cicloproplio Y -Cl-C2. alqullo optionalmente, sustituido 

v O.r flonflo. 

Los comptiestos particularmente preferidos de I a invenci6n 

inctuyen: 

N’j1-(3’,4-!DIcIoroben C 14’. 4-pIperIdInIIj.N-(4-m etilbencll)am Ina, 

N-14-ffll-, 3,4-Diclorobencil)-4-peridinil]aminolmetll)fenil]acetam !do 

3-(1[1-(3,j -Diclorobencil)-4-peridinil]am?ino)metil)fenol, 

N.[4-Clor( -1-metll-IH-pirazol-3-II)metlll.l"(3.4-diclorobencli)-4-

piperldina nine, 

N-[l-(3,4,Diclorobencil)-4-piperldinil]-N-[(6-metil-2-furil)metilI 

amino, 

N-11 (114- Iclo robe ric ll)-4- pipe ridinil]-N- (4- nit rob enc 11) am Ina, 

N- Be ncil- 1--(3,4- dic larobencil)-4- pipe ridina m Ina, 

N-[I-(3,4- )iclorob,onc.ii)-4-piperldinil]-N-(4-fluorobancil)amina, 

N-1(2,6-131 -.Ior.obencil)- 1-(3,4-diclorob-andil)-4-piperldinam Ina, 

N, I-Bis(3,4-diclorobencil)-4-piperidinam ins, 

Wfl-(3,4- )iclorobencil)-4-piperldinill-N-(2-piperidiniimetil)amina, 

*[1-(314- 
3 
Icloro bencii)-4- pip erldinil’]-N- 1(3- met 11- 2.1le nII)m at III 

amino, 

N-1,1-(3 4-?Diclorobencil)-4-piperldinil]-N?[(5-metil-2-tionil)metilI 

:,,,am.ina, 

-Dicio.robancil)-4-piperldinll]amino)metil)-?-metoxifenol, 

".4-ffll-(3,? - D iclorob encil)-4- peridinill am inolm etil)- 2- nit rof a no I 

.3 (([1 - (3?,A - Dic lorob a nc il)-4-.pe rid inil] am ino)m at ll)-4 H cromo-4 -one 
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N - 5 - C I o r 1, 3 - d i m e t I I - 1 H - p i r a z o 1- 4 - 11) m e t 11) - 1 - (3,4 - d I c I o r o b e n c 11) - 4 - 

perldinam na, 

N-14-Cloro- 1 H-pirazol- 3-il)m still- 143,441clorobencil)-4-

peridinam na, 

N-[I-(3,4-Diclorobancil)-4-piporidlnil]-N-([l-(4-motilbancil)-1 H-

pirazol-.5- QmetlI)amIna, 

N-[I-(3,4-Diclorobencil)-4-pip’eridinill-N-[(2-fenil-IH-.imidazol-4-

II)metifja Ina, 

-N-1(2-Clo o-3-quinolinll)metll]-I-(3,4-diclorobencil)-4, 

’piperld.1n.0 Ina, 

N-[ 1 -(3,4. D Icloro b encli)-4- pipe ridinill- N- [(6- met 11- 2- p IridInII) m et.11) 

a.m.’l n a 

N-[I-(3,.4-.Diclorobencil)-4-olperldinill-N-(3-quinolinilmetil)amina, 

(5-(Ifl-(3:4-Dicloro.bencil)-4-piperidinillaminolmotil)-2-furillmatiI 

268tatop 

3-(111-(31i - D I c I o r o b e n c 11) - 4 - p e r I d I nil] a m I n o m e t 11) - 1, 5 - d I m e t 11- 2 - f e n I I-

1,2-dihidr -31›1-pirazol-3wona, 

W 1 - (3,4 D Ic lo ro b e nc 11) -4- p 1pe r Id Inill- N. (4- p Ir Id In Ilm e t 11) a m Ina, 

1,-(3. D I c I o r o b e n c 11) - 4 - p e r I d I ni 11 a m I n o) m e t 11) - 2 - n I t r o f e n o 13 

W [2-?(Ie’r,t But ils ulf anil)be nciij- 1- (3.4- d ic loro b e ne il)-4-

piperldinam 

(3,4. Diel.orobencil)-4-piparldinill-N.(4-atilbancil)am Ina, 

-[1-(3 -Diclorobencil)-4-peridinill amino)metil)-2-icido 

hidroxibeft,olco,: 

N- (1 )’3-8 9 nzo d 1oxo 1-4 - ilm a t IQ- I - (3,4 - d ic lo ro b e n c il)-4 - p ip e ri d ina m I na, 

(11 .4’- Diclorob.encil) -4-piperidlnil)-N-(1,3-tiazol-2-ilm etil)am Ina, 

N-fl-(3,4.Dicldrobencil)-4-piperidinill?N-[(5-otil-2-furil)metilI amina, 

N-11 (3.,4. Diclorobenc.1i)-4.pi.porldinill-N-(2- quinolinlim etil)am Ina, 

N-11-(3,4- Diclorobencil).-4-piperldinill-N-(4-quinolinlim otll)am Ina, 

.?5-(Jfl-(3,$-Diclorobencil)-4-piperidini.ijamino)metil)-2-hidroxI -3-ficido 

me tax lboi izoi c o 

N-1(4-8.romo-IH-pirazol.-3-II)metill-i-(3,4diclorobenell)-4-

Pipe rid.ine m-ina,, 

2-[2 -(J[3, -Diclorobencil)-4-piperidinil]amino)metil)-6-metoxifenoxi] 

AcIdo at t1co, 
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’N-,[ I - (3 4 - D I c lot o b e n d il)"4 - p ip.e r id I nil]- N- (4 - y o d o b e n c 11) a m In a 

((.[l- (3,4-D It lorob encH)_4-.p9rIdinIIj.smJno)m et ll)- 6, 7- dim et ii.4H-

croma-4wclna, 

N-[I.(3,4-Diclorobencil)-4-piperldinil]-N-(4-isopropoxibencil)amina, 

N- 11 - (3,4- D It lo to b a nc ll)-4- p ip, e r Id I n Ill- N. f (I;. m et 11- 2 H- b e nzi m I d ez o I-

2-II)motlll Mins, 
’N’fl-(3,4-Diclorobencil) 4"piperidinil]-N-(3-m etilbencII)am Ina, 

(3,4?. Ditiorobe.ncill)-.4-piperldinil]-N-(3-pirldinii.m etII)am Ina, 

N-11 -(3,,4-Diclorobancli),-4-piperidinlll-:N-(2,4-dinilm etilbencII)am Ina, 

Etil 5-([[I.(3,4-diclorobencil)-4-perldinil]aminojmetil)-2-metil-3-

furoato,›
N.4 1.(3,4. Diclo robe nell)-4-pip erldinill- 3-f uram Ida, 

N-[I-.(3,4?Diclorobencil)-4-piperidinil]-4-[3-(4-piridinil)-1,2,4-

o xe d ia z 0 1..5- H] b ut a n a m I d a 

2- (15- a e n,c,l 1- 2 - o x o - I., d I h I d r o - 3 - p it I d I ni 1)- 4 - m e t 11. 4 H- 1, 2,4 - t r I a z o 

3- it] s ulf 6 n il)?P 

N-fl-(3,4,-Diclorobencil).4-piperidinillpropanamida, 

N-Il..(3,,?4.,..Diclorobencil)-4-piperldinil]-6-metoxi-4-

quinolinsearboxam Ida, 

N-11-(3,4. Diclo robencil)-4. pipe rid Inill- 2- (2-f uril)-4-

quinolinecarboxam.ide, 

N.[I-(3,41-Dicibrobehell)-4?,piperidinllj-4-(2-metti.1-oxo-1,2-dihidro-3-

tsoquinolinll)butanom Ida 

3.(1,3-Be. zotiaZOI-2-ileulfanif)-N-[I-(3,4-diclor.oblencil)-4-

piper.ldinill 
ptopenamida, 

N_ 1-1 - (3,4 - D It lo to b e nc 11) w.4 -p Ip e rid infl]- 2 - (3, 6- d Im et oxif e nil) 

acetamida, 

N. (32.4 Dic lorobencil)-4, piperldinil]- 2- (2-M et oxif e nil) ac eta m Ida 

2. [S-Cl6rd. Z-.oxo- 1,3-- b a nzot lazol- 3 (2 H)- ill- N- I I - (3,4- cliclo rob encll)-

4-piperidinilleceternidt, 

N.11-(3,4,. Diclor 

o 

bencil)-4-piperidinill-2-[(4,6-dimetil-2-

p.irimidinii sulfanll]acetamida. 
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acetamida.. 

N-[I.(3$’4-. ic lo robe ncill)-4.o piperidinil]-’4- (3,4- dim et oxif e nil) 

butamicf.a 

5-Ciclohe 11- N- [I - (3’4 diclo robe ncil)-4- piperldinillpentenom Ida 

N [1-(3,4 Iclorobencil) 4-piperldinill-3-fluoro-2-m etilbenzam Ida, 

4-Diclorobencil)-4-piperidinill-N-2--(I-feniletil) 

ftalamid 

2-r Clclop: til-N-[l -(3,4-.diclorobencil)-4-piperidinll]acetam Ida, 

4-Cloro-_ ll-(3,4-dic:lo,robencil)-4-piperi.dinlij-2-nitrobenzamida, 

2?12-Dl?lo-r -N-1 1 -(3 4- diclorob encil)-4- pipe rldlnlll- 1 - 

Metliciclo, ropanacarb-oxam Ida 

tert-Butil 4-j5-(([.1-(3.4-diclorob e nc il)-4- pipe ridinil]am ino)carb o nil)-

2-metdxif nill- 1 -piperazinecarboxilato, 

N.fl-(3.4 0 1 c I o r o b e n c If)- 4 - -p I p e r I d I n 11] - 5 - o x o - I - (2 - t I e n I I m e t 1.1) - 3 - 

pirrolidin carboxamid’a, 

N-[I-(3 ?Diclorobe nc 0)4-pip arldinill-IS.- [.2- oxo- I 3-b onzoxazo:l-. 

3(2H).411 p opanamida, 

W11-(3,4 Diclo.r.obencll)-4-piperldinill-4-f luorobenz.am Ida, 

N. 11 .0.14 Diclo robe ne ii) -4- pip eridinil]- 2: m etilbenza-m ida, 

N-[I-(3.4 D I c I o r o b e n c 11) - 4 - p I p e r I d I n 111- 3 - m e t I I b e nza m I d a. 

N -11-(.3.4 b1cloro benc ll)-4-.pIperldlnIl]-4-(hldroxlm at II)b enzam Ida, 

N- I--1 I - 3,4- Dic loro benc 11)-4- pip erldinlif- N- 2--(2-- (m etils uff a nil) 

metill-4- Irlmidirill)-1,2- etanadiamins, 

N-1-11- 3,4-Diclorobencil)-4-piperldinill-N-2--12-(metil6ulfanil)-6-

(trifluoro e1I1)-4-pJrImIdIq..I1].1,2- etanadiamina, 

3,4-Diclorob..entil)-4-pipbridinill-N-2--16-mbtoxi-2-

(metlisulf n 11) - 4 - p I r I m ld I n H) - I , 2 - etanadlamina, 

2.(14.12. ii..(3,4-Diclorobancil)-4-piperldinillam lno)etll)am 1no_]- 2-

pl.rlmidlni jamino)?I-etanol.. 

pirlmidintcliamina, 

N-4’M._[2-ff1-(3,,4-DlcIoro bencil)-4-pip-eridihil]-aminoletil)-N-Z-,6-. 

dimetil-2 -piriMidinadismina, 
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Wr1--[1-( 4- Dic lorob enc il)-4- pip e rid inill-N- 2-- (4-tenil- 2-

pirimidinil 1,2- etanadiam.in.a, 

N-1 .[I-,( 

I 

C.Diclorobencil) 4- p 1p a ridinill- N-2-14 - (I rif luo ro m at li)-12-

p irim Id Mill. 1, 2- etanadiamim, 

N-1_;1-11 

- 

4-Diclorobencil)-4-piperidinill-N-2--[4-(propilsulfanil)-2-

pfrimlidinill -.1,2- otanadiamina, 

N-2. -[2 -.(’I-(3,4-Diclorobe.iicil)-4-piparidinil]-amino)etil)-N-4�,6-

dim atil-2 A-pirlmidinadlamina,. 

N-4--Cicl propil-N-2--(2-ff 1-(dicl,robencil)-4-piperldinillam.lno)etil-

2,4-pirlm Inedlamina, 

N I (1 4 -Diclorobencil)-4-piperldinil]-N-2--14-(3-pirldinit)-2-

pirlyfildirill:1-1,2- etanadiamina, 

N. 4- Diclorobenc 11)4-plperldlnll]? N-2-14- (3-t let il)- 2. 

pirimidinil’-1.2- et.anadiamina, 

N-1-11"( 4-Diclorobencil)-4-piperidinill-14--2--14-(2-tiatil)-2-? 

pirlmidirill -1.2- eta-nadiamina., 

(1 
14-

 

Dfclorob,o’neii)-’4-piperldinill-N-2--JI -motif- 1 H-

pirazo,i;, d]pirimidin-4-ll)-1,2- etanadiamina, 

N-1--11-( 4-Dlclorobencil)-4-piperldinill-N-2--(IH-purin-6-1l)-l.2-

stanadle Ina, 

N!› 1.� 1 - 4- D lcloro bencil)-4- pipe ridinill-N�  2-- (5- m et litieno (2,3-

d]pIrlm.ld! 4 - 11) - 1 2 - e t a n.a d I a m I n a, 

N-1-11- 3,4-Diclorobene’ll)-4-piperildinil)-N-2--(7-m atiltieno[3,2-

d]pltimld -4-il)- 1,2-ptanadlam Ina , 

N� 1.�,  1 3 4-Diclorob encil)-4-piperldinill-N 2--(9-metil-gH-purin 6 

If)- 1 2..et nedlamina, 

N_[1-(?,4 Diclorobencil)-4-piperidinil)-2--(15-(trifluorometil)-2-

..p.1ridin’iljs Ifanillacet.amida, 

N-II.-(.3’,4 Diclorb b a nc ll)-4. pip erldinil]- 2-(5- met H- I -f anil- I H-pirazol-

?441)acsta Ida, 

1 - (3,4 .0 lc.lo ro b e nc If)- 4. - p 1p q r ld inill- 6-oxo- 5- fe nilp e nt a na m id a, 

:2-12 (4-C orofenil)-5-m etil- i,3-tlazol-441]-N-[ I -(3,4_diclorob9ncil)-4-

piperldini jacetamids, 
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N-[1 -(3,4 -Diclorob a ncil)-4-pipe rid i nil] -2-(fenilsulf a nil) a cat amid a, 

N-[1 -(3,4 Diclorobanell)-4- piperldinil]-2-(4-fluorof e nil) a cot am Ida, 

N- f I - (314? Dicloro bencil)-4- pipe rldinill- 2-f 2- (2- p irazinil)- 1, 3-t iazo 1-4-

il]ac.etam? da, 

N- [ 1 - (3,4 D I c I o r o b a n c 11) - 4 - p I p a r I d I ni 1] - 2 -1(5 - f a n I 1- 2 - p 1 r im I d I n il) 

suffanilla etamida, 

N-[I-(3,4 Diclorobencil)-4-piperidinil]-3-[3-(2-piridinil)-1,2,4-

oxadlazo -5-II]propanamida, 

N- f I - (:3,4???
 
Dicloro b a ncil)-4-pipe rIdInIIj- I H-be nzim idazol-2- am Ina , 

2-{[I-(3, -Diclorobencil)-4-piperldinillamino)-N-(3-

metoxife II)acetamida, sal de dlhidroclorida, 

N-[I-(3,4 Diclorobancil)-4-piperldinill-N’-(3,4-diclorobancil)urea, 

N-[ I - (3,4 -Dic loro bencil)-4- pipe ridinil]-N-(3-m at oxif enil)ure a, y 

N-[I-(3 4 Dicloro b encil)-4- pipe ridinill- N- (4- m etoxibenc il)am Ina, Sal 

de dIhI;;cIorIda, 

La presonte invenci6n ademdis proporciona un proceso para la 

preparac?6n de un compuesto do la f6rmuls (1) Is cual comprende: 

(a) cua? do n as por Io menos 1, el grupo CR 2 R3 unido 
3 directam?nte a T es CHR y T es NR’O, reacclonando un compuesto 

do la f6r?ula 

w 
�0-00  

N", Fe 

en la cuol n’ es 0 o un entero desde 1 hasta 3 y R’, R 2 , R 3, M y 0 

estan defln1dos on la f6rmuls (1), con un compuesto do la f6rmule 

general 

R 10 

N�CFeFe-Re  
X�X 
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o una a 
11 

1 de data, an la cual X, R4, R5, RO y R10 estdn deflniclas an 

la fdrmul?a (1) en la-presencia de un agente de reducci6n; o 

(b) cua?ndo n as por lo menos 1, el grupo CR2R,3 unido lt 

directem n e a T es C(CI-C4 8lqU!10)2 y T es NR1O, reaccionando un 

compues 

0 

de la f6rmula general 

Ff 

R -(Q)m-(CR2R5w�c�NHR  io 

Fff 

en la cu’ I n’ es 0 o un entero desde I hasta 3, R 2’ y R3’ceda una 
2 indepondlentem onto reprosenta un grupo CI -C4 alquilo, y R’, R , 

R3, R10, y 0 estdn definidas an la f6rmula (1), con un compuesto 

de la f6r?ula general 

0=?�  P�CR"R"-R’  
X�X 

En la cu I X, R 4 , R5 y Rr:’ estdn definidas en la f6rmula (1), en la 

presencl de un agente de reducc16n; o 

(C) cua do 

f6rmula ?? 

T es C(0)NR’(), reaccionando un compuesto de la 

I- C’::-R (0).JCRR).� PO 

\OH 



On 
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on la c6 I R’, R2, R 3, Q , m y n son como so ha definido an la 

f6rmula con un compuesto de la f6rmula (111) o Una sal de 6sta 

tal Como ha definido an (a) arriba; o 

(d) cus do m as I y Q as NR9, reaccionando un compuesto do la 

f6rmule g neral (VII), R1 � L’, an la cual L’ representa un grupo, do 

partida ?or ejemplo un itomo do halOgeno) y R1 es como so defini6 

C an la f6r ula (1), con un compuesto do [a f6rmula general t 

o Una sa 
Como eSO 

(e) CUB 

hIdr6gem 

4mS Me NHFe-(CFeR)eT---(\ �C n -n 

X�XP 
(VIM) 

de 6sta, en la cual n, T, X, R 2 , R3, R 4 , R5, Re y.R9 son 

in definidas an la f6rmula (1); o 

o por lo menos Una de R 4 y R-"representan un dtomo de 

?, reacclonando un compuesto de la fOrmula general 

R 1-(Q)m-(CR!R)WT�?jNH  
X�X 

o Una sa? de dsta, an la cual R’, R 2 , W, Q, m, n, X y T son como so 

ha defin 
I 
do on la f6rmula (1), con un compuesto do la f6rmula 

general ?X). RO -,C(0) _R20, en la cual R20 representa un Atomo de 0 UF 

h1dr6gen 

11 
grupo

 CI -C4 alquilo y Re es Como se ha definldo on 

la fOrmul; (1), an la presencia de un agente do reduccidn; o 

(f) reacclonando, un compuesto de la f6rmula (IX) tal como se 

defInI6 en??(e) arriba, con un compuesto do la f6rmula general 
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pi 
4 

R S 

(XI) 

en la cuE I L 2 representa un grupo de partida (por ejemplo un Atomo 
4 de hal6gi 9no) y R , R5 y R6 son como se ha definido en la f6rmula 

(1); o 

(g) cua 

general I 

ido T es NR’O, reaccionando un compuesto de la f6rmula 

R’-(Q)m-(CR 2 R’)n � L’ 

en la cua?? 
L3 representa un grupo de partida (por ejemplo un itomo 

2 3 de ha 6g no) y R’, R , R , m, n y Q son como se ha definido en la 

fdrmu:a con un compuesto de la f6rmula (111) o una sal de dsta 

tal Como ?e defini6 en (a) arriba; o 

(h) 
cua
 0 

T es NHC(0)NR’O, reacclonando un compuesto de la 

f6rmula g neral 

I R’-(Q)m-(CR’R3)n � N=C=O 

(XIII) 

on la 

c 

I R’, R2, R3, Q, m y n son como se ha definido en la 

f6rmula 

, 

con un compuesto do la f6rmula (111) o una sal de 6sta 

tal Como e defini6 on (a) arriba; 

y opelona 

formando 

-comp uestc 

mente despu6s de (a), (b), (c), (d), (e), (f), (9) o (h) 

uns sal farm acduticam ente aceptable o soluble del 

de la f6rmula (1) obtenida. 
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LoS7 com?puestos do I’s f6rmula- (11) Pasta (XIII) estin uno u. otro 

disponibles, o son c..onocidos.,en Is literature .0 

puedewspr pre arsdos usando tichicas conocidas. 

Y se a reclarb por equellos vers,edos on el arte que en los 

procesoe. de Is presente InvenclOn cIertos grupos funcionales tales 

c o no- gr pos hidr6xilo o, amino on los reactivos do arranque o 

compuestos Antermadlarlos pueden necesiter ser protegidos por 

grupos? ?p ofectores. Ademds, Is preparecl6n de los compuestos de 

Aa f.6rmul (1) puede involucrar, an una etape sproplada, Is adicl6n y 

subsigule to rem-oci6n do. uno o. mis grupos protectores. La 

Prot.eccI6 .,?.y desprotoccl6n do grupos funcione.les estb descrita en 

.’Grupos rotectores on QuImica OrgAnica.". edilada por J. W. F. 

M c 0 mJe, Prense Plena (1973) y ’Grupos PrOtectoree en Sintesis 

Orghnica 2da edicl6ni T. W... Greene y P. G. M. Wuts, Wiley-

Inters.ciM ce (1991). 

Clortos ompuestos de Is f6rmu,la (1) son capaces de existir an 

formas e toreolsom6ricas. Quede entendido que Is Invenci6n abarca. 

61 uso a todos los is6meros 6pticos y goom6tricos do los 

i1com P uest, s .-de Is f6rmula (1) y mincles de estos Incluyendo 

com st puest s r4cfticos. El uso do tautfteros y mozelas de 6stos 

j tembl6n f rman un aspecto de Is presente Invencl6n. 

Los com. uestos de Is Invenci6n 9 Intermediarlos pueden ser 

aislados e sus mezclas de reaccl6n, y si es necesario ademis 

purificado, .usando t6cnicas normales. 

Los C.0 puestos, do Is f6rmula (1) tionen actividad como 

farmat6ut, cos, en particular como moduladores de actividad de 

receptor de.?..quemoqulna. Mis particularmente, los compuestos 

tionen utildad como moduladores de Is actividad de receptores do 

quemoqui a CCR1 y/o CCR3. 





J1 

a 

Is 

Una aspe to m6s de la invenci6n involucra el uso de un compuesto 

de )a f6 mula gone.ra.1 (1) an el tratamiento do condiclones o 

enfermed des en las cuales la modulaci6n de la actividad de 

receptor a quemoquina es ben6fica. 

a Ademd., los compuestos de la f6rmula general (1) pueden ser 

usados n el tratamiento de enfermodades hiperproliferativas y 

proliferati as inflametorlas, autoinmunes y enfermedades 

lnmunol6g camente medlades Incluyendo el rechazo de 6rganos o 

tejidos tr nsplantados y Sindrome do Inmunodeficiencia Adquirida 

(SIDA). L 9 ejemplos de eses condiclones lncluyen: 

(1) (of -tracto respiratorlo) enfermedades ob3tructivas 

transport da 
. 
s por el alre Incluyendo enfermodad pulmonar 

obstruct! a cr6nica (COPD); asma, tal como asma de polvo y 

extrinsoc , intrinsece, al6rgica, bronquial, particularmente asma 

cr6nica invoterada (por ejemplo asme tardia y hipersensibilidad 

transport da por alre); bronquitis, r1n.1tis artr6pica, alergica, aquda y 

rinitis cr nice lncluyendo rinitis caseose, rinitis hipertr6plca, rinitis 

purulenta rinitis 99sicca" y rinitis medicamentosa; rinitis 

membran $a. i.ncluyendo crupa 1, fibrinosa y rinitis 

pseudo m mbranosa y rinitis . escrofulosa; rinitle estacional 

Incluyend rinitis nerviose (fiebre de heno) y rinitis vasomolor; 

sarcoldo is, onformadades relacionadas y pulmoner del granjoro, 

pulm 
. 
onar??flbroldea, y neumonla Intersticial y diopitica. 

(2) (hu so y unlones) artritis reumatoide, osteoartritis, 

espondil artropatlas negatives (incluyendo espondilitis anquilosis, 

I 

artritis orlitica y enfermedad de Reiter), enfermedad do Behcet, 

sindrom do Sjogren y esclerosis sist6m.ica; 

(3) (Pll?o sorla-19(s, dermatitis at6pica, dermatitis por contacto y 

otras d rmatida’s ecze matosa, dermatitis ceborr6tica, planus de 

Lichen, ?Joemphigus, Pamphigus de buloso, opidermolisis bulosa, 
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urticaria, anglodermas, vasculitidas, eritemas, eosihotilias 

cutfineas, uveltis, Alopecle areata y c.onjuntivitis vernal; 

(4) (t M t o grastrointestinal) onformedad Cellaca, proctitis, 

gestro.enterills eosinopilice, mastos.1tosis., onfermodad de Crohn, 

enformed d Inflamatoria. del Intestino, sindrome irritable del 

Intestino, colitis ulcerative, alorgias.rolocionadas con la comida las 

Cuales tionen. efectos remptos del Intestino, por ejemplo, migraine, 

rinitts y e(zema; 

(5) (otr m telldos y enformodad. 911st6mica) esclerosis M-Oltiple, 

erosis, Sindrome de Inmunodeficlencla Adquirida :(SIDA), 

lupus er tematoso, lupus sistimico, eritematoso, tiroiditis de 

Hashimotc miastenle gravis,, diabetes Upo 1, sindrome nefr6tico, 

fascitis el sinofille, s(ndrome hiper 19E, lepra lepromatosa, sindrome 

"sozary" trPmbositopenla purpura ldiopitica; y 

(6) (rechazo do toj1do"Ac la misma..especle) sigulente agudo, y 

tr6nico, or ejemplo, tran0plante de r:166n,, coraz6n, higado, pulm6n, 

tuitano Jel hueso, plot y c6.rnea; e injerto cr6nico contra 

enfermo:d id hudsped. 

Ademas, la presente inv.enci6n proporciona: un compuesto do la 

f6rmula 0 une sal farm ac6uticam onto aceptable o soluble do 

Osta, 4al omo se definWaqul anteriormente pare uso en terapia. 

En un as )ecto mis, la presente Invenci.6n proporciona el uso de un 

...Compuest 
, 

de is f6rmula, (1), o una -se.1 famac6uticamente aceptable 

o soluble do. 6sta, tal como se defl,n16 aqui anterlormente on la 

fabric-acIdn de,un medicamento pare uso en terapia. 

En el Coatexto de la presente especifleaci6n, el tdrmino uteraplaw 

tambi6n incluye ’3profflaxism a menos que alla indicaciones 

especific,as a 10 Contrario. Los t6r,minos "terap6uticos" y 

"terapeut camiente". deber(an ser constru.idos- por consigulente. 
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so espera que la profilaxis sea particularmente pertinente para el 

tratam.lonlo de personas quienes han sufrido.un episodlo previo de, 

o son Ao. otra manera considerados estar on riesgo Incromentado 

do# Is offermedad o condici6n en cuesti6n. Las personas. a riesgo 

do desarrollar una enformodad particular o condicl6n generalmento 

Incluyen squellos que tienen una historia familiar de la enfermeded 

o con’did ’o n, o aquellos? quienes bap sido identificados por prueba 

gen6tice, o seleccl6n: para ser particularm onto susceptible pars 

deearrollar Is enfermeded. o condlcl6n. 

La Invention tambl6n proporclona un m6todo de trater una 

onformedad Inflamatorla en uns persons quo sufre do, v a riesgo 

do, dicha enfermedad, la cual c-o.mprende la administracl6n a la 

persona de una tantidad terap6uticamente efectiva de un 

co.mpuest.6 do Is formula (1), o una sal farm ac6uticam ente aceptable 

o soluble Je 6sta, tal como se defi.n16 aqui anterformente. 

Para los usos terap6uticos arrIba mencionados Is dosIfIcacI6n 

administr da, por consigulente, varlari con el-compuesto empleado, 

el modo e administraci6n, el tratamiento deseado y el desorden 

Indicado. 

Los vom uestos de la formula (1) y sales farmac6uticamente 

acept able y solubles do-6stas pueden ser usados. sobre sl mismos, 

pero generalmente serAn. administrados en Is forma . de. una 

comp,osiciOn farmac6utica on la cual el compuesto/sal, soluble do Is, 

formula (I? (Ingrediente activo) esti on. asociacl6n con un adyuvante 

farmactuti-camente aceptable, diluyente o portedor. Dependlendo 

it del mo o de administraci6n, )a, composlcl6n farmac6utica 

prof eriblein ante- comprendera desde 0.05 hasta 99 %w (porciento 

por peso), mis preforlblemento deede 0.05 hasta 00 %w, sun mis 

proferible nente desde 0. 10 hasta 70 %w, y aun mis 

prefer 
- 
ible Tiente d.esde 0.10 hasta 50 %w, do ingrediente activo, 

t.odos loi potc,entajes por peso estando basados sobre la 

composici n total. 
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L a: pro onto Invencl-6n tambl6n proporclona una composlclOn 

farmac6utice que comprende un compuesto de Is f6rmula (1), o uns-

sal farm 3c6uticamente aceptable o soluble do 6sta, tal como so 

defirild qui anterlormente, en asoclacl6n con un adyuvante 

farmac6ut.icamente scoplable, d1luyente o portador. 

L a 1hvvnqj6n adembe proporcions un proceso para la proparacl6n de 

una -composici6n farmac6utica do Is lnvenc’16n Is cual comprende 

mezclar un compuesto de la f6rmula (1), o una sal 

form ac6ullcamente aceplable o soluble de 6sta, tal como so defInI6 

aqul anterlormente, con un adyuvante farm acduticam ente aceptable, 

d1luyente o portedo-r. 

Les co posiclones farmac6uticas pueden ser administradas 

t6picame te (por ejemplo pars el pulm6n y/o transportadas por el 

alre o are la plel) en le forma. de soluciones, suspensiones, 

aerosole de bept.a.fluoroalcono y fori?ulaclones de polvo seco; o 

sItt6mi.camente, por’ flemplo por admInIstraci6n oral en Is forms de 

t.abletas, cApsulas, jarabes, polvos o grinulos, o por admInIstracl6n 

parenterg I en Is forms de soluciones o susponslones, o por 

admInIstr 3cl6n subcuttknea o por admInIstracl6n rectal en Is forms 

de supositorlos o transdfirmicam ante. 

La prosente InvencI6n seri ademis explicada por reforencia a’ los 

sigulente�selemplos  liustrativos. 

Ejemplo 1-47 

(1) tert-Butilo I -(3,4-di el orob encl I)-4-pipe rldl nil c arb amat o 

Cre 

bo.rohi,druro do, sodio (6 g) No agregado a una soluci6n 

d e 3 4 - d I c I o r o b e nz a I d a I d o (4.2 g y 1 , I - d I m e t I I e t 11- 4 - 
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piperidin I carbamato. (4 g) en diclorometano (50 ml). La mezcla fue 

a g1tada temperature amblental durante 4h entonces particles entre 

acetato ?de etilo e hidrogencerbonsto do sodio acuoso. La capa 

orginica fue laveda con agua, secada y evaporada bajo pre3idn 

reducida. El residuo fue triturado con 6 ter pars der un 96lido blanco 

(3.5 g,. Osado directamente. 

(11) 1 3.,4-Diclorobencil)-4-piperldinamina.. sal de di-

trifluaro 
cetato 

I 
- 

cj"?’T Hj 

2CF3CO2H 

El prod cto de Is etapa (1) (3.5 g) fue tratado con 6cido 

trifluoroa 6tico (10ml) en diclorometano (40ml). Despu6s do 72h, Is 

I 
solucl6n ue evaporada, el residuo triturado, con iter y el s6lido (4.3 

g) recogi 0. 

MS: APC? (+ve) 259/61 (M+I) 

(111) Eje plo 1-47 

Elproduct de a etapa (IJ) (2 m g), el apropiado aldeldo (2 

equivalemes), triecetoxiborohidruro de sodlo (3 equivalentes) y 

diisoprop letilamina (2 equivalentes) on acetonitrilo (0.08ml) y I-

metil-2-pirrolidinona (0.2ml) fue dejado a temperature amblentla 

duranto ?24h. La mezcla de reaccidn fue evaporada hasta 

secamlen o y of residuo fue disuelto on dimetilsuff6xido (0.4ml). 

Ejemplo 

N -fl -(3,4 Dlclorobencil)-4-piperldlnll]-N-(4-metllbencll)amina 



0 

MS: APC? (+ve) 363 (M+I) 
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Ejemplo 

N-14-(([l -?(3,4- Die foro bone ll)-4-p e rldlnll]amlno)metll)f enll] 

aceiftmld?a 

MS: APC?? (.+ve) 406 (M+I) 

Ejemplo 

3-MI -01 

S - M APCI . 

Ejemplo 

N-[4-Clor 

Diclorobencil)-4-perldinll]amino)metil)f enol 

? (+ve) 3 6 3 (M + 1) 

Z5?5 

-1 -met I I - I H -p I raz o 1 -3 -II)m etil 1-1 -(3,4-di c I o ro ben c 11)-4-

piperldinomina 

MS: APCI?J+vo) 38.9 (M+I) 



Ejemplo 

N -11 -(3, 

amina 

MS, APCJ 

24 

Diclorobencil)-4-plporldlnll]-N-1(5-motil-2-furll)MetllI 

(+vs) 353 (M+I) 

Elemplo

 N-11-(3,4 Diclorobencil)-4-piperldlnll]-N-(4-nitrobencll)amina 

MS: APCI 

Ejemplo 7 

N-Bencll-, 

MS: APCI 

Ejemplo 8 

N-11-(3,4-

(+ve) 394 (M+I) 

? -(3,i-diclorobencil)-4-piperldinamina 

??(+Ve) 349 (M+l) 

Ic lo robe nell)-4-piperl din 111- N -(4-f luorobe ncil) am Ina 



".?.r 

9 
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MS:’A?Cl (+ve) 367 (M+l) 

Ejempl 

N -j(2,q-Dlclorobencll)-1 -(3,4-dicio robe ncil)-4-piperldi namina 

MS: APCI (+ve) 419 (M+l) 

EJOMOIO io 

N, 1 -Sis(3,4.dlclorobancil)-4-piperldlnamina 

MS: ?PCI (+ve) 419 (M+I) 

Ejemplw 11 

2P 



)Oe 

N -11 -(2 

amina 

26 

,4-Diclorobencil)-4-piperldinill-N-(2-piperldinlimetil) 

MS: A?Cl (+ve) 360 (M+I) 

Ejemp 

N-1,14 

amina 

12 

,4-Diclorobancil)-4-piparldintil-N-J(3-metil-2-tienll)metllI 

MS: A?Cl (+ve) 369 (M+I) 

Ejemp 

N-[1-( 

amina 

13 

?, 4- Dic lo robe n c li)-4-pip orldinif I- N -[ (6-met 11 -2-tie nil) metil I 

MS. APCI (+ve) 369 (M+I) 



EjempI4 

5-MI-i 

metoxf; 

MS: A 

Ejemp 

27 

14 

,4-Diclorobancil)-4-plperldlnlljamino)metll)-2-

mol 

I (+ve) 395 (M+I) 

15 

4-((11-(3,4, -Diclorobencli)-4-perldinillamino)metil)-2-nitrof enol 

MS: APCI (+ve) 410 (M+l) 

Ejempl?p 16 

?3,4,-Dlclorobencil)-4-perldinll]amino)metil)-4H-cromo-4-
I 

MS: A?Cl (+ve) 417 (M+l) 

ZOE 
? ?? 9, 
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Ejempl?? 17 

N.[S..0 oro-1,3-dimetil A H-pirazol-4-II)rnetlil A -(3,4-diclorob one If) 

-4-perfdInamina 

MG: APCI (+ve) 403 (M+I) 

Ejemp?o Is 

N -14-C) cro -1 H -piraz ol-3-II)metill-i -(S, 4-di clo robe ncil)-4-I 
perfdl?amlna 

MS: APCI (+ve) 373 (M+I) 

Ejem 1 lo 19 

N-11-(0,4,-Diclorobencil)-4-plperldinill-N-([I-(4-matilbonell)-IH-

pIraz?1-S-1ljmetII)amIna 
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MS, A?Cf (+ve) 443 (M+I) 

Ejempl?o 20 

N-11-(;,4,-Dieforobencil)-4-piparldinill-N-[(2-fanii-IN-imidazol-4-

ll)Mqtl?ljamlna 

MS: AFCI (+Ve) 414 (M+I-) 

Ejempilo 21 

N _[ (2 -Flo ro -3-cluln ollnII)m et ll]-1 -(3,4mdlclorob encli)-4-

piperlOinamina’ 

M 8: C1 (+Ve) 434 (M+I) 

Ejemolo 22 



ffill 

N-11 -(3?’’ 4-Diclorobencil)-4-piperldinill-N-[(6-Motil-2-

pirldinillOmetill amina 

MS: ARM (+Ve) 364 (M+I) 

Ejemp 

N-11-(; 

amina 

23 

1, 4-Diclarobenc ll)-4-plp a rldlnll]- N -(3-quinoll ni Imetil) 

MS: APCI (+ve) 400 (M+l) 

Ejem 1110 24 

[O-M -(3,4-Diclorobencil)-4-piperldinfilamlno)metll)-2-furillmotiI 

acetalLilo 

MS: 4PCI (+ve) 411 (M+l) 



0 

Ejemp? 025 

31 
_zT> 

3-((Il -?(3,4-Diclorobonell)-4-porldinillamino)metil)-I,S-dimetil-2-

f enll4i?2-dlhldro-3 H -pirazol-3-ona 

MS: AFCl (+ve) 459 (M+I) 

Ejemplo 26 

N-11-(0,4-Diclorobencil)-4-piperldinill-N-(4-pirldinlimetll)amlna 

MS, APCl (+ve) 350 (M+I) 

Ejemp,jo 27 

fi-Ml. (3,4-Dic ioro ben c ll)-4-perld In I I ]amIn olmet ll)-2 -nit rof en ol 

MS: APCI (+Ve) 410 (M+l) 

Ejemp?lo 28 



m 

N-12 

32 zc? A, 

irt-Butlisuff anll)bencil]-1 -(3,4-diclorobencll)-4-

p1parld)namina 

MS: A?Cl (+ve) 437 (M+I) 

Ejempl?iD 29 

N-11-($?,4-Diclorobencil)-4-piperldinilj-N-(4-etilbencll)amina 

MS: A?Cl (+ve) 377 (M+I) 

EJem ’a 30 p 11 

5-((11.??3,4-Diciorobenell)-4-perldinll]amino)metll)-2-ikcido 

h1droxibenzolco 

cl 

MS: A?cl (+Ve) 409.(M+I) 



CIA 
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Ejempl? 31 

N-(1,3- enzodioxol-4-limetil)-I-(3,4-diclorobenell)-4-

p1perld namina I 

MS: AF 

Ejempl 

N-11-(3 

Ilmetill 

?11 (+ve) 393 (M+I) 

32 

4,-Dlclorobencil)-4-piperldinill-N-(1,3-tiazol-2-

imlna 

MS: AP?Cl (+ve) 356 (M+I) 

Ejempl 

N-11-(2 

amina 

o 33 

,4,-Dlcl?robonelf)-4-piperldinll]-N-1(5-etil-2-furll)metilj 

cl 

MS: APCI (+Ve) 367 (M+I) 



M 

34 290,11 

Ejemplo 34 

N-11-1(3????4-Diclorobencil)-4-piperldlnll]-N-(2-quinolinlimetil) amina 

MS’ A?Cl (+Ve) 400 (M+I) 

Ejemp 

N-11-(; 

35 

1,4-Diclorobencil)-4-piperldinll]-N-(4-quinallnilmetil) amina 

MS: APCI (+ve) 400 (M+I) 

Ejeml 

5-M, 
I 
acido 

o 36 

3,4-Dlclorobencil)-4-piperldinillamino)metil)-2-hidroxi-3-

?? met* x1benz oleo 

MS: 4PCI (+ve) 439 (M+1) 



0 
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Ejempl?6 37 

N-[(4-oromo-I H-pirazol-3-II)metil]-1 -(3,4dieforobencti)-4-

piperilinamina 

MS: APCI (+Ve) 419 (M+I) 

Ejemp o 38 

?-12-(.0?13,4-Diclorobonell)-4-piperldinlijamino)metil)-$-

metox fenoxf) icido ace’tico "I 

MS: A?Cl (+ve;453 (M+I) 

Ejem;??
 
lo39 

N-1(4-?’Bromo-l-metil-IN-pirazol-3-II)metfli-l-(3,4dieforobencil)-4-

pipsr??dlnamlna 



36 

MS: APCI (+ve) 433 (M+l) 

Ejempljq 40 

N-11-(4,4-Diclarobencil)-4-piperldinill-N-(4-yodobencll)amina 

MS, APCI (+ve) 475 (M+I) 

EjemplO 41 

3-(ftl -i3,4-Diclorobe ne If) -4-p erldini 1] amino) met 11) -6 1 7-dimet 11-4 N - 

croma. Ono 

MS: AOCI (+Ve)’446 (M+I) 

Ejempllo 42 

N -[I -(a, 4-Dicloro ben c I I) -4-p 1p erldl nill-N -(4-1 sop ropoxibencil) 

amino 

PC, 
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MS. AP??Cl (+ve) 407 (M+I) 

Ejempl 43 

N -11-p 4-Diclorobencil)-4-piperldinill-N-[(I-metil-2H-

benzlmlda2ol-2-II)mstlljamlna 

MS* APCI (+ve) 403 (M+l) 

Ejemplo 44 

N-[I-(??,4-Diclorobenell)-4-piperldinll]-N-(3-metilbencll)amina 

]kisf%: fipl?ll "+Vo*, -11"I I"R*+.4% 

Tw 0 m L, k ) 00.3 km 1) 

Ejemp 45 

MS: APCI (+Ve) 350 (M+I) 



Ejempf 

N-11-(3 

amina 

38 

46 

4-Diclorob on c1l)-4-piperldinfil-N -(2,4-dinlimetilbencil) 

MS: APCI (+ve) 377 (M+I) 

EJOMP??O 47 

EtIll 1? 6-((11-(3,4-diclorobencil)-4-porldinillamino)metll)-2-metli-3-

furoat 

?,-i I 
J

--’I 
� 

.0 cl 

MS: APCI (+ve) 425 (M+1) 

Ejemplos 48-73 

(1) Eje plos 4i-IF3 

Bromo tris-pirroliclino-fosfunio hexafluorofosfato (2 equiv) fue 

agrog do a una soluc!6n del producto del Ejemplo I stapa (li) (sal 

de hi roclururo) (I mg), el aproplado 6cido (2 equivalentes) y 

clilsop?oplletilamlna (5 equivalentes) en dimatil formamida (0.17ml) I 

y fue 

reaccl 

dimetl 

dejaclo a temperature ambiental durante 24h. La mezcla do 

n fue evaporade haste secamlento y el reslduo dl9UeltD en 
sulf6xldo (0.3ml). 
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Ejempf,o 48 

N-11-(?,4-Dieforobenell)-4-piperldinlil-3-furamida 

MS: A?Cl (+ve) 353 (M+l) 

Ejempl?p 49 

N-(l-(1,4-Olclorobencil)-4-piperldinill-4-13-(4-pirldinil)-1,2,4-

axadiazol-5-illbutanamida 

I 

MS: APCI (+ve) 474 (M+I) 

Ejempl?o 50 

2-([?5-(I-Bencil-2-oxo-1,2-dihidra-3-pirldinil)-4-motil-4H-1,2,4-

triazol ?3-11]sulfanil)-N-11-(3,4-diclorobencil)-4-piparldinilI 

propanamida 
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MS: ?Pcl (+ve) 611 (M+l) 

Ejemolo 51 

w-li-i3,4,-Diclorobonelf)-4-piperldinill-6-motoxi-4-

qulnollnacarboxamlda 

MG: ?PCI (+Ve) 444 (M+I) 

Ejer 

M-11 

quir 

plo 52 

3,4-Diclorobencil)-4-piperldinill-2-(2-f uril)-4-

linacarboxamida 

IN. 

MS.,?,? APCI (+ve) 480 (M+I) 

Eje ??Plo 53 

N-14-(3,4-Diclorobencil)-4-piperldinill-4-(2-matil-i-oxo-1,2-

dih?dro-3-lsoquinolinli)butanamida 



4 1 

MS. ?PCI (+ve) 486 (M+l) 

Ejernplo 64 

3-(I,?-]3enzatiazol-2-fisulfanil)-N-fl-(3,4-dieforobanelf)-4-

pipe ??d’lnlljp ropanamida 

MS: ?PCJ (+Ve) 480 (M+l) 

EjeMplo 56 

N-11?(3,4-Ditiorobonell)-4-piperldinill-2-(3,6-dimetoxifenil) 

acoi?mlda 

M S: I APCI (+ve) 437 (M+I) 

Eje?plo 66 I 
N-11, -(3,4-Diclorobonell)-4-piperldinlij-2-(2-metaxif on1l) 

aceiamlda 
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M S: PCI (+ve) 407 (M+I) 

Ejemolo 67 

Ejemolo 57 

2-15- 
F 
loro-2-oxo-1,3-benzotiazol-3(2H)-ill-N-11-(3,4-

dlclo?obe ncio-4-piperldinillacetam Ida 

40 

M S: NPCI (+vej 486 (M+I) 

Io 58 

N -11?-(3,4-Dieforobenell)-4-piperldinill-2-[(4,6-difnetil-2-

plrl?IdlnlI)sulf anillacetamida 

S4-0-o 

ZOA 
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MS: A?PCI (+ve) 439 (M+l) 

Ejemolo 69 1 
2-(l-,, enzotlofen-3-ii)-N-11-(3,4diclorobencil)-4-piperldinilI 

aceta’ Ida 

MS: ?PCI (+ve) 433 (M+I) 

Ejem Io 60 

N-11-?3,4-Dieforobencli)-4-piperldinill-4-(3,4-dlmetaxifenif) 

butaj?lda 

ms 
I 

WC1 (+ve) 465 (M+I) 

Ejem?plo 61 

5 -CI41ohe xIl-N -[I -(3,4di cloro ben cil)-4-piperldlnll ]pe ntanamida 11 

O�j 0 
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MS’ A?? Cl (+Ve) 466 (M+I) ?ip 

0 

Ejem ’I 62 

M-11 -(3,4,-Dieforobenelf)-4-piparldinill-3-f luoro-2-metilbenzamida 

cat 

MS: 4PCI (+ve) 395 (M+I) 

EJem lo 63 

IN.-l�  ?li-(3,4-Diclorobencil)-4-piperidinll]-N-2--(I-fenifetil) 

ftalainida 

MS: ?Pcl (+Ve) 510 (M+I) 

Ejeoplo 64 

2-Clolopentil-M-11 -(3,4-diclorobencil)-4-piperldinfilacetamida 
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MS: ?PCI (+ve) 510 (M+I) 

Ejemolo 65 

4-Clo?o-N-[I-(314-dlclorobencil)-4-piperldinil]-2-nitrobenzamida 

h 
N=O 

0- Ll 

MG, ?PCI (+ve) 444 (M+I) 

Ejemolo 66 

2,2-D cloro-N-[I-(3,4-diclorobencil)-4-piperldinil]-l-metil 

felopropanecarboxamida 

M S: PCI (+Ve) 411 (M+I) 

.0 . 

Ej 

em 

lo 07 

tert- util 4-15-((11-(3,4-dicloro bencil)-4-pipe ridinil ]amino) 
carb?nll)-2-metoxlf enill-i -piperazlnacarboxilato 11 



46 ?30?11 

MS: &PCI (+ve) 677 (M+I) 

Ejemolo 68 

N-11-??3,4-Olclorobencil)-4-piperldinill-5-oxo-l-(2-tionlimetil)-3-

plrrol?dinacarboxamlda 

MS: APGI(+ve) 466 (M+I) 

Ejemplo 69 

N-11-?(3,4-Diclorobencil)-4-piperldinif]-3-[2-oxo-1,3-benzoxazol-

3(2H)-lilpropanamida 

MS: ?PCI(+ve) 448 (M+I) 



Ejemg 

N-11-1 

47 

o 70 

,4-Diclorobencil)-4-plperldinill-4-f luorobenzamida 

0 �0�

MS: ?Pcl(+V6) 381 (M+l) 

Ejem?lo 71 

ti-[I-J$,4-Diclorobonelf)-4-piperldinill-2-metilbenzainida 

0 
Cal r., 

MS: APCI(+Ve) 377 (M+I) 

Ejer 

N-11 

lo 72 

3 4-DI clo rob en c1l) -4-piperldinill-3 -metl lb enz amid a 
I 

MG: ??APCI(+ve) 377 (M+I) 

Eje?plo 73 

N-(I?l?.(3,4-Diclorobenelf)-4-plperldinill-4-(hidroxlmetll)benzamida 



M S: 

Ejer 

(1) 1 

Una 

de 

dimi 

48 

r .. 4 mo, 

PCI(+Ve) 466 (M+1) 

Io 74-93 

3,4-Diclorobancil)-4-piperldinona 

cr--Talo 

soluc16n do 3,4-diclorobenell cloturo (2.8ml), 4-quotopiperidlna 

monohidrato de hidrocloruro y trietilamina (8 m 1)) on 
tiltormamMe (30mi) fue agitada a tomperatura ambiental I 

dur Into 20h. La mezcla fue part.1da entre agua y acetato do etilo, la 

caP orgdnica secade y evaporada bajo Presi6n reducida. La 

purl icacl6n fue por elusi6n do cromatograffa con 40-50% do etilo 

ace??atolisohexano. Rindid 2.1g. 

MS:??APCI(+ve) 258/60 (M+I) 



M 
I P AIN 

(11) 

etileg 

Una 

buto 

(2.12 

49 

tert-Butil- 2 - (11 - (314 -d I c I o r b e n c 11) -4 -p I p 9 r I d I n I I I am I n Q 

amato 

0 

solucl6n del producto de is etapa (1) (1.61g), N-(tert-

carbonli)-atilenodism Ina (1g) y triaceloxiborohidruro de sodio 
. 
g) en diclorometano (20ml) fua agitada a temperatura 

amblontal durante 3h. La mezcla fue partida entre aqua y acetato de 

efflo, la capa orgdnlca secada y evaporada bajo presiOn reducida. 

Rindi?n 1.28g. 

MS* ?PCI(+ve) 402/4 (M+I) 

I (111) 1 N-1-11-(3,4DIclorobentil)-4-piperldinill-1,2-otanadiamina, 

do ti?lfluoroacetato 

El 

Irl 

C1 NH2 

3CFSCO2H 

SRI 

?roducto de la etapa (11) (1.28g) tue tratedo con acido 

oroac6tico (5ml) en diclorometano (10mi). Despuds de 20h, la 

soluciOn fue evaporada, el residuo Iriturado con Mer y el s6lido - 

(1.6 

’) 

recogida. 

Me:?APCI(+ve) 302/4 (M+I) 

(Iv) ?Elemplo 74-93 

Piroducto de. la etapa (111) (0.0026g), el aproplado halo-sromigtico 

11 acti ??ado (1.26 equivalentes) y diisopropietilamina (10 equivalentes) 

on ?1-metil-2-pirolidinona (0.16m.1) fue calentado a 100"C durants 



lo?Uf 

20h. ?a mezcla de reacclOn fue evaporada hasta secamiento y el 

rssidu??o disuelto o’n dimatilsulf6xido (0.4mi). 

Elem lo 74 

N-i -411.(3,4-Diclarobencil)-4-piperldinil]-N-2--(2--(motlisulf anil) 

metili -4-plrlmldlnll)-1,2- otanadfamina 

MS: ?PCI(+Ve) 440 (M+I) 

EjemOlo 75 

N-.I-.?tl-(3,4-Diclorobancil)-4-piperldinill-N-2--12-(metilsulfanll)-

6- (t?ifluorometil)-4-pirimidinill-1,2- etanadlamina 

F 
F 

cco: I c I 

MS: APCI(+ve) 494(M+l) 

Ejerr 

N?J. 

(met 

lo 76 

?11
 -(3,4-Diclorobencil)-4-piperldinill-N-2--[5-metoxi-2-

lsulfanll)-4-plrlmldlnl1J-1,2- otanadiamina 
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MS: APCI(+ve) 456 (M+J) 

Ejem?lo 77 

2-(1*41112-f 11 -(3,4-Diclorobencil)-4-piperldinll]amlno)etll)amino]-2-

p ’l,*;dlnll)amlno)-1 -etanol Irlm 

or MS: APCI(+ve) 439 (M+I) 

EjeM 10 78 

N 
4,_[

 2 -([1 -(3,4-D Iclo ro bencil)-4-piperldinill -amino) etll)-G -metil - 

2,4-f Irlmidinadiamina 

Cal c I 
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M 8: PCI(+Ve) 409 (M+I) 

Ejemolo 79 

N-4--??[2-([I-(3,4-Diclorobencil)-4-piperldinil]-amino)otll)-N-2-,G-

dimetli-2,4-pirlmidinadlamina 

Ms PCI(+ve) 423 (M+l) 

Ejemolo go 

2-Cloro-N-4--ciclopropil-N-6--(2-([I-(3,4-dlclorobencil)-4-

piporldlnll ]amino) etil) -41, 6 -pirlmidinadl amin a 

cl 

MS: ?PCI(+Ve) 471 (M+I) 

Ejemplo 81 

N-1 � -11 -(3,4-Diclorobancil)-4-piperldinill-N-2--(4-f enll-2-

plrlm,dlnlQ-1,2- etanadlamina 



53 

MS: A?Cl(+ve) 456 (M+I) 

Ejempla 82 

N-i--(I-(3,4-Diclorabonell)-4-piperldinill-N-2--14-

(trifluorometil)-2- plrlmldlnll]-1,2- etanadlamina 

MS: ?PCI(+ve) 448 (M+I) 

Ejemolo 83 

N-1 -

(pro 

11 -(3,4-Diclorobencil)-4-piperldinill-M-2--[4-

llsulfanlJ)-2-plrlmldlnll]-1,2- etanadlamina 
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MS: 4PCI(+Ve) 454 (M+1) 

Ejem?lo 84 

N-2-42-cri-(3 4-Diclorobencill-4-ninerldinill-aminalptill-id,A.- A. 

climw ?11-2,4-pirlmidinadlamina 

v 

/-

-N

 
H 

MS: ?PCI(+Ve) 423 (M+1) 

Ejem?lo 85 

N; -Ciclopropil-N-2--(2-(Il -(dicirobencil)-4-

p ldinillamin o) atil)-2,4-pirl ml dinad lamina 

M S: kPCI(+ve) 435 (M+I) 

Ejem lo es v 

N�i?4i-(3  4-1)lclorobencill-4-ninerldinill-N?2--FA-13-nlrleiinill-g. 

pirl 

I 

IdInIII-1,2- otanadiamina 



66 

MS: APCI(+ve) 466 (M+I) 

EjeMplo 87 

N-1?-11-(3,4-Diclorobencil)-4-piperldinill-N-2--14-(3-tionli)-2-

plrl?ldlnllj-1,2- etanadiamina 

N 
cl 

H 

M%%: APCI(+ve) 462 (M+I) 

EJOMPIO as 

N-?1--11-(3,4-Diclorobencil)-4-piperldlnll]-N-2--[4-(2-tienil)-2-11 
pll?t’lmJdlnllj-1,2- etanadiamina 

cl 

8- APCI(+ve) 462 (M+I) 

jemplo 89 

-1--11-(3,4-Diclorobencil)-4-piperldinill-N-2--il-rnetll-IH-

lrazol[3,4-djplrimidin-4-1l)-1,2- etanadlamina 
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"O’ll 

MG: APCI(+ve) 434 (M+l) 

Ejemolo 100 

0-

N-1- ’’11-(3,4-Diclorobenell)-4-piperldlnll)-N-2--(IH-purin-6-ii)-

1,2-e;anadiamina 

ms* ,PCI(+ve) 420 (M+I) 

Ejeroplo 91 

N-1-?-[I-(3,4-Diclorobencil)-4-piparldinill-N-2--(S-motiltleno[2,3-

djpi?imidin-4-ii)-1,2-etanadiamina 
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MS: APCI(+ve) 450 (M+I) 

v 

Ejemplo 92 

N-1--il-(3,4-1)lclorobencil)-4-piperldinill-N-2--(7-metiltieno[3,2-

djplr101dln-4-ll)-1,2 -etanadl amino 

0 

MS: ?PCI(+Ve) 450 (M+l) 

Ejemplo 93 
I i 
-11-(3,4-Diclorobancil)-4-piperldinill-N-2--(9-motil-9H-

purin-6-11)-I, 2-etanadfamins, 

M S: l?l? 

Eje 

N-1 

pit] 

4 

APCI(+Ve) 460 (M+I) 

kplo 94 

-(3,4-Diclorobencil)-4-piperldinill-2-(15-(trif luorometit)-2-

linillsulf anII)acetamide 

rx_, --1 I 
A"O 

a 
I 

C, 
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Carblon Idiimidazol (0.105g) fue agregado a una soluciOn agi tada do 

2-(16-(t lfluorometil)-2-pirldinilloulfenfilicido acdtico (0. 1 66g) e n: 

dim6t[lf rmamids (2ml). Despu6s de 1h una soluci6n del. producto 

d et Ejemplo I otapa (ii) (0.3g) on una solucl6n do dimetilformemida 

y dils propilleflismins (2 equivalentes) (1.5ml) fus agragado y 

agitad a temperature emblental.-durante 2h. La mezcla fue partide 

entr6 gue y acetato de otilo, la capa. of.ginica levads con agua, 

secad.. y eveporsda bajo presl6n reducida. El residuo fue triturado 

con 6t r.y recogido. R.IndI6 0.0849 como un s6lldo. 

NIS, A C.I(+v.e) 478/80 (M+I) 

’H N R; 8 (DMSG-d6) ?8.76 .(s, IN, 8.11 (d, 11-1), SM.Jdd, 11-1), 

1,59-7.53 (m, 3H), 7.29 (dd, IH),’ 3.91 (s, 1H), 3.58-3.45 (m, 11-1), 

3.44 .70,’ 2 H), 2 (br di 2H) 2.03 (br 1, 2H), 1.70 (br d, 2H), 1.46 

1.3T 2 H). 

MP:. 9 OC 

Ej M. .10 95 

I - 3,4-Diclarobencil)-4-piperldinill-2-(5-motil-I -fenii-I H-

piraz 1-4-II)aestamida. 

N 

CI
 

El c m U a s. 1. o’ del Mulo fus preparado del producto del Ejamplo I 

..Stapp (11) (0.3g) y de 2-(5-tne,tfl-l-.fenll-lH-pirazol-4-11)icldo acttico 

(0 1 1 g) usando el m6todo del Ejemplo 94. Rindi6 0-18g como un 

0. 

M:S: APCI(+ve) 457/9 (M+I) 

’H. MR.; 8 (DMSO-d6) 7.90 (d, 1H), 7.59-7.38 (m, 8H), 7.29 (dd, 

IH) 3.54-3.60 (m, 114), 3.45 (9,2H), 3.24 (s, 2H), 2.12 (br d, 2 H), 

2.2 (s, 3H),2.03(br t, 2 H), 1.72 (br d, 2H), 1.46-1.37 (m, 2H). 

MP 1650C 
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N-11-( 

59 

96 

?,4-Diclarobenell)-4-piperldlnll]-S-oxo-5-f enlipentanamida 

C, 
01 cl 

El co puesto del titulo fue preparado del producto del Ejemplo I 

etapa ?(11) (0.39) y cle 5-oxo-S-dcido fenlipenten6leolO.134g) usando 

el mdt do del Elempla 94. RindI6 0.149g como un s6lido. 

MS: A Cl(+ve) 433/5 (M+I) 

’H N ? ; 8 (OMSO-d6) 7.96-7.93 (m, 2H), 7.72 (d, 11-1), 7.65-7.50 

(m, 5?), 7?28 (dd, IH), 3.57-3.48 (m, IH), 3.44 (.s, 2H), 3.01 (t, 2H), 

2.72- .67 (m, 2H), 2.13 (t, 2H),2.04-1.98 (m, 2H), 1.86-1.79 (m, 

2H), I ??.69 (br s, 211), 1.41-1.32 *(m, 2H), 

mp: f?occ 

Elam Io 97 

2-12- ?4-Clorotenil)-S-motil-1,3-tiazol-4-111-N-11-(3,4-dieforobencil) 

A .4-pl erldinillacetamida 

El c mpuesto del tifula fue preparado del producto del Ejemplo 1 

qtap? (11) (0.39) y do 2-[2-(4-clorofenil)-5-metil-1,3-tiazol-4-iijicido 

sc6ti? co (0.187g) usando el m6todo del Ejemplo 94. RIndl6 O.Ig 

comd un 9611do. 

M 8: 

’H I 

(m, 

2 H), 

M P: 

PCI(+ve) 5IOf2 (M+I) 

I?MR; -3 (DMSO-d6) 8.00 (d, 11-1), 7.85-7.82 (m, 2H), 7?69-7.52 

?H), 7.29 (dd, 111), 3.57-3.51 (m, 3H), 3.44 (s, 2H), 2.72 (br d, 

?2.41 (s, 3H), 2.06 (t, 2H), 1.73 (br d, 2H), 1.48-1.38 (m, 2H’. 

11 300C 



io 

1--ri, L 

Ejemplo 98 

N-11-(?,4-Dialorobonell)-4-plperidinill-2-(fonlioulfanll)acetamida 

cl 

El coopuesto del titulo fue preparado del producto del Ejemplo I 

etapal ii? (11) (0.3g) y de 2-(fenll9ulfonIl)bcIdo ac6tico (0.118g) usando 

al md odo del Ejemplo 94. Rlndi6 0.056g como un s6lido. 

NIS: liPCI(+ve) 409 (M+I) 

1H lsl?
 
R; 8 (DMSO-d6) 8.00 (d, 1H), 7.57 (d, 11-1), 7.53 (d, IH), 

7.36 ?1?1,27 (m, 5H), 7.20-7.16 (m, 11-1), 3.61 (s, 2H), 3.55-3.47 

I H), ??3.44 (s, 2H), 2.69-2.66 (m, 2H), 2.02 (t, 2H), 1.67-1.64 

2 H), 1.41-1.31 (m, 2H). 

M P: 67-990C 

Ejen?plo 99 
11 

N-111?l?-(31’4-Diclorobonelf)-4-piperldinill-2-(4-fluorofenll)acetamida 

cl 

El ?ompuesto ’del tftulo fue preparado del productO del Ejamplo I 

etapa (11) (0.3g) y de 2-(4-fluorofenil)(icido ac6lica (0.108g) usando 

el ?6todo del Ejemplo 94. Rlnd16 0,159 Como un 96lido. 

Ms??,-. APCI(+ve) 395 (M+I) 

11-1??NMR; 8 (DMSO-d6) 7.98 (d, 11-1), 7.57 (d, 11-1), 7.53 (d, 1H), 

7.? 3.54-3.48 (m, 11-1), 3.45 (s, H;0-7-26 (m, 3H), 7.13-7.07 (m, 2H), 

2 1 3.37 (s, 2H), 2.72-2.69 (m, 2H), 2.02 (t, 2H), 1.71-1.68 (m, 

21-1), 1.44-1.34 (m, 2H), 

MP: 144-70C 



Ejem 

N-11. 

tiazo 

61 

)10 100 

?3,4-Dlcloroben cil)-4-piperldinill-2-12-(2-pirazinfl)-I, 3 - 

-4-II]acetamida 

C, 

CA 

El co?Tpuesto del titulo fue preparado del producto del Ejemplo 1 

etap (ii) (0.3g) y 2-[2- (2-p irazinil)- 1, 3-t iazo 1-4- ill Ac ido acitico 

(0. 

16 

g) usando el mdtodo del Ejemplo 94. R1ndi6 0.08g como un-

9611dd. 

MS: 

’H N 

I H), 

2 H), 

2 H), 

M P: 

N-11- 
I 

gulf al 

PCI(+ve) 462 (M+I) 

IR; 3 (OMSO-d6) 9.25 (d, 1H), 8.74-8.71 (m, 2H), 0.07 (d, 

’.64 (s, 1H), 7.59-7.548 (m, 2H), 7.31-7.28 (m, 1H), 3.69 (s, 

?.59-3.54 (m, 1H), 3.45 (s, 2H), 2.74-2.71 Qh, 2H), 2.04 (t, 

.76-1.74 (m, 2H), 1.49-1.39 (m, 2H).. 

36-9"C 

IQ 101 

3,4-Dici-orobencil)-4-piperldinill-2-1(5-f onil-2-pIrImIclin1l) 

d1jacetamicla 

El com’-puesto del t1fulo fue praparado del producto del Ejamplo I 

etapa (H) (0.3g) y 2-[(5-fenil-2-pirimidinil)sulfanil]icido ac6tico 

(0.1 7,"eg) usando el m6todo del Ejemplo 94. Rindid 0.115g como un 

9611do 

MS: A Cl(+ve) 48719 (M+I) 

’H NIRVAIR; 8 (DMSO-d6) 9-98 2H), 9.09 (d, 1H), 7.79-7.76 

2 H) 1 .68-7.43 (m, 5H), 7.28 (dd, 1H), 3.91 (s, 2H), 3.59-3.52 (m, 
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11-1), ?3.44 (s, 21-1), 2.70 (br d, 21-1), 2.03 (br t, 21-1), 1.72 (br d, 2H)p 1 
1.47-??1.38 (m, 2H).. 

MP: i57 -C 

Eje 

M 

Wo 102 

N-1 
I ?( 

3,4-Diclorobencil)-4-piperldinill-3-13-(,2-pirldinif)-1,2,4-

oxa4fazol-5-11111propanamicia 

El c?mpuesto del titulo fue preparado del producto del Ejemplo I 

etapgi (if) (0-9g) y 3-[3-(2-pirldinil)-1,2,4-oxadiazol-5-11]icido 

propg1noico (0.3g) usando el m6todo del Ejemplo 94. Rindi6 0.074g 

como un s6lido. 

M S: A PCI(+ve) 460/2 (M+1) 

’H NII R; 6 (DMSO-d6) 8.76-8.74 (m, 11-1), 8.05-7.99 (m, 21-1), 7.94 

(d, 11-1), 7.61-7.56 (m, 21-1), 7.52 (cf, 11-1), 7.28 (dd, 11-1), 3.56-3.48 

(m, 11-1), 3.43 (s, 21-1), 3.19 (t, 21-1), 2.71-2.66 (m, 41-1), 2.03 (t, 21-1), 

1.69 ?!(br d, 21-1), 1.42-1.33 (m, 2H).. 

MP: ;550C 

EjeMplo 103 

N-11;(3,4-Diclorobencll)-4-piperldinlij-1 H-benzImIdazol-2-amina 

cl 
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(1) Etll-4-(IH-benzimidazol-2-liamino)-l-piperldinocarboxilato 

Una ?? ? solucl6n do 2-clorobenzimidazol (19) y etil 4-amino-l-

piperl?dinocarboxilato (2g) on 1-metil-2-pirrolidinona fue calentada a 

13010 durante 24h. La mezcla fue partida entre ague y acetato de 0 t ,,, 0 

la cape orginics lavada con agua, secede y evaporeds bajo 

pres I n reducida. Le purificaciOn fus por elusiOn do cromatografla 

con 1% do trietilamina/5% do metenol an diclorometano. Rindi6 

0.63 g como un 9611do. 

,TO F S ES+289.1652 (M+I) 

(11) ? N-(4-PlperJdlnll)-I H-benzimidazol-2-amina, Sal de 

difil ?rocloruro 

El pr ducto do la etapa (i) (0.58g) fue calentado bajo reflujo con 5M 

do d Wo clorhidrico (20ml) durante 24h. El solvente fue evaporado 

bajo presl6n reducida, el residuo azeotropado con tolueno, lavado 

con IMter. RindI6 0.68g como un s6lido. 

TOF 

S 

ES+217.1452 (M+I) 

(I 11) ’? N -[I -(3,4-Dicloro ben c 11) -4-P 1perldinfl]-1 H -ben zimidaz o 1-2-

aml a 

Trlet?uamlna (0-223MI) fue agregada a una suspensl6n aglfads del 

prod cto do la etapa (11) (0.2g) on dimatilformamida. Despu6s do 

5ml?? 3,4-dicierbenzaldeido (0.175g) entonces triacetoxibrorhidruro 

do ?’odlo (0.212g) fue agregedo y la mezcla agitada a temperalure 

amb ental durante 3h. Le mezela fue partida entre 2N do icido 

clor fdrico y 6ter, la cape acuosa fue basificada con 

hidr gencarbonato do sodio acuoso y extractada con acetato . do 

etllo?. La cope orgiknica fue secede y evaporade bajo presl6n 

red??cida. El residuo fue triturado con acetato/6ter do etilo 
. 
y el 

801 

i 

o recogido. RindiO 0.045g. 

TOF MS ES+375.4257 (M+I) 

1H MR; 8 (DMSO-d6) 10.6 (br* s, IH), 7.60-7.56 (m, 2H), 7.32 (dd, 

1H 7.12-7.09 (m, 2H), 6.86-6.83 (m, 2H), 6.49 (d, IH), 3.66-3.49 

(m, ??3H), 2.79-2.71 (m, 2H), 2.13-1.91 (m, 4H), 1.56-1.46 (m, 2H). 

MP:?i 126’C 
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Ejem 0 104 

2-([l 

(3 

4-Diclorobencil)-4-piperldlnlllamino)-N-(3-metoxif enil) 

acetilmida, sal de ciffildroclorlda 

0 
C, 

2Ha 

3-7(? 

2-Clo ro-N-(3-metoxifenil)-acetem Ida (0.241g) Ne agregado a una 

solucl6n agitada del producto del Ejemplo I etapa (11) (sal de 

dihidrocioruro) (0.4g), trietilamina (0.608g) en 1-metil-2-

pirrol dinona (5ml). Le mezcla de reacci6n fue calentada a 800C 

duran e 6h entonces partids antre acetato do etilo y salmuera. La 

caps orgdnica fue lavada con salmuera, secada y evaporada bajo 

presh n reducida. La purificaci6n fue por eleusi6n do cromatografla 

con cloroformo/isobexano/trietilamina/metanoI 30:15:3:0.5. El 

prodicto resultante fue convertido a Is sal de h1drocloruro usando 

hidrogencloruro etdreo. Rindi6 0.135,g. 

TOF ’AS ES+422.1406 (M+11) 

’H NMR; 8 (DMSO-d6) 11.21 (br s, 1H), 10.82 (s, 1H), 9.63 (br s, 

2H), ’’IF.95 (9, 1H), 7.75 (d, 1H), 7.60 (d, 1H), 7.31-7.23 (m, 2H), 7.15 

(d, 111), 6.70 (dd, 1H), 4.28 (br s, 2H), 3.97 (br, H), 3.73 (a, 3H)i 

2.96?br, 2H), 2.?8-2.05 (m, 4H). 

MP: 74-60C 

Ejem

 I 

o 105 

N-11. 3,4.Dlcl o robe n cli)-4-pi p erldinil I -N I -(3,4-di cl orobenell) ure a 

17. 

C1 





MI 

37Y 

Ejer 

M-11 

SM I 

66 

P10 107 

,(3,4-Dieforobonell)-4-plporldlnll]-N-(4-motoxibencll)amina, 
e ciffildroclorlda 

C1 
2M 

El c?Mpuesto del titulo fue preparado del produclo del Ejemplo 1 

eta 

p 

’ (11) (0.185g) y 4-metoxi6enzaideldo (0.49ul) usando el m6todo 

del Oemplo I etapa (1). Rlndi6 0.849 como un 9611do. 

IMS:?PCI(+ve) 379/81 (M+I) 

’H N? 
R; 3 (DMSO-d6) 11.33 br s, IH), 9.56 (br S, IH), 7.96 (s, 

11-1), ?7.74 (d, IH), 7.61 (d, 111), 7.52 (d, IH), 6.97 (d, 111), 4.27 (s, 

2 H) 

’ 

??4 

, 

07 (9, 2H), 3.77 (s, 3H), 3.39-2-94 (m, 5H), 2.32-2.28 

2.H) ?.15-2.07 (m, 2H). 

MP:’ ?2500C 

Anifl*ls Farmacolo’gica 

Flujo de calclo [Ca’+Il ensayo 

a) ? 091no,flio’s humano 
Eosin filos humanos fueron alslados de sangre perifdrica 
antic agulada EDTA como se descrlb16 previamente (Hansel y 
otros, J. M6todos Inmunol., 1991, 145, 105-110). Las c6lulas fueron 
resus ?)endldas (5 x 10’3 ml-1) y cargadas con 5pM FLUO-3/AM + 
Pluro 

I 
ic F127 2.2plIml (Pruebas Moleculares) en solucl6n baja de 

potas 0 (LKS; NaCl 118MM, M9804 O.8MM, glUCOSa 5.5 MM, 
N82CC3 8.5mM, KCI 5mM, HEPES 20 MM, CBC12 I.8mM, BSA 0.1%, 
pH 7.4) durante I hora a temperatura amblente, Despuds de la 
carga las c6lulas fueron centrigugedas a 200g durente 5min y 
resusoendidas an LKS a 2.5X106 ml-’. Las c6lulas fueron entonces 
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tran??ferldas a . placas de fuente 96 FLIPr (placas Pol 
- 
I-D-Lisina de 

Beet n Dickinson pre-Incubadas con fibronectina 6pm durente doe 

hora 
I 
) a 10mitfuente. La placa fue centrifugada a 2009 durante 

5mln?? y ias cdiuias fueron lavadas dos veces con LKS (200pl; a 

tomperatura ambiente). 

Un-c?mpuesto de los Ejemplos fue predisuelto en dimetilsulf6xido y 

agre 
?1 
ado a una concentracift final de 0. 1 % (v/v) d e 

dime 11sulf6xido. Los ensayos fueron iniclados por la aclicl6n de una 

conc ntracl6n de A5o de eotaxin y el Incremento transitorio on fluo-

3 flu roesencla 0Ex=490nm y IEM=520nm)monitoreada usando un 

FLIP (Dispositivos Moleculares, Lectores de Placa de Imagen 

Fluor m6trica, Sunnyvale, E.U.A.). 

b) 

M 

onociltoo humanos Mo 

no 

"t

 o s humanos fueron al3lados de sangre perif6rica 

antic agulada EDTA como so describi6 proviamente (Cunoosamy & 

Holbr ok, J. Blologla do Leucocltos, 1998, S2, 13). Las c6lulas 
, C 

fueroi resuspendidas (6 x 106 ml-) en LKS y cargadas con 5pM de 

FLUO-31AM + Pluronic F127 2.2plIml (Pruebas Moleculares) durante 

una tora a temperatura amblente. Despuds de la carga. las c6lulas 

fuero centrigugadas a 200g durante 5min y reauspendidas en LKS 

a 0. X108 ml-1. Las c6lulas fueron entonces transferidas a placas 

de fu nte 96 FLIPr (Costar). A cada fuente le fueron agregados 

ioopl? a una 
I 
concentraci6n de 0.5XIO" mi-1. Las placas fueron 

cen-trt fugadas a (200g; 5mins a temperatura ambiente) para permitir 

quo Eas c6lulas so adhieran. Des pu6s de la centrifugaci6n las 

cdlula?s fueron lavedas dos veces con LKS (200pl; a temperatura 

amb) nte). 

Un c ?mpuesto de los Ejemplos fue predisuelto en dimetilsulf6xido y 

agreg 

I 

do a una concentracl6n final de 0. 1 % (vfv) de 

dimet 

I 

I sulfOxido. Los ensayos fueron iniciados por la adiciOn de una 

conce tracl6n do A50 do MIP-1(x y el Incromento tranaltorlo an fluo-3 

fluoro scencia OEX=490nm y lEm=520nm) monitoreada usando un 



M, 

FLI (Dispositivos Moleculares, 

Fluo7om6trlca, Sunnyvale, E.U.A.). 

Lectores de Placa do Imagen 

Los compuestos de los Ejemplos fueron encontradoe ser 4 
ante onistas del eotaxin medlado [Ca 2+ 

11 an sosin6filos humanos 

y10 Ontagonistas del MIP-Immedledo ICa2+] 
i en monocitos humanos. 

Que otaxis eosino’Ma humana E os s, 

Milos humanos fueron alslados d e sangre p,e r If 6 r Ic a 

antic aigulada EDTA como se describi6 previamente (Hansel y 

otro J. M6todos Inmunol., 1991, 146, 106-110). Las c6lulas fueron 

resu pendidas 5x106 ml-1 en RPIVII conteniendo 2001U/ml de 

pene !line, 200pg/ml de sulfato de estreptomicina y suplementades 

Coll 0% de HIFC8, a temperature amblente. I 

Los osindfilos (700 gl) fueron incubados durante 15mins a 370C de 

7 gl de ya sea vehiculo o cumpuesto (100x concetracidn final 

requ ride en 10% do dimetilsulfbxido). La place quemotaxis 

(Che oTx, poro de 3gm, Neuroprueba) fue cargada adicionando 

28gi ?nde una concentraci6n de eataxin (0.1 haste I 00nm) 

conto lendo una concentracl6n de un compuesto de acuerdo con los 

Ejem los o solvente pare las fuentes mAs bajas do la place 

quem taxis. El filtro fue entonces colocado sobre las fuentes y ?5gl 

de 9 sponsidn eosin6f!la fueron agregadoo a la parte superior del 

filtro. La place fue Incubada durante I hr a 37"C en un Incubador 

hume ecido con una atmdsfera de 95% de aire/5% CO2 pera 

perml ir la quemotaxis. 

El medio, contenjendo c6lulas quo no hablan migrado, fue 

culda Os ente aspirado desde arriba del filtro y-descarlado. El 

filtro ?f e lavado una vez con saline amortiguada do foofato (PBS) 

conte’ ie o 5 mM de EDTA pare re-mover cualesquiera c6lulas 

adher ntes. Las c6lulas que habian migrado a travds del filtro 

fuero encapsuladas por centrifugacl6n (300xg durente 5mins. a 

tempe?ratura amblente). Y of flitro removido y el flotante transferldo ’?f 



m 

a c da fuente de una placa de 96-fuente (Costar). Las c6lulas 

encal sulades fueron lisadas por [a adici6n de 28 p-I de PBS 

coni I niendo 0.5% de Triton x 100 seguldo por dos c1clos de 

cong alaci6n/descongeloci6n. La c6lula lisada fue entonces 

agre jada al flotenten. El nOmero de eosin6f!los migrantes fue 

cuan,ificado de acuerdo con el mdtodo cle Strath y otros, J. Mdtodos 

Inm 

U 01, 

1985, 83, 209 midiendo la actividad de peroxidasa 

eosi 6fila en el flotante. 

Clar compuestos de los Ejamplos fueron encontrados ser 

antaltistas del eotaxin de quemotaxis eosin6fila humana mediada. 
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REIVINDICACIONES 

Un compuesto cle la f6rmula general 

1 4 S -8 
.(Q)m-(CFeR) -R-R J4 )4�CR R 

X�X 

an I cual 

R’ r presenta un gru po alcluilo CI-Cl2 opcionalmente sustituldo por 
uno o M69 sustituyentes independlentemente seleccionados de 
cian , hidr6xilo, CI-cro-alcoxi, Cl-C6alqulltio y Cl- C6 
alco’’Icarbonflo, o, 
R1 

I 
epresenta un sistema de anillo saturado o no s aturado 

mem3rado-10 hasta 3- el cual opcionalmente comprende arriba 
hast dos Momos de anillo de carbono qua forman grupos carbonilo 

y el cual opcionalmente ademds comprencle arriba hasta 4 

hete odtomos de anillo independlentemente seleccionados de 
nitr6 eno, oxigeno y azufre, en el cual el sistema de anillo as 

opci nalmente sustituldo por uno 0 mbs sualltuyentes 

inde endientemente seleccionados de hal6geno, ciano, nitro, 
hidr x1lo, carb6xilo, Cj-C6 alquilo, CI -C6 hidroxialquilo, Cj-C6 

halo Iquilo, CI-Ce alcoxi, carboxi-sugtituldo CI-Cf, alcoxi, CI -Cs 

alquitio, Cj-C6 alquiltiometilo, CI -Cs alquilcarbonilamino, -NR 7 R", - 

C(O NR’Ft3, CI-Cr2 alquilcarboniloximetilo, CI -Co alcoxicarbonilo,. Cj-

C6 alcoxicarbonilpiperacinilo, furilo, fenilo, piridilo, piracirillo, 

halo’enilo, tienilo, tienilmetilo, Cl-Ci3alquilbencilo y 

m e 0 a 1; 

Q r; presente un Mom de oxigeno 0 azufre o un grupo NR’9, G(0), 

C(O? NR9 o NR’OC(0); n as 0, 1, 2, 3 o 4, provisto que cuando n es 0, 
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en-to ces m es 0; cada R 2 R3. Independientemente representan un 

Ato o do h1dr6geno o un grupo Cj-C6 alqullo; T represents un grupo 

NRI. C(0)NR"’, o NR"C(0)NR’O; coda X incLependlentemente 

repr senta un grupo CH2, CHR12 a C=O, provisto que por Io menos 

dos rupos X simultineamente representan CI-12; 
4 R code uno Independlentemente representa un Atomo do 

h1dr geno o un grupo alquilo CI -C4; R B reprosenta un grupo fenol 

opci nalmente sustituldo por uno 0 m (19 suatituyentes 

Inde andlentemente selecclonsdos de hal6geno, amino (-NH2), 

n1tr clano, sulfonft (-S03H)O sulfonamido (-802NH2)1 Cj-C6 

olqu lo, CI-Cls haloalcoxi y Cl-Ct siquilsulforillo; 

R7 Re coda uno Independlentemente repres’anta un itomo do 

h1dr. geno o un grupo selectiona.do do Cl-Cs hidroxialquilo, C3-Cia 

cicl alquilo y Ci -Ce; alquilo opcionalmente. su.stituido por fenilo; 

1191 10 y R" coda? uno Independlentemente represents un dtomo do 

h-fdr geno, o un grUPO C1 -C4- alquilo ct ciclopropilmetilo’; y 

cad 12 independiantem onto represent,a un grupo CI -C4 R alquilo o 

c1cl propilmetilo; 

oun so) o soluble fa’rmacbuticamente aceptable do 6sta. 

2. Un compuesto de acuer.do. con la reivindicaci6n. 1, en of cual Q 

-repr. sents. un.6tomo do azufre o un grupo NH, C(0) o NHC(0). 

3. Un compuesto de acuordo con Is reivindicaci6n I’ o 

reiv ndicaci6n, 2 en of cual T represents un grupo NH, C(0)NH o 

NH (0)NH. 

4. Un compuesto -d e acu 
. 
erdo con cuolquiere d a las 

reiv ndicaclones I haste 3, an of cual todoo los cuafro grupos X 

rep esentan CH2. 

S. cOmpuesto. de scuardo con. Is reivindicaci6n 1, of cual es 

Sel ccionado.do 

N-1 -(3.,4-DIcI,.orobonc-iI)-4-p1pe rid inill-N- (4- met ilb e ncil)a mine, 

N-[ -(J[1 -(3,4-Diclorobencll)-4-perldiniflam Ino)m etII)f enillacetam Ida 
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(3,4-Dlclorobencll)-4-pe rid Wl] a m ino)m et il)f enol, 

Cloro- I -m etIl- 1 H-plrazol-3-II)m etlll- 1-(3,4-diclorobencll)-4-

P 

I fiLoldinamina, 

’p 
I 
’ 

N- ?-(3,4-Diclorobencil)-4-piperidinit]-N-1(5-motil-2-furil)metil] 

am 1 8, 

N [1 (3,4- Dic loro be nc ll)-4- pipe ridinif]- N- (4- nitrobencil)a m Ina, 

N:B nc 11- 1 - (3,4- dicloro benc !Q-4-pIp e ridina m Ina, 

N-11 (3 
1 
4-Dieforobenall)-4-piperldinil]-N-(4-fluorobencil)am Ina, 

N-(( 6- Die foro be net[)- 1- (3,4- diclorobe ncli)-4- pipe rldlnam Ina, 

N, I -?Pl 9(3,4- diclorobancil)-4-piperldinam Ina, 

N-11 (3,4- Diclorobenell)-4- pip eridlnll]-N- (2- p 1p erld Inlim etll)am Ina, 

N-11 (3,4-Diclorobancil)-4-piperldinill-N-1(3-motil-2-tienll)metllI 

am1pa, 

N-[ 1?? (3,4-Dicloro be ncil)-4- pip eridlnil]- N- [(5- met 11- 2-t lenil) m etill 

amins, 

5-(( 1-(3,4-Diclorobencil)-4-piperldinil]amino)metll)-2-matoxifenol, 

4-({ 1-(3,4-Diclorobencil)-4-porldinillamino)metil)-2-nitrofenol, 
3-((il-(3,4-Diciorobencil)-4-parldinillamino)metil)-4H-cromo-4-ona, 

N-15?-Cloro-113-dimetll-IH-pirazol-4-II)metil]-l-(3,4-diclorobenell)-4-

peri inamina, 
N-1??-Cloro-lH-pirazol-3-II)metfil-l-(3,4-dlclorobencil)-4-

perl?olnamlna, 

N-[l???-(3,4-Diclorobencil)-4-piperldinill-N-J[I-(4-metllbencli)-IH-

pire ol-5-111metillumins, 

N-1 ?-(3.4-Dicloiobencil)-4-piperldinil]-N-1(2-fenll-IH-imidazol-4-

100tillamins, 
N-[(?2- Cloro- 3-q ulnollnil)m ot III- 1- (3,4- dic lorob oncil)-4-

pip ridinamina, 

N-1 (3.4- Die lorob enc II)-4-pIp erldinill-N-1(6- met 11- 2-pirldinil)m Oil] 

a 

of 

N - (3,4-Dlclorobencll)-4- pip erldinill- N- (3- q ulnolinilm etl,l)am Ina, 

154 fl-(3,4-Diclorobencil)-4-plperidlniljamlno)metil)-2-furillmetiI 

acelato, 
3-( 

1,2 

1-(3,4-Diclorobancil)-4-porldinil]amino)metil)-1,5-dimetil-2-fenil-

?dlhldro-31-1-plrazol-3-ona, 



73 

N-[ I i(3,4-DIcIorobencII)-4-pIpo rid lnif]-N-(4-pirldinlim etll) am Ina, 

5- (fl??l-(3,4-Diclorobencll)-4-perldinil]am Inolm et1l)-2-nitrolenol, I 
N-[2411 (to rt-Butilsulf a nil) be ncil]- 1-(3,4-diclorobencll)-4-

pipe Idinamins, 

N-11 1(3,4 - Die lorob a nc ll)-4- piparldinill- N- (4- at Ilbe ncil) am Ina, 

5-(fi?l-(3,4-Diclorobencil)-4-porldinillamino)metil)-2-dcido 

hidroxibenzolco, 

N-(I??,3-13enzodloxol-441m stil)- 1-(3,4-dicloro be nell)-4-plp a rldinam Ina , 

N-11 (3,4-Dlclorobancil)-4-piparldinill-N-(I, 3-tiazol-2-lim etII)am Ina, 

N-[I??(1,4-Diclorobencil)-4-piperldinll]-N-[(5-stil-2-f urII)m still amine, 

3, - 0 Iclo robe nelf)-4- p Ip a rldInIll- N- (2- quino linlim at IQam Ina, 

N-[ l??-(3,4-Diclarobencil)-4-piperldinill-N-(4-qulnolinlim etll)am Ina, 

5-([(I-(3,4-Diclorobencil)-4-piperldinlijaminolmatil)-2-hidroxi-3-;Acido 

motoxibenzolco, 

N-[(? -Bromo- I H-pirazol-3-II)m still- I -(3,4diclorobencil)-4-

pip 
?r 
Idinamins, 

2-[ ?-(J[3,4-Diclorobencil)-4-piparldinfilaminolmotil)-6-motoxifenoxiI 

del o acdtico, * 

N’
 

[??4 

- " 

r o m o- 1 - m a III- I H- p Irazo 1- 3 - 11) m a t Ill- 1- (3,4 d Ic lo r o b a nc 11) -4 - 

pip1ridinamina, 

N-[ (3,4-Diclorobencil)-4-piperldinill-N-(4-yodobencll)am Ina, 

3-(??1-1-(3,4-Diclorobancil)-4-perldinil]amlno)metil)-6,7-dimetil-4H-

cro a-4-ona, 

N- [I - (3,4-Dic lo robe nc ii) -4- p fps ridinill- N- (4- Isop ropoxIbencII)am Ina, 

N-[? -(3 4.DIcIoiobencII)-4-pIp arid !nil]-N-[(i -m etll-2H-benzim idazol-

2-11 metll]amina, 

N-[ - (3,4- Dicloro be ncil)-4-pip e rIdInII]- N- (3- met fib encII)am Ina, 

Wj? -(3 4-Diclorobencil)-4-piperldinill-N-(3-pirldinilm etll)am Ina, 

N-1 - (3,4-Dic lorob a nc 11)-4- pipe ridinill- N- (2,4- dinilm at 11b 9 nc 11) am Ina, 

Etl?? 5-(([I-(3,4-diclorobancil)-4-parldiniljaminolmotil)-2-matil-3-

fur ato, 

Nj?l -(3,4- Diclorobencil)-4-piperldinlij-3-f uram Ida, 

N-(?l - (3,4- Dicloro be nc If) -4- pipe ridinif]-4-13- (4-pirldinfl)- 1, 2,4-

oxadlazol-6-111butana.m Ida, 
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2-([5- (1 -B a ncil-2-oxo- 1,2-dlhidro-3-plr.ldlnil)-4-m 91:11-41-1- 1,2.4-triazol-
3-111sulfanil)-

N-[1 ?(3,4,-Diclorobencil)-4-piperidinlljpropanam Ida, 

N- [ 14 (3,4,- D Ic lo ro b e nc 11) -4 - p 1p 9 rid InlIj- 6- m a I ox 1- 4 - 
ii 

quin ’fins c a rboxam Ida, 

N-[1 1(3,4-Diclorobencil)-4-piperldinfl]-2-(2-furil)-4-

quinolinacarboxam Ida, 

N-[IJ(3,4-Dieforobonelf)-4-piparldinilj-4-(2-metil-i-oxo-1,2-dihidro-3-

lsoquinolfrill)bulanam Ida, 

pIpe1jIdInII]propansm Ida, 

N-[I??(3,4-Diclorobencil)-4-piperldinill-2-(3,5-dimetoxifenil) 

acet, 

M 

Ida, 

N-[I-(3,4-Diclorobencil)-4-piperidinill-2-(2-motoxifenil) acefamida 

2-15- Cloro- 2- oxo- 1, 3-banzotiazo I- 3(2H)- III- N- 11 -(3,4- diclo rob a ne If)-

4-plp arid lnil] a cot am Ida, 

N-11-(3,4-Diclorobencil)-4-piperldinil]-2-[(4,6-dimetil-2-

pirim??dlnll)sulfanlijacetamida, 

2-(I-Benzotlofen-3-ii)-N-11-(3,4diclorobencil)-4-piparldinilI 

acetamida, 

N-.[ 1 - (3,4- Dic loro b one ll)-4- p Ipe ridlnll]-4- (3,4- dim etoxif e nil) 

butam Ida$ 

5-Cl IohexII-N-[1 -(3,4diclorobencil)-4-piperldinll]pentenom Ida, 

N-1 I - (3,4-Diclorobencil)-4-piperldinil]-3-fluoro-2-m otilbenzam Ida, 

N-1--11-(3,4-Diclorobenell)-4-piperldinil]-N-2--(I-feniletil) 

ftela0gida, 

2-Ciclopentil-N-11-(3,4-diclorobencil)-4-piperldinillacetamid,s, 

4- C lo ro- N- [I - (3.4- d1clorob encil)-4- pipe ridinill- 2- n1frobbrizem Ida, 

2,2-Cieloro-N-[I-(3,4-diclorobenell)-4-piparldinill-l-

moti Iclopropsnacarboxam Ida, 

tert-1;utIl 4-15- (([1-(3,4- dIc lorob one If) -4- p 1perldlnll] am lno)ca rbon1l)-

2- m ej oxif e nil] - 1 - p 1p e r azin a c a r b o x list o, 

N-[I-(3,4-Diclorobencil)-4-piperldinil]-5-oxo-l-(2-tienilmotil)-3-

pirrolidinscarboxam Ida, 
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N-[1 4(3,4-Diclorobencll)-4-piperidinll)- 3-12-oxo- 1,3-benzoxazol-

3 (2 H1 -111propanamida, 

N-1 I 7(3,4-Diclorobencil)-4-piperidinil]-4-f luorobenzam ida, 

N-fl. (3,4- Diclo robe nclQ-4-plpe rid InII]- 2-m at Ilbenzam id a, 

(3,4-Dlclorobencll)-4-plpe rid InIll- 3-m stilbenzamld a, 

(3,4- Dlclorobencil)-4- pipe rid InIQ-4- (hid roxim etil) be nzam id a, 

N� 1 ?-11 -(3,4-Diclorobencil)-4- pipe rid IniI]-N-2--(2--(m etilsulf a nil) 

metlij-4-pirlmidinill-1,2- etenediamins, 

N� I I -(3,4-Dicloro b encil)-4-pipe riclinill-N-2�  [2- (m etilisulf a nil)- a-

(trifl orometII)-4-pIrImIdInII]-1,2- etanadlamins, 

N-1 
. 
[1-(3,4-Diclarobencil)-4-piperldinill-N-2--[5-metoxl-2-

(me ?llsulfanil)-4-pirimidinil]-1,2- etanadiamins, 

2-((4-[2-([I-(3,4-Ditiorobencil)-4-piper.idinil]amino)etll)amino]-2-

pirl idinII)amino)-l-etanol, 

N-4L-[2-([I-(3,4-Diclorobenell)-4-piparldinill-amino)etll).6-metil-2,4-

plrl? IdIna diem Ina, 

N-4 -[2-([1- (3,4- Diclorob a ncil)-4- pipe rid inil]- am Inolet il)- N� 2�,6 -

dim til-2,4-pirim IdInadiam Ina, 

I 2-C aro-N-4-41clopropll-N-6--(2 

. 

(11-(3,4-diclorobenell)-4-

pip ?rldiniijamino)etil)-4,6-pirimidinadiamina, 

N-1? -11 - (3,4- Die loro b enell)-4-pl-perldinill- N� 2-- (4-f e nil- 2-

pirl 
mi 
IdInIQ-1,2- stanadlemina, 

N� I 
- 
(3,4- D Iclo rob encil)-4- pipe ridinill- N� 2-- [4- (tr(f luorom otil)-2-

pirimidinill-1,2- elanadiamine, 

N-1 -[I -(3,4-D icloro b encil)-4- piparidinil]- N- 2-- [4-(p rop i1sulf a nil)- 2-

pirl idinill-1,2- otenadiamina, 

N-- ??› [2-([1- (3,4- Die foro b enc !1)-4- pipe rldinill- am ino)et il)- N-4�,6 -

dim etil-2,4-pirim Idinedlam Ina, 

N�&�_  Cie lop rop 11- N� 2-- (2-[11 - (dic Ira b a nc ll)-4- p 1p orldinill am Inoletil-

2,4??plrlm IdInadiam Ina, 

N� f› 11 - (3,4-Diclo robe nc ll)-4- pipe ridinill- N-2--[4- (3- p lrIdInII)- 2-

pirlmIdInIll-1,2- stanadismina, 

N�,11--11-(3,4-Diclorobencil)-4-piperldinil]-N-2--14-(3-tiatil)-2-

pirilnidini11-1,2- stanadiamina, 
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- I I - (3,4- D ic loro b 9 ncil)- 4- p ip 9 rid Inil]- N- 2- - [4- (24 lot il)- 2 - 

ldinil]-1,2- otenedismina, 

.-[I -(3,4-Dicloto bencil)-4-piperidinill-N-2-11 -m atil- 1 H-

pira oI[3,4-d]plrlmldJn-4-II)-1,2- atenadiamina, 

N-1 t-[I-(3,4-Diclorobonell)-4-piparldinill-N-2--(IH-purin-6-11)-1,2-

otanidiamina, 

N� 1 ’?-11 -(3,4-D Ic loro b encil)-4- pip erldinill-N-2--(5-m etiltiono[2,3-

cljpi?im ldin-4.1l)-1,2-sto nad lam Ina , 

N� I t-11 -(3,4-Diclarob encll)-4-plperIdInil]-N-2--(7- m etiltleno[3,2-

cl]pl?lr? Idin-4-1l)-1,2-ot ana diem Ina, 

N-1-?-11-(3,4-Diclorobencil)-4-piperldinill-N-2--(g-metll-gH-purin-s-

ll)-i 2-etanadismins, 

N-[1 -(3,4-Diclorobancil)-4-piperldinil]-2-([5-(trifluorometil)-2-

piridiniljsulfanillacetam Ida, 

N-11 -(3,4-Diclorobenelf)-4-piparldinill-2-(6-metil-l-fenll-IH-plrazol-

4-11)acetemida, 

N-[1 (3,4- Dic loro be ncil)-4- pip a ridinill-5- oxo- 5-f enilp entans m ids, 

2-[2r(4-Clorofenif)-6-metil-1,3-tiazol-4-111-N-11-(3,4-dieforobenell)-4-

p 1pe??Idlnlljacetam Ida, 

N-[I?(3,4-Diclorobencil)-4-piperidinill-2-(fenilsulfanil)acelamida, 

N-[1 (3,4-Diclorobencil)-4-piperldlnll]-2-(4-f luorofenll)acetam Ida, 

N-11 ?.(3,4-Diclorobencil)-4-piperldinill-2-12-(2-pirazinil)-1,3-tiazol-4-

lljac??etsmlda, 

N-[1 (3,4-Dicio robe nc il)-4-p 1p eridinil]- 2-1(5-f a nil- 2-pirlm IdInII) 

SUM nll]acetamida, 

N-[I??(3,4-Diclorobencil)-4-piperldinill-3-[3-(2-piridlnil)-1,2,4-

oxallazol-5-illpropanam Ida, 

N-11 (3,4-Diclorob encil)-4- pip eridlnII]- I H-b enzim Idazol-2-sm Ina, 

2-11 -(3,4-Diclorobencil)-4-piperldinll]am inol-N- (3 -

met xifenil)acetemida, sal do dihidroclorida, 

N-(1 (3,4- Diclo rob encil)-4- pipe rIdlnIIj-N’-(3,4- diclorobe nc 11)ure a, 

N-11 (3,4-Diclorob a ne If) -4- pip erldinll]- N’- (3- met oxif e nil) ure a, y 
N-11?

 

(3,4-Diclorob e ncil)-4-pip e rid lnil]- N- (4- met oxib e ncil)a m Ina, Sal 

do ciihicirocloricla, 

0 
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6 Un procaso para is ?prsparaclft do un compueStO do in f6rmula 

to[ como esti delfrilds, an Is relvindlesel6n I of cual comprande: 

?a) cuando n as por lo mono$ of grupo CR 2 
R3 unido 

3 
directoments a T as CHR y T as NRIO, reacclonando un compuesto 

do Is fOrmula 

Fe 

an in cual n’ so 0 o un ontero desdo 1 hosts 3 y RI, R2, R3, m y 0 

estan definidos on Is f6rmula (1), con un compuesto do Is f6rmuls 

general 

Ft’ 

(MD 

o una sal do 6sta, on Ilk CUaj X, R4, R5, R8 y., RIO estdn definides on 
Is f6rmuls (1) on Is prosencla do un agente de reducti6n; o 

(b) cuando n as por lo menos 1:,. of grupo CR2 R3 unido 
directaments a T as C(CI-C4 aIqUII0)2 y T do NRIO, reacclonando un 
COMPuesto do Is f6rmule general 

10 
R1.(Q),.(CFeR)0�C�NHR  

on Is Cusl n’ 99 0 0 un entero deeds. I haste 3, R2’
 y R 

3.

 

Independlentem onto represents un grupo CI-C4 olquilo, 

4r 

4t* 





. "q 

Is 

0 

R 3 
0 

do I 
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0, m y 0 estin definidas on Is f6rmula (1), con un compuesto 

f6rmuls general 

�X )N�CRF:e-Fe  
X�X 

En Is cual X, R4, R5 y Ra estbn definidas on la f6rmula (1), en la 

proleencla de un agents do reduccl6n; o 

Wll?l cuando T as C(0)NR’O, reacclonando un compuesto do Is 

f6rinula 

R I (0),,-(CR2R),� C-OO ’ 
\ OH (V13 

ep? Is cual R, R2, R 3, 0, M y n son como so he definido on Is 

M?rmula (1), con un compuesto de Is f6rmula (111) a-una eel de 6sta 

ta? il como se he defin1do en (a) arribe; o 

( ) cuando m es I y 0 es NR9, reacclonando un compuesto de Is 

f:rmula general (VII), R’ � L’, on la cual L’ represents un grupo de 

Pipirtida (por ejemplo un Atomo do hel6geno) y R’ as como se defInI6 
ill 

olin Is f6rmule (1), con un compuesto do Is f6rmula general 
?i I 

X? �CR  4 
RS-116 NHFe-(CR2R)n’T4�

(VIM 

2 4 uns oaf do 69ts, on Is cual n, T, X, R , R3, R , R5, Re y R9 son 

omo estfin definides en Is f6rmula (1); o 

(a) cuendo por lo menos una do R 4 y Rr’ reprosentan un itomo do 

hidr6geno, reacclonando un Compluesto de Is f6rmula general 



R 1-(Q)m-(CR2R).-T--? 

X�)? 

X�)?H  

MO 

o uAs sal do 
ll 

6sts, en Is cual R1, R2, R1, 0, m, n, X y T son como so 

he Oefin1do on Is f6rmula (1), con un compuesto do Is f6rmuls 
l? general (X), 211 Re �C(0) �R , en Is cual RIO represehta un dtomo do 

hI=o o un grupo CI -CA a,lquilo y Re es come so he defiffido on 

Is a (1j, en Is presencle do un agents de reduccl6n; o 

(g),?? reacclonando un compuesto do Is f6rmula (IX) tal come so 

defin16 on (e) arriba, con un compuesto do Is f6rmula general 

a n 

d oil 
l 

1? 

R 4 

?*. 

Ra 

R 
(Xj) 

Is cual L 
2 represents un grupo do partide (por ejemplo un Atomo 

hal6geno) y R 4 , R5 y Re son como se he deflnldo on le f6rmula 

(g) cuendo T so NR1O, reacclonando un compuesto de la fOrmula 

general 

R’-(Q)m-(CR’R’)n � La 

(X11) 

e Is cual 0 represents un grupo do partida (per ejemplo un itomo 
d hel6gono) y R’, R2, R3, M. n y Q son come so he deffnido en Is 

fOrmula (1), con un compuesto do Is f6rmula (111) o una sal de 6sta 

tal como se dennI6 en (a) arribe; o 
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cuando T as NHC(0)NRID, reacclonando un compuesto de Is 

uls general 

R’-(Q)m-(CR2R’)n � N=C;=O 

(X111) 

on a cual R’. R2 , R3. 0, m y n son como se ha definido an Is 

f6r We (1), con un compuesto do Is f6rmula (111) o une eel do 69te 

tal C?omo so defini6 an (a) arriba; 

y o clonalmente despu6s do (a), (b), (c), (d), (a), (f), (9) o (h) 

for ando Una sal form ac6uticam ente aceptable o soluble del 

com??uesto de, Is f6rmula (1) oblenide. I 

7. ?? Una composiciOn formac6utica qua comprende un compuesto 

do a f6rmula (1), o une sal form ac6uticam onto aceptable o soluble 

de dsts, lal como esti relvindicada on cualquiera de Ins 

re iv? 
ndicaciones 1 haste 4 9 n asoclaci6n con un adyuvanto 

farmac6uticaments aceptable, diluyente o portador. 

a. ? Un proceso pera Is properad6n de Una composicl6n 
far ac6utice tal como esti reivindicade on Is reivindicaci6n 7 Is 
cus comprende mozelar un compuesto do In f6rmula (1), o Una eel 

I 
far acduticaments aceptable o soluble do 6sts, tal Como estj 

rel??ndlcada on cuolquiera do Ins relvindicaclones I haste 4 con un 

ady ?vsnte farmac6ut Icamente aceptable, diluyente, o portedor. 

9. ? Un compuesto de Is f6rmula (1) o una sal o soluble 

for ac6uticamente sceptable do 6ste, tal Como estd reivindicado en 

cua? quiera do Ins reivindicacionas I hasta 4 pare uso an terapla. I , 

10J El uso de un compuesto do Is f6rmula (1), o Una sal o soluble 

formec6uticaments aceptable do 69ta, tal como estfi reivindicado an 
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?ulera do las relvindic a clones 1 hasta 4 on la fabricaciOn do un 
I 
lcamento pare uso en teraple. 

11. Un mdtodo do tralar una enfermedad Inflamalorla on un 

pacle 
nte qua sufre do, o arriesgo do, dicha onformeded, la cual 

compronde la administraclOn al paclente do una cantidad 

tera 6uticamente efective do un compuesto do le fOrmula (1), o una 

Sal C soluble farm ac6uticam ants aceptable do 6sta, tal como estd 

0 relv??ndlcado an cualquIera de las reivindlca clones I haste 4. 
11 ? 
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RESUMEN 

COMPUESTOG NOVED0808 

encl6n proporclona compuestoo de ]a f6rmula general 

R 1.(0),?-(CF?R)., 
-T�?7xN� 

CFN-116 

(1) 

1 1 

3 4 
VP. 

an cual R’, R2j R s R i Rss R13, Q, M, n, X y T son como so no 
defirildo e n la especificaci6n, procesoo pare ou preparacion, 

Co I 

posiclones farmacduticas que los contlenen, y au uso en 

ter, plot especlelemento pare el tratamiento de receptor de 
qu imoquine relacionado con onformodades y condiciones. 
++ ................................................... 
ES,?i’li TRADUM611 FIEL Y COMPLETA DE LOS DOCUMENTOS 
A04UNTOS. 
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