5

10

15

20

25

30

AM NO- ALKYL- AM DE DERI VATI VES AS CCR3 RECEPTOR LI GANDS
The present invention relates to the CCR3 receptor

wo pgansesof general formula (1), wthin them f reDHU2EICH00080

antagonists and to the salts, solvates and isoners

thereof, to the pharmaceutical conpositions containing

them to the use of the conpounds of the general

formul a (MINQRA-HReMIDEQPERVATHIBZaR® SCEMRUCSHIRRr &ICANDS

the preparation of the conmpounds of the genera

formula (1) and their salts, solvates and isoners and

to t IRt I
Chemm re aF ARERR FURS: Rk CRF SR Pop N2l geptodd formula 0,
wigkindhed fpodypeptantkgenissayidrg therpatst amitratesegnldi agomreys thereof, to the

role in.t nune processes. due thei r | eukocyt

wpwwg ceeweﬁﬁ%%qrﬁaln@sf%e@e, tOfﬁ%ysee&étP? SPRBPYNGS of the genoral
# [

B L R o proBition BFEEmpounds of

toCgetreatdkinmda (18 epp theirsals, SUCHSs patBpmerss) ar e

expressed by a nunber of inflammatory cells, like the

bas of@lhemolstdm ar@shalt elolenlaf weydhp (B¢ )12 &Ba) eqirdtb®bolspeptides playing

cells, ritic _cell 3 but they can be found.in the .
@}p@gﬁ@sfe Rt T P hiC sitiPBRce PEICEisR iz iondien ddikogyie aftracting
@ﬁﬁﬁ R

em)t& ?]CZ étﬁ{ﬁ] Qﬁggferp %e‘ﬁn fg%cf’?so ?llilr%u;';}ggi{lc{ éléé}g% C}Hé‘? r&e&ors which
redomgste Ithec faimilky dfthj@ﬁdﬁoteiﬁl‘tﬁmuﬁkeﬂewepwes.l i gands are the
eotaxin, eotaxin-2 and the |ately di scovered

eot a The n-sel ct | ands. are the
coL B, S50 RS, oF SPERAGR S e BaliEhe ) @ mumber of
iNEEn fat A @ell:h QiEBES BRIOF, Inmat Béltsom lgﬁ@h@éyﬂ?es bpibhelibt cells, dendritic

The best charact eri zed CCR3 | i gand known from a | ong

qellasbuit &n thiy @restashsanaunt they e bastound: dixtbe girfach of the eosinofils.
activation of the CCR3 receptors attracts selectively

the epgl @QRB'r@ceﬁPdr'lféﬁn&soo ﬁatb kl%ﬂﬁf‘l foQlYé)@aj bﬁ’é?moktntﬁ% They have
measured eotaxin level in the bronch al veol ar [ avage

af Inumbcurmf)fsela@t\hnmd voipadleative digands. Bihe6lqutive dighnds are the eotaxin,

e effect o r ovogc on a 2.4-fold
AEzadpe gl é{ﬁ“f’}ﬁ%f?ﬁg Pt dhBGORGFFHveL s g the RANTES,
QemE)ﬁ&d%/'ter %@ﬁ%ta‘éﬁ@ rodhls® - M@ Bhavilepng LhE the macrophage
eotaxin’is produced 1n man ceIIs Fol | ow ng “an
iahibépy proteie ¢oRd ¢, Theheestrostradterjred (GCR 3 Bgarsiinmovaonitomeslong time is
tgre the epithelial cells, but a great amount of
§CARKIR i s produced by the fibroblasts of the | ung,
the snooth nuscle cells and the endothelial cells
of t he The piakat tiyudhr e tactivdidnadfMae Ica]Rmepmfsaﬁ&acam gelectively the

| ynphocytes, and the eosinofils thenselves. Originally
qasOak: Rriondosa allesgent provesatian.r the apeasuied ogaxip 19ysl in the broncho-

%%%néjré)%g@ét ﬂ‘%pl fﬁé\%grﬁlpa(%{c @1&%]5 lv?ag d:gr &7 g@ggrgcﬁﬁgheﬁgaﬁttﬂe effect of

dvcatibtit 20nfdlMéndbaasé of ﬂhE eﬁmﬁb‘éﬂdﬂhdbﬂﬁhaﬂ @8 bf tHeasspiratory tract
been reveal ed that other inflammation cells -althoug
Veredomid- er amount- al so contain CCR3 receptors (Eisner

J, Escher SE, Forssmann U., Allergy. 2004 Dec;

59( 12 the 4dredBe Jeotak R, rbﬁlﬁ:emaﬁﬁ 8180 ‘F‘oﬁBﬁu@%ﬁﬁﬁ:%gen response,
much wi der e fect their activity is not Iimted

thhenasbanprofant sotaxid sourcseaadng ¢pithehiadycelgrbube goaan amdemtetf eotaxin is

ke ing FORE R fae i oo FutFlerelin Bp gndothelal celsof

b Seas @a%or%r Bas&d 1" alR61aRRRMEoIRSET YA 11AABho i3 and the eosinofils

ant agoni sts nay possess inportant profilactic and
thhmsepesuti c effects in the treatnent of pathol ogies
where in the devel opnment of the disease CCR3 receptors
play a role. These di seases are characterized by the
di sorder of the |eucocyte functions (activation,
chenot axi s), there are nunerous chronic inflammatory
di seases anong them such as asthma, allergic
rhynltls atoplc dernatltls eczens, i nfl ammat ory
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with one or two identical or non-identical straight or

branched Cl1-4 al kyl group-; a 5- or 6-nenbered
whedensegel i c ring containing one or two or thPE€EHU2006/000080

nitrogen atonms, or two nitrogen atons and one oxygen

atom or one nitrogen atom and one oxygen atom or one
nitr@,en at om and one sul phur atom or the benzol ogues

t her &3#ginallyt thefata jhosvadsthat theedCRA tcapiass are bpbe found only in the

. . " ) boti | ect ed

DI, BB BT S B BB SGAEE 8 501 45
Sahkyht @ therbasiadfag@ressiba Proffles ail@bheod rdveales iRd JHer4nflammatory
al koxy group, trifluoromethyl group, cyano group,

Chlg raég’gkléufal} spypdlen sapouetr @le, captein df@m erﬁmmm;(Egn@uh, Escher SE,

] u ' IRa71SY j Wi L h or. twa
FRELARRE1 P Ry A rRRaroBPILL AR St b 08 Yol poses
nadckyider effet, their aeiihily i HECRRNGE RS the JHBROAR il Rh&duently they can

C1-4_alkélene group optlonalééisubstltuped wi th one or
berroasiflersd imech more yahiablgeand; effictive taggitindhe reatmdné df asthmatic,
aﬁ:%rlgiflbl a?ﬂd%ﬁﬁargﬁx‘&%gi%ea%teands for a straight Cl-4

al Ky

_ ene group Ul ona“_f‘l y substituted with one or nore

i denBagal o@r thixoRbote Rbbdadtiont, WY a@tagbhidRChAY ﬁsséss important

al kyl . group or pheqél group; R and R independently
pﬁaﬁptﬁmﬁégmpwléﬁf ¢ts an thertrgpighant of pghelngise wherk-ia the development

. OHPin - AL2 stands fo enyl.-, benzyl -, thienyl- ..
oGP ReCerbi DS 1o RGPt Y the disonder
offothe  ilelRotyte akurRtioRP NabikeibhC ahemuRls) UBRE 3R 8flRFous chronic
fromthe groupconsisting of straight or branched Cil-4
Hzaﬂqwnatglfyoalﬁ?asgi paiogatthem, sichrashasthngy -alleedik alynity, cdgpic dermatitis,

0 [ 1 NQ. grau ami no_gr.oup, -substitute e
<N o0y, SRR, BpeeRENE Rl DSt Pai i, artoris,
nhiligyle belerotit; @rcahklideady, HAVahfertioiAUBsoasds'ih bHRh &t Wivh ATDS.

grou cyano group, Cl-2 al kyl enedi oxy group,” or
hal o%@ﬁ 8 aantagonigis @uhleﬂﬂirbfir@d datst én oglyclitematwien gre carbamide-,

ey n [ o) |t 0gen at ons r .
UG BB S st L0, HH R Ly Bt a1 358 RS pounds containing
sdtifakedg @Pclat AmMiAndgots OXYIBN/BUS UY G4, 603 I'Aden01/98270, WO
at om and one sul phur atom ogtl onal |y substifuted with
03084447, nBi Q3dIS5ealWer 20@H0285801 iWRI 08(5B600,t BeDt 00/35876, WO

OFFASE S AR B, TR TEne P S s, wo

2b04/gb4me, WO UIBO4HBAH WP R0GY/085d8Y H fredddt QxVention relates to a
group, halogen atom nitro group, cyano group,

nﬁ‘ydfi‘tﬁ%@wralg hpapot sampourdsop, thananeo-chaioupmirewdisyliamitle dlerivatives,
G 2 PO SO Sl bl

Uri T iFeton aiedspyd: dTtRstBpeutd e RYiSlEQ¥NiRd1 idt 18 RidRcuRBEBYMot bind, or

grm -optionall g substituted with one or nore
bidromlygintcasy ofirean bigh domtentratitayto haulpy CHR| rogemorsstbtypes.

benzyl ox roup-,. benzyl group.-optionally substituted

wi ¢ OB &R R rerre PO Bf i aesepiskic A0y, and At the same
tifleQRctivd f0athe UCTY rRERBE R eAwhith4niabit oy CORA Lf@cérﬁor in much smaller

hal ogen atom, furyl ‘group, thienyl group, pyridyl
cereguipationCay @oRpared! koxftear ©CRyteceptosp Fuvther eink3was that the new

st ands, f.or straight. or . ched C1-4 al kyl group-, )
oSN 1Bt SR, bispva ARG Dt ey ard) Rafei vadpes, which
eluB B 8F1o6Bilifly. A deitiorl] QP was 1R e Hih(SdnBS, (@ i i

where R5 ggf;ialﬁyds f oro strai Svﬁts or branched Ci- 40%§?l?§/elu good enteric
alpfionniipn, covkddbeapplipd otally. benzol ogues of these 5- or

6- nenber ed heterocycles where the benzene ring may

optionally be further substituted with one or ‘nore
WelleRtits@ld 1Bkt 19 BorhfiSitds 62 erﬁa_ﬁ"&ﬁ%ﬁﬁﬂ@@, sel ected from

the group consisting of straight or anched Ci1-4

al kyl group, straight or branched Cl-4 al koxy group,

hydr oxyl group, trifluoronethyl group, cyano group,

nitro group, Cl-2 al kyl enedi oxy group, am no group,

am no group -substituted with one or two identical or
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secondary butoxy-, tertiary butoxy group. by a Cl-2
al kyl enedi oxy group we nean an - O al kyl ene-0- group

wowsensszshe neani ng of al kyl ene is as defined PODW®2006/000080

such net hyl enedi oxy-, ethyl enedi oxy group. by a Cl-4
hydroxyal kyl group we nean an al kyl group substituted
wi th a hydroxyl group, mhere he neani ng of alkyl is
as defined above, such s hydroxyﬁ@thylene-
hydr oxyet hyl ene gro kyI roup ge mean a
(Cl-4 al kyl)- phanyl gr e of al kyl
is as defined abovg d the henyI group nmay be
substituted with h f%&% atom ICl-4 al kyl group, Cl-4
al koxy group. by hal ogeR'at om W nmean chloro, fluoro,
iodo or brono atom by a 5- or 6-nenbered heterocyclic
ring containing one, two or t{ijee nitrogen atons we
vﬁgan an unsaturated, saturated or partially saturated

terocyclic ring, for exanple pyrrole, imdazole,

raz 0
Aggrl mgé |ﬁqr11se igoré a'tl gfﬁé eﬁlo%%l isu%sﬁ&&e%%l?o%egéﬁ; rhglle'}ﬁlogen atom;
Xlaril, ‘Biltdepafdenﬂy theZn 35ttaighiz bhebrapghetiold, di ﬁ&ylene group, optionally
|n1dazoI|d|Q§ 1%| 2,4]triazolidine, 5Perldlne
pi per 88stiBited with; ong,o3 maks 1dentigal gy nan-glengeal siigighber bgnched Ci.y
hetergﬁ%pb;ﬁ ring containing one nitrogen atom and one
oxygen or suPphur atom we nmean an unsat ur at ed,
Zsat ur ateads oalepar boml, loy sgraight af.¢dllyiner @oys ot GtraighgC,.4 alkenylene
for exanpl e oxazole, jsoxazole, thiazole,  isothiazole,
1, 2- oREMPneptianally sybsiitag with oneoxampyscidentical phpeprideatical straight
1, 3-t oxazol i di ne, thiazolidine,
norphgf?%ea%ﬂﬁ%dﬁg%nﬁﬁﬁb 2-thiazoline, 2-oxazoline
B i ng. meaes keleareobyied,i COF,| -rSg SO, HENGr togethel WHBYEM straight Coy
atons and one oxygen aton1na be for exanple an

oxadi A%Fleae r oin &2 Bk eniens| @@Hﬁn \ﬂétlﬂ@é]ﬁ &&GFIWéﬁq wéth one or more
d
eSS Do PSTESED 4o S ARCEL DTS,

Qq Ui nazdah$&raightion bmblherdecl ARk oo, amihd)éroap br ox;fgen atom
ered heterocyclic ring -containing one, tw or
menbher ed het I t t

Rt RER ingsnsgestlympsag hydrogew étom ot igight af bianelied realkyl group;

xyge ni ge an ul r
AR5 "SR L BT pocss o
- cont 8t bt Bgnankered httecitlicr OGS orAsifing oMY th®br ﬁif@d’fﬂlh@gen atoms,
be a thiazo] opyri di ne, triazolop¥r|d|ne

t hi azF BPyRitieEeR Alemsgnd P8¢ BXxEeN @foRe, or@ne niiragen tom and one oxygen
3H4

gener aﬁﬁf %9365 %t%he%en %yon’? ?nlx& 8ne %utl]éﬁh? a(f‘oquo\(i#]{aﬁgllyn%lrbstét}]ned with one
and obgaivre 1Cwﬁtldﬂ @nfbnﬁd&ﬁﬁ:al Eﬁmﬁm&ﬁtbée@ecﬁerdefrbxheth§ @irdu‘{» consisting
formed wth pharnaceutlcaIIY acceptabl e acids e.g.

hydr o@hpi#Elkt <a‘chr@nch§¢h Chaelkyl govg, @@m@mt plgiyt g@@pd optionally
t art ar nﬂﬁ&ﬂ W dtfh r mc?r%'sgral ﬁ{ Brr h dele“ arfgyl group, halogen atom

e potasst um

ethan@fBﬂh@&my@hﬁqﬁ&b&ﬁgﬁ@ﬂnEd durlng the purification

and isol ation process, tavourably with
t et r afheubangpiogies %s%ﬁhgseaﬁdorpﬁrﬂ@mb@rqdcheé@rpwclear\eh@w #he benzene ring

subj e nyentio at es
sol va egf %gphgg’ Be 5@1%3 E}fesds rﬂng or énore 13%r{tﬁal\l\gt%orn-ldentlcal
or et bﬁjmkuenByseleﬁféHEfr@mV\meﬁ@ﬁﬂpSédﬂéﬁhﬁg 3<Bf afde@pPlatdidl straight or

i soners. Structural isonmers may be tautoneric forns in
equi | brnchef Gr+ alkpl gowy saeghmrrtmwhed\ﬁ?m hlkake gesupohydroxyl group,

subj e LS nvent. ener al

for rrul(t:% "H% m%&@l % one: al?l{ro %Oupt)r ?d)ﬁﬁ%tg‘fr & YRR SOUP amino
at om gfd’ii@s-sﬁ%ﬁ&’ut&ﬁmthﬁbn@r&|tﬁ@|1déﬁ@£‘lﬁfr5non€iﬁé‘rﬁldap§f%’1§1t% branched
di ast ereoi somers. These enantionmers and

di ast &neslkybaebazagroumeoriukonylegouher eof , i ncl udi ng

the racenmates are al so subjects of the invention. A
favourabl e group of the conpounds of general fornula

(1) is formed by the conpounds, where B stands for
sul fur atom -SO or -SO2- group; Arl stands for
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group, straight or branched Cl-4 al koxy group,

trifluoronethyl group, nitro group, Cl-2 alkyl enedi oxy
w@r@ap342a41i N0 group, am no group -substituted MCT/HUQENS/000080

or two identical or non-identical straight or branched

Cl-4 alkyl group-, halogen atom sulfonyl group; 5-

men bered heterocycli.c ring ‘bntal ning two or three

ni t r SpBKhEETELSPCYSHE TiRE PP@@’@W%I@M%@F th¥Re 1dk9RgaMomS, or one

ato d

at ome Rt bt RO B A B RS b B fiom and o gulphur atom,

cont abmﬂdngedm'ﬁh@mbmberﬁd métegﬁrorﬁ&twlﬁngsamhtzmﬁﬁg loMe or two nitrogen
substituted with one or nore identical or

non- iR | erifonalipssybstiwind guthe OnBJOF mBeRet idengegupr non-identical
consig |

con. Lol AL s 150, A AL L R 1. st
- subgtdupytsadight toh aehed G woalkoge Igfdt@a|hydfoxyl group, amino group,
non-i denti cal stral ght or. branched Cl-4 al kyl group or

benz MR SERYP, —S1 %téﬂted Wit RY¢ Q& EBHgeticol Bhéwypd@phg,ql straight or

grou t B stands for SO2
gr ou%raa?ﬁgéctgé“ %ﬁlﬁr%ﬂsgﬁeﬁ%ﬁﬁb .’Y, R, R2 and Ar2
A'are agreehisn@dnidigve, Z means a straight CL 4 al kyl ene
group -opt| onaIIy substituted with one or nore
I i dentis@8$ 08Flinon- |dent| cal straight or branched Cil-4
I v r
onff oo, sC 40iaRR Sl 1Fbhen? Bl g SR BAERUPRES RERE Syl above
crigeid. t he fol | ow ng conpounds
i V-{3-[(3,4-D chl orobenzyl ) (et hyl ) am no] pr opyl } - 2- ( 5-
di met hyl am not hi azol o

Th[e® é}}% %E“ZH%? ﬁ?io lrag ens%g%/t; %&Qf%r@'% gorqnlor%sl propyl }-2-(5-

di mByhy lGm dibjlhgradp v mean a saturated straight- or branched-chain aliphatic
[5, 4- |/]pyr| m di n- 2- Isulfanyl)acetamd
grovpy @f hofi FEbRIh 20X AYFD 25 ynedhils, il -m&psqisifqpsomdvd ibutyl-psobutyl-,

I t de ;
se%ﬁ%%ﬁéﬁx@)@@@géu Z;I))F){né?ﬁsl ?;nm (ra]o] propyl
Bjyte Gl hkylone zeoipz0é nizan W-SCHS)Astb)a %Eﬂ:fﬂld@alue ofnis 1, 2,3

JV—{ [ (3, 4-Di chl oraobenzyl) (et hyl )am noj propyl }-2- (I,

ord, %HChf@ﬁ ﬁ)yqlathylene-,rat@ég;iq~mr gfe- Jutylene group.
I I

e (8 e RS G,y ysan y snyinn gy fopinipg ) doutle
boadd)leqd. 2, £HFEHI 61 -@Hy:-CH=YIBgolip nyl ) acet am de;

2- (6- Am_nobenzt hi azol - 2-yl sul f )-JIV-{3-[(3,4-dichlo

r ob&¥z P) - AHXORY )R Yo FicpR @pyf)}ae\%étgawmévhere the meaning of alkyl is
as %f%ge(?f ' Z%S%ho%pr o%l)%}ﬁ ag%lle%%frr%{ &éﬁx% i‘J’s’oéro% %1-', 8&‘[893'?-? %s%butoxy—,
eﬁo\&d{x&t{u@aﬁ -teitiah} witeesroup.) (met hyl) am no propyl } - 2- (6-

| bezoxazol -2- yl sul fanyl)acet am de;
JV- {Bé' B (G1-21 2bsyianediost egmw Yemitaag | i)fan@rﬁél}}éﬁ’IE?pQI Jerquypy tWhere the

misP BP0 AR BEERE B ey growe
) ( By BelogRAIaREh WeQﬁé/dn}ch&ﬁﬁtiMBrd elodo or bromo atom.

N-{3 [(3 4 Di chl oi Cbenzyl )(rret yl ) ami no] propyl }
- 2- By %@Wﬂ hetgrocyclioy fing) (cpaigiping eae.afyoder three nitrogen

o 5 i SRR DA ABROE e o

exhﬁ{ﬁ{ei%p)[r{(ﬁc 41n@ﬂ§zl&>|lé)r Yey |1)Z,ﬁﬁ‘ieﬁ&$le} anm, nefioR Wytidide  Pyrimidine,

ylalnlnothlazolo 5, 4-
pypgwm, drezmeyl), 2.},é|+t1'1azﬁ§y¢ )laigﬁ_:{rmﬁlmel 2,3-triazine, pyrrolidine, imidazolidine,

AR R A R A gl 0Py ) -2 (5- e
pyri di n-2-yl sul fanyl ) acet am de;
-{3-[ (3, 4-D chl orobenzyl ) (met hyl ) am no] propyl }-2-(5-is
opr opyl am not hi azol o
[5,4-c/]pyrimdin-2-ylsul fanyl)acetam de;
JV-{3-[ (3, 4-Di chl orobenzyl ) (nmet hyl ) am no] propyl } - 2- ( 5-
| sopr opyl am not h| azol 0 [5, 4-

L
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am no] propyl } acetam de;

2- (6- Am nobenzt hi azol - 2-yl sul fanyl) -
wo £@7jog854- di chl or obenzyl ) (ni et hyl ) anmo] but yl PET/HU2006/000080

acetam de; N-{3-[(3,4-D chlorobenzyl) (nethyl)amn no]

- 1- met hyl propyl } - 2- ( 6- et hyl bgnzoxazol - 2-

yl sul fanyl ) acet am de, 2 . _

JV- {By [a(%, - @jr@thgr%bﬁggppyqlmm@ eyripining] one nitrogen atom and one
ox’g%?l dérﬂ%él%{/ﬂ?xg éHm Zwt(:t Hx'e%%z 0l0 é!Lel;?atérhg]d, saturated or partially saturated

anyl’)acet am

heZer6&ycABTrHED e Zéxdadled bxazold, $ddkxhadly,| thiadMe, isothiazole, 1,2-oxazine, 1,3-

{3_—[(3,Ati-?%ipg:hlorobenz')f/l)(met_hy.l)am'Ir?'o]—ﬂ.-lzs-O wzo?' OX? e,.
oxggilRy |1 gt-oxazine dettlasdine 1.3-thiazine, 1,4-thiazine, oxazolidine, thiazolidine,

- L.nobenzt hi azo) - 2-yl syl fapwl ) -JV-{3-[(3,4-dichlo

SSRGS S s e OB Scet ant de.

2- ( BT hdi@beyic HirgZddntaZnid Swb harogeh advhy @nd ¢ dkydee Blogr may be

robenzyl ) (net hyl ) am no] propyl }-JV-nethyl acetam de;
for exyamyple p oRgdiazplayiagh| or obenzyl ) (et hyl ) ani noj

yllsﬁ)? I}\é{}?%l(g@é{ \évlren.'xééeagl?d I aﬁ%sbg%%(s%ﬁo\lvﬁg'benzene ring, for example
indMe{ Benk§:2z8eDb&irtiaa e BEydinidebleydliastinouinazoline, quinoxaline.

-1- et hyl propyl }-2-(6-net hyl benzoxazol - 2- )

y| sub fdeniyrtive of andderembered heterocyclic ring -containing one, two or three

2- (6- A nobenzt hiazol -2-yl sul fanyl)-JV-{3-[(3,.4-di c
i ST Rt SR i S Rk i e BB and one
sulptut Zrtdra3 cOnddnséd @FieD6RdothDre® thBiekodolid) @lnps Cpyrtainirg( e or two

et hyl benzoxazol -2- yl)sulfinyl] acetam de ; and their
niygeens, AWy atesy, iomskamplad bhe althigzelppyrabing at igzolopyridine,

th f.. . The present..inv ion.r tes furthernore to
eSO R midE RN SRt e SRR R,
conp®y afisnole hiegn PRAGTRbIOERAI héceplableOdnidilss elgS BABEide, tosylate,

salts or solvates, which are preferably oral
sulphefra phesPbAtS aniswt i nhal abl e, parenteral and

transderpal _-preparations al so for ject _of th . .
or eathe i rbF SR of SR emE B L & nithn 't given witn
inBfg@RRS anldORsgdiRy R8s Odridd 1Akes. | Brfetabler i athkORSls f@Fmed with
exanpl e tablets, pellets, capsules, patches, )
rhasnegautipally sesspehlsi anids og. bridipehlerie acifhsulpbpiig acid, ethanesulfonic
formul ationse first.of .all the tablets and.capsyles .
i T afetimidrcciid sifeaeld b o Se "B Rk, potssium
hy’¥ 6xi8¢, eRdrdthnkide PR YR Fofhed e t}%é}ﬁlrﬂlcﬁﬁéﬁ afdGsolation process,
technol ogi cal operations. The conpounds of the general .
foy eurably avifh tetraBewpbirifpoidandrer¢iioinedidire algo pebjeseef the pnvention.

b SRR sy BR RReRE Bim RS Sl SR e Rl water or

ethgtgpounds according to the present invention can
favourably used in the treatnent of diseases |ike
ast hidm, isamhérervg eneahyatiueiusal andoppticall ésomeerd. t Steucturalz ispaers may be

i nfl tory bowel .disease, ulcerative colitis, .
tagRpisP S i gy S Rt fiFGTUioP, BBicb drdaligysbiects of the
indesiRAS Ghe HoMigodh&s bf géhe@zﬂdfo@hﬁlﬁa(?)eﬁlay oBRAM BAE bt @bre asymmetric

with AIDS. Afurther subject of the invention is the
cagsen afont, Hbus thepousi be obticH dsqnersy etanfiomansl o dipjtefepisomers. These

the treat t of the above, pat.hpl ogies. .The su st ed
enpifippef i dastgreqising B thARTT USRS BAuRPE S dccmates are
aldepansttder 190 idRatisat ure and severity of the di sease

and ghe sex and wei ght of the patient. The invention

relates furthernore to the preparation of the

C ounds of t eneral. farmmul 1) -where in.th
ATRTRIREE S tdfie FGEbhds o sl tuia 1) Tiforitlg e fhe compounds
whérd are as defined above- and their salts, solvates

and isomers. The conpounds of the general formnula

(I'11), applied in the process according to the

i nvention, are new and they also forma subject of the

i nvention. The meani ngs of the substituents of genera

formula (111) are as defined above, Hal stands for

o o o .

e o L, o
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as for exanple triethylamne, diethyl-z-propylam ne,
or inorganic bases, preferably potassium carbonate at
wa@2denpasat ure between 0C - 100C, preferably aPCT/amRw06/000080
tenperature. Figure 2. presents another possible route
for t he preparati on of the cogpounds of gener al
formula (1) (process version b. VIII;q (XVI) (1)
AT gur éepzeqeﬁtsmhsa‘éﬁoqpe pRiienally sybsaaé@t withgne er mﬁee halogen atom;

A L RBeRRaAP kR oA € Sy Splitdpap silied with one

above pr iford ﬁl&ﬁﬂi@tﬂ oinhérBidentill O ghtGR BRAMHEH T, Qgg? é@lup,
forrrula(XVI) (XVI) where the neanings of Y,

Zand AEany walgacedhomdnerda siEght %ncalhmn@ram «ptignally subs’ututed with

hal ogep,. af I?J&e fﬁ@ﬁ’uq ARSI ]]dgl% ;Q?ahgjﬁf %g%{ai}luﬁ éist aéﬁ}lf] group-;

conpound of genera Pormi
B r ans heane dalento bead,h-f her, Sm USORY dfNeY&theeiBdE a straight Coy
and/ or_the resulting conpound of general fornula (1)

i s trahkstese gn WPBOIMUQ’ syhstituted Wt et @, meye if¢riisplagratbn-identical
from 'sﬁtrfigﬁta&tbr&{chgc?b y d/ or resolved into its

optica act| ve I sofe P K he optically active

Q sonemeass §traagiafon bmdhecmth dl!aﬁ gE AP Bintn CEBWP biNGkyaBl atofn;

desired the structural isonmers are separated from each
Roepe R indspendeatly msan bydiopen apinres stigheordrranched Cruplkyl group;

A%X/I ”%taﬂ&‘sdf& ﬁelﬁ@gpo%ﬁn compound of general fornula

XVI) T's an inert solvent, preferably in
di chl 6« Ofmlrﬁ@ﬂlﬁared RetbvRy QHcasey l@cﬁlt@ﬁlng lofdNivfo, BAEREe A%rogen atoms,
acid binders. Figure 3. presents at ird p035|ble
r out e °f B9 PiFOSHR aloar d Ui WY eethoms ApoRTIIEFOREn @temeandl one sulphur

oo LA SRR 3, iy o B -

d| am gﬁ)upf general formula (V), (V) where the neanings

of Ar 1, XY, RlL and R2 are as defi ned above, is

react &% bﬂn@ﬁlogu@ﬁa@ﬂa@m §-corefe-memberedvheteroeyclss weane Fl benzene ring
for rrukn

and B AT e allghac}eyf | %}éld‘l Qgﬁ\%{g{lﬁﬁ%&qwtgeglgl?g 3 hﬁggs@gﬁm, straight or

at om brekaXy]., dkAWeup; GR N - group, V\,herel n RL 1 neans
Cl1- 4-al kyl group or g Z-B- Ar2- group, wherein the

nmeani Agnepbared Retereryalio rigeccntriviag i tiodomBuee nﬁamstmwtoms or one

d I t th
£ or gl SR b SRisin Bost. 7 HETRFIER Horp SERZRR sutphur atom,
ot her céndedsddngitk lﬁQﬂ&nH&E@ ﬁgt%ro@f'&'ﬁaﬂfc A8 JoffiMih dg BBe or two nitrogen

compound of general fornula (1) is transformed into
i ts salomspropdenallyt subsguted méthaeal of roerei amingagtoupy amino group -

sol va esol ve i t,s _opticall

i sone%‘go‘q‘{;i %C?Wé&oprfe &a Flvf’ C@f@f“ﬁa\‘}eori @@Fﬁtﬂé@ Fﬁ%‘ﬁﬁtf 8t hiagehed Ciog
into tm@l%@gpm C conpound and i f desired the

structur i soners are separated fromeach other. In a

Apr ef eFapecserifigo@hisht of process c.) according to the

|nvent |eonSO e acid of general formula (XVIl) -where W

"st andd"°f 81" R droxyl group- is transforned into an acid
afdiHelrisdis, sBXates hAdisdfleth MRS $a08 2h@ESTVNBs HRRYENT S,

favourably thionyl chloride, and the resulting aci d

chloride is reacted in an inert solvent, like

di ch t tat th
t Ihg Eﬁé%é % qﬁ%l?ﬁeéﬁreftg? fﬂ]lwl?gr\ﬁoerr’?%“fiﬁgep?eg en\(l:me of a
NOESR3, 4L]Di‘éﬂldrblbe%§§*l?ldn?éihﬁﬁutr&ﬁd]bﬁpw [3-g§-RRthyMenkdkazol-2-

aqueous al kal i ution room tenperature or under
yisakayhaegamidei ons In another preferred method the

SRR GREG S Ll s R R 25 dndhagen -

af@{Thtopy([¥hzaditmttbe1AE esence of an activating agent.
Activation of the car boxyl ic acid may take place via

m xed anhydride internedi ates, by using e.g pivalyl
chloride (MT. Leplawy: Tet r ahedr on 1960, 11, 39),
ethyl chloroformate (T. Weland: J. Liebigs Ann. Chem
1951 572 190) |sobutyl chI orofor mate (J. R

A N~ A P p—
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Haviv F. and co-workers: J . Med. Chem 1988, 31, 9,

1719-1728;) or they are commercially available. Figure
wd2opnegent s the preparation of the conpounds BET/HU2006/000080

general formula (I1I11). (V) (IV) (M) Figure 4. The

hal ogen conpounds of general formula (I11) -where in

the fornula the meanings of Af1, X, Rl, Y, R2 and Z
N-63,¢-Dichldefbensd)- A6 enetind-3hesylacetid)ahtnopripegeminium iodide,

tom efe ably hIoro or ato ne

a“g 550 ‘faItFéfn AFP0ES @ nﬁ&%ﬁﬁ?ﬁgﬁods (e.qg.

Chem Pharm Bull. 2003, 51, 6, 697 701; J . Chem

Soc. Perkin Transl. 1993, 2, 613; JACS. 1947, 69, 515;

J . Tved pre@bnﬁmnvl:ﬁ@cﬁh rélbtes HiBthesd@y for g tph@rn@ﬁcamqabspreparaﬁons
copaea g ormmn S5l B PGS bl st i

AMs, BEQRh A% @Eothl 1Al eds@@Emadbreparation also

aré‘ %\g%a m%%lr#f%r N - wher e |%qit’atr1e fornmul a the negnlpng
fonﬁ aZsit§ecaofdbé mmdntainwmonbﬁherebhv:ﬁj phacnigegutical pigparations may be

literature, in, inert.solven

re
solifl ¢ ﬂ@ﬁef%‘ﬁ‘ﬂ@tlo{l%tﬁo&rﬁaml#eufagk%o rpeﬁégp 8?1?*?% patghes, solutions,
suts%l‘:‘?lsf&é(to&" euldiei:e The sQﬁ(Fffcﬁ'hﬁllPeltﬁbnk i 60410 ﬂ&"ﬁbfé@a‘nﬁldadapsules are
mtenperature or at |ower tenperatures.

prafeaiines of general fornmula (V) can be pr epar ed by

di ff ren nmet hods de din the nature of the, .

substhe (ORYS HRArMpESU 19@an£?%¥&§ Py e pgepaﬁ?cgsbgntagplpﬁlg the usual
}nggﬁ gﬁ ngﬁOIQQ% eafBpounds belonging to general

c{%) theforrrulaRZstandsfor

hydrﬁb;@uomp@mds \éf Shealmrzﬂ dorniyld (D raopyitlimgeto the invsntign can be used

r opyl met h | ene, or 1.4:buty
G Rt ppirbURBen ity RPBERGE Risy % B0 ot esF8Bpment of
ﬂ@¥ﬂk&ﬁ9n atomor nethyl group, pis 0 or 1), and the
neani ngs of Ar 1 and X are as defined above.

(VI | The c¥hippumds fccprding W )the pre{Bentlm(vM)ﬁcpl cn fE}]_VOFlIBé)bf gsed in the

N TN S W
bé»(f&r&&{é?? %&rfﬁﬁ)@%‘l‘iﬁgsalfe?élg ebyidRsivatis, Kﬂlﬁﬁl@%):le@«fswt lt2ohn disease,

general tornu y reductlve ani mation with the
Haviingestief argbdleaaad:s 1ﬁ&0mmha1c(nlvxiﬁh ABDA! cohol i ¢ medi um in
the presence of sodi um cyanoborohydri de (Hol zgrabe U.:
Arch. Pharm 1987,320, 7, 647-654), or by catalytic
hydr ﬁlﬁ{g esompSlBls of4he general
gD ;gﬂgkg%ﬁﬁﬁggggﬁﬁﬁﬁhgigﬁyg$?gg I n aqueous ©
f(ﬁhmw @l) foedihanrdaBnentgoGyhe aBoveCpathoms Pbe kiuggatedindaily dose is

1, 1992, 13, 1613-1 T t
it dogerar eoeaﬂ%e; CEPHE I BBl S o hyeisease and
ﬂ%%eQQH?QQ nk 8F 6gu are connerC|aIIy avai | abl e or

be pr are nmet hods known in the literature.

The compounds of general formula (VI) can be prepared
fron1the compaund

general fornula (VI
al keeBy8Kr a%@eﬁfoftfﬁ% IEREOY, IS 'ﬁ’ﬁrﬂmaéat%)\‘? fjt)“BmePO“n‘FS of general
Fole] t7a 1 68nd r have the

R A R e TS
ntyaiigsl esdefinetihboge nad dleirfsaltsyublaaieVbing i 1samerscom1rer CI ally
avai | abl e.. The di am nes of the genera
Do BB Ad SyPOBSFAF S ORGEH AT BT (i °%’§?V%Hn§8 bf goneral
9 % ral formula (VI) by literature anal ogi es,

cohot” or hexane solution, in the presence of ammnl a
and Raney nickel or rhodiumcatalyst, in a given case
under pressure (Shapiro et al: JACS. 1959, 81,
3083-84, and Roufos L: J. Med. Chem 1996, 39, 7,
1514). The diam nes of the general fornula (V), where
in the formula the neaning of Y is ethylene group, R2
stands for hydrogen atom and the neanings of Ar 1 and
X are as defined above, can be prepared as shown in
Figure 6., fromthe am nes of the general formula
(VI I I) W|th 2- brormet hyI am ne, by | |terature anal ogy,

o o — o A N -
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acetonitrile, in the presence of an acid binding
organi ¢ am ne. The conpounds of the general fornula
W@ X)07/094285 ¢ X represents 1, 3-propyl ene group apdr/miieo0s/000080
meaning of Ar 1 is as defined above, can be obtai ned
as presented in Figure 9., A% 11 OGOHH + G, O, 1 X
g

Ar (XV) (X) Figure 9. by anal®bgies in the literature
(J. Og. em}ggoz, B&? 25, 8758-8763), fAQomthe o0
appkep iat e gl ol s eneral fornmul
Aloxi dgfh on Wi fh py# di ni‘U?n chl or ochreﬂa@%égﬂa%/u\z/ls\mz
sol venl preferably in dichl arongt hane.(ATh¢ ketofes of
genera‘l2 fornBfa (X), where X represents R! R?
3- et hyl pr pyl ene group, can be prepared by thﬁa) nmet hod
shown in Figure 10., (XII1) (X) Figure 10. by
analogies in the literature (Powel et al: JACS. 2004,
126, 25, 7788-89), by heatppg,d he commercially
avai | abl e benzyl chl ori des of general formula (Xl I1)
wi th pentane-2, 4-dione in al cohol solution under
reflux conditions, in the" pr.esence of potassium
car JBARE BOCeHR aGOnding fRthe ARy ) can be prepared by
Ayhe . i S : AShRY (8f
a)ltj)ovfgpgbggleeggﬁ vmg?sdiirodr? c), ﬁ?ﬁéég gfegérfal?he pr eégr‘g{l%}grg 51?1) resents a
c ompstrarghis onbragetedr Gi.q dlbylngrbep @id thefmedméngs of Ar', X, Y, Z, B, R', R?,
invention. (VXM T1)i XL Ihl (c v|]) Fjgure 11. One .
possMbi eaﬂ‘izt d ?‘)8 ofjt ag%?aﬁe %‘&‘?‘@ d%‘?‘* vgl?q v&d of r is 1,
genear@rnﬁogﬁwkga{e%gmr}n@mn,e the meanings of W Z, B
and Ar2 "are as defined above, is presented in Figure
12. (XIX) (XX) (XVI1) Figure 12. Ohe acid derivative
of general fornulaXIX) centainijg the gppropriate
BH- group can bapr€dctegy ¥ t h N ?géngfl of general
formula (XX), in an ingrt solvent, preferably in
di chl oronet hane in the resenc’e of an organi ¢ base,
preferably triethylam or 4-R#ret hyl nmor phol i r}S or, in
anot her nethod, in inert solvent, preferably (
tetr f [ ce! [ ' :
Fur e e A R S sty oy ey is roacted
exampitles allwyhingidgdnt siitablego tiftteoduo @rtgroup Qpot he
exa Iglsé. I%xa | es

b.) [ 3.Ipy Bre prepacaiy tf@%%'ﬂ?%%%ﬁWﬁ%ﬁqrﬁwap%ﬁme@fw@ws amino

met ] b | 1 p2 A2 -
oyt AT aE R BRALAET pEACh K02 B R i 2l g o defined above
f or rmbahg V3ludodr &t gndsothpsund, of-edherhl formphgily, wigire the, meanings of
and for_nmethyl ene group, Rl for nethyl group, Y for
1, 3- 1=opyq(=ene{?:gr dap, %RZ %cl)f Wy dr o_één at of® B€‘1’SordeItmed above,
Su! iaBle Wi D2l R idEhBMam not hi azol ol 5, 4-
] pyridin-2-yl groudp.” a.

c.y ( 3,fér ieqghtmrabandywhereQhyprasinteotygdi agbtheaidaningdef Ar', X, Y, Z,

Soc. Perkin Trans.

|t I Sim ...J . Ch
ﬁ? ﬁ,&%{, k%,?;Ar(zllgrg]@gﬂ neﬁﬂbgvgaxecig}]@ Vﬁ-HJ@K)f ris 0, a compound of general
3, 4-dj ] ' | yed Knpd 2
et e b S e ot e 0t o A” are ss defined
nmet pbegriinexidze@androl ) in 30 mM nethanol is added to
[ The reaction mxture is cooled to OQC and in

St ] smal |
if depirgdothe qubstiyents andrihe yanigsy Pt o enrapRund; ofe seneral dagaula (D) thus
e e r . .
OO S BEIRRESALE RS By Sbuionll By gngr e e
cotrgpoimd efipareadl foenda ) & transforgred $nto @R tshlovesbliae, i28iberated from its
hours. Methanol is distilled off in vacuo and to the )
safteqyi sheato FOAIRE Ter¥RdoRREE Hentisala gctidsqmensn O g optieally active
is extracted with 3x50 m water, the organic phase is
dri ed over sodium sulfate and evaporated in vacuo. The
crude product is dissolved in 100 ml ethyl acetate and
acidified with hydrogen chloride saturated solution in
ether (50 mM.) The resulting crystals are filtered
of f, washed consecutively with ethyl acetate and ether
to obtain 20 g of the title conpound as white

. s NN~ 1
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d.) 2-Brono-

-{3-[ (3, 4-di chl or obenzyl ) (et hyl ) am no] pr opyl } acet am d
we20wasagen bromde salt (111) 4.9 g (20 nmol ) PET/HU2006/000080

-Di chl orobenzy -L~net hytypropan-1~-dianmne is

di ssolved in 50 m dichl oronet hane. The solution is

cooled to -10Q0C and at that tgnperature 2 m (23 mol)

bronpacetyl bromide in 12 m dichloronethane i s added

f 2&)%‘ g@?%ﬁg‘?n brﬁt-éhgiér{egrﬁé% ?oc?sosoaﬂqt %ccﬁ{)dm he 1 gen%%n alkylation is
chieied Sout BrerblaBlyowith halge sluﬁahﬁféblreﬂﬁylolft)]ﬁospﬁdﬁ@ 6le§1ﬂ<9luﬁa1bgemdes most
stirred with 15 m abs. ethanol recipitated

ptqurgblalvgﬂarltéylf ipflidey. éy 1rt9rtfsohwa§ h&g iner sqvl\enhah@\pgwd hydrocarbon,
M%ht g'sh iﬂ%%oer}rx]é)tloe}%%;]% orofo %h%d?o%%gu%etonﬂ)rﬁe prgtgragiy acetonitrile
1sris3d[Tt& réadﬂoﬁhbpéxﬂtﬁﬁd)éw‘(@%@?ﬂ)am no] propyl } - 2- (5-di

met hyl ami no t hi azol o[ 5, 4-

]pyrrdrn 2-yl sul fanyl)acetani de (I) To t he sol ution of

] pyrl dﬁogdcg {U&s{onﬁf ?Itﬂ'reteg%g) 1 g&:fy% © %r%pm ortrzlt dn inert solvent at a
tanistestuf}. Bet@ebid OFKUDJ 50‘1033t/%5 ﬁiebtnédk?ernbin@dlﬁgenhféﬁﬂlylircﬂcaﬂ)on such as

)
dgz:hbqr@mﬂlgm £Blopefgrm. tairdhiydentsarmoptonitriiss nyaforably meqtprigpy is used.
| }acet am de hydrogen bromide salt (I11) in 10 n
di met hyl f ormam de. The reaction mxture is stirred for
3 hoUi SrodebeNei @J it bglaiel Slich AN GydiostnMRrdxdde, potassium
extracted with ethyl acetate, t he organi c phase is
PelmangaAi® rprgﬁﬁahlwnnsqtr-ﬁldp@pe@szam¢ aeidd, are eed esogifizing agent The
h 0 hi [ ed of f
rrgcégrg S g:rétl%ﬁl% arfl?ti{ 1?[ é% k r{}lppgaan lél% Weeng)zﬁgé@
Exanpl es 2-74. The conpounds of Table 1. are prepared

accordlng to the procedures described in Exanple )
1. TaBihe 1w sfaring mplefabPbespriei farmels (Idmnd e prggasses for their

ke 5 6% e LSRN E A, rosoms o

POPYERTOI Oshd elrat @i oCé&@ﬁm%r ecHpt @jsplidaﬁa;rbdspefr/Huzooe/ooow
|

eneral formula %H% n them favour ably
P t/Hyéﬂ@@P@W&m HCGIAURQ0G

ther ceutr 0si ti.ons. _caont ai

e a5 o SaRE P RE s ER AL TN irkRE 3o ERGhA b e goncra
ﬁﬁmﬂ@ﬂg (1) and the|r salts sol vates and i somers and
to the preparation of the conpounds of the genera
formula (1) and their salts, solvates and isoners.
Chenoki nes are smal | nol ecul ar wei ght (8 - 12 kDa)
secreted polypeptides pl yin% i mport ant regulatory /ﬂ\
rol eaé_n/l(hﬁ/Y e jpro cidez t o thei raftedkpeytR B
attracting tactlc effect. They exert thehr P
ef fects thRougﬂ t he chenoki ne receptors, which beIBng
to the fantly of the G pr kgpg coupl ed receptors("ﬂhe
cC chenokifle receptors 3 ( receptors) are
expressed by a nunber of infl RL hon cells, like the
basofils, mast cells, T Iynphgg%?es epithelial cells,
dendritic cells, but in the greatest anount they can
be found on the surface of the eosinofils. The
r ecept Bie Irpegsn shovaeindhgrre 8- @ Aiaminget the ernerfﬁefm@@a V),
kenoki nes. They have a nunber of selective and
non-sel ective |ligands. The selective |igands are the
eotaxin, eotaxin-2 and the |ately discovered
eotaxi n-3. The non-sel ective |ligands are the RANTES,
t he nonocyte chenotactic proteins (MCP-2, MCP-3,
MCP-4) and the macrophag inhibitor protein (MP-1).
The best characterized CCR3 |igand known froma | ong
time is the eotaxin. The eotaxin through the
activation of the CCR3 receptors attracts selectively
the eosinofils. Prior to an allergen provocation, the
neasured eotaxrn IeveI in the bronchoalveolar | avage

Y 3 g, L, . T T oA - e

@9%78. sol vates and i soners

2
Ar



10

15

20

25

eczema, inflammatory bowel disease, ulcerative
colitis, allergic conjunctivitis, arthritis, nmultiple
waebensess, Crohn di sease, H V-infection and dPeEATRE6/000080
in conjunction wth AIDS. The CCR3 antagonists
published to date in the literature are carbam de-,
t hi ocar bam de derivatives (V\Dl@ll 09088, WD 02/059081)
and/ or conpounds cont ai ni n8 sal(uhatv yclic am no
group (WO 00/35451, US 6,6 E, 623, WO U1/ 98270, WD
03/ 004487, WD 03/ 018556, WO 2004R0285%0, WD 00/ 53600,
WO 00/ 35876, WD 01/64216, WD 02/ 50064, WO 02/ 102775,
GB 2373186, WD 03/082291, WO 20047004731, WO

004/,058702. WD.2004 3).., Hhe_present inyenti. .
‘%ﬁeatﬂ?ées njegnigss, O, ‘grt T gggﬁﬁgl Quﬂlée 35$ R oa%%gﬁ% \é’gve%, olgtq pasted with a
cRIRRYENRidD d@iN Qe of kdtlera MreiLdEXVIat i ves,

representatives of these conpounds are effective CCR3
receptor antagoni sts. From¥he aspect of therapeutic
use it is essential that t molecul es do not bind, or
bind only in case of verwhigp coméntration to ot her
the CCR receptor subtypes. Qur aimwas to prepare
conpounds of high antagoni st(X¥Iictivity, and at the

same time selectiye to the CCR3 receptor, i.e. whjch
Whete BetmeaninascRa o apd Brare as Aefinedakaye apd W stands for halogen atom,

t | OALAB 1 Q1D € RAZ
URSARA, 20n e R PSS ek B JG0 ARy o0z B
hbgavaidréhi the tiveantdpesBPe Bt hied Artiare andefirdi atiovy, aal ifedesired, the
whi ch ensure its drugability. Additional aimwas that )
subssiteanitp ofi thescompruad g genesal Toyawdp @Rk dius Obkdr e itgRstormed into

can L. I f
T AR S —
iAtrhnSbanels ink® its RAIE BY kolg#te g, litpdted fidhd its salbsi sdludtednd/or resolved

Wwith hal_og{en atomy X and Y independently nean strajght .
igp- #s aplgalbnectiyecspmeisper divaPPicallyipstive utaseervis tifpngtosmed into the

or re idenfic . -d 1Gal [
S A e Bl gy o
st r aifghtpréRrrédd ahibplienat of B pravessSthe atig vl géierd] formula (XVII) -where

al kenyl ene (gr oup, optionally substituted with_ one or .
Wottands denhydsaxyl @rourois irarsfarined intgrangcishehlogide, bysingaeid chloride-

1.4 al kyl - d R ; |
SobedrprRfHRrapD BN CRURAEE ST, RE B A GRS reacted in
a3l BRESsol it PHIRNMIchlorbile@ad, -chrofouthy br @ttURcetate, with the amine of

optionally substituted with one or _nore identical or )
geoeral demmule 4V).sinbibe inrerenee el p dwsedilier Bigthylrenige.ofpin pyridine, or in

consi st.in f.straight _or branched Cl- [ Kyl oup,

SRPS stk ko s R e RS Efte b Roiliol

gr OUPn 2ABTHRP pRFGHA m@RbD the AERALT gepetbisfotrh Wla g VM) t-vheReV stands for
or two identical or non-identical straight or branched

Igirakyhigkyp- s oensted with theuamisreaftgeneigh upiulz (¥%hdn ghopissence of an

Cl- 2. al kyl enedi. ox. r-oup, hal ggen .ato - Qr . .
i e oy gy Qe b BT R B ot e mieed ambychide
fofr@editiel, BPRBIndtOFBiva®ll dRidei (M YERpRWSIT cBAkE®RAE 1960, 11, 39),
oxygen atom or one nit rogen atom and one oxygen atom .
ahylopldorifore n(Tat Wislendd brlkeickigs phom. Ghem 1951i &34 1190), isobutyl

bstitute Lth one or re.J-degti r .
SRS P SeRRee AT SoREE Ty 5507 9o, graipposicubodimice
@ 1ALy BIORND Rbe Ferbhansied, 081452 . BA@ER; J. Org. Chem.
Stral ght or branched Cl-4 al koxy group, hal ogen atom

88 63g60pin ayawd gheap,e.g dnbhohidrogrethape, ghenefdrmy tefrghydrofuran,
-optionally substituted wth one. or nore straight or .
BERAGY 8158 BIRKACS GHoflb S HaPOGEE TG SRRy (isplamine, N-
QY Rnorsh X, 8 DihperaiFd 8RlD ¢r QU °c; CONRLORL1 group,

-S NRlIBRll group, wherein RLO and R11 independently

mean hydrogen atom straight or branched Cl- al kyl

group, C3-6 cycl oal kyl group, benzyl group, or R10 and

R11 formtogether with the nitrogen atoma group of

the general fornula (a),wherein R12 and R13 stand for

o,



car boxyl group, hydroxyl group, -NRLOR11l group,

- CONR1OR11 group, -SO2NR10OR11 group; and their salts,
wagaoebrases4 and i soners and the salts and sol vat BET/HU2006/000080

thereof fulfil the above criteria. The detailed

meani ngs of the above substit ﬁnts are as follows:By a

Cl- 4gﬁl kyl. group we nean a saturated straight-

or
br and RE ACRYRANCR can fiharmeregienssomplished by aisp 6h carbemldiimidazole (H.
Su S hwln I r I $OPL.O
A g S?yqu:a; second%lﬁéﬁbl}tg ST) %?(JF §n nu? %‘%ﬂ gsrogwuetny Bfeferably in
dﬂ:h(blelﬁeﬁhbk@{ ICHMO@fmutﬁtrmdmnaace{cﬁhlﬁlé aia e WeHR theﬁ@of or with
value oLl or 4, such as a_nethyl ene-,

beiaaiazA 'Yl'ﬁ?‘bﬁﬂ’mldm%b@%ﬂh@m}mg rfmsﬁluosyplwspime '(PyBOP), in an
5 &H%%Mh?g?a%ﬁ&“ﬁ%ﬁ\’éﬁ S 8&%13'15%‘% e group

contal ni CH or
CHZHCﬂHe@bh‘@bamtboBﬂleageﬁ‘éraﬂfoaﬂnKW\g[)Qﬁra 0MEbIXHHE aélll ester, where in
-Q-al kyl _group -whgre the nmeaning of alkyl is as
thedformula V¥ pespes an Qi seyprive eeiion cant broseytied puidiyng-of the methods
[ X
kh PR iR er upéjﬂape?fé{rably %?6’(54%0 ¥520 gﬂ“f’ t?lgﬁltasr ve%{; g%;n%

tertlary u group. a Cl enedi oX

we nﬁ‘aﬂhe &Bnrp@m@d kﬁ/thel”g%n&‘al fiavR (ﬂ\)\ﬁil@i €ackhic SRAPIUNG, ﬁhfe separation

g ylene is as defined above-, such nethyl enedi oxy-
fl}?yqnéﬁ‘é%m%rﬁwag s ascomplishsd by ehirak prepatetivaeelwan| Cdarcunatography or

ghﬁ'&ﬁ& kﬂo%qn%o&) Elﬁ%%eafop e rg%hﬂlo% of 25 m?o?tﬁfb ogrbasm character.

eterocyclic ring containi

ni tr dgendiamties e gomasil &mnms QVDI f@heﬂe e Bty dd@ferent methods
partjally saturated heterocyclic, ring, for exanple

degendimeon thegfgseatfdhe pipsents R'1R% Xand Yazol e,
;y?ag‘}g&l}}é %%%le%n%sqﬁé lznde' QI%HTP éf @n%edéon ou@Xsr bé’ig Zgnr}ge to general formula

15 (\I) Whdret inl Ghei ﬁbﬁmu}ayR?’ @iahﬁ@ ne, hydmgéﬁzéﬂd)mdlYnﬁands for 1,3-propylene, 1-
2, 4]triazolidi ne, 3g}()erldlne erazi ne,

H@ﬂwﬁml pIoPYac:r -fgthyby, pmpylene e ety st KRE @pd &/cindependently

ﬁrolafgaﬁﬁ %%e?oﬁérgﬁn%r@d%égﬁ%ﬁgng toﬁ%namé/ u rglgougne og gg?grand the meanings

opAfltarﬂIXyresaatduﬁﬁ&ce@bdvet erocyclic ring, for exanple

oxazol e, isoxazole, thiazole, isothiazole,

1, 2-oxazine, 1,3- oxazine, 1,4-oxazine, 1,2-thiazine,
20 1,3-thiazine, 1,4-thiazine, oxazolidine, thiazolidine,

nor phol i ne, thionorpholine, 2-thiazoline, 2-oxazoline

ring. [The_het rocyckﬁp ring conta ning two nitroge
atorm‘\rar{hg onn?gen étcrm“rrﬂ'yAbej%m exa-rrpk%/%ﬁ/q;(m —
£S

oxadi azol e ring. By benzol ogue we an derivati
condensgd with benzene ring, for exanple indole,
benzoxégble benzt hi(lXxol e, benzi mi@agol e, qui nqVine; 0, 1
qui nazol i ne, qui noxaline. A derivative of a 5-

6- menber ecR‘iweter ocyclic ring -containing orpg two or

thrgexnltr t ons, or one nitrogen mjand. ope
oxygen r oﬁ@lnutroggn aLon;anp/
atom c hden éd wth 6-nmenbered heterocy 1|c |ngs

-contai ning one or two nitrogen atom nay fo exanpl e
be a thipagopapyridine, triazol opyridine,
thlazolopyrknldlne oxazol opyridine, 9 puﬁvhep g1

-1 m dazopyridine. The group of;.t,he; general fornula (a)
preferably represents pyrroli & I no, piperidino,

pi perazi no, 4-nethyl pi perazino or norpholino group. By

salts, of the co ounds of .general fornula (
sal t i%?%ﬂowd? rhwgana[ formpl &#%b%ncbea@medamﬂwthods known in

a r a e t
3 F SR Sn o POE paRhhnd: SUREEALS i istones) of the gencra
fcamluha, 0: 3T r.ﬁdmctv&cardmaﬁbﬂn avithsthb familme& afdetlerat &b’rhﬁlﬂa QX) in alcoholic
acid, fumaric acid, citric acid, and bases e.g. sodium
hydr oxi de, potassi um hydr oxi de, et hanol am ne. The
salts formed during the purification and isolation
process, favourably with tetrafl uoroboric acid and
perchlorlc aC|d are also subjects of the |nvent|on

. . r
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5-menbered heterocyclic ring containing two or three
nitrogen atons, or one nitrogen atom and one oxygen
wa@tamosas4 one nitrogen atom and one sul phur at B@T/HU2006/000080
condensed with 6-nmenbered heteroaromatic rings
contai ning one or two nitrogen atons, optionally
substituted with one or nore ildenti caI or
niediiurh digrnthe edsesaghsttsotlinan tymebc&ohﬁﬂldb r(bﬁoiztgk’eéedﬂ odysch. Pharm. 1987,

3 LGOS, R bR ea DI E L P e G 1981, 24, 2

L S s ey g4 o 0 .

SeolPedtinTramd 11 $990511S, 261B- I@eThalcbmpalmzﬂs sxﬁ Ithmgmral formula (IX) are

thereof . Especjally favourahle are.the, f
cgmgﬁ]@é avaelabie Thg alde\]f/ly es of general formula (92) are cotgmercmlly available

' 1 formula
1% Bgﬁgeg]?}eﬂzoy m%t}nwri% kr%idr%ﬁ L] ggé fi I‘aﬂf?l%. TFé( g&ﬁg&ﬂﬁ! b} G8REal fo
(V‘]})- garC bk airefead ond nigd hgvmpan‘idn ajfpge:mpga]l Mormula (VIII) with the alkene-
6- net hyl benzot hi azol - nam de,
L%lc;ﬁ- of the zgﬁﬂiiréhf%%k?eﬂﬂpl ‘aY( Wé’faﬁi}’P )aa%o&l&f gﬁw&}}’l} etaaly GACS. 1946,

1 Biqu%é %{ 5389? é O|1 %Cy &?éoﬁaggﬁ)d?he gya(l {des of the general formula (VII)

aréc@rhﬁfék@ﬁl@b@sfhﬂ%b])e( Taé [diHniass abdhe pengyl fommuhaﬂé)maddqe obtained by
I V-{3-[(3, 4-di chl oroben2yl ) (et hyl ) am no%propyl }- 3- phe
qqgﬂﬂsﬁmdp@m@{@on of the cyanides of general Tormula (V1) by hterature analogles in

qh%{jl (qex%n lrltll g{z gﬁetpgxbégs(a@t Qf" Lﬁqﬁ%&%&{ %}ﬂe}} 1€l or rhodium

dalysdl m—@ Qﬂfénpéé%éaﬁﬂ@ gmssme (Shapiro et al: JACS. 1959, 81, 3083-84, and
[ V-{3- [ (3,4-dichl orobenz émst hyl ) am no] propyl } - 3- (5-
Ribufes hyJ Mﬁdﬁ&hhma,’s%?ﬁapg,, s )

yr| anam : :
P ¢ ot Gatmins 561 67 BRERYY Pt OV st o eyl g megning of Y i
dhylBidwbapi Fodtidazel Bfd@egkn atdm and the meanings of Ar' and X are as defined
pyri di n- 2- yI)rropanan1de
an@&ap(o@ﬂep@tqﬁtﬂs&M%ng&%x hyl ) ani no] propyl } - 3- (5-

i sopr opyl am not hi azol o[ 5, ]

pyridi n-2-yl) propanam de,

(3 [I-(3,4-dichlorophexyl hyl ] am no} XY

\@y(-BﬁTBf“HyI ami QOFT 3] thi azot (ﬂrls/‘z‘p\/?‘hz — = A N NH,

pyrl di n- 2- yI ) pr opanani de, R R’

-{3-L[1-(3,4-dichlorophenyl )ethyl]) (methyl)an no] propy
| }-9(5-met & ani no[ 1, 3] V'H? azol o[ 5, 4- V)
b] pyri di n-2-yl ) propanam de, 3%%“ - (3, 4-di chl or ophenyl
)et hyl]) (et hyl ) am no] propyl “(5-pi peridin-lyl]

1,3]thiazolo[5 ,4- ]pyridin-2-yl)propanam de, N—{3

[[1(3 4-di cr orophenyl)ethyl])(nethyl)am no] yl}
fr3m( ﬂ}epymmblcnf thelgengtdl | foghulai VA8) ofith 2-bromoethy amme by literature
]p ridin-2- yI pror ana

Kl it sadcs SRR BPR NGt AT &% HEY 7By ) - 3
(5 pzﬁg ﬁiaﬁidﬂes of tMcl: nel TYnAAPL W), where R stands for hydrogen atom, Y for

pyr i r opanam de,

Blﬂae(tﬁyli)fdpyl(eﬁcﬁ %roilpc bﬂhcb thepiemyingseofipr] amd Foptsr spgefined-qbsve, can be

pyrralidin- llh%% 3] thiazolo
P@Pﬂlﬁeéﬁf W L“;‘7I5) pr opanar ni de,

i V-(3-{[1-(3,4-di chl orophenyl)ethyl]am no}propyl)-3-(5
-nmopliolin -4-yl[l,3]thiazolo

[5,4-&] pyridin-2-yl)propanam de
-{3-[(3, 4-di chl orobenzyl ) (i sopropyl )] am no] propyl }-3-(
5-nmorpliolin -4-yl[l,3]thiazolo [5, 4-
] pyri di n-2-yl) propanani de,
-{3-[(3, 4-di cMorobenzyl ) (tert-butyl)]am no]
rroryl}-3-(5-nmorpholin -4-yl[l,3]thiazolo
[5, 4-&] pyridin-2-yi)propanarnide; and their salts,
solvates and isonmers and the salts and sol vates
t hereof. The present invention relates furthernore to
the pharnaceutlcal preparatlons contalnlng the

o s Y " o o o s o



i process version a.) according to the invention a
di am no- conpound of general formula (II11), I HRl

W@ béo7p3amer e t he nmeanings of Ar , X, Y, R and RCBEH®2606/000080
defined above is reacted with a carboxylic acid
derivative of general fornulq (11), O (H) where the
meani ngs of Ar2 and Z are é flned above, VW;tands
f?‘rﬂ/%%bo en Rg;,n; hyd[oWVgr\cw/ , _'_-O(Qb 4al kyl ) group
or - ~Ar'2- group, where ZRand Ar 2 have th ani ngs
as defined above, and if desired the substituents of
the @bnpound ofixygener al forq@ba (I') thus obtained are
transforned into each other usi ng known net hods
and/ orthe resulting conpound of general formula (1) is
transfornmed 4nto its salt or solvate, or Iéperated
fromits salf or solvate and/or resolved i to its
om1r&(a|\. veti stT@H  or—the ortiNed e+ H, —
i sonmer 1s transfornmed into the racew%@ compound and |f
deS|re5 the structural isonmers are separated from each
ot her. a preferred enbodi nent of prqgﬁss ver si on
a.) according to the invention, a conpound of genera
formula (11) where Wstandsr for hydr oxyl group, is
transformed with aC|%rchNbr|&Eeforn1ng reagents,
preferably with thionyl dﬁlorlde into the acid
chloride, which is then reacted with the am ne of
general fornmula (I111) in®Mn inert solvent (e.g.
hal ogenat ed car bohydr at es, ch_di chl or onet hane,
chloroform or ethyl-acetat A he presence of a base
(e.g. triethylamne) or in pyridine, at room
tenperature or at the reflux tenperature of the

r eac]fheo‘PPTT@?wldi? of gangrebfoarmudal (KBt ae @biainaghiby Mammichc pepdensation
s oa BFathfss o B ooyl GUART LEE b phaReRer Gl sgggone. By

lite@emnd anaﬁ@ V@x%'l@ﬁbtﬁwh dahebe ?éﬂ%ﬁﬁ@d' i@ AffofanYurideK eflux conditions
Iaceﬂﬁ% preparation of m xed anhydride

(JapBel |8dt, @é’,l%lﬁh Theeoximiep obfeersry. fopintle @{Iadrg |prepared from the

cog{hlq?}{rl ogegﬁlal dL‘gF‘Bal\(%m&y%}@ na%gé)xn lajﬁgflg,b Ibé‘ g'l’lt&f?zaré analogies, in
a Sahol ﬂamoril S 19898 W1y b2 et O Phe hiiBiceof(ghner® formula (V)
anughan JACS. 73, 3547{ or dicycl ohexy

10 is clmpmﬁ bvnln@fa(lm@)laléﬁ ﬁmrshlacdyxmlb of Chresmal i@mulaP@flbl by catalytic

e ESGIA in e DihesPe ob RBhirS R i3 ik BTk amnia soluton.

C Rt REO8. QIePﬁon’s@&tE@ﬁ‘% ‘ﬂ)‘i’éi:faHftl%ﬁ of ﬁié%ﬁfﬂohﬁdlé &genéral fdR8ula (V) where
resence of an acid binding agent, ‘e.g tertiary

R GandRSsrepesénss tmethyhiziomp anldrﬁtehyctammgp I@ﬁlAurné§ andaY age as defined above.
tenperature between -10 0C and 25 0C. Activation can
be achi eved by using carbonyl diimdazole (H A
Staab: Liebx Ann. 1 1937 9, 75), in inat Y
solventsArprerrabﬁy \hiornné hané“"ﬁloﬁbform NH
t et r ahydr of ur an, acetonltﬂllé*or in the mxturer' R

thereof. Agliyvation can al ? be carried out wth

15 benzotri azol - 1 yl - oxy- tr|8§ %olidinophosphoniunm

hexaf | uoro phosphate (PyBOPR) in _inert solvent (J.

Corte: Tetrahedron Lett. 3F184980, 205). If the

conpound of general fornmula (lI1) is a carboxylic acid

ester, where in the formula Wstands for -0(C 1-4

al kyThe gomppyndshef rtieagtnaal femplei¥) ahybe abtaied bytreacting the

CCRRERAIY T BYHPIE. DRIOESHASY it et SSR (FUONE | GHIG s ibethe NA-
20 dlﬁfe ﬂ%‘!&;(yll:l ; Lﬁﬂg&g@gf gi}%‘% fhidndTh IXE®), 2n idddf LIRSs, gresferably in

ver ing to proéess version
actahmﬂam, imothe prgzonwechf@h ageltendihg bryaniglamife/l ), where Ar |
X, and R have the neanings as defined above, is
reacted with a hal ogen conpound of general fornula
(XVI1), O(XVIl) where the neanings of Y, R2, Ar2 and
4 are as deflned above and Hal nmeans halogen aton] and

. 1 . " . o a1 o
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(M) (VM) p: 0, 1 (IV) p: 0, 1 <>p: 0O, 1 Figure 3. The

conpounds of the general fornmula (VI) can be prepared
woyoomesdizeds known in the literature starting fPOIVHUR@6/000080

oxo conpounds (al dehydes or ketones) of the genera

formula (M 11) by reductive anmination with the am nes

of general formula (VTi) in dftcohol i ¢ medi um in the

presence of sodi um cyanobor ohydri de (Hol zgr abe U.:

A"y POSERLARRD 13%0neft BAETH) Y FRRGRIL' Expropyien

grdup Mthhbékﬁéamﬂg‘ ofAthis 99 @bﬁﬁedowoﬁh,ydihl&%Btﬁn@cﬂm&nted in Figure
al cohol nmedium (Simg Gy.: J . Chem Soc Perkin Trans.

7.4. 1992, 13, 1613- 16). The conpounds of the genera
formula (VI1) are yommercially avail able. The

al dehydes of garerarotHor mut a (¥} I/&Q?#

avai |l abl e or can be prepared byzme"t hods knm in

literature. The conpounds of generalforrmula (1V) can

be prepared fronﬂxgg am nes of general fornul &)(VI)

with the al kenecyani des of the general formula (V) by

literature anal ogi es (Ki ng MF¥igwregl: JACS. 1946, 68,

1468, or Surrey et al: JACS. 1956, 78, 2573). The

cyani des of the general fornmula (V) are commercially
byeataldgédslie theTliteraclira (0. e g. CHent. QOOE,&J‘Y?EMWB@I&THB)& ﬁ(ohf fhy appropriate

can be obt ai ned by catal ytic hydrogenation of
al@ghg}ﬁ ger@falgfgﬁ@\alw (Xf\@rmp&ldgqlqyg pyirlldgpgmuqbéorochromate in inert
sof 3, QrEIbLy ) RIGQBRLghe Nexane, solution, i the

%ney ni ckel or rhodl um
Cat alhesitetoried o@ hMSth@Iﬁﬁﬁ deherp D€ s&ésents Shapihihrédylene group,
al : JACS. 1959g§81 3083- é%n and Roufos L: J. lﬁ%?@ﬁy B
camb@,wepggg@yt@gmeﬂao@@ggwpmﬂ@r@fﬁn nes of the general
formula (I11), where in the fornmula the neaning of Y
is ethyl ene group, R2 stands for hydrogen atom and the
meani ngs of Arl and X are @s d@fined above, can beO

prepared aspgdtowg;in ﬁigur? Qo (VETH—eVI 1) j)Q%/ﬂTa
(I'11) Figure 4 fromthe t he generﬁaf f ornmu
(M) with 2- béﬁ?'ﬂoet hyl am ne, by literature anal ogy, in
hot aqueous s tion (Arz. Forsch. 1975, 25, 53-58).
Figure 5. shows the preparation of the am nes“of
general formula (111), where Raust@ands for hydrogen
atom Y for 3-nethyl propyl ene group and t he neani ngs
of Arl and X are as defined above, (M 1i) (Vi) (V)

b)ﬂ Alél )1 At‘ﬁg‘ 1 eré\éis%l é%loar L 1%}t .gti&%g df(})(ﬁ &%@‘?5‘: ﬁ%@ %gfi%y%eatmg the

gene

co@xﬁﬁ@leraﬂgltawmnamé BBhAyhl e &F g@ﬁer@lefmhala Canywieh pefltane-2,4-dione
W t h paraf or mal dehyde and acetone. By literature

inglrghelgsplutionamdertetius sordifions, & the preserrsdiipatassipmepehonhte.
und reflux tlons ( Al 81 2214+ 18
oxi i Gaflndyaf e ST At GRYTH pre i A A b or can be

pr@}&ﬁ&l)blﬁﬂf& éth@RNeoahn ih BdMtbAan{eX) W th hydroxyl am ne,

by literature anal ogies, in aqueous z-propano

solution (JACS. 1959, 81, 2214-18). The am ne of
general formula (Tfl) i s prepared by literature
anal ogy fromthe oxinme of general forrmula (X) by
cat ahitthef dbyild PR8I ark defnbAStRIRISBNGE eRhmples, without limiting the
Raney- Ni ckel catalyst, in ethanolic ammonia sol uti on.

lﬁﬂﬂgwnéoéwexm@mkﬁstrates the preparation of the am nes
of general formula (11U where R1 and R2 represents
met hyl group and the neanings of Ar 1, X and Y are as
defi ned above. (X' . Figure 6 . The conpounds of the
general formula (U can b e obtained b y reacting the
commerci al Iy avail abl e hal ogeni des of the genera
formula (XI) with the N, N - dinethyl am noal kyl
conpounds of general formula (XIl), in inert solvents,
preferably in acetonitrile, i n the presence of an
aci d bi nding organi c am ne. The oxo conpounds of the
general fornula (VIII) may be prepared by dlfferent

o a1
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The carboxylic acids of general forrmula (U) and their
esters are commercially available or they can be
w@reepaseds by net hods known in the literature. BOEHU2006/000080
benzot hi azol - 2-yl propi oni c acid can be synthesi zed
fromthe appropriately substiﬁgted 2-mer capt oani | i ne
W th succinic acid anhydride, “by heating in toluene
under reflux conditions (Babitschew et al.:'Ukr. Khim
Eggmpg;L 1956, 211, CA 1957, 37399). The
benzoxazol - 2-yl propi oi ¢ acids are prepared fromthe
Na(h4-Blichlat el epzgHd¥ V- diuiethily 1 23] (Dhdnpbay épl) hinin ] progidaminium iodide
anal ogy aof the preparation of the benzothiazol-2-ylpro
rionic acids. The benzi m dazol - 2-yl propi oni ¢ aci ds can

1 [ 2

O ERSLATOnRLaTI! A FORGORS LB BBE. X &id 2 stands for
nfefinderd groip,ed fed meth@agoup, @i for mekliyalgrowd Y for 17B8bpyledd group, R
or. Lettre et al.: Chem Ber. 84,, 1951, 719). The_ o
forhydsesaes piom. B meaps o wplgnsebongd) AF gpeasipbend igaans An rapsesents iodide
ag&ﬁﬂgﬁggwﬁﬁon1the appropriately substituted

5-am nopyrimdin-4- thioles by nelting with succinic

acid at high tenperature (100C - 21Q0C) by literature

$nal géﬁir(hﬂ | shidate: Chem Pharm Bull., 8, 1960,
a 315\2 Mehloyghenzyly N-methyl-St@henylaeetyDamingdprapape, in
: - (4 s Rr clinic —
TS0 L, 1 000 O b 06 LAGTRFARRLRL K ARG 10-iamine
i? nidahldrofprinn0 861Ul sdminolly wdhin® hidrogide G 1 hilewater is added, then 0.15
thlaz%éoL5,4- g%p rLdln-Zé%ggroplonlc aci ds can be )
5] pasd abelassin Edpride i mhehloraipaw dkvmHSoRndengooling. The reaction
i I ke di n-2- yl piani ¢ aci.ds, fr
oh R B Pt T LY BORTAE AR iF Ruas i gpe aquecus
rdsydueeik teixtrgeted twitts 8e20 wil Gtigdiadetate, HedbrohEORBASL 14 @ied over sodium
(,L1000C - 2100C). The 3-benzoxazol -2-ylacrylic acids
sulpatgy @Bﬁﬁeéo‘mé‘)s cperiech el obtpin K36 gt Elecompound &&/MISEMI+]=365
oN, bstituted 2-am nophenol es by heating
(%B%?‘Qﬂn%}fbg ;%%‘;Ifdé at 1000C -2100C (Ried et al.: Chem
Ber. 89, 1956, 2578). The
3-[1,2, 4ltriazolo[l,5-fl]pyridin-2-ylpropionic acid
bast &S+ RichierobsnaythdeNime k3 [pherylgest) sminojpropane aminium
i&ﬁﬁéO (XV) Figure 9. The 2-am nopyridi ne derivative of
general formula (XVI), where RO represents hal ogen
Odttom (0.3 Ghnil K W-(4-@idlor66dhz e}]\pfx@ﬂ@[-eRﬁﬁé@mcetyl)mninof]pmpane is
2-chlororyridines with %fopgran1ne In the presence of
disselved #e2anl ascsenitHat . thysphitien Pybliad0@neimol) methyl iodide in 1 ml

- I.ne sults th . .
s e IR AR of R s fins nd g i d sied for 14 ours.
Thesoivbiit i§ Kfporasbd, he Whidde & tRkedSHEE ethet, ShDsoIRISmABSal is filtered off
3-[I,2,4Ltr|azoIoLI15- a] pyridin-2-ylrropionic acid
ads washed syithppiherrta obtagy Galf & YGNICV)HPW@&- Mprpl RSl °Of
general formula (Ha) forming a narrower group of the
conpounds of general formula (11), O (Ua) where in the
Ekanpuloa Ar2 represents a |, 2,4-triazolo[l, 5-
] pyridine- or tiazolo[5,4- ]pyridine group optionally
3s(ﬁBszﬂmlzunw)ﬁ-ﬁﬂml@mbm)é)-éw-&diymthwpnmpanaiemnmum iodide
al kyl group, straight or branched Cl-4 al koxy group,
hydr oxyl group, -NRLOR11l group, -CONRLOR11 group,
I BOPRIREORbEM AT QUPA r WS Sinfs 3,@-%61?1»‘&8%1’1139&1 Q{fouﬁllﬁ sBids Bl lethylene

are as defined above; Z represents 3- propyl ene
ggupul; ndneihiiearmapad der medy! asows; Y afoe Indwranytenal goup, R* for

ject. of ,th resent. i nvention., The i nternedi ate of.

WG oR, 2R SRR & MR G A By iR fog: A represents
icsliRvidd) r egg € 10. (XVII1) nm\\ (H) (XVII) Figure 10.

Further details of the invention are denonstrated by

the followi ng exanples, without limting the invention

to the exanpl es. Exanpl e 1.

Lr-{3-[(3, 4-Di chl orobenzyl) (et hyl ) am no] pr opyl } - 3- ( 5-

I sopropyl am iiothiazolo[ 5,4-)pyridin-2-yl)propanam de

.
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20 g (82.3 mmol) 3-[(3, 4-Di chl orobenzyl) (et hyl ) am no]
rropionitrile is hydrogenated at roomtenperature, in

wo b@7psesence of Raney- Ni ckel catal yst, in ethrODHU2006/000080
amoni a solution in (100 mM ). After renoval of the
solvent 20 g title conpound i.s obtained in the form of
an oil. LC/MS[VH +] =247 (Cn |-]|I 6C 2 N2 247.17) c.)
-{3-[(3, 4-Di cUor obenzyl ) (net hyl ) am no] propyl }-3-(5-i so

: iazol o] VR _ L
O T QRO aoierlied g Exepgiogd: By starting from N-G4
dichl¢iobérsayhr/dmydthyt R techz@zahiab prdpake g t3 diitle 2ombdyrdiip iobtained.

i C agiog:ehydr ogen chloride salt is dissolved in 8 m
Mar3P-8 et hyl f or mani de, 0.18 g (1.12 mol) L

-carbonyl -diimdazole is added to it, the mxture is

stirred for 1 hour at roomtenperature, then 0.23 ¢
Exab®63.mol ) - (3, 4-di cnorobenzyl ) - - (nenyl) propan-1, 3~

' i met hyl f or mam de s a6dded dr opwi se

diamnpe.in1nm d .
N‘a{%d(33‘{1ﬂ1?1}1ﬂ’§0he§zﬂmqtm&‘&“105¥11Eoﬁéﬂ}ri’s‘( methyl bepzoxazol-2-

fq' !i(atﬂ ' red onto ice-water and al kalinized with
Y sggﬁﬁﬁﬁﬁe‘g‘%oxi de solution, extracted with 3x 10 m

ether, the conbined ether phase is washed with water,

dried over sodium syl fate, evaporated. in vacuum, and
Ing pioepea @m@q UrAE hieBTFaEEY ﬁéﬁ%&%&%@nﬂrﬂrswr%ﬁﬂ%- Z stand for
R s oRT 41 ROl T AT Aot e (305 Pogidnt Grow, R
fot By dvBdv-htdmaB defreRRBh ChleANSIRIAAL, M&ns GExetiplbeszdail-2-yl group,

The conpounds of Table 1. are prepared according to
I pans bt hod described in Exanple 1. Table

1. AM NO- ALKYL- AM DE DERI VATI VES AS CCR3 RECEPTOR

LI GANDS The present invention relates to the CCR3
Tao teaphution lof § 27 ds(00f mgeheN&3-[( s widdordbynzy ) (théthyl)ddnien] propyl}-2-

favourably antagonists and to the lts, so|vates_ an
(6rr§%}ﬁa§1¥>§@w GriDReiae fﬁ@ﬁ%@&&@f@ﬁfﬂomﬁ%@m 34& 10 66 rmma)
mER U HepberlBftHoid B s itder ot EXURRUIIOIkR i strred for
1 hemmdhs aaidist euthBzqdr epthrsalid eotasdium hartwmateo tiedgrecibitithé salts are
formula (1) and their salts, solvates and

ener al )
filfkaeshatisthe diehloasiions seluligais cvppisd) he fhsidys s pwrifiedyby column
: ti [ i r :
ot SR RERY SHEP ARABRR SRR T IROYE ent Thus, 100 mg tite
cangpoiad W ebtaihéd acthe fign( ciheyadladiipcdo-ediCect . They exert
their effects through the chenokine receptors, which
belong to the famly of the G protein coupl ed
Eia‘fq@ﬁ@hors' The CC chenokine receptors 3 (CCR3
receptors) are expressed by a nunber of inflammtory
N&Bl{(B4-Dicler sbemzph@adthy Buitwoast]peopyl}s2-(T-nl ethyikidE\Heasimidazol-2-
epithelial cells, dendritic cells, but in the greatest
yigwianyDacefainiden be found on the surface of the
eosinofils. The CCR3 receptor |igands belong to the
famly of the G C chenoki nes. They have a nunber of
Instk eghbme famtilngh- €1 @ptdswts 13| pdiotBrophegylsgbeapt Kvand Y stand for
i gands are the eotaxin, eotaxin-2 and the lately 5
mgthgless grag, Botonmatiy! erpyp, Qdneass Qo sfands fefahdprepydene group, R

t he eqnt [ r ins:.(: .
o 5B Rt BIRRL SoLCAPLBERS L AL AR 3ot g
médds. 1 ). The best-characterized CCR3 |igand known from

along tine is the eotaxin. The eotaxin through the
activation of the CCR3 receptors attracts selectively

he il S i r | Qe rt he

Rl T L T R R b o
béﬂz%iﬂaﬁbpi-ymlﬂﬁﬁ??hé‘etﬂﬂideents was by 67 percent

hi gher. On the effect of provocation a 2.4-fold

i ncrease of the epithelial and endothelial cells of

the respiratory tract were found. In the lung the

eotaxin is produced in many cells. Follow ng an

al l ergen response, the nost inportant eotaxin sources

oy o, o " o
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representatives of these conpounds are effective CCR3
receptor antagoni sts. Fromthe aspect of therapeutic

wos@7ios4266 essential that the nol ecul es do not poT/mHE20061000080

bind only in case of very high concentration to other
the CCR receptor subtypes. Qur aimwas to prepare
compounds of high antagonistiéZactivity, and at the
same tinme selective to the CCR3 receptor, i.e. which

ai(:lg)nh i&‘i%@‘?f%&'?wc&gi'@g %@@%"ﬁﬁﬁ#ﬁa@%‘?@& pt or s.
TEF{BE Banti&d BF 186 gDkl LGN GRERSMNEShIRN R ;ﬁ% abinll ch¥roform, the

i oavai lability, therapeutic index and toxici
svlitioef Whigel2emsol)e trietlsylaming adpidl 1.8y .2 @Edaindlp Bedhlaprh-methyl-1H-

bSRRER P bR T LSt sy T et RS R fined g1 go°c-on fo
ZQA)h ﬁ?&@m”ﬁ%gnglﬁloﬁgfoﬂﬁ n&f@on’ 86 MMsBed | Wil A, - wihZdiWtéd (potassium

where Arl stands for phenyl "group,

hygtogamalfhte sslsoniandtvwith waten, difed over sodiemirailpdgtenarl orporated. The
X.and Y i.ndependent|y nmean strai ght or branched Cl-4. .
S s RGO 08 OGN AR eGBE LRAE BT | FOGeGfe 261 mixture as
lRhE THIGNL s te P EryBANR-drf EMEiAa) T STh& A2 PitlDCEABHEM is obtained.
Cl1-4 al Kyl group; "Z neans val ence bond, or straight
IC/MSBMHA-2dEe (CodpSheOst2Hi.2Nt C2- 4 al kenyl ene group,
optionally substituted with one or nore identical or
non-identical straight or branched Cl-4 al kyl group; B

: 336 ; i 2-(1%%efh98eH0Er
T e PR ey PayefimaniRblprop 2. (1At o2k
heneimpid azngii2-glsalfanymecbaniideit ed with one or nore

. dentical _qr_non-jidentical straigh branched Cl1-

ThedgigF 8_&@;52@ Feafunal) Fikihh i -a}e%wﬁé%@h%&%ﬂ%oqaa-ljzlfﬂﬁfanybaceta’w
L, A 5uG0018 8 S PYN, Fap gl 3 i i ot
and assticded it C0OZ Cafdeyll houro UThe nivlRisspuifatd Hyoco]pine mpiromatography using

oup, opti.onal substituted with ] ogen atom, 5-. or .
e Bt ot o b otk e I coRParTy fr ogHacs puhe fors of an oil.
t fy 1y { trogen atons and one
Lo%gsgmmtas?ggﬁﬁ%ﬂws P45y,

n atom one hitrogen atom and one oxygen atom
or one nitrogen atom and one sul phur atom optionally

substituted with one qr nopre identjcal or
tabn Ve & Richlorsbenexipetivd mitrord invoprli g -wedu LA-
| St { b hed Ci1-4 al kyl ,

Hi3RRh A O B e O 200050 ST GBSt Put o
é the sohsioarof 00d8eg §0.1 Ahgind]) & { bf(AdediddoCberrydl(tkythyl) amino]propyl}-

rou hal ogen, atom qr benzyl oxy group-, _0X0 up;
B hemBinb o Bho Red BBy Do, b Mo dBrbEErBene 003 ¢
YR bl iR R AR AL Iy REA ! Affing and the mixture
inogtirtede fri ¢ ahowubRie tcidnts sehtexdized! Withmolidepotassiyon carbonate, the

consj sting of hal ogen atom  straight qr branched C AL ) )
PRPHsig 505 ATHIEPG AL e RTEREHATS SOpdo Ry Rei, he residue is
G0 o MR Rrd O LBEP TERDXIAOONE - BBt S fture a5 clucnt
Tiaish 3B ini gitidelcorh pdundrieobrhinktMn thd €ovim 68drysials. Mp.: 106-110°C.
non-identical straight or branched Cil-4 al kyl or
benzyl group-, or sulfonyl group; or5- nenbered

gyclic ring containing one, two or three
nitrogén atons, or one nitrogen atom and one oxygen
B{RMDiclilo otrenyl)10@ethydl <8 {§(6cm othe 1 nlzotuzo]-2-tydsul fanyl)
condensed wi th _6-menbered heteroaromatic rings
acshtllantipatpropkll diazanignntosyldtfen at ons, optionally
substituted with one or nore identical or
non-identical substituent selected fromthe group
consi sting of straight or branched Cl1 al kyl group,
strai ght or branched Ci -4 al koxy group, hydroxyl
group, amno group, am no group -substituted with one
or two identical or non-identical straight or branched

~A

o o e
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By a 5- or 6-nenbered heterocyclic ring containing
one, two or three nitrogen atons we nean an

wae®anssat ed, saturated or partially saturat edPCT/HU2006/000080

het erocyclic ring, for exanple pyrrol e, imdazole,
pyrazole 1,2,3-triazole, 1,2 triazole, pyridine,
yrimdine, pyridazinpe, pyraz?%e 1,2,4-triazine

111 ﬂ? generalabormle @) Ararenresenisndd-dighlerepheayheroup, X and Y stand for

p?gr a bgé qg fok m de% 1*?/‘(:1)' gl&(;d@aﬁ)}nl Q‘Enae‘“m@ gP&Irﬂ é} Etgl’}%“’ for 1,3-propylene

ghﬁipemécﬁbﬁ |hlydrdgbﬂi1 ataeNBafonisalphen etoki, t A8 gesanst G metiytbeansxazol-2-yl

oxygen or sul phur atom we mean an unsaturated

EERPuAteREEsEits fsyiafeamion,  aneanstled heterocyclic ring,

for exanpl e oxazole, isoxazole, thiazole, isothiazole,

1, 2-oxazine, 1,3- oxazine, 1,4-oxazine, 1,2-thiazine,

Tb, ﬁhetd@imibhn@f 0.084 (hitaZhh6l) @xa3lytibxpRmitd @20l didh&romethane
phol i ne, thianorpholine, 2-thiazoline, 2-oxazoljne

ufleifﬁg iogteatefet é@qieggcl fhe rsadgicronohi My ewo(Od t megeR  N-(3-[(3.4-

0 AT OGO 2000 L QTP B cstamice i

nﬂocﬂidlﬁﬂﬁﬁﬁhtmmhlsbe&ldé& Ropwise, Tﬁ@fea@ﬂ@f@hﬁtuk@@btﬁred for 30 minutes
benzoxazol e, benzthi azol e, benzi m dazol e, quinol i
uaderrreebing Aed foyd hewakt mem Kmpsratyst The PisFipiats.is filtered off, washed
[LOf I [ i 40
{RTISER B RIS, b5 8 coRRLA B AR M A3 4o
oxygen atom or one nltrogen atom and one sul phur
aton} condensed with 6-nenbered heterocyclic rings
‘ning one or two nitrogen atom may for exanple
II?E ek s ARG e MIRAM R prepoeds
_Ammmdamg@mﬁmd|me1n§y ani on we nean pharnacolog|cally
accept abl e ani ons, e.g. hal ogeni de, tosylate,
Iéﬁpﬁhate phoséﬁaﬁ% anion. By salts of the conpounds
ener al for@H (1) we nean salts given with
|norgan|c and orga%lc acids and bases. Preferable are
Qrbsposalohs: for msdmpd t h pharmaceutically acceptabl e
aci ds hydr ochl oric acid, sul phuric acid,
h@ﬁﬁ@ﬂé@Uﬁ%@ﬁPcld@Ed tartaric acid, fumaric acid,
citric acid, and bases e. g. sodi um hydroxi de,
potassiun1hydroxide, et hanol am ne. The salts forned
Bamiphtg7.t he purification and isolation process,
favourably with tetrafluoroboric aC|d_and perchloric
:: ap recog]birant (6iRseeentor (hive GRa, IPASSEy sol vat es
we mnmean solvates formed with various solvents, e.g.
with water or ethanol. By isonmers we nean structurw
and amiki CER3 ir&RPRE Anta@bkistCdfiscAbf 1he QERIpSuidYofi®neral formula (I) was
tautoneric forns in equilibriumor isolated
cyan et rappeptaxinbindiag éeshpy cthSlBsﬁ eseRiob X prRgsingespmpimgnt K562 and

PRS0 905 By AR EL28500 s

valRtdsépl isoners, enantiomers or di astereoi soners.

These enanti oners and di ast ereoi soners and t he 125
m xt dn dke assey @80000 pedlsuare nacubhted rindheratesencgrad Gl oM “I-Eotaxin,

l%ca%ti?‘}% 260"%1&5‘8%@”%? % o wapdie Of L Fmeh g Rrafos0 medium,

Winehhihg BORKE CETARS, BUSBRA ghdtHase free), 100 mg Gelatine,
op tlonallé substitufed with oné or nore hal ogen at om

3xmh A BB de A 00 ynlkR2MIls Tha iteph compounds | aky Hisseved in DMSO, the
|
oeRiProg@Rc e R sy Gl PR BTl isgiop is ot more

tBdKY 106 OT1RURsays 4¥8 PBFoMMdERACRe , plRfes. ATt clis W irfedibdted with the
al kyl ene group -optionally su stituted with one or

nmore identical or non-identical straight or branched
Cl-4 al kyl group-; B neans val ence bond, -O, -S-
-SO, SO -, or together with Z a straight C2-4

al kyl ene group -optionally substituted with one or
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The present invention relates furthernore to the

phar maceuti cal preparations containing the conpounds
wobowhes2general forrmula (1) or its isoners, saPCHFHDR006/000080

sol vates, which are preferably oral preparations, but

i nhal abl e, parenteral and trigsdernal preparation al so

forma subject of the present”invention. The above

teshroptaouRdi f@al> gpwéﬁSaﬁhe@n@enlapelké e¥prig israddeduilhe non-specific
blﬁcﬁ{lgﬁgea&é e ng E% éxgegcglgg no;ff\ég'r(l)gljil\girnoglerrlﬁ Aled eo"‘tﬂ?.lii‘I UGS 1 hour of

1nﬁxbhﬂ1«ih fiﬂOmul Biem@lds assﬁy atfeo torithihingh@ 5 thN@GB séltion is added. The
apsul es are preferred. The above pharmaceuti cal

re@;%leﬁa%fa%m@ﬁged&yéepﬁr@w@a inplatesenipifige ¢ AN 2600 g for 6 minutes.
d
i GRLARR, B0 BRI, SRl AP, FRARP I on e

remaxmdgedruﬂeﬂ; \fvétle Hlbvesdt Wﬁlﬁlhﬁ@lﬁtpapér pai hﬂhlﬁlﬂteﬁﬁmvmmr;ﬂ 0.5 M NaOH
receptors plaéﬂg role in the devel opment of the

Som’t@éag eddechio Hsnpalifi oM coheiingfl sdubilieatipnedieippm temperature the
n . f d.
ra%lgéslczgistggﬂ’l ﬁ@eul g@(%@‘é&aﬁ@ﬁo& is Jr?)u}xl!gﬁ ih Sg?aﬁg{'%g%)%n%r (1470 leard,
Weligachmt i tis, eczemm, inflammatory bomel di sease,
ulcerative colitis, allergic conjunctivitis, multi

scl dhsgpdioagtvitpidhe é%lgféon i iy i teiatip ovithaibe rwlit@@a@gﬁle receptors
of thk ga{y Wtﬁtthg i Wuhiho f%d bﬂf E&gﬁ allll@ \SQ}% 1:h%f acttlt}ﬁfg1 of the tested
invention is the use he conpoun ds € gener
anfagomwd. @ (1) for the treatnent of the above
pat hol ogi es. _The suggest ed daily dose is 1-10 of
t he Thetspeeiie Sigshing it Calgdgpiedhay g diHerenge Wéwe%ﬂlﬁrfetal and the non-
f X f.t
spg‘cff (,erbi dYng%\ %[il fg{ru%)g J ec%%&#oggﬁss% %a@chg tlg\;f; ﬁ%lﬁ} t}}% Sé)e&%c binding
anﬁ Iﬁ@ﬁﬁﬂﬁtblmﬁng)fneEMed?mﬁh@pﬁ%hc@Bf thenatagbnitomoitae( 1)
where in the formula Arl, X, Y, Z5 B Q Rl, R, Ar2, A
and Thergiuity plethereamppigds dschagrcieiead w&wbe IGngalpei r
salts, solvates and isoners. Figure 1. denonstrates
the process of preparation of the conpounds of general
B.J hivestigation pf Cal* nidbiliFdtioh ilRMACRIRBY, Bad hCTROIR 563 @Us e
1. In the process according to the invention a.) for
the preparation of conmpounds of general formula (1)

wh t
oSSR TR 8, AT 25 e o
ce}‘M B oad6veA @ the asictpldtelede abnwed &Bﬂﬂl meursalTte cefls hrel washed and

a conpound of general formula (I . O where the
10415@6 ifyealejpmpingicater dye (Czésunmluﬁzssa t é\fl@le@éardlawwpém The cells

ar@i%?ﬁ@%&f i t?x%?reesgngg 5%119 H}/eajg)lf‘%b?%lpﬂ%ﬁ gsqglr%tel%?adrf aé %l%ge The dye

is eoflperusdst Gilcﬂlﬁﬂ eficatatdro It séds)tlxwl}»e[r@h@tdseméeiﬁﬁ‘éﬁeﬂular calcium
am no _group and the neanings of Arl, X Y3Z B,

copgentration. Thednisacstlalag salgiam melﬁw@@@ 1morhte|qéra¢/la|vu§1 g fluorescent
mé_%g%f t%lg g&rgpg f} )gger%? r%%r ar%per rm n (a ,&@G Iﬁ@%&%fﬁ% apparatus, at

exétefidrnend aﬂﬂcs‘dﬁ)nvlféi/efeﬁgﬁlked with O tosyl hydroxyl anine,
or c.) for the preparation of where Q represents

Theeglgetiveagonisiicused dmihsgapaimanisarex, v, 7z, B, Rl, Rz,
szlﬁ{ as defined above and the value of r is 0, a
conpound of general formula (l11), where the neanings
of Alotaxi@Y5 Z, B, Rl, R2 and Ar2 are as defined
above, is oxidized and if desired the substituents and
the]%ﬁ@éﬁ3of the conpound of general formula (1) thus
obt ﬁre transfornmed into each other by using
knomn ne ods and/or the resulting conpound of genera
formula (1) is transfornmed into its salt or solvate,
or liberated fromits salt or solvate and/or resolved
into its optically active isoners, or the optically
activeln a preferred enbodi nent of process a.)
according to the invention, alkylation is carried out
preferably mnth aIkyI sulphates aIkyI phosphat es or

o o o g, o o o

ﬁa—.
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where the neanings of Ar 1, XY, Rl and R2 are as
defi ned above, is reacted with a carboxylic acid
waleso7wat2zsve of general forrmula (XVI1), (XVII) MEHE20060800080
meani ngs of Ar2, Z and B are as defined above and W
a;ands fga Talogen 2&02} h{dpgxyl group,C;CRnZ-%roup
erein nmeans, .Cl- 4: al ky roup or .- - B- - .
gr o_lfpszﬂowa%& ethA Pﬁi‘tlﬁ% aff nt_sj‘e of’el%,tw% ﬁgﬂi’l%\_r Zt%?r éntggé%ﬁar caleium
cofl €366 ﬁpﬁq\éecel@@ nﬁﬁcaﬂﬁi ifcBheed WRicR ¥RS bk niiHoPedOwith Hige help of
conpound of gener formula (I'l) thus obtained are
thé flaosbenmegnalnintheandpenmbes abypgasstnapnkensiationds hisdswhich causes a
and/or the resulti onmpound of genperal formula (11)
5% 0%191&%$%?%61HPWF§9? {1@ Ra at@gﬁaggtsé‘%na_ r |iberated
fr O%ht%gmﬁélk breQaas®h ¥ Hifut8d ok theasdnike edthiiedr.i t S
opticalfy active 1soners, or the optically active )
i SorEie dhange afthé dlunedcdnt signalhemoaisewi forcBhysoonts, duréng that period
desired the structural isomers are separated from each
the prRoess e Plageef erred enbodi nent of the process the
aci i r ﬁn\gr?l( Middal W&k Whe t A1astfonf Bf the agonist is
hyd?g%;ﬁg§¥§%S§E?% ?%gns or&%g'into %% acid chloride, & _
cddypanal with dei chldinhGigrebblonined gfterebagatiiton ¢fthe sarappgonist, but in the
thionyl chlaoride, and the resulting acid chloride is
pregeaee althe slabit9Ther t sol vent, 1ike di chl or omet hane,
chl i ! @ CRaradbri2d e RBTOS values.
gen(e)?%{ Q#fg}tﬁgrg}%(%poﬁﬁ@%ﬁe ar;[?esence of a bg)se, like
tri ephythahsie of aestds A @y Bdhaepmpounds ofgeactab feririkdd (1) were found
sol ution, ;at _roomtenperature

i i i A rrl%gfer Leh Léig f 1 formula (I)
biglnginially gadve. [Ihe st RatENHFARRAUNEY APt h S PREE O #7072
' Y | formul
S50 L9501 8y« by Y Comphy e i
(If Mycording tdelaimi @sTheie IO valiesetei iudhé rggagbfss.nM to 500 nM. Of these

Activation of the carboxylic acid t ake pl ace vj
compadanthy &ﬁpe&éalﬁynﬁ%éé?\ﬁﬁ@ ir%ﬂlﬁ%l?“b‘aﬂvg?fffpgvag‘%‘ij%%%?’y{’g nM and 15
loride (MT. Leplawy: Tetrahedron 1960, 11, 39),

ethyl chloroformate (T. Weland: J. Liebigs Ann. Chem
1951, 572, 190), isobutyl chloroformate (J. R

Vaughan: JACS. 1951, 73, 3547 ) or

di cycl ohexyl carbodii mde (DCC) (R Arshady: J . Chem
Soc. Perkin Trans. 1, 1981, 529 or D. Hudson: J . Og.
Chem 1988, 53, 617) in an inert solvent, e.g. in

di chl or onet hane, chlorof orm tetrahydrofuran,
acetonitrile, in the presence of an acid binding
tertiary amne, e.g. triethylam ne, Nmrethyl norpholine,
at a tenperature of -10 OC to 25 OC. The activati on can
furthernore be acconplished by use of

car bonyl dii m dazole (H A. Staab: Lieb. Ann. Chem
1957, 609, 75), in an inert solvent, preferably in

di chl oronet hane, chl orof orm tetrahydrofuran
acetonitrile or in the mxture thereof or with
benzotri azol -1-yl -oxy-tri pyrrolidi nophosphoni um

hexaf | uor ophosphate (PyBOP), in an inert solvent (J.
Corte: Tetrahedron Lett. 31, 1990, 205). If the
conpound of the general formula (XVII) is a carboxylic
acid ester, where in the formula Wneans an ORl
1-group, the reaction can be carried out by one of the
nmet hods known in the literature, preferably at 1000C -
150C, without solvent, in nelt. If the conmpound of the
general formula (Il) is a racem c conpound, the
separation of the enantioners can be acconplished by
chiral preparative colum chromatography or by anot her
known nmet hod suitable for the resolution of conpounds
of basic character. The diam nes of general fornula
(V) can be prepared by different nethods dependi ng on
the nature of the substituents RL, R2, X and Y. Figure
3. presents the preparation of those conpounds

bel onging to general formula (V) where in the fornula

—~N . o, .
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NH2 Ar1 Xg H2 RRL (X) (IX) (MII) (V) Figure 4. from
the am nes of the general formula (VIII) with
wQ@2tm7oszet hyl am ne, by literature anal ogy, in hOI/HU2006/000080
aqueous sol ution (Arz. Forsch. 1975, 25, 1853-58). The
di am nes of the general formyla (V), where R2 stands
for hydrogen atom Y for 3- hyl propyl ene group and
the meanings of Ar 1 and X @leEn&s defined above, can
be prepared as shown in Figure 5.(X) (IX) (MI11) (Xi)
(XI1) (V) Figure 5. The conpounds of general fornula
1. (TKe rompeuraldtodiiagbnbial Mrminlaql), condensati on from the
am nes of general fornmula (VIIl) wth parafornml dehyde
and acetone. By Ilteranre analog9 the reaction can
be perforned in {Zgiop Y nder qu ondltlons
(JACS. 1959, 8api-2214> daper al
formula (XII) are red frc1mthe corrpounds of
general formula (§ th hydr oxylan1ne by literature
anal ogi es, i n aqueous propa solution (JACS. 1959,
81, 2214-18). The am ne of general formula (V) is
prepared by literature anal ogl) fromthe oxi me of
eneral fornula (XII) by catalytic hydrogenation in
Wi%e presence of Raney-Nickel catalyst, in ethanolic
nmo
A apa B B P er B oy SRR BlROpt Domore halgeen atoms
X ahd YendbeadmhtlR2 nteapr essEphts mrebfsmlchegr aChpy aqumtee group, optionally
meani ngs. of Ar, 1, X and Y s defined, above. l)
(X V)S“gs% fute JYitteors OrROTE Hﬁ%iﬂi ¢ n@fl-lfi%w@eﬂ&l%ht or brasched Ci.q
for can be obtai ned by reacting the
congéﬂg?lgﬁ#? avai | abl e hal ogeni des of the general
Z f or muhe@ang Xialenpe bondy drhetralghiil C;. 4Cﬁlhﬁbﬂ&y bavnp noradttaydht Cs.4 alkenylene
conpounds of formul a (X V) n inert solvents, .
pr ef B fpilﬂnajg’ L@ﬁtwm with Pﬁe Ph gwﬁff @eﬂeaé Oéfnoaﬁs%ﬂﬂcal straight
bi ndi e conmpounds of the general :
fornﬁﬁgm%&ggpggere Qﬁré%resents 1, 3- propyl ene group
B and tﬂn@nmtdnng bohd Ar-O-s -&ts -86f,i 904, aboogethet amitb@ a straight Cy4
obt ai as presen edln Figure 7. - BAr,CU—IH,JrCr
0, A y ex 08 (? e@ e -groud)y %}gp@lé}i Ssubstituted swith one or more
liter; 763) ,
from ta%]efcglp%}hg Sﬁigrtmecgjﬁ I%Igggr &gegn%r"zﬁll%g%?oﬂ% fa (XV)
Qby oxhetab istaight drtbramyched Cpiy aliycdrbop, aatine protue or nxygmraltom

sol vent referably jn dichl oronmethane. The ketone
gaé\ﬁléfzam ey @sgn hyfiesea aom &p Fealghios branched Crs sy group:

td I .
AL O SRR 18Y, EREA” Wi, " HREUR] TR Wi CEADEE  atom:
I n the drid-meaibered HekRevaiclie tinglcontdiy o) o cﬂsiﬁnee 2Frogen atoms,

7788-89), by heating the commercially avail abl e
benz;ﬂré}‘{ P &ftreges AN GANEINSI OXF ENHPR OGS Ultrﬁgetnhatom and one oxygen
rent apgs 2ol ﬁlﬁﬁ dlatBh AR Une g&%ﬂ{n‘ A0mt'8 Jn fsh tituted with one
conditiohs, In ? presence o assi u car .
The cmrm@tendsntcchl bheowgéieatiad] shbstitutng s¢lXdfkd Yroat Ehe group consisting
comerci a avai |l abl e or_ can be prepared by the .
met hdlfs“%ﬂé?%/\,ﬁf prgneled i dutaipe hﬂ%@‘h afony gihgnylgrepp — optionally
i nve e es ' t
| R e R B i o B AP S i AR, logen atom
Lr- (%r%e&}qmyombpnax‘b grouy, L' - di met hyI 3[ (phenyl acet ylI
) aini no]bpr opanani niumiodide In the general formula )
(1) APq bewaolegien of thesa SooE Rraerabiiedh Petercselps whetgrihe enzene ring
stan l.eqg f . . .
et h?ﬁa}f 8%‘[1&5&1236 _hlgff%ggb p@f\ e‘/ﬁ{eh gi?% g% ho%fﬁ#ﬁﬁcaﬂ)r h88-identical
hydr cmemtaémrrsel&tém&fwn ahy girens eohsistthg Afzaaltmgaﬁsmom straight or
phenyl group, A represents iodide anion, r nmeans

branched Cy.4 alkyl group, straight or branched C.4 alkoxy group, hydroxyl group,
7V-(3 4- Di chl or obenzyl ) -i V-net hyl - 3[ (phenyl acetyl )am n
o] propane o the solution of 0.24 g ( 1 mmol)
I V- (3, 4-di chl orobenzyl ) - N- (et hyl ) propane- |, 3-di am ne
| n 2 m chI oroform O 06 g (1 5 mml) SOdI um hydr oxi de

.
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and washed with ether to obtain 0.15 g title conpound.
Mp: 128-1300C. Exanple 2.

w@2¢oBearey| am no) -i V- (3, 4-di chl or obenzyl) -i V, i Met/divo®icn00080

yl ) propane-1l-amniumiodide In the general formula (1)

Arl represents 3, 4-dichlor ophenyl group, X stands for

nmet hyl ene group, Rl for net hy gr for methyl

gr oup,trlﬂfu@r@me!lhyia g piitiergsows Gup, allﬁ%nfe XM)%EFN}S’Q émmo group, amino
Shgnmylgr%dpo &B st&&gtgé&; ndé}??cg\ét%gggggmg 01%on-1dentrmail st?alght or branched
1. Fol I@wiang] ob BeryDERUBY, 6r ABfogBEbIReAE 1 N Exarml e 1.

b.) ar%wstg}u ng&?’r%m 1|9|{/ 3, 4-?d§rchllbor oberi zyl)

~met hyt mbyé@ftmmamqhsmg@pamnng)ormt\go of three maﬁgmm@ns Or one
I's obtal ned. '\{g g % e 1r € tmand sylphur atom,
-V-{3 nf?t(r%geﬂ aff Nk O&’B@ﬁ%%ﬁn)a? t?]ry‘f’r} n P%rny? ])pr opy nf J.p

(6- metdauddined %@@hﬁﬁfb@éﬂ&i&eﬁ@ﬁ‘&ﬁﬁt@@ﬁhgd"fécﬁl@alhllﬁgtdih@ or two nitrogen
general fornula n.a& 1 represents 3, 4-dichl orophenyl

gr oup atoms ndpo landutfs@tutwbtmm e gt ompre Rdgnsicalyer hjen-identical

ds_f
oD BT el 'y BN ARty
nmeans fowet idhe f'ti”obiﬁﬁ@ied 2C1Y4 altb Ry roup, MBARSKyD -grdi, tadd€ino group,

sol ution of O. 27@%@
N- { 3- [A8ng-gaeurht- %@tezlywytb na@t: oy | tyaridewticap o ponjidentical straight or

((jIGCLrFt h%#@?@?éa@YLgrfUé % eunlg%lan |]acetanmide in 6 m

Aret a- GBhRsQResbangei ¢ acid is added under ice-water
cooling and the mxture is stirred for 1 hour. The

faci d |meame@tqua,l ized with solid potassium carbonate,

TN e B R e AT R B ot By  aue 5

purified by col urm chr omat ogr aphy usi ng chl orof orm -
nmethanol 9 : 1 mixture as eluent. Thus, 100 ng title

% onpﬁﬂmapqugds)bf tae gerbralformaa (1 peaceding ty Staand., Wigre

8. {3 S o Lot eay oyt hyi i Y e gy pplogen tom:
Xlanwlh&épehéem@%zamt%@ﬁl61% aliy16nd frany) optfoabByTkeltitiled with one
the general fornula (1) represents

3, 4- di whmare ideméiagll orgmﬂ@entlxala%ﬁdlgkt ot braached r C rrealliyll szone;

roup, Rl fo CX. Y stands,fo
o iy oienty btk o8 HBienhl i B30 S b BRI Stbsttured with
sul phugneadr @Bre MeftioR 3R Roh-idRtibM st eidEt &d addkd 25y hikyl group-;
group, r nmeans O

BV-{3- I[l€€3154vﬂ1}31t§hi hnnd)beﬁzws)( r&@h;ﬂ@z&nﬂb}qgeﬂ}@ylwﬂmz( p-straight Co.q

H dazol -
Vet 1SRG 2piionahth SPhs LS ByF G i ieplee g pgn-identical
To thegy }thgﬁn&iedlclkehngﬂ@r% .ol )~ t hi ogl ycol i ¢ aci d

met hyl ester in chl’orof orm the solution of 1.2
Q (12 mn@is)strmghevﬂ;rhmhed €1a nH:yllg@Bp,gan@ao ighaip)or oxygen atom;

rchl oro-1 -nethyl nzi m dazol
RS Gmmnde e oy erien ara postmightan bl GO oy Broup:
AP houggnds gu,gp}g:lﬂ# {1 rmsolution is washed with
water, wth ed pot assi um hydrogensul fate sol ution
and wi $Horvamemberhdi leterosyetic mglcomammhg)hm éwandr three nitrogen atoms,
evaporat ed. .The resi dug i S Qurifi ed (gy col.u ; d Ioh
chr omeRYEABHOSTHA Y AL 08R 8XYEDAR Oé’ted}”éogfnla Om and one suiphur
m Xt ur go@s o?hHﬁamy s%ﬁtu@é’cﬁ%‘ﬂﬂ' &ﬁ"t 66 nfdrd Strdlght @F Sranched Cy.4 alkyl
filtered of Thus, 0.52 g title conpound i's obtai ned.
LC/ Vo[ gvep;=237 (Cl 1H128N202 236.29) al2.)
i V-1S-1 CS*-Di chl or obenzy®”et hyQam noJdpropyl | - d - net hy
| -1 - benzim dazol -2-yl sul fanyl )acet am de The mi xture
of 0.52 g (2.2 mol) nmethyl ( 1-nethyl- | /
- benzi m dazol - 2-yl sul fanyl )acetate and 0.61 g (2.5
nmol )
- (3, 4-di chl orobenzyl)-i V- (et hyl ) propane-1, 3-di am ne
is heated and stirred at 100 C for 1 hour. The nelt is
pur| f| ed by col um. chr omat ogr aphy u3| ng chl or oform as

~ N o " " o o o I
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Exanple 6. I n known nethods the tablet of the
follow ng conposition is prepared: Active conponent:

wdooomm3d2act ose: 35 ng Avicel: 2 1 ng Crospovi dAPOEHUI006H00080

Magnesi um stearate: 1ng Exanple 7. A.) Human
recombi nant CCR3 receptor (hr- ) binding assay The
CCR3 receptor antagonist effe of the conmpounds of

gener de PeRzeiRgzey p thige SeambHERbesH keeragyhesoivhr e benzene ring

ot Rl 08 SRR U R TR i o

r adi oagdriched Cogaligl grdbp;-or( 2200 Ci /mmol ) was used. In
t he assay 200000 cells are incubated in the presence
of 0. P-memperedShetqaeselis ing penipgingotvo 60 thien u?@%@gefat atgms, or one

p|_|:7cgﬁlifé’§é§ élg)&ﬂ aﬁg (S)Er% %x e‘?laax u&]‘ %ﬂ&@émﬁ@é lé{ﬁphur atom,

( pr ot easderke®)ith &ﬁx@mﬁi@reﬂﬂie&hbdﬁ@mat& fﬂlgs2(§onltu1ﬁ1|ng|EBESr two nitrogen
100 M RPM]. The test. conpounds are dissolved in
DVBO, #Hes, serstoraldy substigeed svith (one d W\P¥eh Al 4E¥Ry amino group -
buffer [ a t
oo - ThEEed AL oML (R ISERAECH Bl eaftph FRIcEs b Ffhpetied C1
ceIISaaﬁégun@qbated W th thetest conpounds for 15
m nutes, then the |abelled eotaxin is added. The
Aon- sﬁ@?ﬂ:ffqnés PWKYg i s deternined in the presence of
200 n@% Olggelled eotaxin. After 1 hour of
Yi ncubat-on i ce-cold assay buffer containing
ad Shdit M€ sobaltdstand Asonferagdietle saltyandeakhics ther&of.
termnated by centrifugation in plate centrifuge
(JUAN) at 3600 g for 6 mnutes. The supernatants are
39%5? lonBgr?émeMs ggcotrgigig ? a?fﬁs ‘1?2 upsi de- down

position enal nr ng S were blotted with
N-{ S5 (Be4 Dﬁﬂﬁ@robﬁm'yl)aﬁbtufall)mtra@ﬂ]lpmpylz}oﬂ(mme@hﬁbdvizbiae@cﬂ 2-
solution is added to the pellets. After 1 hour of
XﬁW@WWW%&ﬁﬁP@h at roomtenperature the radioactivity

?gr}m(rfﬁ%l&ar zar ggll ”. ?ﬁ@jﬁeﬂﬁﬁlg%% lt‘l%é:aié 2av ?%},T@g%tyl]-

aﬁﬂiﬁoﬁ@bpﬂ]manﬁlm fsghteect ratio with the nunber of the
receptors of the cells, with the amunt of the bound

M-6% - Highl gsabenami M-t imethd- i heuylesptdfantinel prapsneginium iodide,
h

AR U S HGNF E L PG PR SRR RS TS

bi ndi ngs. The activity of the conpounds is cal cul at ed

fromthe sgem fic binding and fromthe binding
Irdgeuesetbrithe prepajstion oh e eimnovadant By eeneel fmsm@kalﬂl)eand their salts,

o LR -
definbCR3laRBl, angadiéeBg ikBe? cel | s HCCR3- K562 and

hCCE3- RBL2H3 cel I's in 40000 cel|ls/well densi ty (nunber
df) celips the merarstian obfthe rv@nmoun@p ohtthy generat foravled(l) where Q

Al A AT o

Mol ec W aiavaié Q@é&}nngQ-QQ d@ﬁhéds afdve, hﬁ’@!ﬂbs’itleﬂ dofhpolifid of the general
presence of the dye for 60 m nut es while [ oadi ng takes

pl ace formmdadlls is a fluorescent caIC|un1|nd|cator

whi ch sensitively indicates the ingracellular cal ¢i um
concentration. The intracel&ular cdl ci um concentration
is in direct ratio t uor ent gnal of the
sanpl e. The exp@hfgt\g"'arbg petN 6t me Zl/sB

NOVOSTAR apparatus, at gxitati n and en133|on

wavel engt hs. The selectwﬁe agoq%§ts used in the
experinments are: Eotaxin Eotaxin-2 Eotaxin-3
RANTESFol | ow ng the addition of the selective agonist,
the intracellular cal ciumcon tration in the cells
significantly increases which can be nonitored with
the help of the fluorescent signal. In the experinents
an agoni st concentration is used which causes a 75%
caIC|un1S|gnaI conpared to the naX|nun1atta|nabIe

R - . A " . [T T o
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(1) where Ar stands for phenyl group, optionally
substituted with one or nore hal ogen atonm X and Y

wo paependent | y nean strai ght or branched Cl-4 ptkyiueeus/000080

group, optionally substituted with one or nore
identical or non-identical ght or branched Cl-4

Z: tg: ?’6 §(’n§a213 %hgge 4‘\ra|‘thr y}setell‘rqg&lugg%uélde%ned above, is
opt i O'i‘é’t{c'te)ﬂ ﬁfﬂp% hicYiaBfe Yhdnf sﬁﬁ'ﬁ%gg) %ﬂg)gudggﬁtg\%ﬂ gatl)r or

non-identical stralght of Bran roup; B
feans fomlilen peegacaiibn oOthe cBmpowRld pf $R-genaml tfogatlhai) where Q

vvlchastra ht C2-4 3] 0 | kenyl ene
gr oup,reltfﬁsteP@ 19 SRS A b E%ES%ABP 511 %e ? )é have the meanings as
I dent iggRhePibd¥eNalddeRt ] %aéonﬁ}oﬁﬁéi %E'the % g%@?:%ﬂﬁﬁja ff’byévhere Ar,

al kyl group; Q heans stral ght or bran
group,Y HZIIBL(RIQ RSumdoAr’ dryg éie mtaringsRE dufie®Above, is reacted with O-

i ndep an hydrogen atom or straight or
br ancﬁ ﬁ*@frc}/@(ygq?‘rgw,ogr oup; Ar2 stands for phenyl
@NOUP fo0Rkd %g%ata)ﬁoﬁuﬁtﬁtﬁé WhidoWhds o 3hO IR eat qmmtﬁa @ where Q

6-menber ed Het'erocyclic ing contai ning one,

t hree rwpresen@earxygemmm okr't Ko YniZ, geh a:mlsAﬁ?nhhve rthe meanings as
oxyge or one, nitrogen atom and one oxygen ato

or” onde ﬁ dhoun 28 bk % a&ﬁ@pgmlcg}aﬁthe gevsnl fgpmyla (i), wpere Ar', X,
subst iyt yt ed pM 1, RINe2 9Ly dBkE zrltéaﬂmgg h?&éﬁn%ﬁ abover is Oi){ldlzed and

non-i dénti éal’ substi t uent s romthe
i devsted thngsubﬁtttad:rrt:apg ke mmltnuad aif ebe @éneﬁalaﬂohyhlagﬁ)olﬂaps obtained are
n, at om _phen ar Olime %honal I substi tut ed
1

t{%%lffﬁgg%méq eqﬁgroéheg aqs&g the &sp(lypg compound of the
ggﬁ&ﬂlp&rrﬁéﬂanggtr% g@égﬂ %%scg{rﬁ_g,por ’llggﬁa?edgﬁ&ﬂ Rts salt or solvate
t he benzol ogues o - menber e terocycles

anfver etpt;dieecbenﬂme ne mpmgllyrmptmptlbmnaﬂ yr bihe f oistidally active isomer is

substityuted with one or ent.i cal

38 QFH%‘ﬁt‘tt% the @%%Wl@ﬂ@ﬁ?nééqde&tdéﬂfqdr%ﬁwstr%u@% igprers are separated
Rnsicptdang of hal ogen atom straight or branched Cil-4

al kyl group, straight or branched Cl-4 al koxy group,

hydr oxy| gr oup, trifluoromethyl group, nitro group,

2 alk [ r n r n r
%?si ? r?gmtc? a%t%eg @% g]g?gggtqt%@gqflﬂg phat??g] all?ylgtmg a?gent suitable to
docal

1&2%11;1}'? ug- af tgt@g 8{31?%%:{1 Qg@g@%@ﬂ%a% 5a‘ik§ffre ﬂr%dgreg%le, preferably alkyl
1@hdemomyillc ring containing one, two or three

nitrogen atons, or one nitrogen atom and one oxygen

atom or one nitrogen atom and one sul phur atom
ECPRgless ﬁgco‘fﬂﬁlg 8- @iﬁﬁ‘? e 8? o qﬁtthgt &s' Qﬁﬁ zing agent hydrogen

contal ning on two nitrogen atons,
pstoixsdel, polthm‘ﬂurmpbhna‘ngenale, pﬁ&féﬁblydﬁéthtohhirolﬁﬁrbenzmc ac1d is used.

non-i dentical substituent selected fromthe group

consi sting of straight or branched Cl-4 al kyl group,

¥

75?5(%'6?31%:%8{%1% %g%ﬁﬂ 4%?14) )aélgélj cyglgtgtéﬂz?dj%ﬁdtggt\):m%te feaction is carried
oot intandinérd esiveral or non- i dent i cal straight or branched

Cl-4 al kyl group or benzyl group-; A represents an

anion; r neans 0 or 1; and their salts, solvates and

| SR, t e
8i:orrpou§1c gﬂg?l Fﬁgé&tnerﬁ?ggéﬁké’cﬁtﬁ %&Pgtg%glﬁtai%s g{éo or more of the
c@nabunds, ofwhe genesl Iorlhﬁm’i (3 eriiese ARCDYIY, O, BY, deR? o3l AYand r have

substituted with one or nore halogen atom X and Y
thenerspringent fisfineddn Weinnil gre/octhedr saltey saltdeypoispmers and the salt or

SRR 0L ol ARSI TSR,

means val ence bond, or a straight G -4 al kyl ene group
-optionally substituted with one or nore identical or
non-i dentical straight or branched Cl-4 al kyl group-;
B neans val ence bond, -0, -S, -SO, SQ2-, or
together with Z a straight C2-4 al kyl ene group
-optionally substituted with one or nore identical or

~
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yl sul fanyl )acet am de, 1-(3, 4-Di chl orobenzyl) -
1-met hyl - 1-[ 3-{[ (6- net hyl benzoxazol - 2-yl sul fanyl ) acety

WO Roo7/0325400} pr opyl ] di azani um t osyl at e, PCT/HU2006/000080

A-(SM-Dichl orobenzy”- L i V-di net hyl - Sf
henylacety“aninonropananniungiodide, and their salts,

sal vates and i soner,s and the gl S a%d %olvates . .
% poeujical pprspaation ieCRHREn o fedi R Bo FgRCEHged in that, as active
SRPRBALRISt OforidlBs IGRETR! nfods Bt qnd '&on%ibﬁin&s!‘ eichﬁﬂ{gtR;o Claim 3.
solvates or isonmers where Arl, X, Y, Z B, Q Ri, ,

Ar2, A and r have the neanings as defined in Caim1l,

haracterized in_t , a.) . for th r.epar at Lo f_the
(Do Fis6 Ghile Bmrouis ity et e [ ihone - & 1 2.3, A7RL R A2
1§<- ea'i’x@%sr%% Eleslgﬁ-ﬁﬁl%t as%eﬁﬁé@ﬂl‘:@ﬁﬁn GLind tBLiKY1tsIENRes Mdlisomers and

2 and A have the neanings as
thefsaleandabavates dhredeaf, f the prepmoativowofde ofedidamegefrerthe treatment of

ehclieiciabherh Sy T eoat o n et fsiglepiisatof B dhietse

reacted with an al kyl ating agent, suitable to

i ntroduce group Q or b.) for the preparation of the

Kdohjseufithe compbhedsyeiibe génefad fonmiwa (1), wheheAe, &, Y, Z, B, Q, R', R, Ar’,
epr.esents am nqQ group, 1L, X Y Z.B R, R, A2,

AR R e ettt ol deprisbehe sltingplpdtp gaugl isomers and

t . . , , .

SO e HEBENELSL30 B, (bl ARGRRp D or Ymciomcn

fab dwetredtmenteaft patbolngieh 1k asthitay dHergid duyhitis, atopiccdeymbidtis, eczema,

the preparation.of the conpounds of the general . .

1pﬂglﬁmag)r¥ |bf)vx(;aﬁ B}sgase pg;ﬁpggg 5P tl%)@i’_ﬁ’éﬁﬁc 5P H?Ctﬂ_lﬂis,’ n%,lltqql,e sclerosis,

GronBuisBis, Ry ARoEParlPfRaken BEARRAGS Vi A6 ned

ove and'r 1s zero, a conpound the general fornula
(1), where Arl, X Y, Z B, RlL, R2 and Ar2 have the

Phek st 3 EFH0G Of HeV RSB PAent h T AuFlgpment of & discase in

t i e A ol h . .

SRR, g S AR R e S FURAR Anf A6 aid. pattnt 2
mhanpaentcaly dffeetigemaoalt of drerolpo(ihd adcsrdingtesdlanmid

intoits salt or solvate, or liberated fromits salt
or solvate and/or resolved into its optically active
{5 R RettBl dcb&rdHY to° kI 1§%héf§in' B0 Mleals id 5&15&?15,0&1[5?& rhynitis,
I'nto the racem c conmpound and | deS|re3 the
abpiv c tennadtitis S aorema, aielaepaogt dowet odiseaeh videheive Bolitis, allergic
Process, according to C ai La.), aracterized in ) )
qomEnCHitis) RyHRlG ?féeraﬁwrpﬂ% 3189%?54 %ﬁ?-alfpﬁtqn&aéﬁseaﬁeéalbcomuncﬂon
f%qlﬁﬁDg!kyl sul phate, al kyl phosphate, alkyl

al ogeni de, preferably alkyl iodide is used. 6.

Process according to Claim4 b.), characterized in
that as oxidi zi ng agent hydrogen peroxi de, potassium

per manganate, preferably neta-chl oroperbenzoic acid is

used. 7. Process according to Claim4 a.), b.) or c),
characterized in that the reaction is carried out in

an inert solvent. 8. Pharnaceutical preparation

characterized in that it contains one or nore of the
conpounds of the general formula (1), where Arl, X Y,
Z, B Q Rl, R2, Ar2, A and r have the neanings as

defined in daim1l and/or their salts, solvates or

i soners and the salt or solvate thereof and one or

nore excipients used in the pharmaceutical industry.9.

Phar maceuti cal preparation according to C aim 8,
characterized in that, as active conponent, it

contai ns one or nore of the conmpounds according to

Caim3. 10. Use of the conmpounds of the general
formula (1), where Arl, X Y, Z, B, Q R, R, Ar2, A

and r have the neanings as defined in Cdaim1l and
their salts, solvates and isonmers and the salts and

sol vates thereof, for the preparation of a nedi canent
for the treatnent of pathol ogies where CCR3 receptors

o I Y



