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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 &I8ANPS

to the preparation of the conpounds of the general

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

Che 1@3&@ I i fcéQgg

sec:rn(g e p%elq{t/ S%\%tﬁlﬁ lé’ééagkgﬁj{rﬁlg (fdrf%% rg%b%\%t(ﬁ }%ﬁadt or val formula (@),
withie themtfaeourabiy raetagonisis smdso dbe sztlts stleates hed km;drsthereof to the

tractln chemnt actic). effect ey exert their
deraaeutios rcé}ﬁ’é’ﬁﬂflﬂ%s m%wg ﬁ]éel?’et@é g ﬁ%%?fe CERPAUIds A the general
%%nglﬁg%ﬁmtﬁéﬁ Qs ! ﬁ?va%s% téc%rg aiPbate g?@&:ﬁh&{ 8f thd RE6mpounds of

kine receptors recept or are
thx geresa ddrnimyla &) auahﬂ&rr sal‘ts isolfvhiasramd Boyesel |'s, |ike the
basofils, mast cells, T |ynphocytes, epithelial cells,
dendrChentokimdsl s sl moheculae wgigha (s 112 &kiDa Bﬁcrétéﬂ?polgﬁ&ptldes playing
be found on the surfa e of the eosinofjls. The
m@@zéﬁa% Feau sl gEole dp f%@ PN DFOSRESEY dyie EOhéhe@ @ukocyte attracting

e ffebt! eyh Lerf lﬂn‘gﬁ ct?fthrﬁﬁé Ghd ¥ erﬁ&gne receptors, which
%on se g@t cf?a }F gs are the

ive |1 e se ect1ve’ligan
leddrgedto rhe ﬁnhar)@fnhe?(}qmoteirﬂmwhﬂ e¢cgpdrsscover ed
eot axi n 3 The non-sel ective Iigands are the RANTES,

t he gt ethh i %%%%térép# g@eg\?frg e’\ﬁg’@éf%ﬁe'\écxgm%ﬁﬁdl Say a number of

ﬁﬂ@rnbﬁﬁdry @bRd, Qﬁ{fea:hé el CRst tARNT Ik@WbCydsO BpieheliaNgklls, dendritic
time is the eotaxin. The eotaxin t hrough t

the
el Whin b gefateshamoarIheyess e dpundaan the suréacs eff detdogiapfls.

the eosinofils. Prior to an allergen provocation, the

nmeasurigdcers Q&leﬁa tdr@ie8hds Be1dd38o Qﬁeoﬂﬁpl?l%f\fﬁ‘é)baf cllléi‘f{(ﬁ&ﬁes They have

fluidumof asthmatiCc patients was by 67 percent
hingmber. ofhelecttereeérfdendm-sa‘leqmweVl[gaads dLFheaseIecmvé digdnds are the eotaxin,
i ncr.ease 0O h |theI dotheljal cellg of
QI 2@%@? ﬁﬂ@yt SerTnb P Buha emﬁnﬁﬁlsctwmggapa%are the RANTES,
t‘ﬁ@t fi%h&g'tes oﬂﬁﬁgﬁgﬁg rHteffﬁ,nYM@?’l 3 SM(ﬁ@bl QVHCIP! n)aQnd the macrophage
| ergen response, e nost | nportant eotaxin source

lahéntbhprom:m (ePilal Tlmebdssphdnadiermeg I(EAR 3 Hgounitnosfn from a long time is
tﬁm axin is produced by the fibroblasts of the |ung,

A&OEXHot h nuscle cells and the endothelial cells of

The eotaxin through the activation of the CCR3 receptors‘ attracts selectively the
eosinofils. Prior to an allergen provocation, the measured eotaxin level in the broncho-
alveolar lavage fluidum of asthmatic patients was by 67 percent higher. On the effect of
provocation a 2.4-fold increase of the epithelial and endothelial cells of the respiratory tract

were found.

In the lung the eotaxin is produced in many cells. Following an allergen response,
the most important eotaxin sources are the epithelial cells, but a great amount of eotaxin is
produced by the fibroblasts of the lung, the smooth muscle cells and the endothelial cells of
the respiratory tract, the alveolar macrophages and lymphocytes, and the eosinofils

themselves.
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the respiratory tract, the alveolar macrophages and
| ynphocytes, and the eosinofils thenselves.Originally

wo b@7dat2a4 showed that the CCR3 receptors are tBCDEU2006/000080

found only in the eosinofil cells (Bertrand CP, Ponath
PD., Expert Opin Investig Drugs. 2000 Jan; 9(1): 43-
but on the basis of expression profiles it has

géé%}’qr@’éadb’e@et@@éﬁt skavrel theh teaGERB apgeptast lase tabe Howghonly in the
' I [ t r
naL TRy, B RS Ak ESRIIARS OB o). 45

5224ButSéh he bebissof dxpeesSGRProflbRE Ak Desn RASEIES Shdtliikr inflammatory
wi der effect, their activity is not limted to the

cgids ralbprels insmallen sequentalsy edmain PR baeespiss dBlseer J, Escher SE,
SRR TEAE. MR e SH B XS AR ph RS ptagonissposes

ndlichegigeseiiddg sReir attivitieis abOUMieD S thealosbEls {A8RBnsequently they can
ant agoni sts may possess inportant profilactic and

be rongergd i rmuds mese yaluablerand: effestineiarges ipathtdteatyad of asthmatic,

el nt of the di sease CCR3 receptors
a}pﬁ%}gg/c aéld?%ﬂ&%.ﬁmgﬁj\ézheﬁ%gséases are characterized by the
di soBdesd @h tHee ab&ik @BYdreations,CIOCKES ahfigbhiv@t . possess important
chenot axi s), there are nunerous chronic inflanmmatory

renidedisand dhasprputin effects i the dxsatieant pfipathdlogies where in the development

B GEE 8T R B A4 e i
of OthieU uikbbytt | Sunclbhd I (abtivatioA| dhbRbBixES| Qh&GET Sre Ad¥ous chronic

.di sease, HIV-infection and diseases in conjunction .
inf{anpmatprysdisqases amRBg dheragsishsassastum. i alleegic by, etopic dermatitis,

bt SRR B SPERRAY Beosh0sBERE ABHGS gpriuncvivs, ntric,
nQOn1e Be1eiS s O0Fchin i d2@seS Bl VLiatGorcMid diScaddd il Qo 'ﬁxﬁé&E?bn(\VV% AIDS.

00/ 35451, US 6, 605, 623, WO 01/ 98270, WO 03/ 004487, '
03/ 018556 CRAD aptrganistsg HBolished ©0/M8R600, tha\DliGHdtass AR carbamide-,

B850 Y 5870830V FEL A 080 G273 R Cnsiin
saa&éddoez§éli’03)amiﬁds1e @ﬁpsewd i00X33a51,079 &,6858823t OWD NEMY8270, WO
structural type of conpounds, to the open-chain

03R0AHR7al VAR - 1B 56,2 W 0a 204828 538 prESe ADABHIGs WP 00/35876, WO

o SgBo BARRe, HASTUNE TR SEREE o e, wo

2e65eM732] WOatoou/ussmol,ewd 26041089u08). bidpre@ént RhikGii8A! ¥lates to a
in case of very high concentration to other the CCR

newc#pichrals itpey pe sompaundsi o vihe apenheipasmimveathgamtide oferivatives,
rgﬁirc%gntgﬁxt/eas%%%esste icgm%&tuiﬁéia}é/ éffe%gge 8&Rt3hr%cesp?or;eantagonists.

From the aspect of therapeutic use it is essential that the molecules do not bind, or
bind only in case of very high concentration to other the CCR receptor subtypes.

Our aim was to prepare compounds of high antagonistic activity, and at the same
time selective to the CCR3 receptor, i.e. which inhibit the CCR3 receptor in much smaller
concentration as compared to other CCR receptors. Further aim was that the new
compounds have stability, bioavailability, therapeutic index and toxicity values, which
ensure its drugability. Additional aim was that the compounds, through their good enteric

absorption could be applied orally.

We have found that the compounds of general formula (I),
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time selective to the CCR3 receptor, i.e. which
inhibit the CCR3 receptor in nmuch smaller

wa@oescesi2sat i on as conpared to ot her CCR recept BEEFHU2006/000080

Further aimwas that the new conpounds have stability,
bi oavail ability, therapeutic index and toxicity

val ues, which ensure i ts drugg’bl lity. Additional aim
was that the oorrpounds through tHRir good enteric

absorption coul d be m(dyor% gve found that
the conpounds gfrigeél ener #g/(') N\ B Z A2 (
A)r RL R (I) V\,he?jrj}mstand for en group
optionally substitute th on nor e haI ogen atom

X and Y independent |y nBan strBzght or branched Cl-4
al kyl ene group, optionally substituted with one or
nore identical or non-identicd) straight or branched
“%-4 al kyl group; Z means val ence bond, or straight
1% al kyl ene group or straight C2-4 al kenyl ene group,

tio @qK Al
ngn | h{i%’fgzﬁﬁé%ﬂ g{%ﬁt ot Otnglr ancﬁﬁ%lt ih bﬁgf&tﬂlg hafbrge%atom
Xheahy nmbetdmtljaoméan raight Sor brSﬁbhedsal 4 aﬂayletneggtdmgr optionally
with Z a straight C2-4 al kyl ene or -4 al keny| ene
gr oup SURsHtyt W@dﬂs@i’@u‘@é@% fh n%@eéﬂc%ﬁfélght or branched Ci.4
i dent hﬁ{?l I%l[lpnon i dentical straight or branched Cl-4
al kyl Q neans straight or branched Cl-4 al kyl

Zgr oup means nalegcreObk}md; for GXyighn Cal, alltyldit @bdp B2 straight Cy.4 alkenylene
I ndependent lr),y{,o mean hydrogen atom or straight or
br anc BEYPCeronal wpb-ﬁwg% withy gnesqrapges identiqshehpen-identical straight

group gkl v, Jptuted with hal ogen atom 5- or
-nen‘géfr}%g‘u%ra e?‘o%%lg Pt | ng contai ning one, two or

B hr eenfeahs oglencabond, -0k, {SWo-304 rSayenomatogethefndthoNe straight Cpy
oxygeglk%{e%ren oro rczgnﬁkgriytlern%ggrroug,t %Irpagl?a?lyo Quebsgé%gde r\]mth one or more
identical or non-identical straight or branched C;.4 alkyl group;

Q means straight or branched C,.4 alkyl group, amino group or oxygen atom;

R' and R? independently mean hydrogen atom or straight or branched C;.4 alkyl group;

Ar? stands for phenyl group, optionally substituted with halogen atom;
5- or 6-membered heterocyclic ring containing one, two or three nitrogen atoms,
or two nitrogen atoms and one oxygen atom, or one nitrogen atom and one oxygen
atom, or one nitrogen atom and one sulphur atom, optionally substituted with one
or more identical or non-identical substituent selected from the group consisting
of straight or branched C,.4 alkyl group, halogen atom, phenyl group — optionally
substituted with one or more straight or branched C;.4 alkyl group, halogen atom
or benzyloxy group-, 0xo group; i
the benzologues of these 5- or 6-membered heterocycles where the benzene ring
may optionally be further substituted with one or more identical or non-identical
substituent selected from the group consisting of halogen atom, straight or
branched C;.4 alkyl group, straight or branched C;.4 alkoxy group, hydroxyl group,
trifluoromethyl group, nitro group, Ci., alkylenedioxy group, amino group, amino
group -substituted with one or two identical or non-identical straight or branched

C4 alkyl or benzyl group-, or sulfonyl group; or
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atom or one nitrogen atom and one sul phur atom

optionally substituted with one or nore identical or
waooeeiosest i cal substituent selected fromthe gPOYEU2006/000080

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

hal ogen atom phenyl group - optionally substituted

with one or npre straight or ‘branched C1- 4 al k

gr oup; Wh%eéll’heéﬁr@%cb? TIHE FONRIBIAL Qieotyn or thics %@ﬁﬂa atoms, or one
h het
A o A S

substcohdenest with [5-ne@bered tetetoarsitmid ﬁ@s d@itaining one or two nitrogen
non-i dentical suybstituent selected fromthe group o
cons R&Ms golﬁfonﬁ]é}’ o@-@ﬁtﬁé\‘feémw@t rPAP gt 1BeIeh feld o nap-identical

ﬁlymllo ul I‘B%é,?% 8%1%5 ?A} ?IP)F]}JOT O%?]E%Pﬁgsr% é S s@xl ﬁ?fg%é %?a%ldﬁed Ci4 alkyl

Cl1- 2 gadupy |seraigtlt @x ybrgiohed,Ciamalkoxy lgmup h&ﬂioﬁ?l @foupp amino group,
-substituted with one or, two identical_ or

non- FEERR BEQIP UPsityied with pReRE fwe identicalapy pon-iffentical straight or
benz r or 5- nenber ed
het e%%)agyg/é?djél 15‘19{51 %&Iﬁl{ ai ni n% gg&% two or three

A'ni tr ogreseats@Mnicd; one nitrogen atom and one oxygen
atom or one nitrogen atom and one sul phur atom
I cond@éBHOWFL:h 6- menber ed het eroaromatic rings

and qgélf‘. %ﬁsng RAR %Edtﬁ\&né}k LHG IR Q{soﬁﬁi oq{?fiteso Hl%l‘é& fulfil the above
substi (c)i W tg | den al o

ut e h~one or nore
critg@fa: i denti cal substituent selected fron1the group
consi sting of straight or branched Cl al kyl group,
straight or branched C -4 alkoxy group, hydr oxyl

Thgrdgft‘éﬂedﬁ'xgh ?fg ft'ﬂ@ab@\@s% IcaF%y? l“t,sut ed with one

non | ralght or branched

Cl- Byah K3414 gdkdugroop viaemeyh agia@li@ted shralgBpr @Sbmhéehedthain aliphatic
ani on; means Qorl; and their salts, solvates and
S POHol ¢ GHROR ROTS ek a8 MPE A Do le dYOPrenyl-£ jppityl-h dsobutyl-,

t ai | ed nmeani ngs of the above
SG%@@XYSI elﬁt%sljua e gﬂggﬁ*pl ows: By a Cl- al kyl group we
meaByea €Al Hlkgledd g8dupaive Riean ar-(GMARCHed) c\lhat'erthalvhmb@&‘ms 1,2,3

roup of 1-4 carbon atom such as methyl-, ethyl-
% &as a neflaylpnspyathylensot Brppylenes duitlghe grodpc ondar y-

but yﬁy 'a EI tail{'%ﬁylegéj ¥$upg€v8 YRean an alkenylene group containing 1 double
bound, e.g. a -CH=CH- or -CH,-CH=CH-group

By a C.4 alkoxy group we mean an -O-alkyl group -where the meaning of alkyl is
as defined above-, such as methoxy-, ethoxy-, propoxy-, isopropoxy-, butoxy-, isobutoxy-,
secondary butoxy-, tertiary butoxy group.

By a C;, alkylenedioxy group we mean an -O-alkylene-O- group -where the
meaning of alkylene is as defined above-, such methylenedioxy-, ethylenedioxy group.

By halogen atom we mean chloro, fluoro, iodo or bromo atom.

By a 5- or 6-membered heterocyclic ring containing one, two or three nitrogen
atoms we mean an unsaturated, saturated or partially saturated heterocyclic ring, for
example pyrrole, imidazole, pyrazole, 1,2,3-triazole, 1,2,4-triazole, pyridine, pyrimidine,
pyridazine, pyrazine 1,2,4-triazine, 1,3,5-triazine, 1,2,3-triazine, pyrrolidine, imidazolidine,

[1,2,4]triazolidine, piperidine, piperazine, 2-imidazoline ring.
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By a G -4 al kyl ene group we nean a -(CH2),,- group

where the value of nis 1, 2, 3 or 4, such as a
wortdpBese-, et hyl ene-, propyl ene-, butyl ene grPOIYEU2)/000080

a C2-4 al kenyl ene group we nean an al kenyl ene group

containing 1 double bound, e.g. a -CH=CH or

- CH2- CH=CH-group By a Cl-4 alkoxy group we mean an

- O A% Sgerobrpnenyiesrde hetrocradignilng) cotaiming png Bitgpgen atom and one

[ ned e- uch et hoxy- t:hoxy- r opaxy:-

BB s B sind e, ARalEhy Siore i ot LIy Bty suturated
hete@bdyicHE Findll Forxekagiplel BxazBle, dsocdzole, ahlaybie Rdiheanled 1 Mpxazine, 1,3~

we mean an - O al kyl ene-0- group -where the neani ng of

oxapiyl dfeorazings lthirrdne. abdvhkiazine.udy-thisgingl enaenligiag, thiazolidine,
m il BloR P - I, R AT T S ed

het eTigch@ioydlic FthgCovntaing Bgo @ittogeh \Worl addé1@Foxygen atom may be
nltrﬂaen atons we nean an unsaturated, saturated or

fopexranprlp py oxadiapodt BeR.-het erocyclic ring, for exanple
pyrr | 7l dazol . - .1 I .
0 2.8 Bepi b9t Jol HRA s iy Befaang ine, for example

infyle SFenBexakol, Yerziti@mild) ®enzimEaBolel nd@AdIAR, quinazoline, quinoxaline.
1,2, 3-trjazine, pg;rer ol i dine, imdazolidine, |
[, 2D derivptiveolf @i hremepibgeeri kiterecychic péiea zgonaining one, two or three
l ine ri.ng.By 5- .0r _6- ed het er. |

niffo il 8RR e e G e BT B B e R i and one

suSpHup e matcondeMBedT®dh Gimstisaéd hatetstycls@tingat-eshtsihing one or two
partially saturated heterocyclic ring, for exanple

nigRgeno| &iom.soxaayol &r t grampiee, b¢ sa hithigalepyridine, triazolopyridine,

1. 2-oxazine, 1 34 oxazin 1.4- Zin 1,21 hiazine,

inpr BRI, ooy T P S otV R o1 i e,
nor pBP khidg, wé HeeiPhafticbdgically hitep@ble 4ifons? e @XBZIOLdIE, tosylate,
ring. The heterocyclic ring contalning two nitrogen

sulphafes pherphateanidvygen at om may be for exanple an

oxadhazol.e ring. By benzal.o nean derivative . .

ondEhaBhe gl Y comnoRBRE R Al ToBRAR, 4 ey Blebl Wi given with
inbgRAARX aadl @rgdNzididazalde, babesnz ProfelaBlel @re GthkNQhltI€formed with

qui nazol i ne, qui noxaline. A derivative of a 5- .
phasmesutigallyeaesepiehlel acids £.8g hydephlaiiniaaly, suhutiuscigy ethanesulfonic

three nitr.egen atons, Or. aone, nit.rrogen atom an ne. .
sy B Fls iy sl A RS & R nitice. potassum
hyk&fte, CORARNEHe W Kesdits erhal agrifetRr Qi ifithiién bhd @®lation process,

-contai ning one or two nitrogen atom nay for exanple, i
fageurably ity istrabyarpbiriveacid andepesthdprje aadd.rige also subjects of the invention.

By solvates we mean solvates formed with various solvents, e.g. with water or
ethanol.

By isomers we mean structural and optical isomers. Structural isomers may be
tautomeric forms in equilibrium or isolated desmotrops, which are also subjects of the
invention. The compounds of general formula (I) may contain one or more asymmetric
carbon atom, thus they may be optical isomers, enantiomers or diastereoisomers. These
enantiomers and diastereoisomers and the mixtures thereof, including the racemates are

also subjects of the invention.

A favourable group of the compounds of general formula (I) is formed by the compounds,

where
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t hi azol opyri m di ne, oxazol opyridine, 9H purine, 3
-i m dazopyridi ne. By anion we nean pharmacol ogi cal |y

wacaeepsebl e ani ons, e.g. hal ogeni de, tosyl ate, PCT/HU2006/000080

sul phat e, phosphate anion. By salts of the conpounds

of general fornula (1) we nmean salts given with

I porgani ¢ and orgiani c acids _amd bases. Preferable are

Ahe s&FRIeSCRisMPERY \GreuP, pReneHy eudstitted yithose pt mlorechalogen atom;

2B it ?n(ﬂ:}ﬂgff %%%Hta%'h?&ﬁ“ alkgfgelng glf?utpwgpﬁgndé%r s&lbsututed with one

t anesu oni c” acl

ci tri or airelidenrich] bas@sidentcal Sedbhtior bydicBed @8, alkyl group;
ng assi um hydroxi de, ethanol am ne. The salts forned
ur i n&eERE VEERerbond: PlomstarightiGel litilens gypm eapsionally substituted with

aci a. Oy 6Pl et el 8 ASHHOARA firllBr BARCE Coy Jbzow-

Bre neafeasohviRhes bf)ﬁdl nEgh, WL, hSwar BOus o‘i%gﬁﬁérswnﬁ B.a straight Cpy
with water or ethanol . By i somers we nean structural

and optkylear sramepyonayrsybstiiviad Witioener & mesp igentical or non-identical

t aut oper:i . Lh~equh Libriumor isolated

desrm?ﬁ&gﬁt&%%ﬁwapé" Ql;kgofr lﬁ%f ects of the invention.

QI' he caranusteisgiafor bemehal CLaikHlggodp), hmﬁﬁ))/grﬁﬂﬁl b@b}fyg@ﬂﬂ 8tom;
nmore asynmmetric carbon atom thus they na

Ro @tlﬁi Rafndepprdeptly H&aahvdr@am %tomror@tralghte@rémly@né Cs 4 alkyl group;

hese di ast ereoi soners and the
A-r% xturség Ok? }3 gl nel udi ng the racemates are al so

subj e6t sr Gfmérﬂlﬁeredlhﬁeﬂob?dhc rhhgf @Btﬁ&iﬁlﬁ?'oﬁe,gw Br ﬂfreé B®rogen atoms,
conmpounds of general formula (lI) is fornmed by the

c orrpo@‘ﬁ G5e nifjeseR AN AEkPneENEEN PhBR YT Oy mupgen atom and one sulphur
optio : ﬁ ep;tlé)ﬁgltgh X #Bsef‘%tmﬁt h ng% %trr @rreest%? I nlérancgl%h Ci4 alkyl

X and y nean g
groupgrowpf i onal |y substituted with one or nore
identical or non-identical straight or branched Cl-4

al kyl ﬂ@rbﬁmﬁolozu%@ﬁq@ewai-@r@n@mbgreddretqogtciea.x@lme - benzene ring

mor o G BB, B RLARF sk ROST VbR Gt or? R Geg hio sieht or

Cl-4 sldyvheddt Quflkyl dBoans val ence bond, -O, -S-,
-SO-, SO -, or together with Z a strai ght C2-4

al kyl érecrabese hetspedyshialring enntaining (medomilibe miteogsn atoms, or one
e A A T —
al kyl cgideyised with BOmEHBBd BEteRAWERAicA Y containing one or two nitrogen
atoms, optionally substituted with one or more amino group, amino group -
substituted with one or two identical or non-identical straight or branched Ci.4
alkyl group-;
A represents an anion;
T means 0 orl;

and their salts, solvates and isomers and the salts and solvates thereof.

Especially favourable are the following compounds:
N-{3-[(3,4-Dichlorobenzyl)(methyl)nitroryl]propyl } -2-(6-methylbenzoxazol-2-
ylsulfanyl)acetamide,
1-(3,4-Dichlorobenzyl)-1-methyl-1-[3-{[(6-methylbenzoxazol-2-ylsulfanyl)acetyl]-

amino }propyl]diazanium tosylate,
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R1 and R i ndependently nmean hydrogen atom or straight

or branched Cl- al kyl group; Ar2 stands for phenyl
wQr@ap34254 or 6-menbered heterocyclic ring conp@r/HUREG6/000080

one, two, or three nitrogen atons, or one nitrogen

atom and one oxygen atom or one nitrogen atom and one

sul phur atom optionally substituted with one or nore

N—si;,n?)ﬁglmbragenm)algdﬁdﬂnbmylf[@lmwla@bdminwlh@p@em@ﬁ% inskide,
of these 5. or 6-nenbere et erocycl h
o RO S AP OBEHO A G BES 0 SREReS RS ut ed

Wi th one or nore hal ogen atom straight or branched

Cl-4 al kyl group; or 5-nmenbered heterocyclic ring
contHienipregettwinventioth releteni faribgemorat tomthe @hamreseutical preparations

CORAIRAT GHP ST SEREt IOBIBRR 80 DR HeRRg alystes: which
arg ?%eﬁi@ﬁg%?ﬁa}?efrhﬁ% HANHRIAH18 GaBier Il arld¥ParRiéri@U Bfeparation also

pti y substituted With one or nore am no
fogn aupybjentiafche peaspnt- inserdivni The ebovd pharanecusicak prgparations may be

oo i e R i, i
sugzgl%lsfotﬂ ok eﬁﬁxllstiﬁmes. 5L 8t € forfthtion ks oAl H@bR! 48l capsules are

sol vates thereof. Especially favourable are the
préfekdedw ng conpounds:

-{3-[(3,4-D chl b I t ' _ 0.
ot H RStz et s P et dpsee ) bl She. usual
i Shéai iods; et hyl - 1-[ 3-
e’%ﬂ%%it?r%ﬂffl er%gég%}%{ﬂ%dg?@sl sul fanyl )acetyl] -
ani nBhecapydynds af dnd general formula (I) according to the invention can be used

fo RSP SO PRURGER R 6 Qo BTGP Rl A TG the development of

the l.de, and their salts, solvates and isonmers and the
salts and sol vates thereof. The present invention
r el aThs chmpbhmdsncerding ttd ehe peasentcimveitial car &yaneabionsed in the

trgzgglte;?é%i geggelg iéq%tgg ou?g]iérgigtrﬁggﬁaﬁpoe i ep&x%ﬁﬁ%:(eg%e%% >ichammatory
bRk difla60 1@rktRRSooliRE ! alle gg&%bﬁeﬁ\@@{, eniigpRl scRiskis, Crohn disease,

ransder rral preparation a
HIV-infection and diseases in conjunction with AIDS.

A further subject of the invention is the use of the compounds of the general
formula (I) for the treatment of the above pathologies. The suggested daily dose is
1-100 mg of the active component, depending on the nature and severity of the disease and

the sex and weight of the patient.

A further subject of the invention is the preparation of the compounds of general
formula (I) where in the formula Al X, Y, Z, B, Q, R}, R?, A%, A" and 1 have the
meanings as defined above, and their salts, solvates and isomers.

Figure 1. demonstrates the process of preparation of the compounds of general
formula (I).



10

15

20

25

forma subject of the present invention. The above
phar maceuti cal preparations may be solid or liquid
wo esomoBess ons, for exanple tablets, pellets, CPOFHIUREG/000080
pat ches, sol utions, suspensions or emul sions. The
solid formul ations, first of the tablets and
capsules are pr ferred The a ove phar maceuti ca
pre aratlons arg prepared by applying the qual o
e pw ptd (g chn I |caI oper ati ons npou ds g
Arf the gener f) accordlngﬂr/ Fhu I nv oz CAr
can bel used ?or t he treatnenL_oL,pathoHdghes mheqe
CCR3 r%cepto S play a role in the devel opmgnt of gzhe
di sease. The conmpounds according to the presena)
i nvention can favourably used in the treatnent of
di seases |like asthma, allergic rhynitis, atopic
dermatitis, eczemm, infla y. bowel disease,
ul cerative colitis, allergic conjunctivitis, multiple
sclerosis, Crohn disease H V-infection and di seases

unction w th Al A f.urther subject of the
|nvgﬂtrt]lil‘€ol?f°?%sstaﬁ9§’l ag o, et“i’t‘@n%‘?rpounds of the general

ar 'fo' &d pleph@fioh N8 ddnSABNbf %fenérgle fRRRYEL (I} whergrg Q represents a

pat hol ogi es. The suggested daily dose is 1 J Ly
t he stieight/ er bmnﬂmde(ﬁm alieperonely augi the mhéminmgatafrde ,a)ﬁ,dY Z B,R, R",

et e Bl W5 ce o2t "B R ML i
prepdaaoatﬁo‘aﬁdetgédaﬁal(f&ﬂmmﬂs of general fornula (I)

where in the formula Arl, X Y, Z5 BQ Rl, R2, Ar2, A
and r have the meani ngs as define@® above and their
salts, solvates an |sonery Flgu e nonstrates
t he process oprPépar p,o/ égxf Qf gener al
formula (1).1 1 (A)r] R1 (i) ) Fi gure
1. In the process acconl ng t the invention a.) for

the preparation of conflunds dR? gener al fornuIS (1)
where Q represents a

where the meanings of A, X, Y, Z, B, Rl, R%, Ar® are as defined above is reacted
with an alkylating agent suitable to introduce the group Q, or

b.) for the preparation of compounds of general formula (I) where Q represents amino
group and the meanings of Arl, X, Y, Z, B, R, R%, Ar®, and A™ are as defined above
and the value of ris 1, a compound of general formula (I), where the meanings of
A, X, Y, 7z B, R, R, AP are as defined above,
is reacted with O-tosylhydroxylamine, or

c.) for the preparation of where Q represents oxygen and the meanings of Ar', X, Y, Z,
B, R!, R? Ar? are as defined above and the value of tis 0, a compound of general
formula (II), where the meanings of Arl, X, Y, Z, B, R!, R? and A? are as defined
above, is oxidized and

if desired the substituents and the anion of the compound of general formula (I) thus

obtained are transformed into each other by using known methods and/or the resulting

compound of general formula (I) is transformed into its salt or solvate, or liberated from its

salt or solvate and/or resolved into its optically active isomers, or the optically active
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straight or branched Cl1-4 al kyl group and the neani ngs
of Arl, X Y, Z B, Rl, R2, Ar2, and A are as defined

wabavesesd the value of r is 1, a conpound of BeT@EUab06/000080

formula (11), O where the neanings of Arl, X Y, Z5B,
Rl R2, Ar2 are as defined above is reacted wth an

al kyl ati ng agent suitable to ’nt r oduce t he group Q or
b.) for the preparation of conpounds of genera

for res [ o n s
|t 8 gl SESRA PP RS 2IMIS U, vt
calefed e p@éf@t\éblyaﬂrﬁhtdm@l alphetedf alkyll Iﬁlol;phaaemﬁ@mynﬁal@gemdes most
general formula (I1), where the nmeanings of Arl, X Y,

preferpbly ruith syl indidles i ingst sgbfentseds disshselventa h@lggqr@tﬁd hydrocarbon,
Mght %ﬁ%cfll%%gﬂfﬁ{eoémto% e te@ahafcdjla)fkuiggr eteom rfa 1}&:9% acetonitrile

ere Epr S3ENTS Oxygen
isused, Thé reBtiordis péZormdi 4t 87E- seelef i ned above and t he
value of r is 0, a conpound of general formula (I11),
where the neani ngs of A«l X5Y5 Z, B, Rl, R2 and Ar2

ar € ?f Pgo%fe%ysgrs%g%g ‘the reac oI d{st %rgfe?elﬂaq cgrrlgg d:c 119 1}1&? fsolvent at a

subs uents an € conpoun

tdropeiathR bdtivet@SC O-bS(aﬂ(J"Qfds SHeft §d1@dﬂ$fa0hd16gbnhféﬂ%§@1&5bﬁrbon such as

ot her by using known net hods and/or the resulting

dichlgsenaihany, chlordpan. Porhydrafuan) acetonityilen prederatly apfﬁ@@trﬂe is used.

its salt or solvate, or liberated fromits salt or

solvate and/or resolved into its optically active

| SONMEH Srodks esiaPtl)Ciddwh agidaie) Buch B Erafofgeﬁj peroxide, potassium

enbodi nent of process a.) accordlng to the invention,

pelimpapgangte rprp@wéoéy meé@chigtoxvpxb@mi%mﬁ viire rsed lawomdlzmg agent The
h te o) r, ahk LAes, nDst

A Gt e S S S A et

i nert solvent a halogenated hydr ocar bon, such as

di chl oronet hane, chl orof orm tetrahydrofuran,

acet dhp LW étaﬂmgeﬂat%rt@ﬂ%/ ofgenesnli farmiula (4) gaédhe presesses for their

pg%?lca‘tﬁﬁg rk e{ggxrlbe%r ar?a? at%gt a]igﬁwhca&%rg C%ﬁ§0@’8§z tP%§00878 and

reactron 1s pr era y car

PESO0STOt @ld aird emRer abcsﬁ@p&ﬁhﬂ@emdic appifddfionsAS PCIIEAL2006/00077;
sol vent a hal ogenat ed %%drocarbon such as

PEHIEHDSP O BOMSn ECTERVSOKT AP t et r ahydr of ur an,
acet%nltrb %mnenﬁuirabl ag Ionltrlle s _used

ure posgible W of PLeparing Sc:oglyau%dgse?f the general

oce VEr Si
ﬁ&ﬁﬁmxuge pot assi um

0] O
X Y B.
Ar1/x\ /Y\NH + WJJ\Z/B\A 2 A 1.~ \N/ \rﬂ/U\Z/ Al'z
é1 éz B R?
(V) (XVii) (i
Figure 2.

In the process shown in Figure 2. a diamine of the general formula (V),
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per manganat e, preferably neta-chl oroperbenzoic acid

are used as oxidizing agent The reaction is preferably
weaswiogesout at a tenperature between 00C - 3O0BCT/HR006/000080

new starting materials of general formula (11) and the

processes for their preparation are described in

Hungari an patent appl|cat|on31@0500877 P0O500878 and

P0O500879 and in their corr appl i cations

PCT/ HU2006/ 00077; PCT/HUZngloooy / HU2006/ 00079.

Figure 2. denonstrates one pOSS|BIe wRly of preparing
conpounds of the general formJIa\;II) (V) (Xvil) (H
Figure 2. In the process shown i VFi gure 2. a diamne

w%{,e ! e nelkgl é’rﬁ Pfé\% grgi) ﬁmﬂag%eagt %élgg %‘Box?egzls %%cted with a

oWt Yl@c@o@da@fmtﬂvsoﬁgérﬂrﬂ%ﬂﬁw ovenpf general formula
( XV (XVI1) where the nmeanings of Ar2, Z and B are
as deflned above and Wstas for hal ogen atom

hydr oxyl group, -ORn -grou wheyein RL 1 neans

Cl- 4-al kyl group or -O ORFZ-ByAr 2:Adroup, wherein the
nmeaning of Z, B and Ar2 are as defined above, and if
desired, the substituents of(XMig¢ conpound of genera
formula (I1) thus,obtained are transformed into each

vgtere thepypeandngsptiddon and Briseias defaredrabore AR, ptepdfgfor halogen atom,

SRPSERB] B8PSl SHOERCL b O0DE TR ok P07

@k atieréintheméeas ved, Brael A aepid defied aolve, vend if desired, the
I soners, or the optical I y active isoner is t ransf or med
subgtiuenie of HiceprrePQBeIY graeih forrula D) thug obtpined are transtormed into

SV ST R L A OB G Fnll frvie

ig @Rp¢fBimdDMI it s4IKYH bolvateh@r Ebevited adsité edlt biy siloaty land/or resolved
group- is transforned into an acid chloride, by using
inioi Hs ontieriydagtienisomgeseaydift eptically AGHD ispae léﬁpqnsformed into the

1rCc|?e|n%¥|;1 Icgl%go&cp a Vlgﬁ s%’%ﬁ ltl& snﬂlgmﬁlﬁlqso%r e%@pa{r o ‘ g* &fn other.

or one ane orm
or ety prafeatdkmbolinidit bhide process thé a@&@égaherﬂdbmmhla (XVII) -where

\n/s)t@}d:s r%@} ﬁghg%ﬁ nggfp? 1so Irar%fobrglség 1nt|0|al§1eac£dr cI:helgrq e! %r;f]ugglg aclrd chloride-
forming reagents, favourably thionyl chloride, and the resulting acid chloride is reacted in
an inert solvent, like dichloromethane, chloroform, or ethyl acetate, with the amine of
general formula (V), in the presence of a base, like triethylamine, or in pyridine, or in
aqueous alkali solution, at room temperature or under reflux conditions.

In another preferred method the acid of general formula (XVII) -where W stands for
hydroxyl group- is reacted with the amine of general formula (V), in the presence of an
activating agent. Activation of the carboxylic acid may take place via mixed anhydride
intermediates, by using e.g pivalyl chloride (M.T. Leplawy: Tetrahedron 1960, 11, 39),
ethyl chloroformate (T. Wieland: J. Liebigs Ann. Chem. 1951, 572, 190), isobutyl
chloroformate (J. R. Vaughan: JACS. 1951, 73, 3547 ) or dicyclohexylcarbodiimide
(DCC) (R. Arshady: J. Chem. Soc. Perkin Trans. 1, 1981, 529 or D. Hudson: JI. Org. Chem.
1988, 53, 617) in an inert solvent, e.g. in dichloromethane, chloroform, tetrahydrofuran,
acetonitrile, in the presence of an acid binding tertiary amine, e.g. triethylamine, N-

methylmorpholine, at a temperature of -10 °C to 25 °C.



aqueous al kali solution, at roomtenperature or under
reflux conditions. In another preferred nethod the
wa@céed/osi2zsgeneral fornula (XVII) -where W standBCT/@mnw2006/000080
hydroxyl group- is reacted with the am ne of genera
formula (V), in the presence gL an activating agent.
Actiﬁﬁtlon of the carboxylic id may take ?Iace Vi a

i xe SﬁﬁENﬁtﬁC’Hé’ap ﬁ@@%%ereahee@w@ph%mg uge gt parbenyjdiimidazole (H.
AChEﬁFlb dq‘l o o% o rme(?ll;e%{’}/r 19%{?2:&52%3@55;” xig%g melr} SO %\Qe)n&h preferably in

dﬁﬁﬂoméﬂﬁﬁna hﬁlb)ofonﬁpﬂ@tih}y}ldrﬁhiaﬁf ﬂfeﬂihitﬁleﬁodlﬂ theRmxture thereof or with
han; JACS. 1951, 73, 3547 or
&Z@hésszw%@mq #ﬁlif%ﬂ)@h?ﬁln@@)ﬂu{nR hesgfipseghosphate GRgROP), in an

5 5 Hudson: J . Org.
r%gt‘s l‘PgngS@O&éaf%rf’?%dm&%gﬁ 3|1hé§%d) /ent, e.g. in
di chlfothe memlpamﬁl ofsﬂiecg"eﬁéxer mrmtlﬁt(D@’IY)CiE Qfdaﬂﬂﬁyhc acid ester, where in
acetonitrile, in presence of an acid binding

thefoppalayV apgans an QRg gqupethﬁw&ﬁplm gan hgearrgd wrhymeuoﬁ ¢ghe methods
c?ta Vi e@%ﬁ%@t{g}g ggeg%raﬁ %IQH 2&) kg ?é) % Itﬂgutas%we}@tlﬁ Bljcan
rrp

car bk doinpb et of ’Ehe(gldnerél foﬁhaﬁl(ll) lid @Eaceﬁlilﬂcor@tﬁﬂid the separation
1957, 6Q9, 75), .in an inert solvent, preferably i

10 of Fhfrﬁné%%@qﬁ &8 be&?P@iﬁ@h&bﬁﬁ\bYtCétrﬁlawymr@mm gqiumn chromatography or
r
T I T A
hexafThe odiephes pb@igendrily Biﬁi’ihla I(V) adani B@fﬁreﬁﬁ’éd/ &t diffbrent methods
Corte: Tetrahedron Lett. 990, 205 If the
depsrdmg o the nathes ‘gféh%ﬂﬂ’lﬂﬂfuémﬁrﬁl R Yis a carboxylic

aC|d I
BRSNS e, Bl EE R AHIRRS: R0 gt ot
15 (V)BWheréSmkflﬁV\ﬁbrmﬁlat RE slahd ¢ it lydeogen bR arblstxn@st ot 009Gropylene, 1-
150C, without solvent, in nelt. If the conpound of the
U@éwéwlaﬁ-pmﬁym¢ 22-methylilg3-Bropglentrior le‘bh‘ﬁaibn@l (REL’J ad R’ mdependenﬂy

SSFPRLRARR Ol DR S AR B STPb 57 1 oy meanivs

okndvimdiethkad defihédiBoref or the resol ution of corrpounds
of basic character. The diam nes of general fornula
(V) can be prepared by different nethods dependi ng on
20 the nature of the substituents RlL, R2, X and Y. Figure
3. presents the preparation of those conmpounds
bel ongj ng_to gener alyf ormul a ( eng in the formyla
R2 stMn%‘Por'ghyd?oggﬁ arcrrrr’)ﬁ\r/)s/*\éhrw’s far R/\/FEYFCN —
1, 3- propyl ene, 1- nethyl-I, 3- propyl,lg
2- met hy g 3- propyl ene or 1 4- but yl ene (R6 and '1?27
indeper{ Ently from ¢é&xh ot her repr@agnts hydrogqem atom

or nethyl group, p is 0 or 1), and the neani ngs
R 6

R
X
Ar1/ \ﬁl/‘\/HD\CN + H, Ar1/X\fF|J\‘/Pﬁp\/NH2
1 7

(V) p:0,1 V) 0,1

Figure 3.

The compounds of the general formula (VIII) can be prepared by methods known in
25  the literature starting from the oxo compounds (aldehydes or ketones) of the general

formula (X) by reductive amination with the amines of general formula (IX) in alcoholic



of Ar 1 and X are as defined above. (X) (IX) (VIII)

(V1) p: 0, 1 (M) p: 0, (V) p: 0, 1 Figure 3. The
weoeopgossds of the general fornula (VIII1) can bBCT/HU2006/000080

prepared by nmethods known in the literature starting

fromthe oxo conpounds (al dehydes or ketones) of the

general formula (X) by reductil®e animation with the
n@dﬂihlnﬁ,Smdhe pesnen! offsodivud eyahbborohydrale (blobdgrabedd: dagh. iharm. 1987,

SADch D4 Pog Gy UGB e E. by IRy ke 1981, 24,2,
DHSEAPOB R ol BB 9. 1. .

Sab Celah Tresl, 4M$9, 130 1635-16)) Th€henpoSds oPendk et afcmula (IX) are
1. 1992, 13, 1613-16). The conpoun gener a
5 wmﬁwallx Pvellahke Tho alhavaiol oAl amtle O %\%@ﬁwé@ available
g@ ‘f)fe el %tﬂoé?ﬁ%:ho%glsmctﬁm'hﬁhl%l Eﬂe ?cl)i?bclnﬁ‘fak 8f Béneral formula

can epar known erature.

(Ve c&mlbfsq:ltéliﬁﬁecbﬁ'roge niey” abmpounds| &f gevkdal fannide (VilEpavithdthe alkene-

fromthe conpounds of general forrrul (V1 th th
caﬁméeﬁe@wmg@é@rabformﬁb éféHéWahwfa&rrﬁ&P Ogigs Kllf ng M. et al JACS. 1946,

éil 4%%5@ V&g 93? gtlya?gthe(z (1|§§g%§\/lzi§§ 6’?1167@7%.%%% 8?&%%&@1  formula (VII)

10 & bmbrscidly tglaBeNThéldidntnesidiathe \élehérahfo@malmﬁé)r @ingbel g’otamed by
avai |l abl e. The di am nes of the general for
dataldist lafdﬁwnbtyorbaf theyypides, ofr srgersafoam! BV 3189 fagalogies, in

neral for ( I e
agtfogl%ﬁ Sf Hexane 50 ég‘ngo t%x gXesehJe {Bﬁéﬂgﬁggﬁg%gcg %oﬁéya rl#rc%lﬁll or rhodium
sRamey g"‘*lfeﬁlk@else Qfnde pbissiife GBRAPINSEL ali UACSQILOEN, 8HSI83-84, and
un er pressure ( g&lro et al: JACS. 1959, 81,
Roges Bal. Mett Ohows 896,397, 168#): Chem 1996, 39, 7,

5 L NGE Bl AR Py b 05 o v

ShyBdsg 1%91? LGN @gtc@@geara@om hed eRankdagiszsaft A indichrXas defined
i

are as d ned above, can be prepared as shown in
Fhoyewrcan be proxetedasRhawnin Bgwed.+ Br NH2 Ar 1 Xg H2 RRL

X M X .Y
17N, 7 1
a0 + gi-NH: A '}‘1 + g~ AT \rﬁ: “NH,
R
X) (1X) (Vi v)
20 Figure 4.

from the amines of the general formula (VII) with 2-bromoethylamine, by literature
analogy, in hot aqueous solution (Arz. Forsch. 1975, 25, 1853-58).

The diamines of the general formula (V), where R? stands for hydrogen atom, Y for

25  3-methylpropylene group and the meanings of Ar! and X are as defined above, can be

prepared as shown in Figure 5.



10

15

20

(X) (IX) (M11) (V) Figure 4. fromthe am nes of the
general formula (VIIl) with 2-bronoet hyl am ne, by

wo pdenat2es e anal ogy, in hot aqueous sol ution (BCEHU2006/000080
Forsch. 1975, 25, 1853-58). The di am nes of the
general formula (V), where Rﬁ stands for hydrogen
atom Y for 3-nethyl propyl}re)gmroup and tbhe nmeani ngs
of, 4AiXs) and X _#&He as defArie ove, C pr gpared_as
SBan P A Jire g.(X) (1%) (\Jgul)*({(?ﬁ(xﬁl)

Figure 5. The conmpounds of general forrmula (Xl) are
obt afxhed by Maggi ch condens ]on fromthe am nes of
general formula (M11) wt h%é)r af or mal dehyde and
acetone. By literature anal ogy, the reaction can be
perforned in,z-propanol under reflux condigjons (JACS.

1959, 81, 2214-18). The oxi nes of general l?J’rrrula

( Xkt \ﬁl/e\m%%}saréd ﬁ&'ﬂm@*ﬂhe—e&ﬁmuﬁﬁmo cherdl + H, ——
formul g« (XI) with hydroxyl amne, by ljiterature

anal ogi es, in aqueous z-propanol solution (JACS. 1959,

81, 2214,418). The amine of general formypa (V) is

prepared by literature anal ogy fromthe oxi me of

general formula (XI1), by catal ytic hydrogenation in

the presence of Rane¥-'Ni dkel NBatal yst, in ethanolic

anmoni a sol ution. FigureR. denonstrates the

preparati on of the conpounds of general formula (V)

where R1 and R2 represent8 nethyl group and the

meani ngs of Ar 1, X and Y arg_as.defined above. (X I1)

(XIV) (V) Figure 6. The co 6%83‘ of the general

formula (V) can be obtained by reacting the

commerci al 'y avail abl e hal ogeni des of the general )

f or nteacqmpqunyls wif tgenenak foymyla () rase wwamﬁdng:all\as,umch condensation

R Rer Ay of SRS P Py bl pyeleonBlob R Y afypone. By
litbhathae @ﬁal@%ﬂ ;l;:\ﬁreé’dﬁoﬁeea'ﬁh& peiRAeads Lhropfol AMdeF aflux conditions

formul a ( ere X represents 1, 3-pr oFyI ene
(JACS. 1959, 81, 2214-18). The oximes of general formula

(X1II) are prepared from the
compounds of general formula (XI) with hydroxylamine, by literature analogies, in
aqueous i-propanol solution (JACS. 1959, 81, 2214-18). The amine of general formula (V)
is prepared by literature analogy from the oxime of general formula (XII) by catalytic
hydrogenation in the presence of Raney-Nickel catalyst, in ethanolic ammonia solution.
Figure 6. demonstrates the preparation of the compounds of general formula (V) where

R! and R? represents methy! group and the meanings of Ar', X and Y are as defined above.

X 1 2 X Y
AtTTNal RN SR —— AN e
(X1 XIV
(XIv) V)
Figure 6.

The compounds of the general formula (V) can be obtained by reacting the
commercially available halogenides of the general formula (XII) with the NN’-
dimethylaminoalkyl compounds of general formula (XIV), in inert solvents, preferably in

acetonitrile, in the presence of an acid binding organic amine.
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group and the meaning of Ar is as defined above, can

be obtained as presented in Figure 7., 1 - Ar OOHH +
wer00Qo3asd O (XV) (X) Figure 7. by anal ogi es i PCT/H&2006/000080

literature (J. O g. Chem 2002, 67, 25, 8758-8763),

fromthe appropriate al cohols of general formula (XV)

by oxidation with pyridini umléhl orochromate in inert

sol vent, preferably in dichloronmethane. The ketones of

genegal resen )
37 el PoBRTHARE & e RS SRR (RITMrs 3, reppesenty haropyiene
grotown the megimigeoBAr X4k dblindddbole JahebeSobtdlie@RAh@GneSl in Figure
inthe literature (Powel et al: JACS. 2004, 126, 25,
7.7788- 89), by heating the commercially avail abl e
benzyl chl ori des ofygeneral formula (XI11) with
r ent ane- 2, 4- di Af€ 1 hogal coRol sep@i on_unger 'ne*P(I\\tB(
conditions, in the presence of pottassi um céol‘ bonat®e
The conpounds of the general formula (XVIl) are
commerci al |y availK¥bl e or can be prepared by (e
met hods known in the literature. Further details of
i nvention are denonstrated byFigWE %exanpl es, without
limting the invention to the exanpl es. Exanple 1.
Lr- (3, 4-D chl orobenzyl)-iV,L"-dinmethyl-3[(phenyl acetyl
by) @tlalvigies Jip (ledasanire (U Orp aChede 2002,i0782 863788 B 768 R Hidk e appropriate
(1) Arl represents 3, 4-dichl orophenyl group, X and Z
aleghgigaf g@}@réﬁefpﬁyvlédg\@r@u9$1d@1qrbw1thmymi%nnlgmoméqrod1rom@te in inert
Y - propyl ene group, R2 for
Soﬁégg%eet%r agtf{’grrhdlclz}aﬁo%é%%tsﬁ%gval ence bond, Ar2 neans
phenfe ipienen of Ach&pl RsR 0l X)Odthéle Jafpadtents 3MBathgIptopylene group,

a. ) -

cappe puepared; yrthe methadApyniinFigata$: - 3[ (phenyl acet yl ) ani n
o] propane o the solution of 0.24 g ( 1 mol)
i V- (3, 4-di chl orobenzyl)-N- (nethyl)propane-|, 3-di am ne

QO O : -0
U O N PP
r
(xur)
X)
Figure 8.

by analogies in the literature (Powel et al: JACS. 2004, 126, 25, 7788-89), by heating the
commercially available benzylchlorides of general formula (XIII) with pentane-2,4-dione
in alcohol solution under reflux conditions, in the presence of potassium carbonate.

The compounds of the general formula (XVII) are commercially available or can be

prepared by the methods known in the literature.

Further details of invention are demonstrated by the examples, without limiting the

invention to the examples.
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30

in 2 mM chloroform 0.06 g (1.5 mmol ) sodi um hydr oxi de
in1lmM water is added, then 0.15 g ( 1 mmol)
w@benpbesetyl chloride in 1m chl orof orm dr opRBEEU2006/000080
under cooling. The reaction mxture is stirred at room
tenperature for 3 hours. The iglvent IS evapor at ed,
the aqueous residue is extracted with 3x20 m et hyl
acet ate, the organic phase is dried over sodium
@ﬂﬂie’ filtered and evaporated to obtain 0.36 g
title conpound LCZMS[ MH#]~ 65 (CLl9H22C 2N20O 365. 30)
N}(@, -Dichlorobenzyl)-N, N—dlmethyl-3[(phenylacetyl)ammo] ropanaminium iodide
i V- (3, 4-Di chl orobenzyl)-iV,iV-di net hyl - 3[(pﬁeny| acetyl
Jamiio]propaiie amniumiodide 0.1 1 g (0.3 mmuol)

[ n
) et SO B LA s
nslhtiéneogrop,42 f@ 1f16th§l gronp,)R nfk hyethyil @ehbe Vi for 3,3%bropylene group, R>
etonitrile is added dropw se, ,at roomtenperature
f%rﬁa’dfﬁh?én RAOPRLP Enags §ffﬁ1|e%€dquér Afmepss phenyf geoupp By Egpresents iodide
ted, the residue is treated with ether, the
ag%n%ﬁ%g{sg” al is filtered off and washed with ether
to obtain 0.15 g title conmpound. Mp: 128-1300C.

gx a%ﬁ%@imwnm) (smethyl-3lphenvaeety)yming] prppage et h

A

I APLABaEal 0 P MR o RS B Ao

1m@tﬂ1)dhlmefogmoo,06 gR1.5 @moliedoditim BydroRide @ i @i Wkt ladded, then 0.15
pyl ene group, R2 for hydrogen

31 hipob Vs aseivd SRS in hind e ghepvise Endrganaling, The reaction
E@FE’V {s SHRY Qt n'i ?e% %?t{]ltesf& gglog% L crﬂ’ventr:lx S‘ﬁ%ﬂoeatid the aqueous

oW ng t he pro ure as descri
rdzmdueas d:xsmaed iwigh Bx20Mil \éthy3 adetatd] €l @Jg@llﬁe rghadd is- dried over sodium
nﬁ ébenzoyl am no) propane, 0.13 title co ound
splp q}gt g evapgrager-to Bbgwpme?égg t1tle compound LC/MS[MH+]=365
| orobenzyl) (nmethyl)nitroryl] propyl}-2-
(?%Pﬁnze%t]{])ﬁbbenzo zol -2- ylsul fanyl)acetam de In the
general formula (1) Ar 1 represents 3, 4-di chl or ophenyl
X and Z stand_for nethyl ene group, R for nethyl
bg EhidderobenzyhrNeNimetltyd3[(phenylpestyh aminojprapsne Raminium
uI(ﬁﬁe hydr ogen atom B represent a val ence bond, Ar2
neans 6-met hyl benzoxazol - 2-yl group,

0.11 g (0.3 mmol) N-(3,4-dichlorobenzyl)-N-methyl-3[(phenylacetyl)aminojpropane is
dissolved in 2 ml acetonitrile, to the solution 0.42 g (0.3 mmol) methyl iodide in 1 ml
acetonitrile is added dropwise, at room temperature and the mixture is stirred for 14 hours.
The solvent is evaporated, the residue is treated with ether, the solid material is filtered off

and washed with ether to obtain 0.15 g title compound. Mp: 128-130°C.

Example 2.
3-(Benzoylamino)-N-(3,4-dichlorobenzyl)-N,N-(dimethyl)propane-1-aminium iodide

In the general formula (I) Ar! represents 3,4-dichlorophenyl group, X stands for methylene
group, R! for methyl group, Q for methyl group, Y for 1,3-propylene group, R* for
hydrogen atom, Z and B represent a valence bond, Ar* means phenyl group, A" represents

iodide anion, r means 1.
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r means 0. To the solution of 0.27 g (0.6 nmol)

N-{3-[(3, 4-di chl or obenzyl ) (net hyl ) am no] propyl}-2-
W@ GeomeB4zgd benzoxazol - 2-yl ) sul f anyl ] acet ami de | PCEHHWR006/000080

di chl oronmethane 0.1 1 g (0.66 mmol)

nmet a- chl or oper benzoi ¢ aci d |516added under ice-water

cooling and the mxture is stirred for 1 hour. The

acid is neutralized with solid potassium carbonate,

I ' ff

FARSARE TE DXpaNER 37 ieferliel I TERPR, & orl® spating from V04
d1¢ﬂonobermyl)biy nosshyl i (behz @bt ing)pagiane Uk 1 hg tidh lcompdardnis obtained.

Oﬁ;g&dﬂ : 1 mxture as eluent. Thus, 100 ng title

is obtained in the form of crystals Mp:

89-9Q0C. Exanpl e 4.

iV-{3-[(3,4-D chl orobenzyl)(met hyl )nitroryl ] propyl }-2-
E)(aImpImB hyl -1J -benzi m dazol -2- yl sul fanyl)acetam de In

| f I
NI ﬁélﬁpw&%&a”f»@I@%}p’ﬁé@fﬂoﬁf}&a@mg}ym@w@a@
ylgflﬁﬂlgl)aggtrafn@&e met hyl group, Q neans CX, Y stands for
1, 3-propy

, ene group, R2 for hydrogen atom B for
sul phur atom Ar2 neans | -nethyl benzi m dazol - 2-yl

Injtpe shprpl o %Do?%@ﬁ%wi éé'r%iyhlpmhsﬁuar%aw yXoand Ztand for
mRRPKEY RS, Ry s R POST SRS 78, 7 phomyiope grow. K

foﬂ'bydrh@nsalbmt Baapresﬁenl a V6legee bahdl, Arfohdans 6HogthyibohioxazdiXyl group,
methyl ester in 14 m chloroform the solution of 1.2

I 545 ol ) triethylamine and 1.33 g (8 nmol)
2-chloro-I -methyl- IHbenzimdazol in 10 m chl oroform
I's added. The reaction m xture is heated at 60C-on for

To’Z(he solutisn oTb@7chQOC6 mha] YINSGH R nQMEchﬂobﬁ&bedmvﬂmylbammo] propyl}-2-

(SaneTbeRwga s il st prerectins .11 e (386 mmo)
Q‘Jﬂ%@ﬂe‘?genz eI PR aQI €d hidadr el &J%t@ﬁdc&% %'ng'ﬁ%; Tlxture is stirred for

ronatograp y using exane - ace
1 ot (IIhe aaRl Bl neanblizetheithrselid @btasdlﬂiﬂ artysheel sheaprecipitated salts are

ﬁIfEeI@y! ]Odiégqr-g?té?_haj}%fg é}&@]@?_ﬂl g@gorgonpoﬁgge)slidsﬁe ?E %)Srllfn eddBy column
' A I t
ChIrMPéénggI%l m az ﬁgl Srll} ﬁ%}%g]clz g@%ﬁnﬁggy iuenplhﬁ? 196 mg title

compound is obtained in the form of crystals. Mp: 89-90°C.

Example 4.
N-{3-[(3,4-Dichlorobenzyl)(methyl)nitroryl]propyl}-2-(1-methyl-1H-benzimidazol-2-

ylsulfanyl)acetamide

In the general formula (I) Ar' represents 3,4-dichlorophenyl group, X and Y stand for
methylene group, R! for methyl group, Q means O:, Y stands for 1,3-propylene group, R?
for hydrogen atom, B for sulphur atom, Ar* means 1-methylbenzimidazol-2-yl group, r

means 0.

a.) N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl}-2-(1-methyl-1H-

benzimidazol-2-ylsulfanyl)acetamide
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The m xture of 0.52 g (2.2 nmmol) nethyl ( 1-nmethyl- |
/ -benzi m dazol - 2-yl sul fanyl )acetate and 0.61 g (2.5

WOnwI7)034254 PCT/HU2006/000080

- (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
purified by col um chromat ogr &phy usi ng chl orof or m as
el uent. Thus, 350 ng title conpound is obtained in the

];f]gl M%;:yﬁgl- 2 ieltliyl—llﬂ-l\)/sxgzm(la:zﬁ?-%-ysscgfalll%ggtgt%m 5
To{tﬁé Eélﬁmé‘n B £hé greep ﬁﬁﬁaq M&F&d&lﬁk WBidth AR kiRE 9{)1/4 }ni 3h161roform the

hyl - Hrben2| m dazo | sul fanyl )acet am de
sbhwos af LiltI en(1af m@Btr@tMﬂamﬁeMI ).33 g (8 mmol) 2- chloro 1-methyl-1H-

ety [ mf O BEo S e DA P A P CLR ekt 60°C-on for
20N hdur3, r’i*hed brBlaseiiang @ QRasfed Gvikid Wi¥Bt,) with diluted potassium

met a- chl or operbenzoic acid i s added under ice-water
detmlgemsglfamlsolm@nmnﬂtWIEvwa&r,sdrladrcwr faodiuh suiphate fdecvaporated. The

rPiei SR b sefhEin Hieoalraphy BRof TketE ¢ ALYPARe 211 mixture o

eﬂleﬁﬂl’ﬂfegﬂ% B@zﬁ@d ﬂaﬂs' 28 filSre@\EPOTREL A.52TD B 116 %51&196‘@1& i3 obtained.
purified by colu chronat ogr aphy using chl oroform -

LMMNG+14237 miGitiin8Na@; e2162fl). Thus, 53 ng title
compound is obtained in the formof crystals. M.:
106-1 10C. Exanpl e 5.

2§ 345 BshbRABSS I br AR bk GGyl oo

azol - Sulfanyl) acetyl]am no}propyl|diazani um
Hmzryﬂldhmlﬂ-ylbmlfgqﬂmeﬂanflde mula (1) Arl represents

Ty lg(l ucrglf q %3%?&)/ #] y?nrlébj gti%%/l %P—%Fjﬁ}yi t1 q{{glorélrdg%wvs&?anyl)acetate
anHl a(f‘@'? gu% % hn?lo R ?yh %%1&69&&&1)5@(&1&5#}%‘%%9? 3-@5%&: is heated

B for a means b- met hyl bénzoxazol - 2-yl
apdatipied At 106D ICéﬁJenlt bourod\k amcﬂt snpwrﬁedrbmﬂdumn]ghrﬁnatbgmphy using

I i on of (0. 44 oslhdroxlamn
Blogp Pogm s %lr»l@#e?fh e Unthgr b “c@"%ﬁ? 53( i dhe For of an ol
{3 [(3 4-
LIC [oro ﬁgg(‘%z?ﬁ%tcﬂﬁq@gmg])%ﬁpyl
- 2- (6- et hyl benzoxazol - 2-yl sul f anyl )acet arri de in 5 ni

DY k- NPl s o ey ) ol IRt il

e R R . ¢l or omet hane. | Thus, 0. 15

T thetsbhitioaryiOuFsdg (1D bitnao I &d{ 3-I(B,4-dididerbbddzy)Gnethy raplivo]propyl} -
2§(1-methyl—lH—benzimidazol—2-ylsulfanyl)acetamide in 1.5 ml dichloromethane 0.03 g
(0.17 mmol) meta-chloroperbenzoic acid is added under ice-water cooling and the mixture
is stirred for 1 hour. The acid is neutralized with solid potassium carbonate, the
precipitated salts are filtered off, the dichloromethane solution is evaporated. The residue is

purified by column chromatography using chloroform - methanol 4:1 mixture as eluent.

Thus, 53 mg title compound is obtained in the form of crystals. Mp.: 106-110°C.

Example 5.
1-(3,4-Dichlorobenzyl)-1-methyl-1-[3-{[(6-methylbenzoxazol-2-ylsulfanyl)

acetyllamino}propyljdiazanium tosylate
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In known nethods the tablet of the follow ng
conposition is prepared: Active conponent: 40 ny

wohawmrn3ess 35 ng Avicel: 2 1 ng Crospovi done: 3PETyHU2006/000080

Magnesi um stearate: 1ng Exanple 7. A') Human
reconbl nant CCR3 receptor (hr-CCR3) binding assay The

receptor antagopi st effetd of the conpounds_ of
1 dbre BN IGRORINE () Arhaspreseaih i HorBphany] Brapnh g ¥ stand for

e T SRR e L RPNt BEMM L ot or T propyiene

grcagh, @achor \lediogsh meord 2B for (sARAG aobm’mlz)mm é+arthyldenzoxazol-2-yl
the assay 200000 cells are incubated in the presence

BETIPO AT TePTeiRMtY J5Y Lafsoanden. &, meawgdbat i on: 60 ninutes at 37

0C. Conposition of the assay buffer: RPM-1640 nedi um

pH=7.6 (A BCO, [containing 80 ng CHAPS, 500 BSA
Topthetseas@nf 6@ )8 g (M44renifsel) ab-td3§lhydroxlyladbnd idMOHEPERhidtomethane
100 M RPM]. The test conpounds are dissolved in

upfigsO, icetyeatest oeRolggl uthiconsalation | gf ed- 14 t 8 t 4 agemgl) N-{3-[3.4-

dk}:ﬂ; Slﬁﬂnnz;[l @ngths?%r%1%§1§rg}ngzgﬁe% Qé?lszaf]Bf,‘z a’ﬁ%{ltﬁm‘lﬁ%ﬁtamlde ins

ntledicklofongethaieuisaddeidd Wrbpwis el €T I&Steaeﬁcﬁmﬁﬁﬁﬁlﬁe fioktid&l for 30 minutes
m nutes, then the |abelled eotaxin is added. The
upder-cophing And fo3i hhowg at @oabte@mmﬁ@re The PWéletﬁ’@slé fidteregfoft, washed

0 d,eat 16 o
“ﬁ%c%@%{b%tﬁ%g%ﬂ# Ogg ggé 3: n@ ]quh eI?Jdco lil‘%.ilr%‘g1 ¢
0.5 M NaCd solution is added. The reaction is
term nated by centrifugation in plate centrifuge
Ex3aupig6.at 3600 g for 6 minutes. The super nat ants are
P EH&&&'m%{ﬁogE%e {45101 Send B 10W1ﬁ?§e§o§n%dé 5t gfe

tion remalnlng vvlth
Adtﬁéd@mp@rli&ht FOrmgol ubi | i zation 200 mi 0.5 M NaCH
solution is added to the pellets. After 1 hour of
Lagiossi | i zat i on 33tMg oom tenperature the radioactivity
eer50 m sol u%’l ed solution is counted in gamm
counter (1470 a d, Wallac). The radioactivity of
ctrbgposmoné;l on i $ip direct ratio with the nunber of the

receptors
Magnesium stearate: 1 mg

Example 7.
A.) Human recombinant CCR3 receptor (hr-CCR3) binding assay

The CCR3 receptor antagonist effect of the compounds of general formula (I) was
examined on eotaxin binding test on hCCR3 receptor expressing recombinant K562 and
RBL2H3 cells. To the tests Eotaxin labelled with radioactive iodine '*’I- (2200 Ci/mmol)
was used.

In the assay 200000 cells are incubated in the presence of 0.11 nM **-Eotaxin,
incubation: 60 minutes at 37 °C. Composition of the assay buffer: RPMI-1640 medium,
pH=7.6 (GIBCO), [containing 80 mg CHAPS, 500 BSA (protease free), 100 mg Gelatine,
3 ml 25 mM HEPES in 100 ml RPMI]. The test compounds are dissolved in DMSO, the
stock solution is diluted with the assay buffer. The final DMSO concentration is not more

than 1 %. The assays are performed in deep-well plates. The cells are incubated with the
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of the cells, with the anmount of the bound

1251 - Eotaxin and with the activity of the tested
wandagensst . The specific binding is cal cul at eBCEHSURENS/000080

di fference between the total and the non specific

bi ndi ngs. The activity of thg compounds is calculated

fromthe speci fic, binding an 9 rom t he bindin

testerogiponnds for ﬁ% pipiesn thenothe labelled: egjernsie enéﬁr:@cmh% non-specific

o Lt 1 OROE R0 2/ EIRLBRA G0 Al 1 o o

1ndu’mah@£;F§3}ORBL1oanﬂ>ld1€£§BS3 bisEeR corthintgHUERE- KGR selttion 1s added The
hCQCE3- RBL2H3 cells in 40000 cell s/vvel | density 6

reqefiop & fegmingted y cgpirifugstion freplatecsenisitagey U at db @gé@r 6 minutes.

s

Tﬂéea g%élr%ﬁ?lnwdlﬁ%eaggﬁre yééflf ?bg%ﬁm 1%? Sglgtgg Slgylﬂ%?c% cmv%p position. The

retivbibirgpudrapleidewereddgttedigh cisdue papére Fonsoltisitiestion200he 0.5 M NaOH
resence of the dye for 60 m nutes while |oading takes

SOE'NQ% ds atfied ¢ thg Relb?tsr | At els Bt Ole%bluwmnd@tc@p@r temperature the

| Lt
R ST e e PSR 25 S S, e
“wnw$n direct ratio with the quorescent S|gnal of the

nmple. The experjnments are perforned in a

NwdérFAP@aﬂﬁafrﬂatthe selukion tsaﬂudéﬁ@ctarﬁao éffﬁhs@ﬁéhnnber of the receptors
Y n h
of\e@ge gérlfshg{l] Sthe g&%u@?{;ﬁ% rl])\é i nét%}?lg %ggwfﬁﬁlgﬁ aec‘mnty of the tested
anﬁéNﬁESFollomnng t he addltlon of the selective agoni st,
the intracellular calciumconcentration in the cells

si gnlile; PaeHir indieg saepdanlated antheitferenseobatweretheiptahand the non-
ke B 16Dl NP S8l S o DE SESPOEL MBS b

and aﬂo«m thabindinginesainfbinate prsdne ot‘rﬁwamagbmtsﬁ BbRrallke
signal . Antagoni sts are added 15 m nutes before the
agoﬁﬁl@tactw@a@%ﬁpompﬁ@dé hsshgeactrizedwith the Kes valye.
stgnal is nonitored for 30 seconds, during that period
the process takes place. The intensity of the maxi num

B.3ligealgafioh bp@htignétikzaiddiit hOORGIRBIDen@BOCRSIKIER cells

HCCR3-K562 and hCCE3-RBIL2H3 cells in 40000 cells/well density (number of
cells in one well of the microplate) are cultured for 24 hours. The cells are washed and
loaded with calcium indicator dye (Calcium Plus assay Kit, Molecular Devices). The cells
are incubated in the presence of the dye for 60 minutes while loading takes place. The dye
is a fluorescent calcium indicator, which sensitively indicates the intracellular calcium
concentration. The intracellular calcium concentration is in direct ratio with the fluorescent
signal of the sample. The experiments are performed in a BMG NOVOSTAR apparatus, at
exitation and emission wavelengths.

The selective agonists used in the experiments are:

Eotaxin

Eotaxin-2

Fotaxin-3

RANTES
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conpared with the cal cium signal obtained after the
addition of the same agonist, but in the presence of
wo b@7iopdzsbi t or. The activity of the conpounds PST/HU2006/000080
characterized with the 1C50 val ues. On the basis of
tests A and B the conpounds g general formula (1)
&

\é\ﬁ L—fﬁg{ﬂ%g}gg% ?‘rlé\glt gg&gg’:]rlpéﬁ gtg'é ! écéigg Z pgc}?nsl%}to Ptﬁ% |e gﬁtx(af:?llular calcium

co?ﬁé}l?{agbﬁ% h‘% &lllgis fical Sftrd Q8RR RhA BWRRorioadPwah the help of
e conmpounds 0 eneral " fornula (1) according to
the flabresdent Fgasl Il GeCxpalimests an@gomist doacerdragion of ugdsvirph causes a

to 500 nM t hese conpounds, the peci al |y favoured
750 FaeREReNL gemPEsg 1 DeTRACHER AERBESEN and 15
NM Gl 2 0% QIPAHRASs Rfork ke HRARE BbathRhUl 2 (1) 5
Q O%%Laﬁm%s f”%?dgezm? )Hl%her eOAr s%gﬂgds f%r phenyl )
gr ouPhe dphgoniiht Flustessni sighalds wioptorod orgt0 seoprdshagriigethat period
atom X and_Y independently nean strai ght or branched
theprogess) tRkaséCegr oup, optional Iy substituted with one
or it R Ofn aRBkich | G8Howinb aheMdd@ion of the agonist is
br a@%e:(lfh%%ﬁ gﬁahtifl {nga?oup; dﬁzé}[;rdeansova?ence bonoél, Oor . & _
ciifagddowith Gic-chl bk signabolgrinepafber the additydit ofthe game agonist, but in the
al kenyl ene group, optionally substituted with one or
prggsnge PHEAEREROTor non-i dentical straight or branched
G - tvitdk : i Q622G Eh the R valtres.
-SOﬁﬁJS%{V}tgg?H?ocggl her w }6%{@ a strai ghte Cﬂ20-4 °
al kyDartke basiCaf 4estd Wemd Brihe gomppynds pifi genetlal Jormula (I) were found
substituted with one or nore i 8ent [ ggl or I farmula (1)
binlngicalle aeiieal The mrest gAEEIHLFOBRARECHEY compeyRss of FEUpe oy
2JIBRAS: & Ligh@ht w%{chbfoﬂﬂ% 'ﬁ‘ﬂro%%rcﬁipkd@ th8cOMBowRI¥ dfQeneral formula
groupg Oor oxygén atom and I hdependently nean

(Inyetoeden tcatlaim ¢r Their &g values ateriarihedgCof 4.5yt 500 nM. Of these
ccgrgggu%ds, the especially favoured molecules have 1Cso values between 0.5 nM and 15

nM.
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Ar2 stands for phenyl group, optionally substituted
wi th hal ogen atom 5- or 6-nenbered heterocyclic ring
W@ ooaB4zsng one, two or three nitrogen atons, BCT/HNR006/000080
nitrogen atons and one oxygen atom or one nitrogen
atom and one oxygen atom org?ne nitrogen atom and one
sul phur atom optionally substituted with one or nore
i dentical or non-identical S@B8%ituent selected from
t he group consisting of straight or branched Cil-4
al kyl group, hal ogen atom phenyl group - optionally
1. Subsémpotireld ofitidzens@l trmatar @, st rai ght or branched Cl-4
al kyl group, hal ogen aton1or benZéony group-, 0XO
group; the benzologues| f these 50 or 6-nenbered
het er ocycl es mhere he lhe ne ri may ptlonally be
further substlArJ'te N%pon:\m/ﬁg\re eBr)1 | or
non-i denti cal subtAT nt sel gcted fron1the group
consi sting of hal ogen" ton1 stlrai ght or branched Cl-4
al kyl group, straight &' brandRed C1- 4 al koxy group,
hydr oxy! group,trifluoronethyl group, nitro group,
Cl- 2 al kyl enedi oxy group, aniho group, anmi no group
-substituted with one or two identical or
WhESH- |dent|cal strai ght or branched Cl-4 al kyl or
enz
Aot or o Rithondl gri bRl iRl 3ty o BPRI R halogen atom;
X and ?{dg@peadammty neran Oseaiphtt ropgéranahesim Gnd ablnderex \pgeup, optionally
atom ni.t rogen atom and_ one syl phur. a
condéﬁgﬁau PRUORE A BI0ES 10581 el S AgRTEEICH! ﬁ@%gﬂt or branched Ci.4
cont aj gg) ne or two nitrogen atons, optionally
substltu Wi th one or nore identical or
Z non- imkeant ivakincs bbad, drustriighs & g cdlieylete group e sywaighp C,.4 alkenylene
consi sting of straight or branched Cl1-4 al kyl graqup,. )
st r ai Z5PHP, PR Wc%@ametf VD RB 9T BYoBk frlenfigal /s yipp-identical straight
grou 0 O group -substituted with one -
or t&gbl CH?%%% MR¥1%Hh identical straight or branched
BCl-4 md:dnylvaganou (boad, béhzytﬂ gROuUPSO,-Aot eqedse nwish @na straight Cp4
ani on; means 0 o 1; and their sal skoaées and
{ k@ tyie

SO et OF Hes-ts KB 18R 5Py RRSSTRI WBHIEEd THiEh one or more
g?gpg§%ﬂ§ (%Fgng%ﬁgggggggg?EH%ﬁgﬁé%hﬁﬁgﬁﬁ%(ﬂg?lonalIy

Q substméant etaight dr paehed Cip elkyhabogemiad grgup or oxygen atom;

R' and R? independently mean hydrogen atom or straight or branched C .4 alkyl group;

Ar? stands for phenyl group, optionally substituted with halogen atom,;
5- or 6-membered heterocyclic ring containing one, two or three nitrogen atoms,
or two nitrogen atoms and one oxygen atom, or one nitrogen atom and one oxygen
atom, or one nitrogen atom and one sulphur atom, optionally substituted with one
or more identical or non-identical substituent selected from the group consisting
of straight or branched Ci.4 alkyl group, halogen atom, phenyl group — optionally
substituted with one or more straight or branched C;.4 alkyl group, halogen atom
or benzyloxy group-, 0x0 group;
the benzologues of these 5- or 6-membered heterocycles where the benzene ring
may optionally be further substituted with one or more identical or non-identical

substituent selected from the group consisting of halogen atom, straight or

branched C;.4 alkyl group, straight or branched C;.4 alkoxy group, hydroxyl group,
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X and Y independently nean straight Cl-4 al kyl ene
group, optionally substituted with one or nore

wo deniodeal or non-identical straight or branchedr/@U2eb6/000080

al kyl group; Z neans val ence bond, or a straight C -4

al kyl ene group -optionally substituted with one or

nore identical or non-jidenti cal strai ght or branched .
Cl- 4 &tiflyorogresiyp group, pigtaresoualCan el ylrngdioxy @roup, gnino group, amino
-SO-, SP-, or.together with Z.a strajght. .C2-4 .

oyl R BRIy Dol &Nl ekaghL sypient or branched
nor e icigniiyg at beizyD@dupdentlfoall gbu@igght or branched

G - alkyl group-; Q neans stralght or branched Cl-4

al kyl 5y erechiaterogyedia ping coniringegons, Sy ORbreatrpgen atoms, or one
independentl% nmea c)h drogen.atom or s
o a8d, né

br anc AR PSSR kB, %I}?dg{r¥>§é;)1g%§%1ge{ﬁd one sulphur atom,

gr oup;cofderRéd GritkEsTRRDLrel e QEVBhi € rihgNErEARingi ofk @ two nitrogen
one, two, or three nit rogen atons, or one nit rogen

at om a@itensnepiionadisn sestmtedorwigheonsi ©f ogere ddenticain @r open-identical

sul phur, at o opt |1y, substitut. W Q or

ot r i bR sERbRE TR o 33b 1ot Sfhe bl B 3 gl Coa et
of t hegeuR-stRighk-drerrasied el elery @res, Wydicyl peoup, amino group,
benzene ring may optionally be further substituted )

Wit h omenoerery esubslivtpdnwith ome osttvei ighmticel opmapddaagical straight or

Cl- alkyl up;+0f 5-nenpered heterocyclic ring
cont aitﬁ%{r}?&géglé“‘ap(y[gfp%oﬂ%nizg A"t oms, or one

AT trogeRrefdn®arPdio@ne oxygen atom or one nitrogen
at om and one sul phur atom condensed with 6-nenbered

thet er cagassRtdrt; ri ngs contai ning one or two nitrogen

ol SR, el et R m i Bl olly sheriafls BPER,0™

i dentical or non-identical straight or branched Cl-4

al kyl group-; A represents an anion; r neans 0 or 1;
Znbhe ¢eaipousds okthe gonaraltfonnulad) rewnding takttimie whare s

%[C] g o? grlfa‘\)%g% S }téqeglgz O];iip,%ptiz)rrl?aeﬂyfs%l)ét&l\i\feg QiR rr]rggi*e halogen atom;

X bdd (idddpeRighilyoneReazagn: (OBt IMY13RY Ehoap yodtRnaly kibsétdt&l with one
- met hyl benzoxazol - 2-
or more identical or non-identical straight or branched C;.4 alkyl group;

Z means valence bond, or a straight C1.4 alkylene group -optionally substituted with
one or more identical or non-identical straight or branched C;.4 alkyl group-;

B means valence bond, -O-, -S-, -SO-, SO,~, or together with Z a straight Cy4
alkylene group -optionally substituted with one or more identical or non-identical
straight or branched C.4 alkyl group-;

Q means straight or branched C;.4 alkyl group, amino group or oxygen atom;

R! and R? independently mean hydrogen atom or straight or branched C.4 alkyl group;

Ar? stands for phenyl group;

5- or 6-membered heterocyclic ring containing one, two, or three nitrogen atoms,
or one nitrogen atom and one oxygen atom, or one nitrogen atom and one sulphur

atom, optionally substituted with one or more straight or branched Cy4 alkyl

group;
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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 Roo7/0a4Esn0} propyl ] di azani um t osyl at e, PCT/HU2006/000080

A-(SM-Dichl orobenzy”- L i V-di net hyl - Sf
henyl acet y*am noJpr opananmm umg'godi de, and their salts,

sol vates and isoners and the Its and sol vates )
t her edhe gnzome%géﬂ%er 51 prebreapherast heseropyclesywhere the benzene ring

ggmgtﬂﬂgﬁ o& Ontd eglrsg}gs%&'%?‘h Qi&{(c?ne%?}dx@ﬁ%aﬁq@?} la@, straight or
Ar2, Arafnted Ch@ﬁl&yté}eupmﬁmi ngs as defined in Caiml,

characterized in that, a,) for the reparatl on of the
conpoén@@@ﬁretihl@t@@%@hﬁlmfgoﬁ?ﬁimamglg) WwanRE thregy nitrogen atoms, or one

r epr e%@%%n%&éﬂ-ﬁ a%g oﬁéﬁ;&%&ﬁﬂ%r\%a Arhﬁ'l)%e at9ﬁ1 H‘B Jonie s&l‘phur atom,

def i nedndﬂm&’démmrﬁimlémlb&eﬂl hefereRomatid n g cannlgg rcbﬁé @f two nitrogen
formula (11), ORL R2 | where Arl, X Y, Z B, Ri,
R2 andioms fptipsaliy,su lﬁp Q’%lﬂb@n@iéfr [ Iﬁéﬁs é@@‘ﬁ’egrqu@: amino group -

react gg éﬂtﬁtjad %ﬂ%oh% lf)@%\'&f? q%lég’gl%?]hm ﬁ(% §c%m1 al s?ra%%ht oqu branched C;.4

i ntroduce gro prepara

conpouiids gafupt;he general formula (I) vvhere Q
represents amno group, Arl, X Y, Z B, Rl, R2, Ar2
And ATPRIGENYAD 3K ngs as def i ned above and r is 1,

2 Conq’géé%gf%frhtzhe general formula (I11), where Arl, X

and Ar2 have the neani ngs as defined

aﬁﬂ@h@n sallts, obatdsesid Wonter it baltrod sbaaies therdsf. ¢.) for
t he preparati on of the conpounds of the general
formula (1) where Qrepresents oxygen atom Arl, X Y,

3ZTh§folB>]vxg g%or%{}gurﬁ%%c&?éﬁﬁ €1 gﬁ?? %195 as defined

zero, a co oun he general fornula

NKBY(3,Mac¢tdordbdnzy N (methyDnitrBryl 2*36‘%@‘8111 bdnawgazohe-
rreanfn s as defi n?((j ab}cl)\%lze %]E%pgﬁg i f desired,

Sisdfanylipsetemiént s of the conpound of the general

1]c ?rh 1%11&10136\%%53% gi\%{qh% r11 0{3(;66‘ mgtgg?ﬂ)%n%%(n?oﬁeisgl]ts{flfﬁng)acetyl]
&ﬁﬁ@}pﬁ@@lpﬁazfahﬁm tosylate,

N-(3,4-Dichlorobenzyl)-N, N-dimethyl-3[(phenylacetyl)amino]propanaminium iodide,

and their salts, solvates and isomers and the salts and solvates thereof.

4. Process for the preparation of the compounds of the general formula (I) and their salts,
solvates or isomers where Ar’, X, Y, Z, B, Q, R!, R?, Ar%, A" and r have the meanings as
defined in Claim 1, characterized in that,
a.) for the preparation of the compounds of the general formula (I) where Q
represents straight or branched C;.4 alkyl group, Arl, X, Y, Z, B, R}, R?, Ar® and
A" have the meanings as defined above, and r is 1, a compound of the general
formula (I1),
o

Y
Ar1/X\N/ \N/U\Z/B\A

| |

R? R?

r2

(ID)
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general fornmula (1) is transfornmed into its salt or
solvate, or liberated fromits salt or sol vate and/ or

woeaadlosgd4into its optically active isomers, OPCT/H&2006/000080

optically active isomer is transfornmed into the
racem c conpound and if desi rag the structural isoners

are separated fr each ot her Z°5, Process according. t .
O ai mObeEe Pr =8ﬁa‘?g@ B &éeﬁ aAd Hahaug the) ReiRgsey detined above, is
agent, iqt '

gent e RtHdvRl 8n LiRylaRhg %ﬁgil%}ﬁyﬁ) @ro@&e?{%&fﬁ)ﬂ Q, or

sul phate, al kyl phosphate, al ogeni
tr)ef edablife girépakationdpfiehd sompendséof Pho qessrabdominda N where Q

hgent A BERRPALT - Jotads Rl b At Gkt BoVe the meanings as
pref er@phdd %?hg‘mt 18 fS%Q %(ﬁ?‘r&ﬁ%ﬁ? of‘gﬂe;jgég?rag ?’&fhulg (1), where Arl, X,

Process acc alm
char adf,&f,i Bkl iRT andaAr’thaee theantiringsi & dedined @bowts ieacted with O-
an inert,.sqlvent. 8. Pharnaceutical preparation
char a ?Sé(mygé%‘yalmlflﬁg it contains one or nore of the

npo f n f (K,
STROURIN origAR BRVSE The OBl b it RhGal Home () where Q
def i neebresent @iyged atond/ Ar, Khai, rZ, I RS R%saldvAt’elsaverthe meanings as
i soners.and the salt or solvate thereof and, one or

0
mor e SRERSH s 20 £ 7R PirempRERTRICRE ePRcER fPHBRa (LY vgere Ar', X,
Phar W%ﬁg, Ra,l RPLEPAL L Othe an‘gb diéﬁ}leg]agb{@ 8 oxidized, and
characterized in that, as active conponent, It

i€ desirailnthe orubstiinento oé thef cdnfygouad ryf ahie genead cformlag)t thus obtained are

t%a?flﬁ{%gi J(nl%(;) ?acmg}gegfbxﬁlggqg%%gpv%ulggcﬁgg @fdpq?&l?ee %g&l%;gg gc,)mp\ound of the

g@ﬂé}alrfoﬁﬁ?ﬂ% hHhéw A Sts 8t bP StV {rhidkick 28 its salt or solvate
their salts, solvates and I somers and the salts and

agdlov aesdvedenteoits dmicallheactive pasatdspr othe aoprixdilg aaveine isomer is

for.the treatnment of patho|ogjes where CCR3 receptors
tapsformed g ﬁrwa%%w &89@%1}54@?{ if éFSIfq‘Jetﬁa Suciuel 1spmers ggg separated
Rfm e fypounds of the general fornula (1), where

Arl, X, Y3Z B, Q Rl, R2, Ar2, A and r have the

nmeani ngs as defined in Caim1l and their salts,

sql vates ang i songr.s 2&3 the salts and sol vates

>t REQUSET acCRERg & Mipio® @arharadierizsd ip Hat s ebiarlalingotgent, suitable to
iRrdtRid 3 AR o | ds e

RTREL PRG; P USRS uPE RS AEP pReo bRl Wb hehlof Srcferably o
iodifl¢ mmsed.ory bowel di sease, ulcerative colitis,

allergic conjunctivitis, nultiple sclerosis, Crohn

di sease, HI V-infection and di seases in conjunction

EWMph by . dy, §f t; pre k |
o] Bt ORI EAIRR i P EOhAR wdht rcroge
peroxide, potassium permanganate, preferably meta-chloroperbenzoic acid is used.

7. Process according to Claim 4 a.), b.) or c.), characterized in that the reaction is carried

out in an inert solvent.

8. Pharmaceutical preparation characterized in that it contains one or more of the
compounds of the general formula (I), where AL XY, Z, B, Q, R, R?, A%, A  and r have
the meanings as defined in Claim 1 and/or their salts, solvates or isomers and the salt or

solvate thereof and one or more excipients used in the pharmaceutical industry.
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whi ch the receptor CCR3 plays a role, conprising

adm nistering to said patient a pharmaceutically
w@bdoeos429&2 anount of the conmpound accordi ng t oPCI/HUR00E/000080

13. The nmethod according to claim 12 wherein the

di sease is asthma, allergic r%ni tis, atopic

dermatitis, .eczema, inflanqmat howe| di s 1 .
gy B oPrepRgtion] ICETGIE. oty H b VHFREeTA] i ghat s active
DHPhAR! Sit  &iftdiAs dd)rﬁee%?gmo'r'g Vot Hhe Clonidufdd L4esRBRe%0 Claim 3.

inconjunction wth Al D

10. Use of the compounds of the general formula (T), where Al X, Y,Z, B, Q, R!, R%, Ar
A and r have the meanings as defined in Claim 1 and their salts, solvates and isomers and
the salts and solvates thereof, for the preparation of a medicament for the treatment of

pathologies where CCR3 receptors play a role in the development of the disease.

11. Use of the compounds of the general formula (I), where Al X, Y,Z,B, Q, R! R% Ar%
A’ and r have the meanings as defined in Claim 1 and their salts, solvates and isomers and
the salts and solvates thereof, according to Claim 10 for the preparation of a medicament
for the treatment of pathologies like asthma, allergic rhynitis, atopic dermatitis, eczema,
inflammatory bowel disease, ulcerative colitis, allergic conjunctivitis, multiple sclerosis,

Crohn disease, HIV-infection and diseases in conjunction with AIDS.

12. A method of treatment or prevention in a patient of the development of a disease in
which the receptor CCR3 plays a role, comprising administering to said patient a

pharmaceutically effective amount of the compound according to claim 1.

13. The method according to claim 12 wherein the disease is asthma, allergic rhynitis,
atopic dermatitis, eczema, inflammatory bowel disease, ulcerative colitis, allergic
conjunctivitis, multiple sclerosis, Crohn disease, HIV-infection and diseases in conjunction

with AIDS.



