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WD 2007/ 034251 PCT/ HU2006/ 000077 AM NO- ALKYL- AM DE
DERI VATI VES AS CCR3 RECEPTOR LI GANDS The present

wo naens42en rel ates to the CCR3 receptor |i gandBCDiU2006/000077
general formula (1), wthin themfavourably
antagonists and to the salts, solvates and isoners
t her e GAMIND QALK E-AMF DB NHRFHBBIMEC e CEBRhPFSEFTEN §LCANDS
containing them to the use of the conmpounds of the
general fornmula (1) and their salts, solvates and
isoners to the preparation of the conpounds of the

gener fornmul a d their salts, solvates and
i soméhg p@ﬁsanttlavwﬁ@nﬁé{étqsrw élaf'n@&FBét régepé?r kigrads @gﬁe%frl formula (D),

v{@ﬁm@ @?)ablg?ﬁ%ﬁ? cggoz%hl% 1’5@\93.?%5% g%ieﬁ%ereof, to the

ph:mflmbéuimhl ccegpdsitons )eontirdng thetnheo themsa e;fp]nmecaﬁp@mdsi ofthe general
to their ukocte attrac m)tactlc) gffe

W@kmt Prarks. Solvaiet nq ﬁ?@e@h‘wﬂ & PERRRHRN 96 the compounds of the

b EREARb A Ga @th bheiP&HOND 14 taﬂ& b{ci?rfgﬁé Indo tfx@ﬁexg‘mtermedlates of the

proteln coupl receptors. ine recepto

gendrdlGRanule (DL or s) are expr essed by a number of

inflammatory cells, |ike the bas the mast S )

T | yhpRRe s spAHapl e et ¢ 1P uehieeta ped egt,ldes playing
0 t n n :

Rl gD Solc DT g Tilfhc OB AT, 8L 0Y heB ety attracting

(Gehomagtitd effbe. fThey |exerf thehheeffect thina@rphk theeshenTdidne rdvapters, which

a nunber of selg@tlve and ]ggn sel ective ligands. The

belong &q thg family ghthe G proteip sowPedEersPtotseot axi n-2 and t he
| ately di scovered eotaxin-3, The non-sel ective |igands
are tlhe GEAREBOking reerpiors FoGRR3 é??éﬁ@?%cﬁf? Exprested fysa number of

n&?ﬁel nry'v%:ikzl]}%@o% %?s ttﬁar act erl zeg % &@5 %plthehal cells,

dknttrm telmbart [theyg chi e famtihia theog@aiest. ahbenteoh aké urface of the
t hrough the activation of the CCR3 receptors attracts
eganefdies.vel y the eosinofils. Prior to an allergen
provocation, the neasured eotaxin |level in the

br onchg: c@:§3aie%@ﬁbﬁhg£@éqqa¢o dol 14 SeMtapfilyast thgBticE chemokines. They
patients was by 67 pércent higher. tyhe ef fect of

haveow omabwcnf selegtive- 4ol mbni-setactives Bganids tTi@ ssprictie ligailds aredthe eotaxin,

dot ft B!
<Pt o el fSevi et B FRChtaiigtye ¥R ye e ranTes,
theehbocytOtHeRWt 448ic PRotdink ERAFD, rﬁm S\GICP Hh@dBS acrophag inhibitor
i mportant eotaxin sources are the epit heI ial cells

poateina(MiPebt Theobest chhraestizsd £CRS ligdndokoaiue itbrya ichng time is the
br obl asts of the lung, the snooth rnuscle cells and
ef’%‘émendot helial cells of WD 2007/034251
PCT/ HU2006/ 000077 2
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



10

15

20

25

30

the respiratory tract, the alveol ar macrophags and
| ynphocytes, and the eosinofils thensel ves.

wa@xoeogiosebl y t he data showed that the CCR3 receptDYHE2@0600077
to be found only in the eosinofil cells (Bertrand CP,
Ponath PD., Expert Opin Investig Drugs. 2000 Jan;

L . R, BB AL OGNS, s comnrs

th&a®elves- al t hough in snmaller amount- al so contain CCR3
receptors (Elsner J, Escher SE, Forssmann U

Al l 4 59 24
ant gaﬁlaéfy st cf@gaegé %@‘%{t \gﬂ dé?ﬁgf%%e@tl—om tai% CfCRgd | pply in the
eoéﬁoﬂoéellls i(BE&QHd (P, tPRea RS NBkpérs O IRk w@g@t !2000 my 9(1):43-

can be considered nmuch nore val uable and effective
52t)abg¢e@rs therbastseoftexprassion tprofiles it hnsehierr revealsd dhategthgrcinflammation

nmat o i se se : Ba ed he above
ool caltpue oA sn RS i SO0 e B Seda Ebppny Bocher SE.
Fopsrsﬁﬂ‘ahh art Age@pdzodaem@cpemm 1@&35@08%&3 &KbecCR@adﬂmmsts poSsess
of pat hol ogi €5 where in the devel opnent _of the

muthswilse eifiomheie aefptitr is not Aignitedrtothe eopinesids aidsennsemienilythey can

characterized th 'sor er. .of the |eu
bef‘i?r?é‘?fa ﬁ QEP}%% Vi ‘ﬂﬁ{f%\%?ivg)targfeﬁel e Srt eagmﬁ%tr of @sthmatic,
allefgﬁ@aidqnﬁénhﬁ{drﬁﬂﬁaés@éy di seases anong them such as
thma, allergic rhynitis, atopic dermatitis, eczems,

i nf I FRBR R YndAwBle cBb‘§@1@f§t?onsl"|(‘f-‘(?R?‘taln‘(%oﬁﬁ'té tn'anI possess important
allergic conjunctivitis, arthritis,

pre;fillammmdstherap@mﬂ edfesfe as ehe trilaymentfod @ﬁﬂhobgmdﬁmgmbe development

of b o (5 BSOS F B0 PSR Grer Sy G0 GpALrigps by the disorder
of2¢hd hEQcRIBaT G HET favaldnas NRAREISI088e W numerous chronic

02/ 059081) and/or conpounds contai ning saturated
inflgmptora disegseg rowpg (W) Gv@5 46 A5thiys, ﬂl@@l@ Bgaitis\opic dermatitis,
01/ 98270, V\D 3/ 004487 03/ 018 ) 2004/.02 3% b
CoRRTIDOPHIBBFONSOBN] $B9E, WS @ ea P0Gy S, arthritis,
M@BQ?SJCIJCP(?S?J BrolfiRi g ds 10 ineHBR h0P 4R &kes monjunctlon with AIDS.
4/°004731, WD 2004/°058702, WD 2004/ 085423)". The
present invention relates to a 25 new structural type

der ?ﬁ}ft %&3%3 aﬁta%ﬁ}lggseg@gr ?h?galtcgf aﬁ]gg‘eatekﬁ’ﬁ ﬁ":’i% agp goarbamide-,

thi%?&r?ﬁxﬁidé%e%és QOO LATOFRBAGANI03 1059081 ORI R L ofHREAds containing

erapeutic use it i1s essential that the nolécul es
sathpatedt cyblindamino giwiupd (i yOOU/3545as JDT 6,6065.92hi KO 01/98270, WO

SRR o' BPabEd cSinatRaloRs R Ay Sty 89D, ossre, wo

01?642' ¥l tWo 3625/5@664 h@véa@/mé%ft' '@S@k?ﬂ%ve\ﬁ(@ b5882291, WO
CCR3 teceptor, i.é whichinhiBit the CCR3 receptor in

2006600423 Wer 20RPER0Ls FO o0448642)albe preseot hn’ﬁnﬁmelates to a

L L YL N T

re &&Pﬁﬁgfé% %ﬁgg%?ﬁ%ﬂ'&tﬁ@s HOEAQ#/ QX3RS eceptor antagonists.

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

compouhds have stability, bioavailability, therapeutic index and toxicity values, which
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3 ensure its drugability. Additional aimwas that the
conpounds, through their good enteric absorption can
wheooappi2sed orally. W have found that the conpOLH@2006/000077
the general fornula (1), O Arl , X ~N"Y'NZB-Ar2 5
RL R2 (I) where B stands f8r sulfur atom or -SO or
ensuB Ry doligA¥Rity ALAdifiSR 8L RiaS thitaRy bomPbudi@Piitdiish tBEPYRed enteric
optionally substltuted with one or nore identical or
abspgpiiondemtbecpblislidrstly.t uent sel ected fromthe group 10
consi sting of straight or branched Cl1_4 al kyl group,
hal ogen atom straight or branched Cl_4 al koxy group,
W& havel feQR@IRE MhElco g?@ﬁkms YR NS0 Emuld (I),0 gr oup,
hydr oxyl group, 2 al kyl enedi oxy group, am no group,
amino group -substituted with dde or two identical or
non-i denti cal straight yor anch d Chid_ kyl gr oup-;
a 5- or 6- nenberedphefqu¢§gP1 %%ongaln|ng one or
two or three nitrogen 15 atons, or tmo ni trogen atons
and one oxygen atom or dRk nﬂ?%ogen atom ayl one
oxygen atom or one nitrogen atom and one sul phur atom
where t he benzol ogues thereof optional Iy substituted

i denti on-identica
substl?ﬁgg?lngﬁﬁgP °¥r% ?%e(ﬁrgup tonsi sting of
ArStr aigpiesafts brppegfled &1. Aapthyll g@uPUP.opfishAlgen sabsditited  with
strai ght or branched Cl_4 al koxy grou

triflQnsr ereneig| ideotiop mxpnow&n@c@r w@f’ itugnt; pelegjed fppm the group

ot oups vt Uhisuet of SR Cotiel B AR wom, stright or
i dentbrﬁﬁdhe@rcml&bgﬁ@kél@altrlﬂﬁélbﬁiegm g%uﬂgr@aﬁm%@oﬁl tro group,

al kyl group-; X and Y independently nean a straight
01 4 lmdw@yé BEOUgy 6upalbb1?n‘?5h@?m grogmtmm@ gERiE. Hnine gewp -substituted
i.dent.i cal

n-i dent.i t
or anci 0B 3 afypga b ok SBA G e B BBl G erown-
Cl. 4 abkyk ei@eabedd lﬁt&d)cgrﬁﬁé IrihgSetREdihihbtopd oM filfd OINEr&d nitrogen
nore identical or non-identical straight or branched

Cl 4 2&1)11@4 orgWg lj]girqgen @h@ms/andg?r@lp@ygerpgm@ngr ¢y® nitrogen atom and one
[ ndependent nean g z?toat omor_ a

br anchad® IE;f A& ™ I, and, e aLSll% atgﬁle nO);Ithe benzologues

benzyheseof, hbgautatly Osfubﬁtbt[ltéd ghhURne Ot hddd@!iliyntical or non-identical
substituted with ~ 30 one or nore identical or

non- i wibstituert| selegtsdtirany dhr groap consisting ohstraight gr dugnehed Co. alkyl

group, halogen atom, straight or branched C;.4 alkoxy group, trifluoromethyl
group, cyano group, nitro group, hydroxyl group, Ci.; alkylenedioxy group, amino
group, amino group -substituted with one or two identical or non-identical
straight or branched C;.4 alkyl group-~;

X and Y independently mean a straight C;.4 alkylene group optionally substituted with one
or more identical or non-identical straight or branched C;.4 alkyl group;

Z stands for a straight Ci.4 alkylene group optionally substituted with one or more
identical or non-identical straight or branched C;.4 alkyl group or phenyl group;

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

Ar? stands for phenyl-, benzyl-, thienyl- or furyl group, optionally substituted with

one or more identical or non-identical substituent selected from the group
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WO 2007/ 034251 PCT/ HJ2006/ 000077 4 consi sting of
straight or branched Cl.4 al kyl group, straight or

woheanobedt C14 al koxy group, hydroxyl group, aPCTYEU2006/000077

group, amno group -substituted with one or two

identical or non-identical gtraight or branched C14

al kyl . | ky. i fd.uo B olC ¥ARPhed C,.
o oot S BENR s GBI LRGBG8, o YRgee 1.
5-  oralkoxyenrbeps, éydivatyEgrooy,cniino gioug, apimbagroimgulrtigyted with one or
two, three or four nitrogen .atong, O ni.t rogen

at omsarideBil o yEIEs ?tE'ﬁlg% r?é”%ﬁ?@%@@-ﬁ!ﬁ”% rfeliyl group-,
one i ot h atom;
oo PR Prafh R8P Rl CRERSLARNART00E, Smith o

i dentd s-abr Gmendserédstérocydlic singstontaiging osel ot dued onfour nitrogen
the group consisting of straight or branched .Cl1 4 d

al ky| iU, VEIEOLPALIRT A OIS QBYBCD A0, PHORAifPEReatom and one
gr ouDox{Y%%:ﬁ A L orUne MR SHorr hnd oﬁlla 5812)1@195@141?’0 HB9&0bstituted
at om Fo 'dgroup, cyanho group, hydroxyl gr oulp), am no

gr oupwitRne @rgheepidergichk bi hen-ednti¢al lsubsiiteenorseleviod from the group
i dentical .or non-jdentical, straight. or brapched 4

al ky| congisting Hf isypight pp GEnched, 1y aﬁ% PRy ?dlgrfaa}?,gﬂf‘&hzroup: 1,4-
hydr Lky! %9%1:& Whrai SR ER Y ra 8EHRHPC L @Iﬁoglya%ﬂoﬁ , halogen atom, nitro

substituted one or nore straight o ranched Cl_4
al kyl grgtp,uyand gtaapehydab:oingidipo ambengrglmamigo gupp, -substituted with

e o a4 SRS oM o s
branc Cl.. 0 Lo —ontionall
or oupE oL RT GG ESTE! BLGE i chOLRAST B Pt 2o —optionally
al koxgubatitaesyithyoae pr mowhsiragRdr drantsed Cox alyt gioght habwgen atom
branched Cl1_4 al kyl roup-, -NH CH2- R4 ou

- wher @ RNz IORYdSOPRr BN2K wo—ropgpgﬂfﬁ@s@w% S5th one or more

al kyl %t%g%%r'brér@'é&'d}w a?@l %?CLLEJ, gFEx);?rPt W88 SLARESKy group or

for s ht or branche group-, 0XO ,
gr ouphalbgen betome] ofiugls @bup,hebiend- grous- memidelr egtoup, -CO-O-R°-

het erocycl es where the benze ring . may .optionall
£ ur t hEKOSTFBEOREL CEWWE WIS o o PR or SeiEhic 8l %B‘ﬂrml}l/wb Gy alkyl

non- i iC bei I af
consi g{é |B£1}g’ of é@ﬁﬁgﬁ?qgﬁrﬁ?}gﬁg’ﬁéﬁ q{Cls F%Fﬁ%ﬁg{%{t‘& branched C1.4
gr oupalksgt graupht -G NEQOR] gfip4- whiteXR syands or straight or branched

hydr oxyl a’]%roup, trifluoronmethyl group, cyano group,
ni t r oCyt 8l 210802 OXPIENWhedi oxy group, am no group,

am no - substi tute 3 ' | ;
o e MR OGS IBSASICRL ssen ring

ar al kytay @ptivpeally bafegensubsontedswith ony br grontl plentical or non-identical
sul fonam_de group;. 5- or 6-nmenbered heterocyclic ri ng
cont aPfsfifreBhisledighitem tha Rsamiqusistas oAsBaght orpragghed Ci.4 alkyl

g?gmn gttnogl&g ﬁtgaig]&ﬁog%ﬁi%gc&ﬁec OXN@EEy FRD 19hroRPeefoub! QERBromethyl
group, cyano group, nitro group, Ci alkylenedioxy group, amino group, amino
group -substituted with one or two identical or non-identical straight or branched
C1-4 alkyl or aralkyl group-, halogen atom, sulfonyl group, sulfonamide group;
5- or 6-membered heterocyclic ring containing one, two or three nifrogen atoms,
or one nitrogen atom and one oxygen atom, or one nitrogen atom and one sulphur
atom, condensed with 6-membered heteroaromatic rings containing one or two

nitrogen atoms, optionally substituted with one or more identical or non-identical

substituent selected from the group consisting of straight or branched Cj.4 alkyl
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atom condensed with 6-nenbered heteroaromatic rings

containing one or two nitrogen atons, optionally
wa@ndmss42at ed with one or nore identical or PCT/HU2006/000077

non-identical substituent selected fromthe group

consi sting of straight or brsanched Cl4 al kyl WO

2007/ng§:{1§; g‘f]lr B f) oxg@ﬁéd()@ 031Ea)f35 ée'{;ﬁ uﬁdkr)génr AN by group, cyano

bran group, n-atont nitrd gro

Cyanggrow, diyroxlyly glrotupy hmgroogrpup,ammo ggcmpu\rsubsanmtada wgthocma or two,
-substituted wth one_or two,

n
non- iIERHICAlen naty idgnien! seright %rnferﬁ @PCM a&ﬁﬂﬁml& BRuprgYl group-,
benzy roéﬂllgF I onyl ) - 2- phenyl et hyl
gr ougl, ((% Wi t'lcarRén%rP% ihgoﬁ‘Lt ng IpB stands for -802-
w1gma prcam thintei f Bestarids dfr -(SDzAgltoup xnd the Rani@ ofdd, 3ArY, R!, R* and

are as i.ned above, Z nean straight Cl.4 alky
Iaf?u%ﬁ % R, V- S5 et Coa eHOUE %Pun’rms%tlonahy substituted
{
ng*fjfﬁyﬁré?dsﬁ R i N S B S
antl hiseis adltss s@lnates ahd ddomsers land dlof salfs wnfli dolvatdsetheteof] efulfill the above
Criteria. 10 The detail ed nmeani ngs of the above
crif§istituents are as follows: by a Cl 4 al kyl group we
mean a saturated strai ght- or branched-chain aliphatic

group of 1-4 carbon atom such as nethyl-, ethyl-,
Therdefajled metisiogy afik aboteusupstitueritsabat Ydllows: secondar y

o ol el oy ik i el ot St
oo 13 oo ks TS By ol
secumdany dntyd-, wnhnydausg,}llgyéupgroup of 3-6 car bon at ons such

gro@{sm(ﬁ@rﬁlgy cLTY 1?%5333%%& ﬁéﬂrﬁgg&; shere h%%é'w‘? ofafs1,2,30r

C%\%g_aﬂﬁﬁflﬁqéagﬁ}#g@ﬁégxgﬁp b oxy-lehé%‘%%xzo def i ned

i S OpyapOxy eycldalityd gyeup wsmltnah@quchc akkgb grodaroy 3bbitakyn atoms such
tertiary butoxy grou kyl enedi oxy group
as wlwawlaﬁyclﬁwﬁy%f@ @yyl- P@-the neaning of
al k [ .
et h?b’ened‘ [ %li‘g‘%’ggq S@p% 9% allﬁ"fg %g@k}fqﬁg?{ggﬁﬁ%falkﬂ 15 as

deﬁmah abm/eal dagh agrmemoprsthoky-t, qxﬁopﬁxyh isopryplixyxybutoRyp, isobutoxy-,
-where the neani ng of alkyl is as defined

Se%@?f‘é( UK tebiaR RO Sty | ene-,  hydr oxyet hyl ene
g{ gﬁg’ a fb’l aﬁl@bf&ﬁédlﬁ{ég t%‘? 1365‘ 8{&‘9 ﬁ#ﬁﬁ‘ ACloAnahdnel o- RRSHY Lwhere the

meaning of alkylene is as defined above-, such methylenedloxy- ethylenedioxy group.

by a Ci.4 hydroxyalkyl group we mean an alkyl group substituted with a hydroxyl
group, -where the meaning of alkyl is as defined above, such as hydroxymethylene-,
hydroxyethylene group.

by aralkyl group we mean a (Ci4 alkyl)-phenyl group, -where the meaning of alkyl
is as defined above-, and the phenyl group may be substituted with halogen atom, C.4 alkyl
group, C,.4 alkoxy 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,
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is as defined above-, and the phenyl group may be

substituted with hal ogen atom Cl1.4 al kyl group, Cl4
w@bkdang429r oup. 30 by hal ogen at om we nean chl oPGT/HU2006/000077

fluoro, iodo or bronbo atom by a 5- or 6-nenbered

het erocyclic ring containing one, two or three

b Yoo AR 28 HNHAL Yhal fying idazolidi

P ygartn?eg?%azglg? %%t e(f%%gt erocycli ¢ 11 nggz o’?ﬁﬂ%&;(fgr?r%f gfu azolidine,
[1,pyirakelidineyipifezidire, pipyraame] 2-imildaZolietringazol e,

1,2, 4-triazaole, pyridine, rimdine,, WO 2007/ 034251

PCTIFLBG06T GoREPPEre Helsrpeebie e fRtaining Pne nitrogen atom and one

triagin , ) ag] 3.1 riazi ne. _
oxyach ' QAR fom vk it 36! Uisaigaid > bkl O, partally saturated
her@gclidring, fopieganplei m,zolz,- isokalmie thiagole,i iagthidaglea 1 2-oxawzine, 1,3-

oxgriag R azie, ;g;@gaghgf R P e poliad: hiazolidine,
mdiBRALK! i GflorpRa, Al AnddaldhAink 2@t urated S
terocyclic'ring, for exanple oxazolé&, isoxazole,
t hi dielleterogyolih riag ebetaining tvax aittogen atbni3 amdamiersxygen atom may be
1, 4-oxazine,, 1, 2-thiazine, 1,3-thiazine, 1,4-thiazine,
forgsxapls o Pediazied™St i di ne,  nor phol i ne,
Chi e orhi s ' L : :
ot e Byar g e B TP biffes, CHURER DP oEhAte ity
indnie beryw@polatwnythiay olee berfzirmidaxe apduindime pyuantizakind, @uinoxaline.
ring. .10 By benzol ogue n deriyatives condensed
wi t A BEREN Of Arg o aperﬁﬁq%% Reletqeielin Boe sQRAIAES e, w0 or three
. i L . i ; .
ni R ST Rk o AR R AhTpn iRl o, A HE bR tom and one
sulphtie naoy-c torglensedgwith ofvnsinthiengl beterocyelie tngd headaining one or two
_hitrogen atonms, of one nitrogen atom.and one, oxygen .
NIEQESH, ~ 8 TbneMAY t r%ﬁene’%ﬁ“&]ﬁ a%?f ofe A ridipeq m triazolopyridine,
thi4 iy £ S Bt i ' .
SATOPARERNS Oihe BLORTRE ARG SRR Eh o, |
examB) ealtyeofr thdhicampbaypdsr bfligameralt foramdd gPywe dinean salts given with
. thiazol opyri m di ne,  oxazo| opyridi ne, 9H pur| ne, .
incyEerin ABY oERRRET AEds BIG aL%SsS-ofFam\gé@s mpurige silts formed with
phERRERical19 Bl tbld dcidEe & ro%ﬁic?tr% a3ld’ ?ﬁl@ﬁ’icta&id efhanesulfonic acid,
I'norgani c”and organi c acti ds and base$. Favourdble are
tartdhe sa@ildf Sudhavieredidy ditvic phidy nmad ebitses @ld. yscdboe piiyalpb:dde, potassium
cids e, g. hydrochlorjc acid, sulfuric acid, ) .
hygmf}s?e stppejamanea ding salsp fcerarregacmr&gargﬁ @urifigRHan; andaisplgtion process,
| . . . . .
o BB D S e A Rl B B of thp nvention
dur iBygsdlhgtepuki heaatoloateaformaiolvithi vamriops gokssts, e.g. with water or
favourably with tetrafl uoroboric acid and perchloric
ethagpl  are” al so subj ects of the invention. By solvates
we Vv vak:.qu Vv .
et %{)@%}sor@z%e@?{{g %tgﬁéim‘éd tha Vit AUSomalsY 8BuSturdt -ibmers may be
tautomeric forms in equilibrium or isolated desmotrops, which are also subjects of the

for example

invention. The compounds of general formula (I) may contain one or more asymmetric
carbon atom, thus they may be optical isomers, enantiomers or diasterecisomers. These
enantiomers and diastereoisomers and the mixtures thereof, including the racemates are

also subjects of the invention.
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25 By isonmers we nean structural and optical isoners.
Structural isoners nmay be tautoneric forns in
wequi7lod42si um or i sol at ed desnotrops, which ar eral/sHw2006/000077
subjects of the invention. The conpounds of general
formula (1) may contain one7or nore asymetric carbon
ato ' [ [ r
i otk SPOSREIC Bl R RS cTINEGAL (AR (R Bl by the
codpawidsr wheigoner s and the m xtures thereof, including

the racemates are 30 al so_subjects of the invention.
B \Wo 20trnds sorssidfupetem 30878080 80Uy A favourabl e group

of t f A .

Arthe RSTR RIS BoudBRRERIY SO b b of BIEfRen tom;

X ard Y Sidlepgrdentdy miah astteaigit €or alphleny lgraipo wptionally substituted with
optionally substityted w,th one or_ nore hal gpgen atom
57X i o satenl oF pon-ireaHcal sepight @hra@%gﬁ%an RYwkgraup;
grou j : thiu | one: : :

20 onpesp BOR SRl CLIMERA! ERuo SRR Rtifed with one o
al kylmgpeoidpntical st anasddnticalastmightiogitirarched 1€, ¢lalldyl group or phenyl
al kyl ene group, optionally substituted with one or
nor e §8dnti cal or non-identical straight or branched C

R'had R hlﬁ%@ﬁ ; e)g}H?reann ﬁg@?%én at SR strhfen: B?}Qﬁjc}ﬁa C aw alkyl group;

I ndepe gen atomor a straig

Arbr anthdsf€bhénylgkyp; gr oup; Ar2 stands for phenyl
group; or _a 5- or 6-nmenbered heterocyclic rin .
contaai”;-n?rn@n%ﬁﬁ@?er%%?te@m@é TS FRUFINHE 95 EHOs tgre@rpé,fowf nitrogen

WO i d Q¥R %‘it?%ﬁ‘%naa'&gné’&?d Y %t?;%eﬁ‘ta%%, dt'on@ !?lt?t%‘(%ggrel atom and one

nitroged atom and one oxygen m or ‘one ni

at omxggh anm, ulgpb utitrédenngtompdridosad sulplanhsdm] optehallp substituted
wth _gQne or nore, . jdentical or non-identical

subsYit gahOr Septecidentiqal ofnoRddgitisab subsihisnissglegedpfrom the group

st r%ﬂéﬂfn%f og B?{l}%ﬁ@gr Glandnd ! n%ﬁﬁggaxﬁ%% %alé@ggggﬂoup, 1,4-

group, ene group, cy

tri foutydereedrbyp, cyamugrouplandinb soupx yréfldoymethgt giopp, Ehelydroxyalkyl

group -optionally substituted wth one or nore |
st r &Y PBFD Rt eptionalsubstitiedgiihy gne g moge siraighyar branched

or z X oupr: I - [.ana et
SubS e i Bttt Bopar SRE or SPAeRCR e it Rpoup —optonally
gr ogpbsdituthd vigestraagloror bridehed ¥, atiioay@rodpioyhalggedugtom—, thienyl

pyridyl group, -CO O R3-al koxycarbonyl group -where R3
st aiu o’f{l%tgrs}l@hpyr@ryl e s -OrRaralipopeyqarRpuglygroup —where R’

- NH-CHR: - i
B e T e
wheRd fndst fondsrafoht os thraichéd (Qy dlitydnabesh, CLaM,-AlEkgD-R® group —

ro -, O
g lilzghereRg(

gtagcisof%? ;straight or branched C.4 alkyl group—, oxo 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 straight or branched C;.4 alkyl
group, straight or branched Ci.4 alkoxy group, trifluoromethyl group, nitro group,
C-2 alkylenedioxy group, amino group, amino group —substituted with one or two
identical or non-identical straight or branched C;., alkyl group—, halogen atom,
sulfonyl group;

5- membered heterocyclic ring containing two or three nitrogen atoms, or one

nitrogen atom and one oxygen atom, or one nitrogen atom and one sulphur atom
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25 the benzol ogues of these 5- or 6-nenbered
het erocycl es where the benzene ring nmay optionally be
wo coorien2ssubstituted with one' or nore identi cCRET/@EU2006/000077
non-identical substituent selected fromthe group
consi sting of straight or brganched Cl4 alkyl group,
Str ahghdnsal \A}?ﬂ’l‘ﬁa@%{% efekl_fet @b KR%1ti0 TR containing one or two nitrogen
trlfluoronethy group, nitro group, Cl1 2
al kytams dptayallyr mbptjtuedivith greeumora mdem:xcsgrom mpn-identical substituent

-substi t yt ed th one or two_ 30 .iden
non SFlaet i i SamgFReiting 05 AEHEE TPanchp i glislgoup, stsight

hal %%&@P&m ¢ 2P Ydup%lﬁﬂl@ eT AP IRphaned with one or two, identical

het erocyclic ring co ning two or three nitrogen
at oms noariderniral sirdigltg@nbrataet Ahd dkg prygen banzyingraop—, 1-(Ci.u-

one and. qne sul phur atom WO 2007/ 034251
PCT/aﬁUi‘@él%q @O%pg]enyée rgﬁ%ﬁ’sed with 6-menbered

wilBIhR PR BLE 6 18 isRdds &R YR HoRParRNGe Heahs BFWOSENY, R, R? and
atons, optionally substituted wth one or nore

Ar dents definedr aboon; Zdeerns cadtraggh s talleiéne solip eoptorfatly substituted
t.he grou nsisting af strai or. bran 1.4

i R or G ST R g e iopy A SEnered ook 2Bt

anB ThdM0sa85 QAR 21U i d it € 6hd¥nb B IRNRAREIENR thdrlgnt i cal 5

or non-i1dentical straight or branched Cl 4 al kyl group
or benzyl group- 1- (Cl 4-

al k car%? {!‘é{ *pehen tllg rou th t he proviso
t hatEsPeeighsiayhuablegre ‘%‘Bg * meani ngs of
NAS. A6, %Dl%lo&enﬁ%&ﬁ%yl)ﬁﬁ%oﬁfrspﬁf 2Ct§fd1ﬁ%ﬁlyﬁa|%9ﬁ§thla%olo

hs a straight 'Cl_4"al kyl ene "group -optionally
[5 dppridint2eglsulfirtyhacat@nide; nore i dentical or

el R 2 985 ShrBL AR St B HERLB0.
Tgﬁpﬁﬂhﬁﬁﬁ9%d&hﬁ&99&mumﬁa@e0|alIy favourabl e are the

oW ng conpounds

2- @-Aﬁﬁn@emmwwbﬂm}ﬂx NE@WI‘ Jraidhepperayijhethyl)amino]
ﬁ? thyI am not hi azol o
PT?@’ CBtf‘ fi >di n-2-yl sul fanyl ) acet ani de; 15 N {

N- %3I[§3g4 &ﬁ.@é%&%ﬁ@z o_%gjpfbﬁﬁ}“zft@hﬁétﬁ@%h:}ezoxazol-z-

yl§ubtadyloHcptaniide; di n- 2- yI sul fanyl ) acet am de;

N§3I([&ﬁ$égﬁbe Zox@éﬁng% | SUﬁW }ﬁﬁ%-‘@l‘ 6- (Elmegaghlbi benzimidazol-2-
e

(3,4-Di chlor obenzyl ) (et hyl ) am no] pr opyl

}
N—{Z-[(364 mlﬂmvmb)@azﬂnlvl)ﬂmnﬁ@rWﬂWf(anadomﬁdt@wniﬂm-m
4-Di chl or obenzyl nmet hyl ) am no ropyl
Yls"éfga{%ac Padet hyl - 1 H-bé%z? m(dazoly )2 I propyl }

2-¥4- 2 Wid YL h RS 61 A SfFany])-N-{3-[(3,4-dichlorobenzyl)(methyl)amino]
propyl}acetamide;

2-(Benzthiazol-2-ylsulfanyl)-N-{3-[(3,4-dichlorobenzyl}(methyl)amino]propyl}
acetamide;
N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl}-2-(6-methylbezoxazol-2-
ylsulfanyl)acetamide;
N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl}-2-(thiazolo[5,4-b]pyridin-2-
ylsulfanyl)acetamide;
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N f 3 - [(3,4-Dichlorobenzyl) (nethyl)am no]propyl }
-2-(oxazolo [5,4-b] pyiridin-2- ylsulfanyl)acetam de;

W@ 2007/034251 PCT/HU2006/000077
2- (6- Am nobenzt hi azol - 2-yl sul fanyl )-N-{3-[ (3, 4-di chl or
obenzyl ) (net hyl)am no] propyl }acet am de;

2- @Sfci%%%@hi 95 fa@ N !;J { ?'211/41% é;ﬁo;;%nnz;/ﬂg?eptp%%aﬁ?lo]pmpyl}
acée@idm de; N
-Di chl or oben@i/‘yl (et hyl ) am no] pr opyl }

N- &![(%64 mwpm»ag migo]pyeryl) -P A prynotherabangatiiazol-2-

1 lLagg’ta .chl or obenzyl ) (et hyl ) am no] pr opyl }
ygdyg%f [ az o[ 5, 4-b] pyri di n-2- yl sul fanyl )acetam de; WO

N- mp(zmmezmommaﬁ%aﬂ@ewopﬁ} 2-(64eBapBIATTazOl-2-
2-yl sul fanyl )-N- { 3 - [(3,4-dichlor obenzyl )

Yls(u?ffé'@)ﬂ}ﬂc?ta o] propyl acet ami de; N-

3
SR S s
pyman{xﬁsﬂfdayghémmﬂenzyl ) (et hyl ) am no] pr Opyl} 2-(6-e
t hoxybenzot hi azol - ul fanyl )acet am d

N- 331[@34 Embé@ﬁb%l)éﬁ? Vlyqrn@pkwgy h?r(éjeﬁrYMFw}hlaZ@lq[éﬂ -b]

5,4-d
pyrlgfnwn‘srgmfﬂgﬁ)lya &a??hgll )acel amde; N {
N—%S-[[@%-&dﬁl&bbéﬂz@t)@ﬂEﬂﬁf{])):(n‘fﬁb]pj‘bﬁ}&l}mr(ﬁhw;@@ylémmothlazolo

et hyl am not hi azol g [5

[Sﬂ;ﬁﬂpmmldzn@%w faahlme&@@%rﬁ de N- {
N- _%%l_[§324 6131&%{3&{228@15%5’%&9%5&@}@% rtg]lﬁp?gﬁgjlz}mmothlazolo

I"'SOpPT opy I'not hi azo
[5145b]ﬂy1€iilﬂ§2ﬁylmlﬂjn§?})2c:eydrﬁidbj‘ anyl )acet ami de; N— {
D chl or obenz am n

2 o i By A s g s am ) M- (3-[ (3 4-dibhorobenzy)

| f | t de; 15
(“%ﬁkyﬁ)‘%le@é Padmiy o[ %, Zaﬁfpi‘i". di n- 2yl sul fanyl)-N
2-(6k Brfifode AztHiag bl Dy BOEREN)-N- {3 [(BEkidhlavbaelyDagiyHamino] butyl}-

acet am de;
acgtapglenni nobenzt hi azol - 2-yl sul fanyl ) - N-{3-[ (3, 4-di chl or

L T L e
bugkenay! ) (et hyl ) am no] propyl }- 20 butyram de;
N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl } -2-(6-methyl-1 H-benzimidazol-2-
ylsulfanyl)acetamide;
N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl } -2-(quinazolin-2-ylsulfanyl)
acetamide;
2-(5-Benzylaminothiazolo[5,4-d|pyrimidin-2-ylsulfanyl)-N-{3-[(3,4-dichlorobenzyl)
(methyl)amino]propyl}acetamide;

2-(6-Aminobenzthiazol-2-ylsulfanyl)-N-{2-[(3,4~ Dichlorobenzyl)(methyl)amino]
ethyl}-acetamide;
3-(6-Aminobenzthiazol-2-ylsulfanyl)-N-{3-[(3,4-dichlorobenzyl)(methyl)amino)] propyl}-
propionamide;
2-(6-Aminobenzthiazol-2-ylsulfanyl)-N-{3-[(3,4-dichlorobenzyl)(methyl)amino] propyl}-

acetamide;
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N { 3 - [(3,4-D chlorobenzyl) (nmethyl)am no] propyl }

-2-(6-nmethyl -1 H benzi m dazol -2- yl sul fanyl)acet am de;
wOR§07834268, 4- Di chl or obenzyl ) (et hyl ) ami no] pr opRC¥/HU2006/000077

-2-(qui nazolin-2-ylsul fanyl) acetam de; 25

2- (5-Benzyl am not hi azol o[ 5, 4¢d] pyri m di n- 2-yl sul fanyl)

2-(g'-Y&ﬁﬁo[bg@z;tﬁﬁ%193‘-,1/18{11%%% .14 TR Y b A S ROty 1)

anﬁnd]ﬁroﬁ?i}ﬁé&mﬁmbhi azol - 2-yl sul fanyl ) - N-{2-[ (3, 4-
| or obenzyl ) ( met hyl bam nd} et hyl P\% acet am de; .
2- G- Ainabearel sy DIy S ArA ornberay D (methy biivainp bputyl)-

ac%g?glzeyl ) (net hyl' ) am no] propyl}- 30 propionam de;
Am nobenzt hi azol - 2-yl sul fanyl )-N-{3-[ (3, 4-di chl or

N-0benzyDidiiabbatzy Bmdaingamiap) -hnetl@dptbgm} de(6-MBrhylbenzoxazol-2-
2007/ 034251 PCT/ HU2006/ 000077

yisplfpaylngetamideazt hi azol - 2- yl sul fanyl )- N
N-gSJ&(B?ﬁ A dp%ﬁ&h{)é%{zg?ﬁt}ﬁé}}{h%a‘?ﬁﬁw Ume(tﬁ%%}% 2-AH000LR 2By }

pyﬁdﬁ@ﬂihﬁﬂbe)ﬁzétﬂhmépl 2- yI sulfanyl) N-{ 3- [(3 4-di chl or

obenzyl ) (net yh;z am noj % - acetanm de
2-(Q-4minqbgnghiprel ,%)yN){( ﬁﬂ%h@}zya@%hﬂmlﬁpbs

Ibenoaol 2- ylsulfanyl)acetam de; N
m%h%lf’%p&ﬁﬁg@%ﬁﬁgr obef]z;I )Z( nmet hyl>/) aum noj yl) nmet hyl propyl }{

2- @Aﬁﬁﬁubaﬁﬂhfaz{)@ HshifanyDy v {3HiE3, Zdebﬁanyl)Qm@thyladmﬂe] 1-
(6- Ami_nobenzt hi azol -2-yl sul fanyl)-N- { 3
me[tl(ny;pmpa JeeftyrigBenzyl ) (nmethyl)amino] -2- 10

2 ) ATERRNEL B AT ¥ orgor st i
pr@p}{lX -B-thethiybétamadeenzyl ) ( mat hyl )ami no] -1- methyl propyl

(+%5N|f{(33 %4@@hlomh9§@ﬂ}(me?1?y%g{zr%]%;%w;]p%ﬁyﬁb—g;?(gyxl}le):thylbenzoxazol 2-

yls,@%é%?{&é %ﬁ% 3{:} g?obéﬁz§/l+g (et hyl ) ami no] - 1- et hyl pr opy

(- )IN {3 (H4-Metylobenzhxazbybaningl-$ théthylptopaliel-66-nictdg/lbdnzdxazol-2-
t{a 5 (3, 4-Di chl or obenzyl ) (met hyl ) am no] - 1- et hyl pr opy
ylulfapyl)aseigatids| benzoxazol - 2- yl sul fanyl ) acet ani de:

2—(6-Ammobenzthlazol-2-ylsu1fanyl)-N-{3—[(3,4-dichlorobenzyl)(methyl)amino]
propyl}propionamide;

N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl }-2-(4-methylbenzoxazol-2-
yDsulfinyljacetamide;

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

The present invention relates furthermore to the pharmaceutical preparations
containing the compounds of the general formula (I) or its isomers, salts or solvates, which
are preferably oral preparations, but inhalable, parenteral and transdermal preparations also
form a subject of the present invention. The above pharmaceutical preparations may be
solid or liquid formulations, for example tablets, pellets, capsules, patches, solutions,
suspensions or emulsions. The solid formulations, first of all the tablets and capsules are
preferred.

The above pharmaceutical preparations are prepared by applying the usual

excipients and technological operations.



2- (6- Am nobenzt hi azol - 2-yl sul fanyl ) - N-f
3-[(3, 4-di chl orobenzyl) (et hyl)am no] 20
w@eappb4pr opi onam de; N { 3 - [ (3, 4-D chl or obramyiUR006/000077
(met hyl )am no] propyl } -2-(4-nethyl benzoxazol - 2-
yl)sulfinyl] acetam de; and {jheir salts, solvates,
I

I SO s and the ts_an ol vates thereaof., 25 Th
or o5 it CPHORIR R T FerPR PR gt g i€ FoEhfon can be used
fob iR FBRRIehi 68patREIBEIRS AhbRNSCRS @BEptdrs Phytd @18 BIRRURESlopment of
of the general fornula (1) or its isoners, salts or
thedispatees, which are preferably oral preparations, but
i nh bl e arenteral. and . transdermal preparation .
ol sorhy 55 meBinpEhRing o gl BRSST F0mBin P RvoRibly used in the
5 roRave dfhﬁﬁeﬂ%%&'aﬁﬂnafﬁﬁﬂgié AhyrAS aftpic RBmaBHd, lebzeda, inflammatory
liquid formulations, for exanple tablets, pellets, _
bayegd sligease, uieerathvesolitial allergn sonjgortiyiiesp erdiiplasclgrosis, Crohn disease,
| sions. .The sol.id f.ornul at.i,on first of all the
A g SesiGb SonfopRi RS ' The above
phar maceuti cal preparations are prepared by applying
the usual excipients and technol ogi cal operations. WO

2007A08uthen sPgFtHR I8 6nge0DR7is the Ubheolchapwurismds of Hhe general

10 sofBRR" B foP iR Rty B57 BTenSrholPestuals SRR 8y dose is
1L90aRE5 OF theflcBYe SohifbRnt, Aepdh@irderethe RARAL ardlf sevérit§ of the disease and

di sease. The conpounds according to the present
the seemd waichhef thapetigngbl y used in the 5 treatnent of

dis es |ike asthma [lergic rhynitis, atepic
der hR APEPIER EET PREFEiG ., ° WRarion gEals compounds of the
gahbfel PR (1§ Otvhére St fofhGllaGhe RRAMAES bVR! AF', X1, 17, ' ER? and Ar?
sclerosis, Crohn disease, HIV-infection and di seases
15 arpgs defpadraboverangitheir silipSolvatdsiand iomessibj ect of t he

inveption is the.use of the c¢o und f the general ..

10 F DRSSPy P et e HE R AR i 8 patElhcBbrding to the
inpedthal B RSy anfBePAlSIRSMaCkuBRICt ¥f 1O BfehBon. 1hd QbabBhg@bf the

the active conponent, depending on the nature and

substiiaepts pf génergldoninge BEle arerag defined shove dial stawide far hefogehetom.

patigent. The invention.relates furthernore to.the

or b AT B BOMHTALoR fof e PRgaRUPaP? s hppgunds of
20 g&lbaalf&/ﬁﬁﬂ@%(prb&b@sm&i@ﬁlag.the nmeani ngs of B, Ar', X

Y, Z, R, and Ar2 15 are as defined above- and

their salts, solvates and i sonmers. The conpounds of

the general formula (I11), applied in the process

accordi ng .t/g\t he invention, are new and they also Q 5
Apgxr\]h?/gggj ctz/qxfa| the i mgnwrbn._lhe,rreankpgexq?flxl’hﬁ 27 AP
i 1, R R
R R
(1) () 0
Figure 1.

In process version a.) according to the invention a halogen compound of general
25  formula (III),
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substituents of general fornmula (I11) are as defined

above, Hal stands for hal ogen atom Figure 1. presents
wonr@7peesi bl e method for the preparation of theCT/HU2006/000077

conpounds of 20 general formula (I) (process version

a.). 00 Ar'~X Hal + HB-A12 Ar' NN-ZB'Ar2 NN Z R

R2 RL R (1Il) (Il) (1) Figure 1. 4n process version

a.) according to the |nvent|on a ’fgagen compound of

general 25 fornula (I11yXJ 42,5'13|
PCT/ HU2006/ 000077 1Ay 1/ "N~ | Z R
R2 (11l) where Ar', X Y, andR2havethe sane

nmeani ng as above and Hal stdhds f%r hal ogen atom is
reacted with a conpound of gen@il fornmula (I11),
HB-Ar2 (11) s where the neanings of Ar2 and B are as

whetef Arle, b & & ' and R* ihavais isamad meppingap g e andidal giandspeor halogen

ound ,of. general for.i nul bt d
s dnE AR P S B Serr iy A Rnown et hods
and/or the resulting conpoypd-Af2 general formula (1)

is transfornmed into its sali| or solvate, or |iberated
fromits salt or solvate and Qr resolved into its

wiRB eahbahi ?s%f %(Ie And B 8reSas RFnkHGHON hikBlif ¥esBEH 'tIYee%ubstltuents of

I'somer I's transformed into the racemc ¢onpound
thagwpdundesigeretal foansta (D) chusrabitainesbare rtmnsfoﬂn@bmm eeck dther by using

from each ot her. he conpound .of gener al
knpyp|methpds @s ardien W@ r%s]utltp@ cqngapopgq S rggge?r P’{ew Hs ®, gucransformed into
its :g;to(gr so%rﬁ or! ﬁﬁerﬁt@@? sas%ﬁocfr%o'i'\%té anE?BP?&%ﬁ/eH 8hd! i®optically
rned pre era y Ininert solvent for
acﬁs)@am}r&rs n)rcthe lbticablyetchias ésonchlio mraﬁsfolmed into the racemic compound
tetrahydrofuran, acetonitrile or ﬁ
and if desired the structural isomers are separated from eac other.

In the compound of general formula (III) the meaning of Hal is favourably bromo or
chloro atom.

The reaction according to process version a.) is performed preferably in inert
solvent for example in dichloromethane, chloroform, tetrahydrofuran, acetonitrile or in the
mixture of thereof, preferably in N, N-dimethylformamide, in the presence of organic bases,
as for example triethylamine, diethyl-i-propylamine, or inorganic bases, preferably
potassium carbonate at a temperature between 0°C - 100°C, preferably at room
temperature.

Figure 2. presents another possible route for the preparation of the compounds of

general formula (I) (process version b.).

0 o]
X
1. -7
Ar NH Y B X_ Y B
¥ T Hal” \NJ\Z/ A T AN \N/U\z/ Ar
R l, L, 1,
R R R
(v (XV1) (1)
Figure 2.
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15 m xture of thereof, preferably in
N, N-di net hyl formam de, in the presence of organic

whases3s2as for exanple triethylam ne, PCT/HU2006/000077

di et hyl -i-propyl am ne, or inorganic bases, preferably
pot assi um car bonate at a tenperature between 0C -

100G, AJ? c%fsse{/%%o}ﬂ b; acﬁ&g{ﬂg & ﬁ{éﬂﬁ&@h‘dhtﬁﬁ aﬁhﬂé%ﬁ%e%eral form]yla (VIID),

presents ano route for € preparation
the conmpounds of 20 general f,gx)(tul a (1) (process
version b.). ' ~X. Il Ar NHAr"J~NH 2 —~x "y '3~
B, 2 111+Ha|--NZArArNNZ 'R R R2 (VIII)

(XVl) (1) Figure 2. 25 WO 2007/034251

PCT/ HU2006/ 000077 13 I n proce@Bllyersion b.) according
to the invention gn _anine of general formula (VII1),
whgre the\meanjggs Rf Apyp§ pyd R o ag ﬁ]éfiﬁ%ﬁbqﬁ\@s ipreanged with a halogen

bove, is reacted with a hal ogen

Coé%pgopuBﬂr?dgo e?aefﬁg?af‘%ggkﬁnul a (XVI), O Hal' Y-NX B, Ar2
Z 12 R 5 (XVl) where the n@anings of Y, R2, Z, B
and Ar 2 are as defined ovejland Elal stands for

hal ogen atom and i?—l I~¥ tituens of the
conmpound of general fornul a] I) hus obtained are
transformed into each ot herRby using known net hods
and/ or the resulting conpou { general formula (I)
is transformed into its salt solvate, or liberated

whé@Mhd hgariadd ofo¥, ROV Blad 132 ﬁ‘r‘%cys @Eﬁﬁ@cﬁé’éo‘(f@ Andl MaPsthdd for halogen
optically active isoners, or the optically active

atbmppmd ifi desired, the substituens 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 isomer is
transformed into the racemic compound and if desired the structural isomers are separated
from each other.

The reaction of the amine of general formula (VIII) and the halogen compound of
general formula (XVI) is performed in an inert solvent, preferably in dichloromethane, in
the presence of organic bases as acid binders.

Figure 3. presents a third possible route for the preparation of the compounds of

general formula (I) (process version c.).

XY 0
Ar1/ N/ \NH — 1/X\ /Y\ /U\ /B\ 2
| | + B. 2 Ar N Z Ar
R' R? wo "z7 CAr ‘IQ1 I]RZ
(V) (XVII) ()]
Figure 3.
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transfornmed into the racem c conpound and if desired

the structural isoners are separated from each other.
wab@7neast i on of the am ne of general fornula ¢&/HUR06/000077

and the hal ogen conpound of general fornmula (XVI) is

performed in an inert solventl4 preferably in

di chl or onet hane, i 15 the presence of. organjc bases

as ail? BrogPSigrersion &) gesouding t%ﬁ%%ﬁ{l%mha tiapyiee a*o&f@?laf@rmula V),
route for the preparation ofvtklg cqnpounds of general
formula (1) (process versiAn“c. )N O NB, "Y' OA' N1

NI2 'J~ H+ ~B~ 2 30. Are ,X-N-YANZB2 Arx RRWZ A

R R2 (V) (XVI1) (1) Figure 3. 20 2007/ 034251

PCT/ HU2006/ 000077 14 In process(Wersion c.) according

to the invention a_diam ne of general formula (V),

whete e Medfitgs' ofkArl, R2Y, R)) andhBf er¢ hae deiand mbsvafis Aedcted with a

X.Y, Rl a R2 .are_.as define e, is reacted with a
e erra g of st dsare VT ' Tor ot s X 1),
0 Wk z .,B~Ar2 5 (XVIl) gvhere the neanings of Ar2,
Z and B are as defined abo and Wstands for hal ogen
atom hydroxyl group, -C@;[E%Q@Q,Awherein R11 neans
Cl. 4-al kyl group or -O Z- B=Ar 2- rgroup, wherein the

meaning of Z, B and Ar 2 arg 91':1 defi ned above, and if
desired, the substituents %( P1e conpound of gener al

wWHefdhk andahingk REA DR BhdBhrabLddMRASbOVIRME WkigndOoLBABgen atom,
ot her by using, known net hods. and/or the resulting

hydopplugtoups -QRHegralip,f wherainaR{ | Jneanss Cou-atieol @ronpd of ROCO-Z-B-Ar’-
gig%ﬁ)viﬁlg}eéﬁ :ﬁl}%?l’lle\lfllgltélgi ?/fgg: i3i ePnedr gg*zegref e{so ef{ntea eﬁ)%lv(ta, a%rd if desired, the
substituents 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 isomer is transformed into the
racemic compound and if desired the structural isomers are separated from each other.

In a preferred embodiment of process c.) according to the invention, the acid of
general formula (XVII) -where W stands for hydroxyl group- is transformed into an acid
chloride, by using acid 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: J. Org. Chem.

1988, 53, 617) in an inert solvent, e.g. in dichloromethane, chloroform, tetrahydrofuran,
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into its optically active isoners, or the optically
active isoner is transforned into the racemc

wa@oeoposs2dl and i f desired the structural i sonmer BCEHH&2006/000077

separated fromeach other. In a preferred enbodi nent
of process c.) according tod\gi e invention, the acid of

15 qeneral fornula (XVII) ere Ws ands for h dro
GO © fHeaRErTrrel A R SsIE S oS, ot ek igmine. M-

né%;ﬂn&%h@ﬁﬁ@%fé%‘lﬂe@&ufe%gﬁoﬁéto jayourably thionyl
chl"ori and the "resulting acid chloride is reacted
i n affhe netivtationlcar rffmhdnmbe et arhdroplished frgnse of hztubomﬂdmmdazole (H.

or et h a of general
LN TERTERTIITE FR N T
dR:Bldr&n&}ﬁﬁﬂed 'cﬁl%rofgfm' t@tr%‘gﬂfd?dﬁnaécléﬁ;nim?e%ﬂh'tﬁ’@mlﬁﬁrer’cﬂé}%f or with

t enper at uré or under reflux conditions. In anoth
bpnzefréazo e tHytrekrdipstrivédidammiptiosphogieme rhekaflwrophcapliae/| (PyBOP), in an

- wher e ands_.fo hydr oxyl oupz. i s reacted with

U%GHteso Vﬁﬁnm éf’rtﬁfzwé’fag?drf%iﬁ& ’(lg};q’liﬁﬁ)'the presence of
activating agent. Activation of the carboxylic

aC| d may take place via m xed anhydri de

i nt eiﬁnhel icampsyund yf thei gegerel @)rlmulae(DWII)ciblamairlﬁeiy(iMad‘ld ester, where in

Le Tetr ahe 1960, 11, .39) 5 eth

e PBRURY e fr% -gr%wdfhejeactlplés?l*gé o et onpe fhe methods

kRd¥n 119-1%9)1&&&1@ Witk rab Gk 2H@iOL q‘?@"@ (V;thoﬁ so\l@éﬁg rif’?ﬁlelt

JACS.” 1951, 73, 3547 or di cycl ohéxyl carbodiim d

(DCO) (R Arshady J. Chem Soc. Perkin Trans. 1,

1981 29 or D. son: J.. Org. .Chem 1988, 53,

" alf e gombeg e g%neg?]l formils @ PRk AomPoLAC, i deparation of

t@érﬁﬁﬁéﬁé@caﬁ%raﬁ@bfﬂgﬁgﬂéﬂ »ch¥iid ﬁrg PALR4Eoldmn chromatography or by

PCT/ HU2006/ 000077 15 acetonitri In the presence of

aasthadingwini method) stitrblea for ynearmthmone)f@mnpou]aadsrgﬂ basic obkaradder.

nmet hyl nor phol i ne, at a tenperature of -10 Cto 25 C

The activation can furthernore be acconplished by use

of ca,pepy,alhde 9eaR! Rnbbt forfiula Sgﬁaii’e #h&R knbHRA- mqf@fﬂerature or

1957, 609, "75), 1n aninert solv ferably I n

tlmhya:hh be pr@hi’@drhfyamhtlmddrhmwmn thetlrtabﬂgaetr (Efgmfé@ 02/066035, JamesA T.

LTSRS g T 5 0 BT vt . o,
g ibvg gponsh = OBYBRE 1 i ahfes! Aok, .57

Hzohpadunshdfeotwerkganel. aMetiorChehn (988,131, 9, al 1ar1¥a8y! or they are
acid ester, where in 10 the fornula Wneans an
c@RmPI‘@‘ilbiﬁyalleé reaction can be carried out by one of

the nethods known in the literature, preferably at

100C - 150C, without solvent, in nelt. If the conpound

of t Fegugesepradentsotheptepatatipn bbtha compeinds cfgenablnrmiila€III).
separation of the enantioners can be acconplished by

chiral preparative colum chromatography or by 15

anot her known met hod suitable for the resol ution of o
cqgrpc@ngy\of basi ¢ chargczer. Hal
Ar N NH Hal X Y Hal
S RV G A
R R (o) |4 L,
R R
V) (IV) ()
Figure 4.

The halogen compounds of general formula (III) —where in the formula the

meanings of Arl, X, R, Y, R? and Z are as defined above and Hal stands for halogen atom,



10

15

20

25

The conpounds of the general formula (I1) are in part

known in the literature, or they can be prepared by a
worediogs2nown in the literature (e.g. WO 02/ 06BOBEHU2006/000077

James A. T. and co-workers: J. Chem Soc. 1950,

1515-1519; Chu- Moyer and co- %Drkers J. O g. 20 Chem

1995, 60, 17, 5721-5725; Gaﬂln J. o- wor kers:
prefymablyedilerol@gbrons aRET- Gy aew Fompapns éﬁiﬂ calp bgrensrest bY known

9 . 171 r e
el SR AR B0y L% 001, Y SPecn T
1993 epémat mcs 01947h @OCHIMIUNKE. OliengelrdBali1 fiar mo43 ffdnh kBe. diamines
XSNCY'ONH + Hal' Z Y Hal 0 Ar 1~XNyY=NJ
of PganeralFfon_mm @) Rvires 2 the fprmglahe meppings pf i &K ¥hand R’ are as

en co —
IR N e —
thd féHhRiAthed8édnned oRRAY &8s adftheliabosd-andmethoxs lkﬁbwgennthe literature, in
atom WO 2007/034251 PCT/ HUJ2006/ 000077 16 prefer

bl. .
inerhlsolventsy fdyrexemple dmdichlosometianee AgEiadL furRR 3@8‘&9%’@% or in the
- k t gh;l]lj L.
k ega{l’g@ ?% prg%vl}\g%-}%qg ?10%&81%6’(% Cchc'& g}e'orfglh] a{e@rpan or at lower

teﬂa Sdiures. 613; JACS. 1947, 69, 515 J. Med. Chem 1998
, 11, 1943) fromthe dianm nes of general for d
V) Tlhdiamings tdfeginsratufosmulae(We st s PePard by lffﬁfm methods

dﬁé?F%‘ﬁP%@g%b“rn ‘&rﬁl"f ﬁSE’th%g‘“gﬁ "gighe\r%h gpﬁu?gyluv)

-where in the fornmula the neaning of Z is as defined
above- by nethods known in the literature, in, inert
sol Vidgtss 5. fogseniy éhq)pr@parp,ﬂcm @ﬁh@ﬁe@ﬁm% belonging to general formula

(\%) %g]ylgrtﬁF g%ﬁﬂ%lg{%ﬁ%ertl n%o |hg %e‘ﬁ a'tcﬂnt J9’esta1'iﬂsxfcﬁ‘ M8-propylene, 1-

hane at
me@FRe) B%rH?ﬁeﬁH Binelt B-prbpﬂﬁﬁf at Ufebutylthe '(R@ addl &fi indspendently
of "general” fornmul a can be prepared by different

fromt dacki sthed eqmmmghydrpaen etormeumethy} sxoNg. B ip4 oF d @t she meanings

5. ts th t f
ok B A5 ABLO SN ng (b general formui . (V)

where in the formula R2 stands for hydrogen atom Y
stands for 1, 3-propyl ene, 1-

Ar1/x\\0 +

NH X _H
R 2 — = AN+ RGMCN —
I‘Q1 R’
X) (1X) (Vi) (Vi) p:0, 1
R°® R
X

Al-1/ \lﬂ)\'/HFCN + H2 Ar1/X\ril/|\\/P\j}/NHz

R’ R’ R' R

Figure 5.

The compounds of the general formula (VIII) can be prepared by methods known in
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

medium, in the presence of sodium cyanoborohydride (Holzgrabe U.: Arch. Pharm. 1987,
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15 met hyl -1, 3- propyl ene, 2-nethyl -1, 3-propyl ene or
1,4-butylene (R6 and R7 independently from each ot her

wo e@r@3ent s hydrogen atom or mnet hyl group, p i BCOH©R006/000077
1), and the neanings of Arl and X are as defined
above. Arl'X-O+ RI-NH - Azll-x NH+ Re p CN R R7
X) (IX) (M1l VI | ~X~

32007, T 158 mby%cat(atm)Mrozemoe\(zE Jslager B, FiJ(?@fQ &L\'e@n 181,24,

e 5...The.,.co
145—&%’5‘)0 or mzlgb g?déamgﬁjo%nhﬁ 18%8 &ﬂf&oﬁ? ?ﬁ%ﬁ&%ﬁx@{h éé%ér gr!y) J. Chem.
SO§ tP%ﬂ&h N@arls! @mﬁmg 19X 0613014) omd Sorﬁpcbtdﬁlbyﬁebe gemekaétfommﬂe) (IX) are
gener al 5 fornula ( reductjve anm na

conwrtelncmlﬂne availahles The algishedeg|of ggr,iqaﬁh fQI’I(l}llK) (X ﬁf%F%WSICPSIY available

o B e B G AP Op s omt

(VB QR @% 8D Gom tHe! c&ﬂﬁounas cﬁ"@en@ﬁﬂl)formmla k(WIII) with the alkene-
cat al ytic 'hydrogenati on Isla er

cydra 8, ofzbhe general] frgmulps(VII) §@g@l@g§e5@$g}gy¥r p‘ugh ?&bs 1946,
S R S 8"2%&3?’ Ty o s 3l gt (VD

ard @@mﬂféfh%lﬂl avQ1aBl| Thé H?ﬁ}nlﬁéseof thogeRéal fdrinplaa) ¢aabieeobta1ned by
The al dehydes of general formula (X) are cqommerci

catlicl Ia«tdrr@eeamn o etyeraxpd@sp@fr&e@eeﬂx m%@ﬂ)mmﬁrwe @ﬁ'féogl@s in
I it e co nds 0
slggob PEREGie FUGHTEIE ORI o piopif Sfl Rne flokef B shodium
caga‘léls't I J}lent B@seahiﬁeﬁgresﬁﬂamsmooét slngAgEN 198D, 81, 3083-84, and
by literature analogies (King M et al:
RS JlMﬁi Chﬁﬁl, 199689, BriSstkrey et al: JACS. 1956,

78, 2573). The cyanides of the general formula (VII)
are comercially avail able. The di am nes of the

genefil qih @il A yﬁeﬂé@aﬂ fHen AR V), Redrdin the f(ﬁrﬁtuil?d t)hé InOeamng of Yis
hydr ogenati on of the cyani des of general formy

ethylerd greup,tm?r samsafpngycbsgenu atom gné ammemmgﬁeeéfaﬂe and X ark as defined

solutl int resen e of amoni a and Raney ni cke
a‘l?We’rqarB lPFﬁpaE %?I gyn 1 1g3r 'ven case under pressure

(Shapiro et al: JACS. 1959, 81, 3083-84, and Roufos
I.: J. Med. Chem 1996, 39 7 1514). 15 The dlanlnes

X.he gene E@J f or mul ere i the"fornula t pa X< Y~
nlmg*'qi1 2s_—et>hy ene lgroup stand$ for RP |1 “NH,
hyd_rogen at om and the neaf ngs of Art and X are as
de&) ned (1X) (Vi (V)

Figure 6.

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

prepared as shown in Figure 7.



above, can be prepared as shown in Figure 6., Ar" XI-O
+ RL'"-NH2 Art"" X\N~H + BrNH2 Ar1~-X N'Y'NH2 Rl R1L (X)
wQ kody/oazFi 1) (V) 20 Figure 6. fromthe am nes PET/HILR006/000077
general formula (M 11) with 2-bronoethyl am ne, by
literature anal ogy, in hot ggueous sol ution (Arz.
Forsch. 1975, 25, 1853-58). /,‘_{he di am nes of o he
geper8 for rrul1,aN|€2V)_.__lM1emeV§2Nst agds for hydrogen ___,
atom Yfor R et hyl pr opyl ené‘group and the i ngs
of Arl and X are as defined above, can be prepared as
showtX} n Fi gur qixy. WO 2007/ OM%Sl PCT/ HU2006/ 000077
18 0 Ar1~X0 + RL H2 Arl" X\'T'1 + O+ R (X) (IX
(MII1) OCH Art,-X,N'" + H2ZNNOH Arli X N~/ NOH + 2 R1
RL (XI) (XI1)y ArIIXNNH 2 RL (V) Figure & The

compoynds of [[general formula (XI) are obtailnéd ,lb'ly
Maghi Chy € oneensat+ onH:N5 G omttre ad hns’m‘rg alt H, ——
formul g(VI11) with paraformal dehyde and acetone. By
literature anal ogy, the reaction can be perforned in

| - propangh under reflux conditions (JAQ:,@,) 1959, 81,
2214-18). The oxinmes of general formula (XII) are

prepared fromthe conpounds.of general formula (XI)

with hydroxyl amine, B lifleralftwre anal ogies, in

aqueous i-propanol soluti & (JACS. 1959, 81, 2214-18).

The ami ne of general formula (V) 10 is prepared by
literature anal ogy fromtWe oxime of general fornula

(XIl') by catalytic Figure 7.

The compounds of general formula (XI) are obtained by Mannich condensation

5 from the amines of general formula (VII) with paraformaldehyde and acetone. By
literature analogy, the reaction can be performed in i-propanol under reflux conditions
(JACS. 1959, 81, 2214-18). The oximes of general formula (XII) 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)

10  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 8. demonstrates the preparation of the compounds of general formula (V)

where R! and R? represents methyl group and the meanings of Ar', X and Y are as defined

15 above.
e+ RN YR —— A e
H H BT R?
(XIiT) XIV
Figure 8.
20 The compounds of the general formula (V) can be obtained by reacting the

commercially available halogenides of the general formula (XIII) with the N,N’-



hydrogenation in the presence of Raney-N cke

catal yst, in ethanolic amonia solution. Figure 8.
wa@leonos42sat es the preparati on of the conpoundsPOlf/HU2006/000077

general formula (V) where Rl and R2 represents nethyl

group and the neani ngs of AH X and Y are as deflned

15 above. Arl1Cl + R1-1INY, N 2 Arl.” NLTYI ~ NH H
dlmthytamlnw)lkﬂ)qompoem«}s ofrgyerad fgrmuly (Xh‘é) i Fﬁ?&ﬁ?él‘éenEf'P preferably in

e fo r Iy [ by reacting

acf’tﬂgltg%o}ﬂ‘r@F FRPSy Ogva\!% g"?@‘?@?‘%@?iaﬁ%‘of t he gener al
formula (XI11) with the NN WD 2007/ 034251
PCT/ HUJ2006/ 000077 19 di i net hyl am noal kyl _conpounds gf
geneTI@l cmpmda ¢fxihe) seneral ifprarile d&Dy Bhers, Xpr‘é’F@F%tBI 1,3-propylene

s BRG0P, S e B R i

9.(X), where X represents 1,3-propylene 5 group and the
meani ng of Arl is as def i ned above, can be obtained as
presented in Fi + Cr203 AL X&O
(XV) (X) Fi gu‘ro‘gug ?gl by anal G@%s in theA'it/e)%aQure
(J. Org. Chem 2002, 67, 25, 8758-8763), fromthe
appropriate al cqixgfys of general formula (XV) Oy
oxi dation with pyridiniumchlorochroinate in inert
solvent, preferably in dichl oFgaeihane. The ket ones of
general formula (X), where X represents
3- et hyl propyl ene group, 15 can be prepared by the

od.s f t I
10 oy B GO P X g Chem A B, B0 R s8Ry, fr Tl abpropriate

altEMMe bf @bndhl folAGR (320PBy okidatioR with7 FRBHRAAN cligrochromate in inert
heating the
solvent, prgferably in dichloromethane.

=

The ketones of general formula (X), where X represents 3-methylpropylene group,
15  can be prepared by the method shown in Figure 10.,

0O O 0
' el + /U\/U\ - 1/\)K
Ar

(X1
(X)

Figure 10.

20 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 thé presence of potassium carbonate.

The intermediate (XVI) can be prepared by the method shown in Figure 11., by
25  analogy of the above process version c.), used for the preparation of compounds of general

formula (I) of the invention.



commerci ally avail abl e benzyl chl ori des of genera
formula (XI1l) with pentane-2,4-dione in alcohol
wa@edoawsant under reflux conditions, in the prespor@EUei06/000077
pot assi um car bonate. The internediate (XVlI) can be
prepared by the nmethod showg,in Figure 11., by 25
anal ogy of the above procesS version c.), used for tBe
prepare{tq’.gn of conpoungs of general fornula (1) of/g\ 5
t he g ventnen. WO 2007034251 PCT/ HU2006/ 000077.Y .20 Bo. 2
' Y'HéE]a Hall,N 17 H v \ A2 Ehl N Z~ ~Ar2Hat o N~ "z7 Ar
VT OB OV W FiGure A%, one possible met hadi
to obtain the acid derivative of general fornula
(XVI1) e S the neagifgs of W Z, B and Ar2 are as
defineé above, is presented in Figure 12. 0 0 it" (XEh
+ Hal-Ar2 ,B\ 2 .1k WZ WPZ Ar (XIX) (XX) (XVI 1)
Figure 12. 10 The acid derfi'§¥€ilVe of general formula
(XI'X) containing the appropriate BHgroup can be
reacted wth the hal ogeni de of general formula (XX),
i N @hd pRkiblsabihedto opmiafthe atidyderivatisei aflgeneahfrrmalagXVAI) where

the presence of an oyganic base, preferably . _.

5 the metings efVaé Bm@Arn@PWﬁﬁgﬁ\f&f?&ogﬁés B%e,sef}t%/ii nfdewel2-
method, in inert solvent, preferably tetrahydrofuran,
in the presence of sodiumhydride. 15 Further details

of invention are denonstrated b}/ the exanpl es, withoutQ
Limti the . inventgon Halt+hAr'exanpl es— W0 W([k B
2007, IEbeT/ HU2006/ 000077 21 Exanpl es Exanpl ep. ~z~ ~AF

(XIX) (XX) (XVII)
Figure 12.
10 The acid derivative of general formula (XIX) containing the appropriate BH-group

can be reacted with the halogenide of general formula (XX), in an inert solvent, preferably
in dichloromethane in the presence of an organic base, preferably triethylamine or 4-
methylmorpholine or, in another method, in inert solvent, preferably tetrahydrofuran, in the
presence of sodium hydride.

15

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

invention to the examples.
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N- {3-[(3, 4-Di chl orobenzyl) (net hyl ) am no] propyl }
-2-(5-di net hyl am noti azol o[ 5,4-b]- 5

w@oor@s4252- yl sul fanyl )acetam de (1) I n the gene€EHU2006/000077
formula (1) Arl stands for 3,4-dichlorophenyl group, X

and Z for nethylene group, for methyl group, Y for
1, 3-propyl ene group, R2 for drogen atom B for
sul fﬁ&ﬁlﬁém Ar2 for

5-di net hyl am not hi azol o[ 5, 4- b] pyri di n-2-yl group. 10
a.) N (3, 4-Di chl orobenzyl) net hyI arri ne hydrogen
Eﬁiirhpreilde salt (MIl) (Simg o Chem Soc. Perkin

13, 1613-1 17 mo| ) .
Mol L(é1%@1%1%%@&%}&9%@/@)@@%0%%&- R et piotiazolo[s.4-5]-

EN irring 15.6 m 40% aqueous
pﬁéﬁﬁn@%ﬁﬂﬁ%& 8 ldngl? in 30 nMl nethanol is added to
I the geiﬁblel fcemma @)nAnH sxzindls doi 3,4aticledphenyd GroapdXiandshrfdrimethylene
portions 1. pmol ) _sodi um 15 bog hydr| de is
ZHuach, fWP‘F@’h@%‘& ng i He3-PEapglePa B Bt Feytaydineeh atym, B for sulfur
[ 4 .; EY d to reach
a{raggr‘%rt goﬁp%gzrhg{e }Egangﬁgﬂdsz? |ﬂ)|[r’i ndbl?rgd lfclzgzn}? i-nued for 28
hours. Methanol is distilled off in vacuo and to the
resi due 200 .m _dichl oromet hane, was adde The xture
a)s eMBatPidhiorbenzylmgthyanige Bydrogee 9r§gaﬁal$< Hﬁase is
Q d n i n vacuo. The
(g S Gnap STl Bt 18y 2009y Aottty hyl acet at e

lausdg a0 ivnh 2yl 34 dlbhlbi;tﬁ)éﬁ@dbh@&é ¢ dideolgat i 40 @ methanol and under
solution in ether The resulting crystals_ are

SHE elySey M 407 Mﬁ%mééwéa@@e@. P lynwlk 1 3t gy mefhanohfseadded to it.
T&Eﬁeac‘ﬁoﬂ% ot qutc%fédztgst%coé CLI;&? shdafl! porGGIEPP. '9”? (3¢ mmol) sodium

te crys
b3rohfydide- @adﬂﬁcpmnekzgﬁmg thettbyporamiaa]0PCopi oni tril e

V,(Q}A) From 20 &28 mmol ) | i
ot FoplipieR NEHFHWe PRYEE s allenyert &y apprchntog dauperature and
' J it i f :

5 PR TD EO ge se o
nd ali¢Hloomethbne wae adtdd. Mie kbixturg ivagencted wihtls 3030/ ad Walﬂer the organic
170 mM__abs. nethanol, the solutign is cooled to bel

pb@eaﬁ dried gverisodigm swie)andcvgpasaietl i vesups Thuierade prpdugt 15 dissolved
T R R R AR 8 Mo i n s

nfl9 rT}EaOrdaalmmg aayitals aveafibedt addf, twashbd abise2@tivglyotvithnethyl acetate and
t|tIe conpound in the formof an oil. LC M5 [ M} =243
ethen 1 HpC1ot@n 243014, Wb 287/ 08l 5 1cqmepepln 008/ 0BbEY7 crystals.

Nél;%% 9c \-(3, 4-
c Porobenzyl) N- (et hyl ) propan-1, 3-dianmine (V) 20 g
(82 3 mol )

(34D|chlorobenz thqu)jpmno]p |on|tr|Ie|s
br)ydr ddléhatTighlgrobensy T@qunﬁl’li bresence of

FRA Y Nk ol %@,Mﬂchlbﬂ%b@ﬁ%ﬁ?&ﬁﬁa&mwr%g&PLMB}i&’@sau the base

is liberated by the addition of 12.6 ml (90 mmol) triethylamine in 100 ml ethyl acetate

solution. The resulting 16.5 g base is dissolved in 170 ml abs. methanol, the solution is
cooled to below 0°C and 5.7 ml (87 mmol) acrylonitrile is added to it. The reaction mixture
is stirred at 0°C for 30 minutes, allowed to reach room temperature, stirred for 30 hours and
evaporatéd to obtain 20 g of the title compound in the form of an oil. LC/MS [MH+]=243
(C11H12CLN, 243.14).
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in (100 mM). After renoval of the solvent 20 g title
conpound is obtained in the formof an 5 oil.

wah GjolvBp4ebit-] =247 (CL1H16C1l2 N2 247.17) d.) PCT/HU2006/000077
2-Brono-N-{3-[ (3, 4-di chl orobenzyl ) (et hyl ) am no] pr opy!
}acetam de hydrogen bromdeygalt (111) 4.9 g (20

| .
Kltmsl\[hﬁlﬂi- %?%?ré’ﬁsnzfﬁ]"‘(ﬁe{h%&? P pf%%%mn}e Ddianine is
20 lgS(%QBVﬂl%dl)’l 35[% 4-IﬁcHIbr06bI€2f9’l)(>fh@tﬁ?1t)ahﬁh1ﬁ6]prﬂiﬂ@m&@lb tih ihgBrogenated at

is cooled to -10C and at that tenperature
rogRplempstasis ainahy prepensgiof Rapey Nzc caflyh) mr%hmpha pEnjogia solution

ma(ﬂ% f&& Af%trr rd% o%%he S-Bh\¢ élt "Zﬁ 1t e 9 P@oﬁfﬂj {seobtsfin%{ rtég ?orm of an

nut es an

mmqywmyvm‘qhtm oqmumﬁegmsznmmed off the residue is
stirred with 15 abs. ethanol, the precipitated

crystals are flltered of f, washed with ethanol and

41 09SSP AR S G e e g

bidnfide ggﬂﬁ(m) Di chl or obenzyl ) (et hyl ) am no] propyl }-2-(5-d
i met hyl am no thiazol o

4 B]g)QB;Oi mm@l)zN;@édPlfcbmbea@éf -Ahtingrshyl)proppe- 1 frdiasing iy dissolved in 50

mgfd&cqulli% oﬁ]y ?h%ﬁ? n"ﬁ[;m g’uP cgrolgil 6(}){ : %%Opnarfi P‘htha t?r{l]i)srature 2 ml (23

mEbI} Drathosbe Ve thiyinider marm dal @ﬁ&l@dﬂl@ﬂlaﬁe 1s @&l merat dropwise. The
pot assi um carbonate, then 1.1 (2.4 nmmol)

rezcmﬁrbmxtwe{ls stiered 1 o R @rd@emzrweﬁ(wétawpqrarfﬁm@w@%@wr 3 hours.

olASEORTHIS PUCHSEED i BELERAR 4, SPLo 1 K0T g gpan

pl%cﬁ‘bﬁufe&, éysta_ﬂ@ﬁlreﬁﬂt&&ﬂo@ MNvBshic@ GvitddtBinol ARE wihdthidreo lo‘@tam 7 g title
extracted wth et hg qiacet ate, the orgam ¢ phase is
M

cefrp@mddp dre fowmiof s SyimaerbromidpenliaMas, 141/@. r esi due i s

m xed with ether, the solid material 25 is filtered
off to obtain 0.88 g title conpound. Md.: 92-93C

e.FFXanpl 85[(34/Bichibhébeaayip@isies)asiindpiipsl } 12- (ﬁaﬁnd@nﬁ@mfr@dhlazolo[s 4-

accordi ng to the procedures described in Exanple
blpyrigin-20 wﬁw&)zs@am@w(ﬁuzo%/ 000077 23 Table 1. o CI

T3 Theé sotalibif of 0.5'] g (?4 mmBI}?S’—éi %flargmgﬁ?aezg%[S 4-b]pyridin-2-thiol (I) in
15 ml dimethylformamide are added 0.7 g (5 mmol) potassium carbonate, then 1.1 g (2.4
mmol) 2-bromo-N-{3-[(3,4-dichlorobenzyl)(methyl)amino]propyl}acetamide hydrogen
bromide salt (III) in 10 ml dimethylformamide. The reaction mixture is stirred for 3 hours,
then poured onto ice-water. The mixture is extracted with ethyl acetate, the organic phase
is dried over sodium sulfate, evaporated, the residue is mixed with ether, the solid material
is filtered off to obtain 0.88 g title compound.

Mp.: 92-93°C.

Examples 2-74.
The compounds of Table 1. are prepared according to the procedures described in Example
1.
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Example 75.
N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl }-2-(1-methyl-1 H-benzimidazol-2-

ylsulfanyl)acetamide

In the general formula () Ar' stands for 3,4-dichlorophenyl group, X and Z for methylene
group, R for methyl group, Y for 1,3-propylene group, R? for hydrogen atom, B for sulfur

atom, Ar” for 1-methylbenzimidazol-2-yl- group.

a.) 2-Chloro-1-methyl-1H-benzimidazol

(Galy J-P. Et al.: J. Het. Chem. 1997, 34, 6, 1781-88)

To the solution of 3 g (20 mmol) 2-chlorobenzimidazole in 30 ml water under cooling on
ice-bath 9 ml 5 N sodium hydroxide solution and then 3.3 ml (34.7 mmol) dimethyl sulfate
is added. The reaction mixture is stirred at room temperature for 2 hours, the precipitated
crystals are filtered off, washed with water and dried to obtain 2.8 g title compound.

Mp: 115-117°C.

b.) Methyl-(1-methyl-1H-benzimidazol-2-ylsulfanyl)acetate

To the solution of 1.16 g (11 mmol) thioglycolic acid methyl ester in 14 ml chloroform 1.2
g (12 mmol) triethylamine and the solution of 1.33 g (8 mmol) 2-chloro-1-methyl-1H-
benzimidazol in 10 ml chloroform are added. The reaction mixture is heated at 60°C for 20
hours. The chloroform solution is washed with water, with diluted potassium hydrogen
sulfate solution and with water, dried over sodium sulfate and evaporated. The residue is
purified by column chromatography using hexane - ethyl acetate 2:1 mixture as eluent. The
precipitated crystals are filtered off. 0.52 g title compound is obtained. LC/MS[MH]=237
(C1iHi2N202S  236.29)

c.) N-{3-[(3,4-Dichlorobenzyl )(methyl)amino]propyl }-2-(1-methyl-1 H-benzimidazol-
2-ylsulfanyl)acetamide
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yl sul fanyl )acetamde 5 In the general formula (1) Arl

stands for 3, 4-dichlorophenyl group, X and Z for
woreipbese group, R for nethyl group, Y for PCI/HU2006/000077

1, 3-propyl ene group, R2 for hydrogen atom B for

sul fur aton] Ar2 for 1-metRyl benzi m dazol - 2-yl -

Th rrg,lu 0a52) g/ %Z %{tmol ethrﬁig-\é%eth\gl‘ 411?;? gé{z% @%@%—y]&%l)aoetate

anH @6 s | @ t5' ﬁﬁlo?f N33 Q- dlaﬂoﬁMBIhiyl)ZNI(ﬁieﬂnybﬁﬁbéhmﬁmﬂﬂu& isrheated at

wat er under cooling on ice-bath N sodh
10ﬂ)?ﬂlrf§JX|]dh01goITh@ et srnrified bysccdumn Céimaﬁogﬁ%ﬁh% using chloroform as

ehge'tq”f gﬁ Irég[SLg]':ﬂfsg(%ﬂ%%pé)HB% rlgfo%?aén cf“‘f n 506 a%rhlo Rf '%lxél‘i‘rﬁch\ﬁs [MH']=451
etediuycrystals are flltered off washed w th

(Cgmgfz%%d dr|ed)to obtain 2.8 g title corrpound Mo:

115-117 C. b.)

Met hyl - (1- met hyl - 1 H benzi m dazol - 2-yl sul fanyl ) acetate
Eﬁ¥m§%26solution of 1.16 g (11 nmmol) thioglycolic acid
N8 k- TsshISfobk Ay bimBihy Dith RioPirepyTy -L-@-m ey Befdkanihd-)

Jtll?l ghy | am ne aycxmheyls)ol utlﬁjonp?f} 1.33 g (8 mml)
yl@ufahybasstdmidet hyl - | H benzi mi dazol in 10 nl chl orof orm

are added. The reaction mxture is heated at 60C for

20 hours. The chloroformsolution is washed with
TnV¥RE 8nerdt fohintlial (Bt &€ spRbASS Iundhyitrogieny] golyf,ak end Z for methylene

solutlon and with water, dried over sodiumsulfate and
greva g far exbthytigeoupe di foué.3reropyans gioas, Byfos hydregen atom, B for sulfur

chrqma usi n ne ethyl acetate 2:1
atﬂ’inx?‘ﬂ %’ g ‘gt%lg %?232@ %rmelgl pitated crystals are
filtered off. O. 52 g title conpound is obtained.

LG/ MS[ MHH] =237 (G, IHI2N202S 236. 29) c.)
aN- { 36MshylbpizorrzleBdkizy| ) (net hyl ) ani no] propyl }-2-(1-m

oGooiy psabsh ek KRB0t 30 e i Xt ure of 0. 52
3. ? f((%O 2 b1 oLy desy ). inethylamhne is suspended in 50 ml ethanol, 4.8 g (30 mmol)

yl - 1H ben2| i ni dazol - Xl sul fanYI )acetate and
O&tﬁ}ﬂl—)gm(hzc geidrppitgssium salt is added to it and fhe ‘mixture 1s heated under reflux

o L FADEERY  B YR A g e s
w'a}i a%&hdwd D ENRERORAPNatbS bfygtacsmr@ FOERABIA SvasBédeith water. 4.3 g
350 nmg title conpound Is obtained in the formof an

tité omp@INSE Wbtalned Sip: B0 C21H24C12N40S 451. 41) Exanpl e
76. N-{

3-[(3, 4-Di chl orobenzyl ) (et hyl ) am no] propyl }-2-(6-neth
bY! PenzG18%6-nRthylbenzoxazole

(Haviv F. et al.: J. Med. Chem. 1988, 31, 9, 1719-28)

4.13 g (25 mmol) 5-methylbenzoxazol-2-thiol is suspended in 40 ml toluene, slowly 6.2 g
(30 mmol) phosphor pentachloride is added to it and the mixture is heated under reflux
conditions for 16 hours. The solvent is removed, to the residue ether is added, the
precipitated inorganic salts are filtered off, the ether solution is evaporated. 2.8 g title

compound is obtained in the form of an oil. LC/MS [MH'1=168 (CsHsCINO 167.594).

c.) Methyl-(6-methylbenzoxazol-2-ylsulfanyl)acetate
0.27 g (2.6 mmol) thioglycolic acid methyl ester is dissolved in 8 ml tetrahydrofuran, 0.132

g (3.3 mmol) 60% sodium hydride is added, the mixture is stirred at room temperature for
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yl sul fanyl )acetam de 10 In the general fornula (1) Arl
stands for 3, 4-dichlorophenyl group, X and Z for

woreipbese group, RL for nethyl group, Y for PCTI/HU2006/000077

1, 3-propyl ene group, R2 for hydrogen atom B for

sul fur atom Ar2 for 6-net hgil benzoxazol - 2-yl - group.

13T SRR SRR YR b T b ot Tarpsscote in 20
tetraRydo RN 4s ABAW AR ThESedclios YSRARE Y stiRe®Qt BbOC for 3 hours, the
ethanol, 4.8 g (30 nmol) O-ethyl-xanthic acid

splyerids rammoved) theirssidietdlie gxtractéd with dvat¢reindictiylimeetats, the organic phase

SRR e hal S and 8PS of i B dpeiiayiieh is carried
i1Rt6 kit deik@6ted QrithotpiERbdi6n. 26/MISTMEPT-I3g () AATINO,S 237.278)

precipitated crystals are filtered off,
water. 4.3 g title conpound is obtained. Mp: 209C.
.) 2z Chloro-6-net hyl benzoxazol.e (Haviv F. et al.: J.
ot C R e R ARS8 15Ty (o5 ol )
To- 0181 %y@bﬁﬁﬁﬂ&?%ﬁéﬂ%ﬁ'@%@hylb%ﬂ%@@%ﬁﬁllfaﬁyﬂ&e@te, 10 ml methanol
toluene, slowy 6.2 g (30 nmmol) phosphor
apdAtSamh | 2¥ seuinshyiorade solution aredadded amidxthemeixiwe iestirea! at room
tqlilrg%g%}'%r%eftolf gﬁtlﬁgl%] teloq% V%Q{ %;r{e%}%glg gfrazhe -Ir-%%@seo\!vgtgp }s alld%led and the
nRk@Fd RidcAiREH WHANRARLIGmSR)dhSoel Silthic! TRE BrbcRithreddMRitals are filt
et her sol lﬂti on is evalporlg}t e? 2.8 ge tit?e C%gﬁpocg}ﬁsdasl%re lltered
ofbwasheddwith witer. Ogtdng ditle anompiobnd BCMVBeMsyjtals 68 obtained. Mp: 144-
1 CINO 167.594). 30 c.)
yl - (6- net hyl benzoxazol - 2-yl sul fanyl )acetate 0.27 ¢
(2.6 mmol) thioglycolic acid nmethyl ester is dissolved
in 8 mM tetrahydrofuran, 0.132 g (3.3 nmol) 60%
egodi ¥ hi(drd-Bishigobadeimetlyd)aming |prapyl }s246-mettedbeatoxazol-2-
%%m Eeneﬁer ature for WO 2007/ 034251 PCT/ HU2006/ 000077
yisliqry DACEIIPIe  then t he sol ution of 0.4 g (2.4 nmol)
Ttk oitRmboMEL Ny (DS E’rﬁﬁ’é@(@b%tﬂyﬂ;eﬁ?oﬁ‘zol-i-§tsﬁﬁ§%gfag{tiér5a%{éi in 10 ml

is added to it. he reaction m xture is Stirr
chlorofgmnh§uidsg (1.Aenmeb N-erethyilmorphniine b, added. Tlas indxtere s cooled to —

ragt w th.water and ethyl acetate, the organj :
1 G BT sl B Gl adiakiodt Spdrdeanior 5 mimtes
i h [ ] ' s i i nt he .
T 1,17 41 O g i i 5
clilorofeant NOBHled 33 .i107i8) thednixture is stirred for 30 minutes under cooling and 30

ﬂ‘%lgjt%b %#&Fﬁ%é}%ﬁ%ﬁ%._ ”Fﬁey clh?(yrlo o?rrr]lyslollf’ltfo%t iis %va%ﬁédd w-1|’;101 V%t65r7ang with 5%
p&tQSSh'ﬁﬁﬁ WHIQ%@I; SXBAO Soldtion, ikl B0%! JoAREN Hifate 2 Blaporated in vacuum.

nmet hano
The resulting oil is purified by column chromatography to obtain 230 mg title compound in

the form of an oil. LC-MS[MH"]=452 (C21Ha;CLN;O,S  452.404),

Example 77.
N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl }-2-(4-methylbenzoxazol-2-

ylsulfanyl)acetamide oxalate

In the general formula (I) Ar' stands for 3,4-dichlorophenyl group, X and Z for methylene
group, R! for methyl group, Y for 1,3-propylene group, R? for hydrogen atom, B for sulfur

atom, Ar” for 4-methylbenzoxazol-2-yl- group.
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and 4.8 m 2N sodi um hydr oxi de sol ution are added and

the m xture is stirred at room 10 tenperature for 12
whowr7®3423he sol vent is renoved, to the resi duePp@BEHER0N6H00077

added and the m xture is acidified with potassium

hydrogen sul fate. The precipptated crystals are

filtered off, washed with water. 0.34 g title

conmpound as white crystals are obtained. M: 144-

The4f6eeddfe & described in Example 76. is followed starting from 0.44 g (2 mmol) (4-

N-{3-[ (3, 4-Di chl orobenzyl ) (et hyl ) am no] pr

methﬂwrg@m@kazsdmﬂ@nyvmup peidyAof dbepratite salres '&%%;‘[Qéd frotn e product.
| o
igE. PR o eruBlafioh SoRy I o form o whte extele Mpi 497150 C

chl oroform 0.15 g (1.5 rmol) N- et hyl m)rphollne 'S

added. The m xture is cooled to - 10C, 0.2 g (1.5
Exirgllg 78-ent - butyl chloroformate is added to it and

e e N T

in 3 m chloroformis added to it and the mxture is
stirred for 30 mn tes under cooling and 30

Ingthe EBmHIOIE DA SEPHE RIS bABRIFHRSBTL DB ¥ ShAGRE methylene

el R B gD gl P Lo RO ASBYIER B 9E DR thiiRin atom, B for
suYstu idn, AFhforphetylteiag. oi | i s purified by col um |

chromat ography to obtain 230 ng title conpound in 25
the formof an oil. LC M5 MH] =452 (C21H23C12N302S

oSS P FURTR By sy & L o, o oo
0.4 &‘gu@‘ ﬁhmdl) adebaoprdeylaxniheahglrdgenl llsrotrﬁk& g;ednemi'{fedf mrﬂnm salution of

é ) Arl stands for 3,4-dichlorobhenyl roup,

0iog (ﬁmrm/lp @@fgumd}ygwldq:@ 4 i witer aYd Urges Gpoling qrbllce Water bath, 0.37
§2 PBP(% gﬁﬁlf%ﬁ%‘% 1&)@% i f*fé{ﬁg %(5 gkgleg Eaﬁgorﬁ ﬁﬁxture 18 stirred for

1 \ﬁﬂlﬁﬁﬁﬂe/r Q34m/l aﬁﬁfd%@ﬁ@/@&@@ﬁﬁemﬁé’raﬁiﬁ& ’ﬁ’[eopledm[tetedl&rystals are

descrlbed in Exanple 76. is followed starting from
fikerad off apg weslksid) witly water to obtain the title compound.

LB € RO, B i oduct . Thus, 800 g

titI e corrpound is obtained in the form of V\,hite
9-150 C. 5 Exanpl.e 78.
b. p ( 3 N {l§r[é%ﬂd?léb]@%pﬂl)fmeﬁw)ﬁma%ﬁ]P@Pﬂﬁaﬁnﬂs}ﬂf&nyl)acetamlde

BB P D3RS Ao ARl oAb e 3
dﬁﬁloﬁ)&h@tﬂaﬁle 0.2 ml (1.5 mmol) triethylamine is added, then 0.43 g (1.5 mmol) N-(3-
bromopropyl)(phenylsulfanyl)acetamide in 3 ml dichloromethane is added dropwise and
the mixture is stirred at room temperature for 4 hours. After removal of the solvent water
and ethyl acetate are added and the mixture is extracted with 3x15 ml ethyl acetate. The
organic phase is washed with water, dried over sodium sulfate and evaporated in vacuum to

obtain the title compound. LC-MS[MH+]=397  (C;sH22CpN20S  397.37).

Examples 79-81.
The compounds of Table 2. are prepared according to the procedure as described in

Example 1.
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to obtain th
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AR gteb Reonlnly

then 0.43 g (1.5 mBly-QH{ 3-
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sodi um

sul phur atom Ar2
PCT/HU2006/000077

€r cooling on ice-water
| acetyl chloride

sfirred for 1
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etitle
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Examples 82

The compounds of Table 3. are prepared according to the procedure as described in

Example 1.

-85.

RG
Cl
w')\”
Cl

Table 3.

S
N/U\( \Ar
H 10

R

Ar'=3,4- dichlorophenyl

X= -CHz-
R!=-CH;,
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R2= H Z= -(CH2) m Exanple n mAr2 M (C [M}] 79. 3 3

(,N497 S NHZ 80. 4 1 N483 (/S| NHz 81. 32 /Na
wW@7008034281 NHZ 10 Exanpl es 82-85. The conpoundsPolf/HTU2a@e®00077

3. are prepared according to the procedure as

described in Exanple 1. 1532{able 3. R O C DONN

S jI)~CH3 R HRi C?}_gk irchl orophenyl X=

-CH2 20 Rl= -CH3 WD 200 51 P HU2006/ 000077 34

Y= -CH(R) - CH(R7) - CH2- R2= HRZ=H- CH(R10) _ Exanple R R

R1I0 Ar2 Mp (O [MH] N 82. hH ~S 483 NHZ N 83.

Hl\/bH~SI . 91-93 7 M),

Example | R° R’ R Ar’ Mp (°C) [MH"]

N
8. | Me | H o | —< ]@\ 483
S NH

N
5. | B | Me | m | < :@ 91-93
s NH

N
4. | H | H @ %/]@ 545
s NH

N
$s. | H | H | Me | < I:L 483
S NH

Example 86.
2-(6-Aminobenzothiazol-2-yl-sulfanyl)-N-{2-[(3,4-dichlorobenzyl)(methyl)amino]
ethyl}acetamide (I)

In the general formula (I) Ar' stands for 3,4-dichlorophenyl group, X and Z for methylene
group, R' for methyl group, Y for ethylene group, R* for hydrogen atom, B for sulphur

atom, Ar” for 6-aminobenzothiazol-2-yl group.

c.) N-(3,4-Dichlorobenzyl)]-N-(methyl)ethane-1,2-diamine

The N-(3,4-dichlorobenzyl)methylamine (VIII) (4.8 g, 25.5 mmol) prepared according to
Example 1.a.) is dissolved in 4 ml water and heated to 95°C. To this mixture is added
dropwise the solution of 1.7 g (8.5 mmol) 2-bromomethylamine hydrogen bromide salt in 3
ml water. The reaction mixture is heated for 2 hours, then after cooling to room
temperature it is saturated with solid sodium hydroxide. The aqueous solution is extracted
with 3x10 ml ether, dried over sodium sulfate, evaporated in vacuum and purified by
column chromatography using chloroform - methanol 2:1 mixture as eluent. 1.9 g title

compound is obtained in the form of an oil. LC/MS[MH]=233  (C10H14N,Cl, 233.14).
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NHZ N 8. HHS 545 NHZ N 8. HH M ~S 1 483 NHZ
5 Exanpl e 86. 2-(6-Am nobenzot hi azol -2-yl -sul fanyl)-N

w¢ 200703424t di chl or obenzyl ) (i net hyl ) am no] PCT/HU2006/000077

ethyl }acetam de (1) 10 In the general fornmula (1) Art

stands for 3, 4-dichlor ophenyF sgroup, X and Z for
t hyl.ene rQu f or Y f ethylene

Ar oup Brpor Bt el avhanchpeim Dime B SutingliunTasomdon 2 hydrogen

bf&ﬁldégﬁm nobenzot hi azol -2-yl group. c.)
N- (3, 4-Di chl orobenzyl )] - N (met hyl ) et hane- 1, 2- di am ne

Ths Nr(Ped- -NichByrdbatizg] -0 (oimtind e thpmed lﬁZydhammrree(l(g[M 3 )nnﬁ@ﬂl) 8f pomt c.) is

| d I e
el T B T R A et s AP o ghicplt b eample 1
dmte;bl)a:taen&s addedd il OMBRRA.INIE.: §63- Ybsen of 1.7 g (8.5

- br ononet hyl am ne hydr gen bromde salt in 3
m water. The reaction mxture is heated for 2 hours,

hen ftercoI| tq.rqom t ure. it is

At UP APPSR 4P o TP AT v de-diehlorekaedhfaethy)
aﬁlﬂ{d]éthﬂl}]ade&rﬁﬁgr acted 20 with 3x10 nl ether, dried
over sodium sul fate, evaporated in vacuum and purified

le? C&bmmod‘ﬁl{bﬁ@t,‘bgmhhin@bmyl)(glediyﬂ)aM@Buhiyl-}acmarhmlﬂoI hydrogen
title

bgmlg? ﬁ%ﬁ Uf p]oqlﬁg?f(@ ?E]gop JSGmmg D\is trE@cf‘/%T?tgﬁ'lopT gzagrgnobenzthlazol 2-thiol
((ggg-%!"@)."o”\l%% g3 destfibed M%QQ}ZI@QS&?@OE&H hlke'%%%&&&%ﬁ which is

porifiecy colufnd- ¢hi @patogiaphy usiop dnzarie){ athyhade)aerBrip}entiyl mixture as
br o

oEES. G T RO 1 RERER o i Ao o, 91 il FGIMSIMIL 1455

(QAHQ)CIZ‘N@WSM f point c. ) is treated with 0.94 ¢
br ormacetyl brom de simlarily as descri bed

|nExarrpIe1 5d.) to obtain 1.45 g of the title

£$ nglomd 162-165C. e.)

22 nobenzot hi azol - 2-yl sul fanyl ) - N-{2-[(3,4-dichlo
21606 # bar{ZFRE AN L -y 1 &R 0)-NR A1y (3, 4 4R B HThAR) (methyl)amino]-
ethyl}propionamide

In the general formula (I) Ar! stands for 3,4-dichlorophenyl group, X for methylene group,
R! for methyl group, Y for ethylene group, R? for hydrogen atom, B for sulphur atom, Z for

ethylene group and Ar? for 6-aminobenzothiazol-2-yl group.

d) 2-Bromo-N-{2-[(3,4-dichlorobenzyl)(methyl)amino]ethyl } propionamide hydrogen
chloride salt

The N-(3,4-dichlorobenzyl)]-N-(methyl)ethane-1,2-diamine (0.23 g, 1 mmol) of Example
86.c.) is treated with 0.19 g (1 mmol) bromopropionyl chloride as described in Example
1.d.) to obtain 0.4 g of the title compound. LC/MS[MH"]=367  (Ci3H;;BrCLN,O
368.10).

e.) 2-(6-Aminobenzothiazol-2-ylsulfanyl)-N-{2-[(3,4-dichlorobenzyl)(methyl)

amino]ethyl } propionamide
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The
2-brono-N-{2-[ (3, 4-di chl or obenzyl ) (net hyl ) am no] et hyl
w@ awewarstde hydrogen 10 bronide salt of poi nt PAT/HU2006/000077
(0.22 g, 0.5 Mol ) is treated with the
6- am nobenzt hi azol -2-thiol 360.09 g, 0.5 mmol) as

desgri bed ,i e ' .
e e
chitsridealtesament-d. BOSY ca@ed6aingncd) ik, trdakeeinwih Bb-amidobereztlziszol-2-thiol

eluent. 0.22 g title conpound is obtained in the for

(0df7 glﬁ):ftﬁ m;nqlmwm9q% xmlg Hecodoopbiein the title £8y1po which is
pu?Eﬁae?‘?ol‘y}e%)%gxll% é%&@g@%&?ﬁ%%%@ﬁh éﬂeﬁ%ﬁlnt)f”i‘y DMk as eluent.

0.84 Byitl} psRPLGIIAFLBRIRA ih the foem geysaisa Mg OF7ADN0EC( 1) Arl

stands for 3, 4-dichlorophenyl group, X for nethyl ene

group, Rl for methyl group, Y for ethylene group, R2
Eforlgggrogen atom B for sul phur atom Z for ethylene

)ba up and Ar 2 for 6-am nobenzothi azol-2-yl group. d.)
N%%ﬁ@ﬁ@i&‘hlél%béﬁﬁ@émdﬂh@bh@fm@&nimhylbf@iyt}yﬁ—xmiﬁznhj[éﬂwpyridin-z-

propi onam de hydrogen 25 chloride salt The

yisuifanydagetemids(Bbenzyl ) ] - N- (et hyl ) et hane- 1, 2- di ani ne

(0.23 g, 1 nmol) of Exanple 86.c.) is treated with

0.19 g (1 nmol ) bronopropi onyl chloride as descri bed
Tni tRe EX@Ral formudla d)Att' Gtadlf &8, H-dichiprofhenlegrbin,| X and Z for methylene

co und. LC MS[ MH] =367 ( CL3HL7Br C12N20O 8.10). 30
gr@ugrtp }g for methyl gro[up, Y]for -CHg(—CHz-CH(CH3)- group, R% ?or hyd)rogen atom, B for

-( 6- Anj nob ' = Vi -N-{2-[(3,4-dicl-i

Sulg%liucr) %@@Zy r) ?dr}ftzet?]%%l?ﬁ?%;bﬁ%ﬂdﬁg%&gg%%%r opi{ ongﬁri de WO

2007/ 034251 PCT/ HU2006/ 000077 36 The

2-bromo- N-{2-[ (3, 4-di chl or obenzyl é& 2t hyl ) am no] et hyl
3 pr ofi(BrtdRicHetthearBYeN-tmeHyOPPEe-3r daBinepoi nt d. )

(0.39 g, 0.96 mmpl ) is treated with

6- am nobenzt hi azol -2-thiol (0.17 g, 0.96 nrol) as
c/89S ca] 3ed Dhithibrodepkye)(nethy))aininofhitan-2-onk €XT)i t | e

cojr\r]pound. which is purified by col um chronatography
Thes Mrig-Actirlptstosparl metbylaming hysogen shleride salh 64418, & Himmol prepared

oTofof 4 ElSgPRICE LBRARLF RElh y WEDHBAEL 18 & 0 mno
pdrdfolih@déhylde ahll 00 akIgBAY inidtphdeydnears aikd 1o rahb eeapionmixture is

-2-(thiazolo [5, 4-b]pyridin-2- yl-sulfanyl)aceta de X
refluyed for 10 hours. After cooling, 15 ml water is added and the pH 1s set to 10 with

40% sodium hydroxide solution. The aqueous solution is extracted with 3x20 ml ether, the
organic layer is dried over sodium sulfate, the solvent is removed and the residue is
purified by column chromatography using chloroform - methanol 10:0.5 mixture as eluent.
3.1 g title compound is obtained in the form of an oil. LC/MS[MH1=260 (C;,H;5CLNO
260.17).

¢/2) 4-[(3,4-Dichlorobenzyl)(methyl)amino]butan-2-one oxime (XII)

The 4-[(3,4-dichlorobenzyl)(methyl)amino]butan-2-one (2.6 g, 10 mmol) prepared
according to point ¢/1.) is dissolved in 25 ml iso-propanol and the solution of 0.7 g (10
mmol) hydroxylamine hydrochloride in 2.5 ml water is added to it. The reaction mixture is
stirred at room temperature for 2 hours. The i-propanol is distilled off, the aqueous residue

is alkalinized to pH 10 with 40% sodium hydroxide solution and extracted with 3x20 ml]
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10 In the general formula (I) Art stands for

3, 4-di chl orophenyl group, X and Z for nethyl ene
w@eaap32RL for nethyl group, Y for -CH2- CH2- CHOCHBRU2006/000077

group, R2 for hydrogen atom B for sul phur atom Ar2

for thiazolo[5,4-b]pyridin-24yl group. 15 c. )

ﬁ%}sgﬁ'ﬁe ufn%é grrg%glecngl}/asg ]15 hlflgcir%v sgcﬁ)g&lasr&?fate evapora ecP In vacuum to
thaﬁhmr £ kIR Z80motRA by kleafvrinodPatt 811- e s Mﬁ*}ﬁﬁbe (C12H1sN,CLO

4-di chl or obenzyl ) net hyl am ne hydrogen chlorid
2§éI18)(4 2 g, 19 mmol) prepared according to Exarrpl e
.a.) is dissolved in 10 nml iso-propanol, 1.8 g (60
nnDI) 20 par af or mal dehyde and 20 ml (340 mmol)

cjcet oney-gy @Iﬁélﬂ&%b&&yl)ﬂ-]\ﬁﬁ@thtyhﬁtz{neﬁg%é?ﬁ‘inm xture is
fefluxed for 10 hours.” After cool i ng, m water is

lagddd.6armampbe 4pliB ﬂd)lsbbrqb@nm@)(metﬂyl)amﬁ%]’Buiaim-amne oxime prepared

oGRS BoRP ot it REnSgRile 3P aplarana efiens 50 afe prosence of
OSSOQ| RaAEFEHIckal @talyNETIROLIIGH: 14 Rr{RRBVEHo 3ndlet Jb@nﬂo%ﬁﬂ Qi8btained in
purified by col um chr omat ogr aphy usi ng chlorof orm

the foenivdaoloil IDCMS[MHEXEA6E 46 14Tl 265181 g title
conmpound is obtained in the formof an oi
LG M5[ MH+] =260 (CL2H15C12NO 260.17). c/ 2. )

d?x[ (3. Ero@a&m{ztfw QnEM1d0BBAAY hady el RU]-*inGhApRpIK Me
a@ﬁﬁpekiwdﬁﬁmnbﬂnm@nzdt)(nethyI)an1no]butan 2-one (2.6

(G TRa BoRO i A s e HE LG dilsoegl) prepared in

pBinf @) (sl Peactiiiithhy ds OgT_)(h 281 Agndly @f&ﬁéﬂc@tﬁrl Peorhille aor%oﬂimg to the

~water is added to it. The reacti'on mxtufe is stirred
peacedwrerast despritredt inr Bxaimple 2.daboter shtaifih®26 gptitéepeompouing. LC/MS[MH']

| St e ous residue is alkalinized to
38L%§ﬁh&§gﬁgié&?§@ﬁﬁ§ﬂﬁﬁ dr oxi de sol ution and extracted
with 3x20 ml WO 2007/ 034251 PCT/ HU2006/ 000077 37
ether. The united organic phase is dried over sodi um

esul f A &3-|@viPisbiarebirizyl)ractiuntioo]- bintetiiyipr2ps} - thivtalo
1 f. | . LC MS[ MH+] =275
FATR e aydicigfiag" ) el
3( N- (324 ‘Br&')n@f]‘l’ -98.98enaxhiokoBdnER e Ra R o Bt POyl facetamide
hndlpgaa brdiidhl ol oBeitzg ) (weobyd) goiind) et oith 16 (1 mimol)

t t
ﬂﬁ%’ﬁ)ﬁaenéﬂm W??d-%‘%rﬁcc o n‘}o g iy %fﬁﬁo i eﬁgﬂﬁfiége@?@@me Le) to
oBfain 0. 15 @uﬁ’é‘%@ﬁﬁ Biuﬁkﬁi the &bfth ¥o¥tan ol ELC??’MSE[%IH A'@S9 (C20H22CLN4 08,

removed. 0.79 g t|t e conmpound iIs obtal
46946, of an oil. LT MS[ MH+] =261 ( C12H18N2CI 2 261. 194)
10

Examples 89-91.
The compounds of Table 4. are prepared according to the procedure as described in

Example 88.
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2-?3r ono- N-{3-[ (3, 4-di chl orobenzyl ) (net hyl ) am no] - 1- net
whydopneayl } CT/H]
[ 1-N- (3, 4- Di chl orobenzyl )] - N-net hyl but an- 1, 3- di am ne
(0.3 g 1.15 mvol ) prepared iRg point c.) is reacted
with 0.25 g (1.26 mmol ) bronpacetyl

to the

20 The

2- Brono- N-{3-[ (3, 4- di chl oryghgngydpif-metR¥)-) am no] - 1- net
hydr ogen brom£ de(ggjlt (0.46 g, 1

acet am de hydrogen brom de salt

hyl propyl } acet am de

PCT/HU2006/000077

brom de accordi ng

381

15 'procedure as described in Exanple 1.d.) to
obtain 0.26 g title cogpeunddichictddbleMt]
( C14H19Br C12N20* HBr  463. 04)
N-{3-[(3, 4-D chl or obenzyl) (
l}-2-(thiazolo

e.
Xﬁt—‘)ﬂy{h-) ani no] - 1- met hyl pr opy
[ 5, 4- b] pyr ilgli=n_-c%{-3yl sul fanyl ) acet ami de

nmmol ) of point d.) is r eact eRF=wklt h 0.16 g (1 I nnol)
thi azol o[ 5, 4- b] pyri din-2-thjol Laccording to the
procedure as described in anpte |.e.) to obtain
0.17 g title conmpound in the formof an oil.
LCLMBLMHE] 469 (C20H22CI 2NAQS?2 469, 46) . 25 Exanpl es .
8p- dxample gonpBlinds| of Tabhg 4. arg pridpaf@d [MH']
according—to—the -t g,adurﬁ as di?cr:cﬁéd HA %a.r,!e
88. 3Q,Tabl e 8 ~ "
2007/ 83'4251 Pg‘ﬁe/(gﬁiom/ 00 Al = sty
3}, 4-di chl or ophenyl = -CH2 R=-CH3 5 Y=
- ICH2- CH2- CH( R8) p1eR2=| H Z= - Exanple R8Ar Vp[ (O
[ MH+] 90N —~ 200

(enant.) 0 Me

Me N
91. —(D\ 199

(enant.) 0 Me

Example 92.

N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]-1-methylpropyl } -2-(4-methylbenzoxazol-2-

ylsulfanyl)acetamide

In the general formula (I) Ar! stands for 3,4-dichlorophenyl group, X and Z for methylene
group, R! for methyl group, Y for -CH,-CH,-CH(CH3)- group, R? for hydrogen atom, B for

sulfur atom, Ar® for 4-methylbenzoxazol-2-yl- group.

0.44 g (2 mmol) (4-methylbenzoxazol-2-ylsulfonyl)acetic acid is dissolved in 6 ml
chloroform and 0.2 g (2 mmol) N-methylmorpholine is added to it. The mixture is cooled
to —10°C, 0.27 g (2 mmol) fert-butyl chloroformate and after 15 minutes of stirring 0.55 g
(2.11 mM) N-(3,4-dichlorobenzyl)]-N-(methyl)butan-1,3-diamine in 3 ml chloroform are
added. The reaction mixture is stirred for 30 minutes under cooling and 30 minutes at room
tempetature. The solution is then washed with water and with 5% potassium hydrogen
sulfate solution, dried over sodium sulfate and evaporated in vacuum. The resulting oil is

dissolved in ethyl acetate and transformed into the oxalate salt. In the form of white

crystals 700 mg title compound is obtained.

Mp

. 108-111°C.
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89. Me (rac) 85-87 S NHZ Me N 90. --</ 200 (enant.)
OMe M N91. ---(/ 1 199 (enant.) O Me 10 Exanple

WO 2007084251 PCT/HU2006/000077

3-[(3, 4-Di chl or obenzyl ) (et hyl ) am no] - 1- met hyl pr opyl }

- 2- (4- et hyl benzoxazol - 2- vyl gyl fanyl )acetam de In the
general formula (1) Arl stands for 3, 4-dichl orophenyl
group, X and Z for nethylene group, R for nethyl

FhRYR 93Y for - CH2- CH2- CH(CH3) - group, R2 for hydrogen
atom B for 15 sulfur atom Ar 2 for

N { 6B Iy Disblvz obeanzpl) ety amjnola p-methyderogy 1 2-(Grmkthylbenzoxazol-2-

4- hyl benzoxazol - 2-yl sul fonyl )acetic acid is
y&y@@ﬁﬁéﬁam}ﬁé@g#a?e ﬁi‘i oroformand 0.2 g (2 mmol)
N- et hyl nor pholine is added to it. The mxture is

cooled to -10C, O.?? g (2 mol) tent-butyl
Lig tHeogenénat Framalaa(dyl Aaf stendsifor Aidrdiclderophenyl igravipnél Mdob fgr methylene

SRS B s 3 o R GG e, 5 e e o, B for

s@lphr &6 OAPTBF BInddiRy1b&hdeak0l- B8 ofRCtion m xture is
Stpl rred for 30 m nutes under cod6ling and 30 minutes at

room tenpetature. The solution is then washed with

wat et and, wi t h 5% pot assi.um_hydr.ogen , sul fate

ARG Indibrolatyt BRS TR TER PR R st BBy A a8 mmoD (6
nYASHbERZ 048]0 § Bl foh PacRlib bR, 367 8018 toktbo8hNS obtained as white
acetate and transforned into the oxalate salt. In the
cfystals. dp: UKB1160°Q5 crystals 700 ng title conpound is

obt ai ned. Mo.: 108-111C. WD 2007/ 034251

PCT/ HUJ2006/ 000077 39 Exanple 93. N f

Exalnbi o4 Di chl or obenzyl ) (net hyl ) am no] -1 - nmet hyl propyl }
- 2-(6-met hyl benzoxazol - 2- yl sul fanyl ) acet am de oxal ate
2s@enzahippol gl sydaryhal- {Bel Irdidichidrpbezy]) @uethd 3aniiop]propyl }-N-

n&’gtﬁ‘y-lggegag{iggaphenyl group, X and Z for- methyl ene

In the general formula (I) Ar' stands for 3,4-dichlorophenyl group, X and Z for methylene
group, R' for methyl group, Y for 1,3-propylene group, R? for methyl group, B for sulphur
atom, Ar? for benzothiazol-2-yl group.

c.) N-(3,4-Dichlorobenzyl)-N, N -(dimethyl)propan-1,3-diamine

1.5 ml (12 mmol) N,N’-(dimethyl)propylamine is dissolved in 15 ml acetonitrile and 2.5
m! (18 mmol) triethylamine, then dropwise 1.4 ml (10 mmol) 3,4-chlorobenzyl chloride is
added to it. The reaction mixture is heated under reflux conditions for 2 hours. The solution
is evaporated, the residue is dissolved in dichloromethane, the insoluble salts are filtered
off, the organic phase is washed with water, dried over sodium sulfate, evaporated in
vacuum and purified by column chromatography. Thus, 0.8 g title compound is obtained in

the form of an oil. LC/MS[MH'] 261 C,H;sCLN, 261.20)

d.) 2-Bromo-N-{3-[(3,4-dichlorobenzyl)(methyl)amino]propyl} -N-methyl  acetamide
hydrogen bromide salt
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group, R1 for nethyl group, Y for -CH2-CH2-CH(CH3)-
group, R2 for hydrogen atom B for sul phur atom Ar2
wo 00076348t hyl benzoxazol - 2-yl group. 10 Accor di POT/HD2606000077
procedure described in Exanple 92., starting fromO0.4
g (1.83 nnDI) (6- nethylbenq,xazol L2- ylsulfonyl)acetlc

Thgr I{}F@aﬁf I L Bi\ggmﬂ% ; Séorghall glaml pgint c) (0.8 g 3
ml%)o%) Be ?@a@%eh' V@ﬁl@ b 32ml/ B mbﬁ@m Yhomddctist blomide, dicediﬂdﬁfgdbethé yrocedure

met hyl ) am no] p ﬁ}> N- rrethlacetamde(l) I'n
as gleswitell if Examble 1(41) tcAp taist hhelg tﬂbrcosl,p@u@ri ehVBHe smimq Mp.: 142-
45 up, X and Z for nethylene group, Rl for nmethyl
1 g up, Y for 1,3-propylene group, R2 for nethyl group,
B for sul phur 20 atom Ar2 for benzothi azol - 2-yl
group. c.)
e N ( 2-Bdizothiazp bBetsplfayyNN-{3-HB dediphlpioberyAimethylem e propyl}-N-
m . (12 nmmol ) N, N -(di nethyl)propylam ne is
’nﬁﬁé@'twgﬁ&in 15 m acetonitrile and 2.5 nl (18 nmol)

Tﬁer | &3 BYSREINIE3- [(It3m&ﬁcﬁilbﬂibéh%ﬂ)(ﬁle&ymhmirik@pmﬂ})N-methyl acetamide
y

, 4-chl or obenz chloride is 25 added to it
hydearnlhymnrdex&altr(@ 0i8§ gh@atmarolrfenointet) igeacdetvithdhd’ g49.5 mmol)
he sol ut.

oSS SRLHHAT i RS A RS B 3 0 o

0. ﬁ"y It ﬁﬂ@(éon@%ﬁnd RO FGRN b€ aRNAE qcmsgwﬂh%m th \@4:8h;CLN;0S;
dri‘ed over "sodi um sul fate, evaporate vacuum and

46847)f i ed by col utm chromat ography. Thus, 0.8 g title
conpound is obtained in the formof an oil.
LG MS[ MH] 261 C12H18C12N2 261.20) 30 d.)

Eg@ﬁ%@@@ N-{3-[(3, 4- dichlorobenzyl)(nethyl)anino]propyl
met hyl acetam de hydrogen brom de sa

2 m@mmauezmthmw Ewizswemdbofe Brl[348, 4=rd1élﬂor0phenyl)pr0pyl] (methyl)

4- or zyl)-N, N - (di met hyl ) propan-1, 3-di am
mﬂg&ﬁﬁoﬁﬁ$%?f@¥§3§g.8 g3 nmml) is reacted with 0.3 m
3.4 mol bronoacetyl brom de, according to the

procedure as descrlped in Exanple 1.d.) to obtain
Imﬂwsg@etaltﬁogncl@n@b@md stagdywhior 8, Ml%@@pbenwroum@ and Y for 1,3-

prfpz’lgg?] g{ﬁ“ﬁ' Z 5o mith%egﬁ g¥0élﬁy}1) fq{l_r?ef;hyfl 50up; gi Cfﬂﬁ lgdé%%err]lza)’gom, B for
sdlgm%wﬂl AR %Maﬁ'irﬁi%}éﬁﬁoﬂﬁ‘iazdlﬁtﬂ)% @?ﬁt ani de The

Brono-N-{3-[ (3 di chl or obenzyl ) (net hyl ) am no] pr opyl
} N- et hyl acetam de

a.) [3-(3,4-Dichlorophenyl)propyl]methylamine

a/l.)  3-(3,4-Dichlorophenyl)propionaldehyde

To the solution of 10 ml pyridine and 100 ml dichloromethane under ice-cooling 6.3 g (63
mmol) chrom trioxide is added and the mixture is stirred at room temperature for 1 hour.
To this mixture is added the solution of 1.4 g (7 mmol) 3-(3,4-dichlorophenyl)propan-1-ol
in 22 ml dichloromethane and stirring is continued for 15 minutes. The solid material is
filtered off, washed with 3x35 ml ether. The ether mother liquor is washed with 3x35 ml
5% sodium hydroxide solution, with 3x35 ml 2N hydrochloric acid solution and finally
with 3x35 ml saturated sodium hydrogencarbonate solution, dried over sodium sulfate and
evaporated to obtain 1 g title compound in the form of an oil. LC/MS [MH =203
(CoHzC1,O 203.07).
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hydrogen brom de salt (0.083 g 0.5 mmmol ) of point d.)
is reacted with 0.23 g (0.5 nmmmol) 10
whenzosd2snzol - 2-t hi ol according to the proceduP€r/a®2006/000077
described in Exanple 1.e.) to obtain 0.17 g title
conpound in the formof an ail. LC MS[ MH+] =468
(C21H23C12N30s2 468.47). Exanple 95. 15
2- (6- Am nobenzot hi azol - 2-yl sul fanyl )-N-{3-[[3-(3, 4-dic
a)hl o ®phenyichiotamehyljprepiijchdthylamimeo] pr opyl } acet am de

general for S s for
Ths A atapreblBpmronyhpraPoTH el PO 1930 i cbyPERR s treated
&lﬂg toZtHeO rogg&lﬁlé/ ! scgfb% Qn Ef HIEII%E 185 Ryitn g{eoeﬁbelpfgn that the
or Ry roge atom or r atom
hyﬁrogaih nedieridot slmiltaZsoInoZ y‘dmgdmﬂfhusa 0.8[ 8 title compound is obtained.
4-Dichl oro hen% ro{g ] methylamne a/l.)
(%*{%%W{ ﬂ)r%]rﬁ yi\f)oi%} g?)onal dehyde 25 To the
solution of 10 n1 pyri dine and 100 m di chl or onet hane

under ice-cooling 6.3 g (63 mmol) chroin trioxide is
b.)added{[3r0,4-Déchiorsphenmel)propspli (mettl@d)aatmm}qmmlommier at ur e

The 13- @ 4?139%13&?@5 Serom e B @ﬁ?ﬁe $ p?ﬁg Sppolt ) s reacted
witif o/ %g'fgﬁ%gfgﬁkg/?%ﬁn?engcc dn{g' {6191 el oGk W@&cﬁ@c{d 1]f15Example

m nut rraterla t'ered off, washed
1 Mb tThusx 95'7ng tiele hempotie 1seblistelmedrmm tieer fdrimgefdan ofl IAE@HSEMH =271

Wit h 3x35 30 5% sodi um hydroxi de solution, wth
(CoykBsClaN2 é’lﬁlﬂfar ochloric acid solution and finally

with 3x35 m saturated sodi um hydrogencar bonat e
solution, dried over sodiumsulfate and evaporated to
c.)obt av4[3-(3,4-Dichloeophonyd ppusyey1j-N-(tdechyl)prapaosl , hdiagiithe LC/ MS
VH+] =203 Cl12Q 203 WO 2007/ 034251
Th[n@ﬂ{ ﬂﬁt@gb@/ié;%@pbzeny mrogyg]?mgthyl)am1nc())}0pré>191%ni%r?le (0.77 g, 2.84 mmol) of

|
N T
of(ah ofl, LEC/MBIMHT]%H& e &l gH, CiME02Ti.22). t 0 t he procedure

as described in Exanple |I.a.) wth the exception that
the 5 hydrogen chloride salt is not formed. Thus, 0.8

O LRSS 57 SR GO Atk oo

acbt%nﬁieh@@mmbmmmﬁ}tl ) pr opyl j|| (et hyl ) am ROI} pr opi oni tr

Treo V8- 4 BichToraptops DBrop o 4y by Sk dione 037 &, 1 mmol)
I

odsh ST s LU PSRPIALER L i

pro¢dduee dexoribethth Exarapleal.didtol obthined. 4D pntithf camnpaind. which cannot be

LC/ NS [ M <271,
crystallized. LC/MS[ME'=395 (C1sHyBrCLN;O*HBr 477.06)

e.) 2-(6-Aminobenzothiazol-2-ylsulfanyl)-N-{3-[[3-(3,4-dichlorophenyl)propyl]
(methyl)amino]propyl }acetamide

The 2-Bromo-N-{3-[[3-(3,4-dichorophenyl)propyl](methyl)amino]propyl }acetamide
hydrogen bromide salt (0.31 g 0.65 mmol) of point d.) is reacted with 0.12 g (0.65 mmol)
6-amino-benzothiazol-2-thiol according to the procedure described in Example 1.e). After

purification by column chromatography 0.05 g title compound is obtained in the form of an
oil. LC/MS[MH =497 (CyH6CLN40S; 497.51)
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(C13H16C 2N2 271.19). c.)
N-[ 3- (3, 4-Di chl orophenyl ) propyl ] - N-(net hyl ) propan-1, 3-
wale@Tiop2s15 The PCT/HU2006/000077
3-{[3-(3, 4-Di chl orophenyl ) propyl ] (et hyl ) am no} pr opi on
itrile (0.77 g, 2.84 nmol) ab point b.) is treated as
rébed in Exanple | .c.) to obtain 0.7 g title
Exg% i:oéuétrid inthe form of an oil. LC VB[ M) =275
2- ((6C4181Hﬂ}%11ﬁ%12ia2<7152 PR )N-{3-[[3-(3,4-dichlorophenyl)-1-methylpropyl]-
2- Br onp- ]([} [ 3- (3, 4- di chor ophenyl ) propyl ] (et hyl) am
(mﬁﬁ’]YBP@HWIFOP? a‘é‘é@ﬂ@ﬁl Be hydrogen bronide salt The
N-[ 3- (3, 4-Di chl orophenyl ) propyl ] - 1-N- (et hyl ) propan- 1,
3-diamine (0.27 g, 1 mmol) of point c.) is reacted
In thé peflera f@gnfula DM jtatndsofop a&;@ﬁydhldmophmgib geapo X iforg—CH,-CH,-
to the procedure descrlbed in Ie | . to obt aj n 2
CH(CAb)gerenp. ¥ TebpAoBYIeHS @FuBh cf%\rnm ae gws ifpr; pehyl group, R

o R bR SR A PR L LGS poh -%-“‘f ey

hl or ophenyl ) propyl] (nmethyl)am no] propyl} acetam de

The
a.2- Bldrd4NPiduppsbenyDal-metybrepAbrsthylmaisy | | (et hyl ) ani
no] propyl }acetam de hydrogen brom de salt (0.31 g
0.65 mmol) of point d.) is reacted with 0.12 g (0.65
a/TDI14)(3, @Duﬁﬂ@msphmyd)ﬁnmﬁtﬁqdn&zol 2-t hi oI accor ding to
t he procedure descrjbed in Exanple | After

Resrysky datet 8l JoMado Chig- Ze?%ﬂr@tl@érle%hy 0.05 g title

o PR P SBB b SRS S iy o

difReTheiiR GO6m 0 aQdianol 42d thexsipiod Stheated under reflux for 24 hours. After
2- (6- Am nobenzot hi azol - 2-yl sul fanyl )-N- { 3 [.[3
cooling, nethenql df spRAYRA L vackwmpihegiesigys 1s exttacted with 50 ml water and

TSI TLO AR APk ACSIATBAP s(diln Sl 16, SEAGERN i vacuu,

THeOksid G- @k@ied@d{cﬁkﬁ)Hg@mOaiﬂ,ZO% f 619 g)tldewbﬂipeu@d Btbhtalﬂed in the
for methyl ene group, or Iugr oup, R2 for

fory af epyaih /Y fb@lzuK?lel&lz% 21-24-or
6- am nobenzot hi azol -2-yl group. a.) [3-(3, 4-
Di chl or ophenyl ) -1- et hyl propyl ] met hylam ne 10 a/l.)

a)4 (5{34’3’E—thwrﬁp{bﬁm)ll)ﬁ%@lm@yQﬁ&thyﬂﬁﬁﬁﬁm ky A et
Chem 1973, 16, 191-194) 9.7 g, 1)
T@ 44(3d4 awé@r@ﬁb@rwbutam?opw@ had0gnmoly qfwlrrh%l )is s tréated according

to Qﬁ@ﬁl%@gd&e 308 ik Example 1.a.) to obtain 4.2 g title compound in the form of
an oil. LC/MS[MH =232 (C;{H;sCLN 232.15).

B.) 3-{[3-(3,4-Dichlorophenyl)-1-methylpropyl] (methyl)amino }propionitrile

The [3-(3,4-Dichloropheny!)-1-methylpropyllmethylamine (4.18 g, 18 mmol) of point a.) is
reacted with 0.96 g (18 mmol) acryl nitrile according to the procedure described in
Example 1. b.) to obtain 4 g title compound in the form of an oil LC/MS[MH =285
(C14H13CLN, 285.21).

c.) N-[3-(3,4-Dichloropheny!)-1-methylpropyl}-N-methylpropan-1,3-diamine
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di ssolved in 50 ml nethanol and the solution is heated
under reflux for 24 hours. After 15 cooling, nethanol
wo sow@ssed i n vacuum the residue i s extract eBCWHIRGO00077
m water and 3x 15 ml ether. The organic phase is
dri ed over sodium sulfate amg evaporated in vacuum
Th-ghge{g @orrpb![gltj:’ﬁl r%ﬁslé% 1}t) &ﬁﬂg ptyﬁg forzr@rnhlcr)’tf%ignlIC)Oi'i_)llﬂgﬂeg(3'15 & 11
mrh&)) MBpbrt 24 Fedted B4-ASCHRE i?JJE?xaﬁr@)e 1.20 taoptain 0.62 g title compound

3-(3,4-D chl nyl.) --L--net byl propy| thyl am ne The
n -e(fgm&Oﬁf’%H’Iloﬁgg[ﬁg%%ﬁ]@@%?@ﬁ%%&gg)'201rmo|) of
point a/l.) is treated according to the procedure
described in Exanple I.a.) to obtain 4.2 g title

d.)c oneBreahd-N-@hd3 (8 prdidlorophernil ) 1 -me@iyMBH M} (re8d)amino}
(Cl1H15C12N 232.15). 25 h.

Pr@’yh"get’(lr@“é @é%?%ggﬁﬂlféﬁﬁ%) 1- et hyl propyl ] (et hyl ) ani n

THE%%W [g%qnlbf dr@ph@ﬂ?l%y et ylrrgeop )1/]-N—mety§(lfrné)an-l 3-diamine (0.57 g, 2

4-Di chl orophe | prop ffam ne
mifndl),1& mpintld) mmdtc)ted)ﬁvrth(ﬂ 4t g 2.} mad) bnoawacmzﬂ iotrida@6rding to the

proreQu, Gty NEGRIS 11 450 PO ChE e SprEpebpR CMSIMH[=408

C @W dAgBhesdofgn of an 0|I LC/ M5[ MH+] =285
( %C 4H182C212N2 28 219)3] 30 c.)
N-[3-(3, 4-Dichl orophenyl) 1 nmet hyl propyl ] - N- net hyl prop

e. ﬁﬂé]%%{glgl?go?egztﬁgzglog 7 su. any 1-N FE%ZT{/ [%4 %9 c()i?éh (g)rglca)ge?rryl)4
Pi@?gﬁﬂgﬂ% QI%I%OW;)&EQHM& ( met hyl ) ai ni no} pr opi oni

tr| point b.) is treated as
Thtescr i Bdtomn-FEXdi- éi,4—dmh)or01d1enﬂ1)-ébmetﬁy]ﬁi)?opgfl](mbthgl)ammo}propyl)

ac%t%%gqc_)q;‘gﬂ(zéq% %ggué% Of a%; m%clﬂj o}' poin W reacted with 0.09 g (0.5
mrﬁ%) r6o inbbdmpitiayol-3 atﬂ oﬁj a%r&lﬁ%mgﬁr&ce&uﬁ%w %H%Ek}t&ple l.e.).

am no pr opy acet am rogen brom de sal
Aft'ehepurrﬁcatron by column chromatography, 0. 09 g title compound is obtained in the

form, ogaé§%M%ﬁ9gfgy' %ﬁ&oggo% 4{1491\# met Ihy| prop

reacted with 0.44 g (2.2 nol) bronvpacetyl brom de
according to the procedure described in Exanple 1.
Exadmpld 97.0btain 1 g title corrpound LC MS[ M+] =408 10

Négrj[é%#r ébwﬂ?é%‘wji %%larqpalf}yﬁ‘* -fecthylhgngoxagol2y; ch

ylj(eﬁn{af?ig ddiad- Met hyl propyl ]

am no} propyl )acetam de The 2-Brono-N-(3- f
In[tBe £&hetr] dormiila () stiahds for Bet-tighloraphyhyl group, X and Z for methylene

E BRI G o e
gr&rﬁoé procedrhre %g}éic:}%?g d?wé gilglrrr)lzetlhl of aceording to

To the solution of 0.1 g (0.18 mmol) N-{3-[(3,4-dichlorobenzyl) (methyl)amino]propyl}-2-

(4-methylbenzoxazol-2-yl)sulfanyl]acetamide in 2 ml dichloromethane under ice-water
cooling 0.045 g (0.2 mmol) meta-chloroperbenzoic acid is added. The reaction mixture is
stirred for 1 hour, then neutralized with solid potassium carbonate. The precipitated salts
are filtered off, the dichloromethane solution is evaporated. The residue is crystallized with

ether, filtered off, purified by column chromatography using chloroform - methanol 9:1
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After purification by colum chromatography, 0.09 g
title conpound is obtained in the formof an oil.
W(ILQM(MBBNBH] =511 (C23H28C12N4A0S2 511.54). 20 ExpapH®&286/000077
N { 3-[(3,4-dichlorobenzyl) (nethyl)am no] propyl }
-2 (4 rret hyI benzoxazol - 2- yI y4s ulfi nyI] acetam de In
st ands fo
ngxthlr ﬁugpt a‘ﬁgﬁypg ﬁ%ﬁge CQmpoyUn Iqu]ﬂIalm quhgrfgrm of crystals. Mp.:
195.@590(3Y for 1, 3-propylene group, R for nethyl group,
R2 for hydrogen atom B for SO 25 group, Ar2 for
4- met hyl benzoxazol -2-yl group. To the solution of 0.1
0 mol ) N-{3-[(3, 4-di chl orobenzyl)
E?ﬁé?‘r? am no] propyl } - 2-
I;’](IBMh&"lchl%ﬁ?’déﬁéle{ne ylbhﬁuﬁid];%r%ﬁyﬂ}lﬁ@%@{ﬁ&ﬁﬁni&agolrﬂ
dIC or omet hane ‘under " i ce-wa coolin 045 (0.2
yhstdfonyleeesanide or oper benzoi ¢ aC| d |s added The

o EREPARRL B hiA R A et YetiehPtonbienn at i, Fd 2 for methylene
gféﬁl@CYﬁbiﬁﬂo efd@bioh I@lri%r frettly® Qr‘b‘ﬁ okt forth|9§ro en atom, B for SO,
dic rorre ane-solution is evaporated.” Th hE T esidue | s

gmuysAa fior 4-anethylbé¢nzowadebl;yl giduper ed of f, purified by
col uim chr omat ogr aphy usi ng chloroform - nethanol 9:1
WO 2007/ 034251 PCT/ HU2006/ 000077 44 m xture as
T6 e glutidheis0. 1 ?QO 9 rﬁrhl)l') - g@g@%&qwo%%ﬁiﬁgﬁﬁﬁlgﬂ)ﬁmﬁm propyl}-2-

formof crysta

(Wl{eﬂlyﬂl(egquazpbwbs@&emﬂweﬁ(lmée gl anfi dm}llmlra):rpyﬂhknez -ndlemice-water

eth ac et
cuit OO BRE Rl péig iRty S Gisd dig Srasipn mixture s
st@’fé?yﬂ)r lxh@,ﬁdth%nfrféﬁtrﬂ%BWﬁP%hCE &h‘é%wm Y ch@®bnfE.OPYd ﬁl‘%@lpltated salts
gr oup RL for net hyl group, ydrogen at om

amd}lte@offgthg d;yhlmmetham sollutlcmt iR yvmcxk dhelreddyd is crystalhzed with

roup..10 .To.the solu 0. 18 nmol)
1%9 19 qbatn shefitle fognona ?&/ Fli}?r?%f no] propyl }- 2-
LCfM By i-mazoxaz e ;@m0 sukbany).] acetanide in 2 n

di CEFMroymet hang §1ur%3e? %c% wat e}d cooling 0.09 g (0.4
mol ) meta-chl oroperbenzoic acid is added. The
reacl|9 gn m xture is stirred for 1 hour, then

rzed wi th solid potassium car bonat e. The

IPERAInERbashe WIS oFmAhBohidd & si‘ﬁfog is ﬁrllagared
di chl oronet hane solution i s evaporated. residue is
crystallized W|th ether to obtain the title conmpound

Ai{;%éetlhe for% éSBéjt leic, LC/ MS[ M) =484

Lactose: 35 mg
Avicel: 21 mg
Crospovidone: 3 mg

Magnesium stearate: 1 mg

Example 100.
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
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Exanpl e 99. 20 In known nethods the tablet of the

follow ng conposition is prepared: Active conponent:
wdooorg3f2act ose: 35 ng Avicel: 21 ng 25 Crosppei/eoRes6/000077

3 ng Magnesium stearate: 1 ng Exanple 100. A ) Human

reconbl nant CCR3 receptor (hﬁ CCR3) bi ndi ng assay 30

The CCR3 receptor antagonist e ct_.of th

R@ﬂﬂg@n@lﬂm Te 61'Eerﬁ§:p‘ré I%qtgx%q\,g@ell@(‘g}fﬁ Aadiogmiive 29 ;gqr:rﬁﬁl- (2200 Ci/mmol)

“}%g%; qng test on hCCR3 receptor expressing recombi nant
and WO 2007/ 034251 PCT/ HU2006/ 000077 45 RBL2H3
cel | & thEoagshye 2083005 cdfstaze imvubaibdlin dtk pickdnce aditobic hMy EI-Eotaxin,
i odi ne 1251,. (2200

hnnol d. In th
msbﬁm é@mgwéerSea’f. ﬁcplfbaé]%ngwgsﬁl%%f S%Wo@lfﬁqfeﬁﬁayﬁp medium,

oTSSPEER” 5prlEHE 0 O GRS SO Bagf i) 00 e Celatine

3p1|r1=75 M HIEREY in [160atl BV g TBO tesgcdzhipditds 280diBSAved in DMSO, the
prot ease fr

stgg 0% SolPtigIpAA c]h?utqqll g_gvngég@ agsaYp l gﬁ% | ni‘hg%élg?dpz ni\gﬂ%gc%gﬁastlolnnls not more
|
RIS S DT L 8 e i

tekt %mﬁh&ndﬁs fay $5 aneufesr then nthel lalrelldd equtamsh | is pldded SThel hen-specific
cells, are incubated with th t est conpounds for

15
bipding sdetemned H teapferanes 0600, no- b coran. Rfer 1 hour of
0N 8 NeG e
11%?0% QSOE) Pclal ?s' %gg{éﬁ%t‘gﬁfalﬁi‘?g . f\ﬂhlg%@ &5;1&&&(‘& added. The
reaﬁﬁcbtbﬁttemnnaﬁﬂ bygknirifiezaton th gate &ynﬂmﬁ[ﬁgee(ﬂU(AMtaaBﬁﬁ)mg for 6 minutes.

lution_ is _added., Th react.i on
Tb@rwwa@%tSb?rec eeed fff i BHnipg 1Be atleies éﬁtwsﬂ?g@wn position. The

T r

pour gg d?%}?léggg %rg rbfrll(lg{r1e(§]l §¥ %Pgi) & E&u pSi [lgkgltoﬁ% S M NaOH
Stpiﬂﬁd)ﬁ ioaddeth® theepaiets mgted rlohdwet & sudutdlibdtiont & donint emperature the

ti.ssue, paper.. For soi ubilization 200 |, 0.5 M NaOH 15
radigagtivigh of d 59 dletplytilizedesofdiongs counted dp gpmypn, poyger (1470 Wizard,
V@Eﬁia\fgl lization at roomtenperature the radioactivity
sol ubilized solution is counted in gamma
counfrae rédiégcﬁiv‘i‘liyzﬁ rthk soldédd 3dn dlr&'ctt&aﬁadhﬂﬁme invirbyr of the receptors

g

the solution is in direct ratj,0 W the nunmber of the
of g@e‘fﬁ’tuéf with the amount of the bound "I~ Eotaxm and with the act1v1ty of the tested
antagonist.

The specific binding is calculated as the difference between the total and the non-
specific bindings. The activity of the compounds is calculated from the specific binding
and from the binding measured in the presence of the antagonist molecule.

The activity of the compounds is characterized with the ICsq value.

B.) Investigation of Ca*" mobilization in hCCR3-RBL and hCCR3 K562 cells

HCCR3-K562 and hCCE3-RBL2H3 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
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of the cells, with the anmount of the bound

1251 -Eotaxin and with the activity of the tested 20
waniagsensst . The specific binding is cal cul at eBCEHEURIVS/000077

di fference between the total and the non- specific

bi ndi ngs. The activity of thg conpounds is cal cul ated

fromthe specific binding and fromt [ hdi.n
sigah ofithe gample; fbe SKRATERYES HP PPHEI A 18@2@1\43 ﬂlﬁ%‘(@%ﬁﬁ& apparafus, at

. aCL iV 1.y, . ounds is characterized with
e’%ﬁ%&d&j& e\r/% Sﬁ(glg wtdgge%qgﬁ?l nvestigati on of Ca2+
Tipedeldetiz@bdamistd tseld GUBR- Rperimagts AECR3 K562 cel |'s

HCCR3- K562 and hCCE3- RBL2H3 cells in 40000 cell s/ well

denskeXitnunber of cells in one well of the

nicpgﬁkghgg are cultured for 24 hours. The cells are

washed and 30 | oaded with cal ciumindi cator dye

( Cal EéttginP us assay Kit, Mol ecular Devices). The cells

are incubated in the presence of the dye for 60

m nuRAeNTEN | e | oadi ng takes place. The dye is a

F u%cﬁfo%ﬁ% R Gl NYrCeOleleWVeC o8BS teY Ghifacellular calcium

i ndi cat &8 The i ntracel lul ar cal ¢l um “condentrati on.
coldentiatibnda ehd cdlBrsigeficintimninaeasentvhithi an besmbnitated edth the help of

ratio wwth the fluorescent WO 2007/ 034251 . )
thediroreped siamabdi the epesimgAis| anigopisbcgRprationig ised which causes a

ri r f is : R appar at us,

T B R B B o D et ve

agonAstagonisidrd addebd Sexipetes hafbteshabgonist Behaxdm. 5

Eot axi n-2 Eotaxi n-3 RANTES . FO|LOMAH%hé£e ad

[ Sition ; iod
of t hee ehange of the fhgsescent signplds mpnitgred pecoRflt idying that perio
[ in the cells significantly increases
ﬂ%ﬁg%%g%%%&ﬂggﬁ%nitored with the help of 10 the
f 1 uoThs ¢eBhsisi ghahe naximive dxmérfottewing tr aditiostof the agonist is
concentratjon is used_ which_ c usgs &,,75@% alcium L h
campied withthrsaleiumosignid opipedaterdhe addition ef Ciesame agonist, but in the
hSts; . added 15 m nutes before the agoni st
p@%%%?%ﬁ%%}ﬁWﬁgg%hange of the fluorescent signal is
moni The edivirof ke canmrudds isdbahetgrizddavitip drei 10, valhes.
process takes place. 15 The intensity of the maxi num
signal follow ng the addition of the agonist is
conp e | ¢j ' I ' t I found
adcl Prghe Spbid G e Eha B B UBRpo Rtk By OB (BmARTD) were foun
biologically active. ICsq values of the most potent compounds are in the range of 0.5 nM to

500 nM. Of these compounds, the especially favoured molecules have ICsq values between

0.5 nM and 15 nM.



presence of the inhibitor. The activity of the
conpounds is characterized wwth the 1C50 val ues. 20 On
wo b@7loaess of tests A and B the conpounds of gROEHELR006/000077
formula (1) were found biologically active. 1C50
val ues of the npbst potent coppounds are in the range
of 0.5 nMto 500 nM O thg@e. conpounds, the
especial |y favoured nol ecul es®fdve | C50 val ues bet ween
0. 5nMand 15nM WD 2007/ 034251 PCT/ HU2006/ 000077 47
Cainms 1. The conpounds of the general formula (1), O
Are NN ,B-Ar2 | z 5RL R (I) where B stands for

I
syl fur ato -SO- or - - group; Arl represents
[ %‘iﬁmpoé?l%%%?ﬁﬁﬁef@r%ﬂﬁ‘,ﬁ%ati onal ly substituted with
one or nore identical or non-idergical substituent
sel ected fromthe group_ 10 consi|sting of straight or
branched Cl1_4 al kyl rels el‘p,N,h}éi\ 2&%71_6{%’ ai ght or
branched C14 al koxy group,| trifjl uornet hyl group,
cyano group, nitro group, Rhydgexyl group, Cl 2
al kyl enedi oxy group, am no group, am no grou r
whettbstituted wth one or two identical or

non-i dentical straight or branched Cl1_4 al kyl group-;
Ba 5- otangs fasrBlietomeeierYyarl-5021 gmypicont ai ni ng one or

wo or_th nitrogen 15 at , or two njtrogen gt .
Atg\nd oﬁ%‘grgé)r(e)?/lgsenp I&%@?ﬁ of o%aé)hﬁ?nﬁr ofShPeat 8Pr#1 on§‘€ﬂ)‘°‘%{{}%ed with

oxygennat @Mnre ddentival 0? Jfsh-RleAdaR AbATBerF UsdMtEd HodMNthe group
or the benzol ogues thereof, optionally substituted

Wit h éABsigingner strgighinet beancnd Rom-allgérgroumalhalogen atom, straight or

subst i legied fromth rou onsi sting of :

trai RECH Branihely et sy oRiRLEE rul Sppnpivo srowp,
strai giytiroayl BoanatetkhilertdaxdyPryur) aREMD group, amino group -substituted
trifluoromethyl 20 group, cyano group, nitro group,

hydr osWith efequiiwo @lengical] deyoaridantioxystigieblipr, branghed Ci. alkyl group-;

R I I Ap—

i dentical "or non-i _ ( _
al kyl agin®y)pr twolnididden’ aloHEQRE BEE BkYoenMBAA, ¢ ok Eﬁt‘r&é@h atom and one

Cl4 al kyl ene group optionally substituted with one

oxygen atom or one nitrogen atom and one sulphur atom, or the benzologues
thereof, 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, straight or branched Ci.4 alkoxy group, trifluoromethyl
group, cyano group, nitro group, hydroxyl group, Ci., alkylenedioxy group, amino
group, amino group -substituted with one or two identical or non-identical
straight or branched C;.4 alkyl group-;

X and Y independently mean a straight C,.4 alkylene group optionally substituted with one
or more identical or non-identical straight or branched C;.4 alkyl group;

Z stands for a straight C;.4 alkylene group optionally substituted with one or more
identical or non-identical straight or branched C;.4 alkyl group or phenyl group;

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

Ar stands for phenyl-, benzyl-, thienyl- or furyl group, optionally substituted with

one or more identical or non-identical substituent selected from the group



10

15

20

25

30

or nore identical or non-identical straight or
branched Cl1_4 al kyl group; 25 Z stands for a straight

w@004/08d28y| ene group optionally substituted w POT/ETR006/000077

nore identical or non-identical straight or branched
Cl_4 al kyl group or phenyl ggoup; Rl and R2

i nd dent | drof '
eSS R iy Gl red O

benzylkexy Eﬂoﬁﬁ,\'ﬂydrd%gl 1oty angihe geoupy pinirengbhyy -substituted with one or
substituted with 30 one or nore identical or

non- i tenidestital suonridendivel sterighit adorerdistittie gkdugy agkyl group-,

2007/ 251 PCT/ HUJ20Q6 7~ 4 St f . .
2ot ai DRl At SO G S ASRARU Bl BEbu) or halogen atom:
br anchgd o£é4nembdtoX Hetaiooyttic dedesnxathingromeptwa e or four nitrogen

group, amno group -substituted with one or two
i dent atols, oF tWeoHIPERIALQER AN PR YBEN B0 OF Hlé%’éléFoéﬁn_%om and one

al kyl or aral kyl group- I.fl uo : :
ar oupoerr et Aicaosss b s YR R 2Bkt BuofYB Rbstitued
5-  or withaEb&r @ereh@bicar ¥ hos-idenkigalcsubstitueritrgleoted, from the group
two, three or four nitrogen atonms, or two nitrogen

at ons cemsistingeofostipighh ontberachet Conallal tgr e st ?}Wfoéﬁﬁ’l group, 1,4-
one poxygen atom _Or .0on ' ep at n e :
at om 8‘6%%[“ n%ﬂlg/ Sstﬁ Iﬁi‘%upllgé&%\% ? it oa(rii%gxgr er?gp’ehélué&h dtom, nitro
| dent g, Ofand otpglBYdrbLyl crewth ainitdlgiviup sahieotgeelyf 1sobstituted with

the group <consisting of straight or branched Cl 4
al kyl one eupwo ddensicelyen w—;@qu@? éggghtlgqb@c% &.;Eﬁlgyl- or aralkyl

group, strai.ght ar .b e 0 e vtionall
ot om e gt st 8L BTG By Ry T e By A RRT Swonal
gr oup syikuRed 9/ithWie o8 Wt straipRdorridiched @R, ailkyl weoup, halogen atom
identical or non-identical straight or branched ClL 4

al ky| or drenaylexygroupgs bensyl Srqupt +eisiosatly wybstiisd gviticpng or more

hydroxyal kyl aro he Pt o O | |

e el AU CLRIKD, 0GP Rl SR £y o o
al Kyl haloes®, alval 9geRyRt @dul5 tlenpEnZiphipXx ypygidglipgroup, -CO-O-R’-
benzyl group -optionally substituted with one aqr rmr(?

st rai ghoxpearbonyhaiewp c1wherg Ry stagds fpr siaight ghtbragrched Cig alkyl

branched Cl1. up. o e f.

group YD ﬁéﬁé‘j?}g—?&—%}gr 1&%1/1%) —é&trhgtegl’g é}e?s%galéﬁt%k branched Ci4

al koxy apl, 9C -@Oar steesRT gandstfoastghightor branched
oq %14 2l kyl Pgr i 1 &

branche [ ky group-, -NH CH2-CO 0-R4 group
- wher €1RallgH grape—f @0 FOWAi ght or branched Cl1.4 20

al kyl group-, -C6H4: NH - .
for Stﬂ?eaga'%tolocgpeso%‘%lgﬁe X or@?—g&hﬁéﬁeﬁ he\é\ér}g{}g:}%gag@%@ﬂ%sbenzene ring
gr oup;mdynepthRaRp be BuaR: slibstingsE with ddk of ni@etiddreidal or non-identical
het erocycl es where the benzene ring may optionally b

e
f ur t henbstivbent iseloeted figin Fheagreup copmivting Afestaigbpor franched Crq alkyl

non- i dg ? g& 6, Cs?rlaight or branched Ci. alkoxy group, hydroxyl group, trifluoromethyl

group, cyano group, nitro group, Ci.2 alkylenedioxy group, amino group, amino
group -substituted with one or two identical or non-identical straight or branched
C1.4 alkyl or aralkyl group-, halogen atom, sulfonyl group, sulfonamide 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, condensed with 6-membered heteroaromatic rings containing one or two
nitrogen atoms, optionally substituted with one or more identical or non-identical

substituent selected from the group consisting of straight or branched C;.4 alkyl
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substituent selected fromthe group consisting of

strai ght or branched Cl.4 al kyl 25 group, straight or
woheanobedt C1_4 al koxy group, hydroxyl group, PCT/HU2006/000077

trifluoronmethyl group, cyano group, nitro group, Cl_2

al kyl enedi oxy group, ami no ggoup, amino group

-substituted,with_one, or .t i dentical .or .
o e CHE oF AFPRROh L bR Bipupeyaleen pigm. gjiro group, cyano
ar al k%ﬂgﬁg,g@ﬂg?xg& g@é@g SRR SBup,Sdthing "%bulﬂ LRBftituted with one or two,

sulfo or 6-nmenbered heterocyclic ring
cont aidentigl onepniduntical strhigbeonbrandpdrCat divyl, gro@poppenzyl group-,

one nj trogen atom ne .oxygen atom or one nitrogen
at om hﬁ@l-@?ﬂé{ygax _ Hﬁg‘ I%FBS{J(?&(% d&frsed with 6- menber ed
wi??%%@?@&i?&ﬂa’t ?fEF LGS HPHGL Bidi9 RAEhOmehMBgs 68 A 09EY, RY, R and

optronally substituted wth one or nore )
A deats dafinat abwore; Zoeedns castraight Kt alkideme geoup croptionallypubstituted

Wl Ry OB EG S DU Go b hSC g A roup:
an%i}t%é';}.f s, vt 20RNesn&rd afd Ak KXY arllr QURitesRdOGEN at om

ro group, cyano group, hydroxyl group, am no
group, amno group -substituted with one or two,

2 e gprponi ohbtR ot oty & CRIATC ARG
B1- 4- AlLkNhCRE DMKl alord BORGY Ls pydragpoup: S with the

provi so t B stands for -SO2-" group and the
Arteani sigadsofor Ahényl ¥rouy, ofRbpalPsudbatdtutes with AREOIHE O dR] OgaR atom;

above,. Z nmeans, a straight Cl. 4 al kyl ene gro . .
KR, dRTP ISR b eUeiell int GBS HOPE POBREG gybsguted vith
non-| gﬁ@ bt ﬁ'x@ke SbARd 08t n LBk RAr fiedstetd bankidd Of O4Ry1 group;

and therr salts, solvates and isoners and the salts
7and selaudd &8 o dimighoihain @2 alkyhene oo wptienalty sugtituted with one or

e o b ARl Btk S BhMideq I Broup or pheny
st and réﬁ? phenyl group, optionally substituted with
one o fe hal ogen atom X and Y independently nean a

RS huicaR Gidefdéntdy foghehglrggeniapom ope saaight g braisbed Cut oyl group;
wth one or nore identical or non-identical straight

Agr  btandhion Phanyl SEURYPT gr oup; 15 Z stands for a

str a%%%r@ﬂie&bﬁi‘e&f‘h@ér&ﬁ‘cﬁ@ @in%,réyﬂpainiﬁgltdng,pﬁifd,}three or four nitrogen

substituted wth one or " nore’identica _

non- atdad, be alo aittraden htonsr andranechxyderCatom, ai oyt nigragep aigim and one
phenyl group; Rl and R2 independentl|y . nmean hydro .

at omPBYEER APWai0f IORe JHIPEeR R &n@loileaﬁuﬁlgj}ur éalt%p(’)ptw%glgy substituted

st andsyf gfe BRERYL 9ERRE oPhorficatidr] RbsBuRiReiced from the group

het erocyclic ring containing one, two, three or four

ni t r ogeistingt ofrstraight dmbranchedoGen adtydresoemdCon eydsalgd reroup, 1.4-

al ombu’((:)yrlen%ng?cow\rl]};,tcrygrgoegro%g,oarr?xigg gro%rf),etriﬂuormethyl group, C1.4 hydroxyalkyl
group, phenyl group —optionally substituted with one or more straight or branched
Cy4 alkyl group, halogen atom or benzyloxy group—, benzyl group —optionally
substituted with straight or branched Ci.4 alkoxy group or halogen atom-—, thienyl
group, furyl group, pyridyl group, -CO-0-R*-alkoxycarbonyl group —where R?
stands for straight or branched C.4 alkyl group—, -NH-CH,-CO-O-R* group —where
R* stands for straight or branched Ci.4 alkyl group—, -C¢Hy-NH-CO-R® group —

where R’ stands for straight or branched Ci.4 alkyl group—, oxo group;
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oxygen atom or one nitrogen atom and one sul phur
atom optionally substituted wth one or nore

wo denwseal or non-identical substituent sel ectrdr/HUCING/000077

the group consisting of straight or branched Cl4
al kyl group, C3_6 cycloal kylsggroup, 1,4 25 butyl ene

gr oup, ,cyano gro ard no graou r t :
o
subshiyt Bhieshat R RRBeOsubIButedSkitRic@blor anoreridaativatior non-identical
Cl_4 al kyl group, hal ogen atom or benzyl oxy group-

benzybstyneom peleotsdi oml thy greuppeensisting PIvitiele tqr&rgt}?he% Ci4 alkyl
o oS i et pE BB PR, R g R @ Bmet] BBt nitro group,

- CO0- @ Rirab APYAmiab Qedup, Whede gfdap 3Quisstiduteld whthrone or two
stral gzht or branched Cl1 4 al kyl group-

- NH-iitic@DoOnRa-idemsiopl sihighteor Ranehednds: pliw] groupghelogen atom,
or br ctled Cl_4 al kyl group-, -C6H4-NH CO- R5 group -
wher BVRBY'SHARs for straight or branched Cl_4 al kyl

gr OUR- yeberedl! BitBrocy¥Rc 208 O3 4dik R /JriliBEMR6AB0REY dtoms, or one
50 the benzol ogues of these 5- or 6-nenbered
het emitroger! atomwiret end heydsariemeot Pegnitiegsn aiom apchpng syphur atom

further, substituted wth,one or re id .
non- fAdRESed it § %@?ﬁ%lﬁ[g R{;tegogfo&ag%dr ??é’so%q{t%gﬁg rog% g o nitrogen
consjshk Nehtdhats) sdsatedowithbadeadreGdertical dnynon-igewticp] substituent
straight” or branched Cl.4 al koxy grou

t ri f jelestesinserhythe grcmpgpnsistmgcpf@ﬁrg' goggl’@gc_}g:d C1.4 alkyl group, straight

al kyl enedi,oxy. gr ou am ng _gro am .
LR P o Va2 PLRBLPUR e o o, et
non- hadgs-idedticad tsﬁ@%&h br GfanbieNC L dIkGIL grbupl deybengylogtpap—, 1-(Ciu-
hal ogen atom sul fonyl group; 5- nenbered

het ealsglgaibouyl)-2rmhenylathal giong: two or three nitrogen

at ops, or e..nitro om an 0 1 n2
whabn g aRf Bt T0n SO BB aPT A Rk BE 8L REL KB R R and
AP LR - JBRBEaBGVd) A RlcRR Qmi'Fﬁt Cj nekykastoeou AgptRalOsubstituted
two nitrogen atons, optionally substituted with one or
witthroee ioderoré wahtical onpen-id¢atieal eighimsbrancheh 14 akkybarowr)

fromthe group consistin f straj ght [ hed Cl. 4
a‘&‘{ I Sglltsog‘bl,vatgf f‘%‘?’ﬁﬂ’?ﬂs dgl?ea itﬁg%@ﬁya%sa{%f%% gr oup,
am no group -substituted with one or two, identical

or non-identical straight or branched Cl_4 al kyl group
30Thdiotipyingroouwundd aqeotding to1Glaim 1-2:

| kyl carbonyl) - 2- phenyl.et hyl. gr oup, = Wi : I
WEisloirbEiatad far b aafdie Grihdukif Bgias
184 plpyfidinto-yRulfalfA) ARmide;2 are as defined above, Z
n’earh% a straight” Cl_4 al kyl ene group -optionally. .

N6 {DBi4-Dichtbrobdnzil) omeshyyanine pranyBn2-{(E-dimeshylaminothiazolo
branched C1.4 al kyl group;

[g,%%ﬂ%ﬁg*ﬁég{%@?fﬁ@%&pﬁﬁ@and isoners and the salts

29 R obRE R a1 ST Gl fany1)-N-{3-[(3,4-dichlorobenzyl)(methyl)amino]
propyl}acetamide;
N—{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl}-2—(6-methoxybezoxazol—2-
ylsulfanyl)acetamide;
N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl}-2-(1,6-dimethyl- 1H-benzimidazol-2-
ylsulfanyl)acetamide;

N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl }-2-(oxazolo[5,4-b]pyiridin-2-

ylsulfanyl)acetamide;
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20 3. The foll ow ng conmpounds according to Caim1-2:
N-

w¢ 300703424t Di chl or obenzyl ) (et hyl ) am no] pr opyl } PCFED2ai600077

et hyl am not hi azol o
[5,4-b] pyridin-2-ylsul fanyl pacetam de; N { 3

2- (622& %xga‘bg%z‘%@%é’cfl%bﬁﬁ ?@y@zol{ay[k g'H&éﬁ?dr%é}ﬁyﬂ)(rﬁethyl)ammo]

prcﬁ@l}éhcdhmwel, m di n- 2-yl sul f anyl )acet am de;
- Am nobenzoxazol - | sul fan
2- @ep%t@wéold?-aﬁméw@ew B(ifﬁé%lﬂw é%@fmetbmwnplpropyl}
ac gﬁi mde; NN f 3 - [(3,4-D chlorobenzyl)
% Yyl )am no] propyl } -2-(6-nethoxybezoxazol - 2-
N- YB-$Q$L4—Bmhﬂdrab@i’z§mtﬁiahyl§§z@n1no]propyl}-2 (6-methylbezoxazol-2-
§ £(3 4-Di chl or obenzyl )(met hyl ) am no] propyl }-2-(1, 6
yl aﬁ9t|amp » benzi m dazol - 2- yl sul fanyl )acet am de; N

4 >
NSRRGSR %%?ﬁb%éfﬂ%% LR pyiding:
yls’d@aﬁ;ﬂ&lét@ﬁ%l PCT/ HU2006/ 000077 51

6- Am nobenzt hi azol - 2-yl s l) -
2- @ew@iaéom-ahpﬁw%w 7@ ﬁé&lﬁvPl)oggﬁ%fafmetéy%mnplpmpyl}
ac%ﬁ m de; 2-(Benzthiazol -2-ylsul fanyl)-N
- i ; 4-di chl orobenzyl ) (net hyl ) am no] pr opyl }
N—QB»@@@KIQD!behlor5benﬁ?rl)(meghyl)anlnilc()]propﬁll}I ? (5-met}]10xybenzloich1azzo(l 62—
N-{3-[(3, 4-Di chl or obenz met am noj pro m
ylsgy Y&?@%@R‘%I -2- yl sul %/anyl )acgt am de; RI—{py

B B EDhaL, 25@@%#12@&@%@% R AR o ohbazo

acet'am
yldfaBdpcemmidd; - 2- yl sul fanyl)-N- { 3-

gé@(ﬁ@%r&r}%}e’ﬁ%& lsrzfr;lll;lo]propyl}ng] gr ?h%Xammoth%e?zolo[S 4-d]

J | }- 2- (5- met hoxyb
o RERGY DL Lo, ool Boomy (2 (o et nowvenze
N—$3-[[(334-431&1@’01)@3&91)@nathjfl)z(nmb]pjd)ﬁya}‘ﬂzﬂﬁéleﬂtydmyilno}hlazob[5 4-b]

-2-(6-ethoxybenzot hi azol - 2- yl sul fanyl)acetam de; 15
PyNd{ni%z‘P’kSBl 1 a%%?‘é@@benzyl ) (et hyl ) am no] propyl }-2-(5-e

N—égﬂw c%' @%r&kﬁ any ;aﬁcl:lélf) %Il} -2-(5-isopropylaminothiazolo

[5,4-d] pyr1m1d1n—2-ylsu1fany1)acetam1de

N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl }-2-(5-isopropylaminothiazolo
[5,4-b]pyridin-2-ylsulfanyl)acetamide;
2-(5-Benzylaminothiazolo[5,4-b]pyridin-2-ylsulfanyl)-N-{3-[(3,4-dichlorobenzyl)
(methyl)amino]propyl}acetamide;
2-(6-Aminobenzthiazol-2-ylsulfanyl)-N-{3-[(3,4-dichlorobenzyl)(methyl)amino]
butyl}acetamide;
2-(6-Aminobenzthiazol-2-ylsulfanyl)-N-{3-[(3,4-dichlorobenzyl)(methyl)amino]
propyl}butyramide;
N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl}-2-(6-methyl-1 H-benzimidazol-2-
ylsulfanyl)acetamide;
N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl}-2-(quinazolin-2-ylsulfanyl)

acetamide;



10

15

20

25

30

N { 3-[(3,4-D chlorobenzyl) (nmethyl)am no] propyl }
-2-(5-ethyl am not hi azol o [5, 4-Db]

w@oor@s4252- yl sul fanyl )acetamde; N { 3 - PCT/HU2006/000077
[ (3, 4-Dichlorobenzyl) (methyl)anino]propyl }
-2-(5-i sopropyl anm not hi azol @2 20

2{;%%%%&%&&6&5& %{]/@Hirﬁﬁﬁi@-&%ﬁ 1%2% _e3- s, 4{dlchlorobenzyl).

oro nmet hyl') am propyl
(methylamigpropply haetamidehi azol o

& ‘@gmgg%%bglﬁ‘iqhéy %L&%ﬁgﬁy 2) ﬁg it Blngh?O%é)benzyl)(methyl)amino]

idin-2-ylsulfanyl)-N { 3 -
eﬂi}%}sa%et%ﬁ%{ﬂ orobenzyl) (met hyl)am no] propyl }

3-@e AtmdmibdazthiaFol-2-ylsulfanyl)-N-{3-[(3,4-dichlorobenzyl)(methyl)amino]
2- (6- Ami nobenzt hi azol - 2-yl sul fanyl ) - N-{3-[ (3, 4-di chl or
Pr%@’é}ffﬂ’lﬂ‘ﬁ%’ldﬁyl Yami no] butyl} acetan de;

€62 Aﬁu Fh'%t% LhiRe nﬁ)—)(ll- ﬁ.ﬂ(@ AtNioNbedzyB (methyl)amino]

oro enzy am noj

prop}d}gclei}ahmdlq;r am de;

2 @AMI%%@E&%@%?@P@Y%W QB PP BeD Bl e S

an'ffh& flﬁyﬁ}aéet?“ml or obenzyl ) (et hyI )am no] propyl }

azolin-2-ylsul fanyl) acetami de; WO
2- @Qﬂlﬂcﬂa@ﬁﬁhﬁ@ﬁﬂl HspERE 1 BYOBAK3, 45261291(05314281)(methyl)amino]
rK | am.not hi azol o [5, 4-d] pyri m din-2-ylsulfanyl)-N {
bugy % WSl chl or obenzyl)  (nethyl)amino] propyl }

-methyl 1 1-2-
NS ETS it Dy ey o2 g benoan

ylﬁifahyk)aoetaﬁgdqgl ) (h_mst hyl ) am no%]c et hyl } acet am de 5
VR teo e Ry DB grn"’%%;#so@pfb Sias.8 "

EE‘Pﬁ aFHL! - 2-yl sul f I
py?iei%@Z’%g% or g%tgnzyl ) ( ms%/hfllu) a%nxo% pr o
2-te andnolebazthiz 062 -Adsuifoind 2t t3- E(ﬂdl—dlﬂalyﬂobalhzfyé)(nylbmynammo] -2-

dICh rophenyl)propyl] (methyl) 10
mg'fwl{%opg ‘571"“}1 et ami de;

2- gb: {A?r%’ﬁgﬁe@l i gfr%g‘gsﬁlz yn}@% rreng ar"lclibﬁ10118'bel{zy‘l)(methyl)amlno] 1-
mbhyipdmtetetmide; N {

F AN I oA | BRI A

propyl}-N-methylacetamide;
(+) N-{3-][(3,4-Dichlorobenzyl)(methyl)amino]-1-methylpropyl }-2-(6-methylbenzoxazol-

2-ylsulfanyl)acetamide;
(-) N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]-1-methylpropyl}-2-(6-methylbenzoxazol-2-
ylsulfanyl)acetamide;
2-(6-Aminobenzthiazol-2-ylsulfanyl)-N-{3-[(3,4-dichlorobenzyl)(methyl)amino] propyl}-
propionamide;

N-{3-[(3,4-Dichlorobenzyl)(methyl)amino]propyl }-2-(4-methylbenzoxazol-2-
yDsulfinyl]acetamide;

and their salts, solvates, isomers and the salts and solvates thereof.
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N-{3-[(3,4-D chl orobenzyl ) (net hyl ) am no] - 1- net hyl pr opy
wo 2024084281 azol o[ 5, 4-b]  pyri di n-2-yl sul f anyl ) apet/awrae/000077
2- (6- Am nobenzt hi azol - 2-yl sul fanyl ) - N-
{3-[(3, 4-di chl orobenzyl ) (metsayl ) am no] - 2-

4. ??cﬁ:%ﬁ R %él}eg%%ﬁéxgg}'ﬂ% ququu?ds 01? f)he ’%_6?61‘8.1 formula (I) and their salts,

soBratet; 31,sémd1l30d7l1|16iié @ibemzaﬁmgmmmﬁ‘,am Wo¥; R}, ®Dand Ar? are as defined in
net hyI propyl } acet am de;

CIQ 6 <harpeteesdinmhadzol - 2- yl sul fanyl) - N- |
_ % | el P ALARESENS LA R @Ag]  ProPY! )

N-{ 3- [(3 4- Di chl or obenzyl') (et hylQ am no] - 1- met hyl pr opy
| }-2-(6-nethyl benzoxaz&l - 2Yyl S fany_la)lacet am de; 25

(-) ~
N-{3-[ (3, 4-Dchl orébbenzyl)| met yI)a%n no] - 1- met hyl pr opy
| }-2-(6-nethyl benzoxazol - 1 yl gaul fanyl) ac etam de;
2- (6- Am nobenzt hi azol - 2-yl sul fanyl )-N-{3-[ (3, 4-di chl or
obenzyl ) (met hyl ) ami no] propylD- propi onam de; N

(5 s ol gy (e S B PP o

sal t stand9 FotHaRspen hEDBSE Feadied wither dioﬁn@ﬂﬂtlﬁ%leﬂéﬂaﬁﬁ)rmula (ID),
t hereof . WD 2007/ 034251 PCT/ HU2006/ 000077 53 4

Process for the preparatiohlBfArhe conpounds of the
general formula (1) and theiy f(")sal ts, solvates,

i soners where the neani ngs o B ArI XY Z R, R
and Avizrathe meand@smﬁ BcaridAr? @?remsrdeﬁncmmr(élratmm ged in

t a. Iogen C ou the general fornula
( )anangnegf ﬁag?lu‘ggvﬁ)r R R2 5 (I11) where

', X Y Z R and R2 have xhe meanings as defined
in Caiml and Hal standArfor > INH ogen atom is
reacted wth a compound of the ij(eneral formula (11),
HB-Ar2 (I1)

(Vi)
where the meanings of Ar', X and R' are as’ defined in Claim 1 is reacted with a

halogen compound of the general formula (XVI),
o

/Y\ /U\ /B\ 2

Hal ril .4 Ar
R
(XVI)
where Y, R%, Z, B and Ar® have the meanings as defined in Claim 1 and Hal
stands for halogen atom, or

¢.) adiamino compound of the general formula (V),

X_ .Y
Ar” \III/ “NH

(V)
where Arl, XY, R! and R? have the meanings as defined in Claim 1 is reacted

with a carboxylic acid derivative of the general formula (XVII),
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where the neanings of B and Ar2 are as defined in
Caiml, or 10 b.) an am ne of the general fornula
WO Yozio3425Ar" X' NH R (VIII1) where the meani nBST/@EU2006/000077
Arl, X and R are as'defined in aiml is reacted
with a hal ogen compound of s#he general fornula (XV1),
O HalIN Z 13, Ar2 RZ (XVl)go 15 where Y, R2, Z, B and
Ar2 have the neani ngs as gﬂl ned in Caiml and Hal
stands for hal ogen atonw c.B-a, & am no conpound of
the general formula (MW AZ x NIy, \H1 R (V)
where Arl, X, Y, RL and R2 gg,\fﬁ t he meani ngs as
defined in Claimlisreact( 20 with a carboxylic

aci d ierd Mg iven P8 fRe HENREAIeS 8F Hyﬁﬁ’ed(l%vdlfa}m lvﬂd W represents
2007/ 034251 "PCT/ HU2006/ 000077 54 B, Ar

( XVI Ihplogeh etan AhgdroZylagous, HIRE gm»ap msdmm gs“ assands for Ci.4-alkyl

def | nedt T CLRLD LN W epresent 5,0 A Q98 Mlang A are as
Cl4- ehiddd indf194R1, /Md - O CO-Z-B-Ar2 group, vvherel n the

meaning of Z, B and Ar2 are as 5 defined in Claiml,
if dedreidf thaesibstédents lof tleabehpeundmifshefzendral fo@mptauﬁ)jﬂms obtalned are

th er al t hus obt ai, ned, ar nsf or me
oG EL S BT Dy A BV oL T g gompound of the

geh&8 Mol ( gqgﬁﬁhﬁfgm%d ihideits ARDE E@llvatE %ﬂﬂﬂe@a’c&d FroSits salt or solvate

transformed into its salt or solvate, or ber at ed
anflfopnesglsed dhto ds sptioatly eactixmdisomerse ol thed Opmailyl agtive isomer is
trqn@%h@? # Cet %a}:/eem{csc%rraepro%hd nd }th cﬁasggc{ hce:asltrlu tufh tlSO\I/I?CI‘S are separated

from each other.

5. Process according to version a.) or b.) of Claim 4, characterized in that the reaction is

carried out in the presence of a base.

6. Process according to version c.) of Claim 4., characterized in that as the compound of
the general formula (XVII) the appropriate acid chloride is used and the reaction is carried

out in the presence of a base.

7. Process according to version c.) of Claim 4, characterized in that as the compound of the
general formula (XVII) the appropriate acid is reacted with the amine of the general

formula (V), in the presence of an activating agent.

8. Process according to Claim 7, characterized in that as activating agent
dicyclohexylcarbodiimide, pivalyl chloride, ethyl chloroformate, isobutyl chloroformate,
carbonyldiimidazole, benzotriazol-1-yl-oxy-tripyrrolidinophosphonium

hexafluorophosphate is used.

9. Pharmaceutical preparation characterized in that it contains one or more of the

compounds of the general formula (I), where B, Ar', X, Y, Z, R!, R? and Ar® have the
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10 transfornmed into the racem c conpound and if

desired the structural isoners are separated from
weaoh/ost2Rer. 5. Process according to version aPQT/@u26)00077

of Claim4, characterized in that the reaction is

carried out in the presence 3f a base. 15 6. Process

N vier i LAl 4 r ' [

RS BRI CLAN Cpbaf] gL oo BOECPUGELE e st o
sohvae: tagpoOId dlearr agird egdipienisdeed i the phbrmackuticg] ihéatdyl on

is carried out in the presence of a base. 20 7.

Process according to version c.) of Caim4,

C ' ' .nat ogn . I .

6 SRR P b0 e G5 SR Uit DR 1930 Pl o
actihecanporent bné bemgenefitat corfipsuiids acdo¥ing tonClafra 3pr esence

of an activating agent. 8. Process according to Caim

7, characterized in that as activating agent 25

di i{. 0] ' hdg. ! L, »1 p2 2
5 LS ABESERRSALT ey ot SR DORY, S, R, o
hatatheanydniigdsris dizfiaé®in Orina dtandakieit salts, solvates and isomers and the salts.
- OXYy-1ri pfyrrol i di nophosphoni um hexaf! uor ophosphat e

|
anﬁé@b@@a thegeofpfeiriha perreradian 9 Pepetiean st fehide dieeingn ga pathologies
whdle EER ler S DR ORI ) adibloBfthy SV RO BOTPOI TR

R2 and Ar2 have the WD 2007/034251 PCT/ HU2006/ 000077

55 negnings as defined in Claim]l and/or their salts, , 5
125 bss at @8 comppursirentshe aeneral dorgrily (LhwhetoPy Af e X e leBf> R and Ar

ha9t the ?an‘?ﬁgfgﬁ‘grcgﬁﬁé& I PERRLS HRGHeil BarfshEo1PRaY %ﬁ%kﬁ%d the salts
i ndustry. . armaceut’| cal preparation according to

andl sulvatd, thefvaf,asicerdidgdo i Clainnaltl fdr thenreparstiornd®f abmedicament for
active conmponent, gne or nore_ of the conpounds

tregtpeiit dph grathplegiss nhilee  agthmay, jsallesgic  yniisnpopigs depmatifis, eczema,

SRl EOEARARCE) RGeS

C9ah UBeass OHINA B ctivichridsdissases iaochjlieioaatitis AIDSNd
sol vates thereof, for the preparation of a nedi canent
for the treatnent of pathologies 10 where CCR3

C rs r [0 evel . .
1 PERUBIA A Gl SHEAPIAL @b of o s
whioli ntié acefdpror WCERE phaysAb | roleX, colaprfingRhdmAstaninly Ab2said patient a
have the neanings as defined in Claiml and their
phagpicsutically wheetivearpoyns ofie sompguachaccardingto chifg 1.
sol vates thereof, according to Claim1ll for the
preparation of a nmedi canent for 15 treatnent of

14patheohebé aictorimgaipt ¢lmm 13| WiedreinCthe lilygehdéd &, astliAR 4llergic rhynitis,
dermatitis, eczemm,  inflammatory bowel disease, L i
ateitig efleymalilis.c 6P | inflanupggpry bewelindisgass.t ulceratiyet politis, allergic

coﬁﬁin@ﬁﬁﬁg,smultiple sclerosis, Crohn disease, HIV-infection and diseases in conjunction
with AIDS.

15. The compounds of the general formula (III),



Crohn di sease, H V-infection and di seases in

conjunction with AIDS. 13. A nethod of treatnent or
w@revesi2son in a patient of the devel opnent of par/HU2006/000077

di sease in 20 which the receptor CCR3 plays a role,

conprising admnistering to sgid patient a

r [ 1 f i t :

R gt 5 B Y S B s S0 G Y M Hal stands for
hatdgeh mtoh® wherein the di sease is asthma, allergic

rhynitis, atopic dermatitis, eczema, inflammuatory

bowel disease, ulcerative colitis, allergic 25

conjunctivitis, nultiple sclerosis, Crohn disease,

HI V-infection and di seases in conjunction wth AlDS.

15. The conpounds of the general forrmula (I11), O

Ar111-1 X~N~Y~N ~lk Hal z R1 R2 (I11) WD 2007/ 034251

PCT/ HU2006/ 000077 56 where Ar', X, Y, Z, R and R2

have the neanings as defined in Caim1l and Hal stands

for hal ogen atom




