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In the lung the eotaxin is produced in many cells. Following an allergen response,
the most important eotaxin séurces are the epithelial cells, but a great amount of eotaxin is

produced by the fibroblasts of the ipng, the smooth muscle cells and the endotheliz] cells of

the respiratory tract, the alveolar macrophags and lymphocytes, and the eosinofils

themselves.
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bmd 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 smailer

concentration as compared to other CCR receptors. Further aim was that the new

30 compounds have stability, bioavailability, therapeutic index and toxicity values which

emsure its drugability. Additional aim was that the compounds, through\thcir good enteric

absorption can be applied orally.
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concentration as conpared to other CCR receptors.
Further aimwas that the new 30 conpounds have
stability, bioavailability, therapeutic index and
toxicity values which ensure its drugability.
Addi ti onal aimwas that the conpounds, through their
good enteric absorption can be applied orally. 2a
In a first aspect, there E?aprovided t he conpounds of
the general fornula (1), Arl "~ X--"NVYNN / Z
zAr2 | RL R2 (I) where 5 Art stands for phenyl
group, optionally substituted with one or two hal ogen
atom X neans straight Cl4 al kyl ene group, optionally
substituted with one or nore identical or
; [a @J,0UD,
A s B R B e e B Oha o
strai ght C24 al kyl ene group or str& ght C24
al kenyl ene group, 19 optignally sibstityted with one
or nmore identicpa}t-of nony Fdentiyg yai ght or
branched Cl14 al kyl gromp; R ans hydrogen atom or
strai ght or branched Cl4 al kyl group; R2 neans
hydrogen atom Arz standd! for pRényl-, thienyl- or
furyl group, optionally substituted with one or nore
5 identical or non-identical substituent selected
fromthe group consisting of straight 8£ branched
Cl4 al kyl group, straight or branched dh al koxy
group, hydroxyl group, amno group, am no group
-substituted wwth one or two identical or )
Nem f8phébRbrotb dtishiilyubstiitad &1 endlr-téo Blkiydn atom;
N cyano g o%?, a 2 : dentical
AleRys rpelit Sy aélfym’gmmpéagq@'llgtsglﬁtlt with gpe orimore identical or -
AoTRITALS drd1Eh B BENEAIIT L IaNg1 9321 ni ng one, - two, or
ree nitrogeén atons, or two nitrogen atons and one
onaage ih,3gtropwlensrgrampe ni t rogen at om and one oxygen

at o of _on itro to t :
ShOP ¥ S HEOER 3 A0 008, SLLBAE Ol Menyice e
rptohdligntibgidliedwhb bhd oembresdéntictled nér-diemtichbstgightipr branched Cy4

consi sting of straight or branched Cl4
alkyl group; :

means hydrogen atom or straight or branched C; alkyl group;

means hydrogen atom; -~

stands for phenyl-, thienyl- or furyl group, optionally substituted with one or more
identical or non-identical substituent selected from the group consisting of straight or
branched C;., alkyl group, straight or branched C,. alkoxy group, hydroxyl group, amigo
group, amino group ‘-—substituted with one or two identical or non-identical straight or
branched C; alkyl group-, trifluoromethyl group, cyano group, Ci.; alkylenedioxy group,
halogen atom; | |

5- or 6-membered heterocyclic ring containing one, two, or three nitrogen atoms, or two
nitrogen atoms and one oxygen atom, or 6ne nitrogen atom and one oxygen atom, or one
nitrogen atom and one sulphur atom, optionally substituted with one or more identical or
non-identical substituent selected from the group consisting of straight or branched C,4
alkyl group, straight or branched C;4 alkoxy group, halogen atom, nitro group, cyano
group, carboxyl group, phenyl gfoup —optionally substituted with one or more straight or
branched Cy4 alkyl group, halogen atom, or benzyloxy group -, oxo group, NR'R!

group,
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al kyl group, straight or branched C] 4 al koxy group,
hal ogen atom nitro group, cyano 25 group, carboxyl
group, phenyl group -optionally substituted with one
or nore straight or branched Cl4 al kyl group,
hal ogen atom or benzyl oxy group -, o0xo0 group,
-NRt oRu group, 2b CONRIORI 1 group, -SO2NRLIOR11
group, wherein R10 and Rl11 %@dependently nmean
hydrogen atom straight or branched Cl4 al kyl group,
C3.6 cycl oal kyl group, benzyl group, or R10O and R11
forn1together mﬁth the nitrogen atoma group of the
gener al L A
- ( d:@)\IBIJBg{ 2Py SS%%RIO%]( vﬁﬁ%‘gfél ‘ﬁhe}g?'%zea oa”ﬁ';% stigfpppndently mean
f o, Qg SBLRM &rbréicﬁéﬂ ohtangl chtanshestidalid atday) benzyl group,
gromp A ‘stands f or ene group, oxygen atom
' sulopRifrand RO rfprm t«mhanwr@r %a PILCORFTEHET & SropR 0§ the eangrg)formula @),
hydrogen atom straight or bjapghed 4, al kyl
group, C3.6 cycl oal kyl grﬁﬁb(orgbe C1R up- 10 q
represents zero, 1,_2+ r represenys 1 2, O
represents zero, 1, n@gigsents erd, 1; the
benzol ogues of these 5- or d&%Feterocycles
where the benzene ring may 15 opti by(gp further
substituted with one or nore identical or
non- iﬁﬁﬁ&hcal substituent selected fromthe group

consi s hal ogen atom straight ,or
al kylR R ﬂ@fg% %@#Pg%rat%“? SRt t%ﬁb“%“’g?cﬁ@ %8’# sty P,
trif I}yor gféﬁ&é"yl T OlibthyMrel O SEGHP, 0gHRAO gtdﬁup, sulphur atom,

car boxyl group, C -2 Ikylenedloxy group, dr
gr oupNRl g‘r@m/-lwhgre@ugﬁ staqt foRipgdrogsn Gt six G‘:@(ﬁi ched Ci4 alkyl

na. Ao Ce S B ANt " T 6. enber ed.

het erqeyekdne i@, ZOnt ai ni ng one, two or three
nitrogen atogs, or one nitrogen atomand one oxygen
at omf T °SRE nft rogen at om and one sul phur at om

condeyyegdsentsiderf,
- s represents zero, 1; 7
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 groﬁp consisting of halogen atom, straight or branched C;.4 alkyl group,
étraight or branched Cy. alkoxy group, trifluoromethyl group, nitro group, cyano group,
carboxyl group, Cio alkylenedioxy group, hydroxyl group, sulfonyl group, “NRI°R' -
group, -CONRR"" group, -SO,NR'’R'" group wherein the meaning of R'% and R" is as
defined above; or
5- or 6-membered heterocyclic ring containing one; two or three nitrogen atoms, or one nitrogen
atom and one oxygen atom, or ope 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 Ci alkyl group, straight or branched Ci4 alkoxy group, halogen atom, cyano group,
carboxyl group, hydroxyl group, -NR'R" group, -CONR'R" group, -SO,NR'R! group wherein

the meaning of R'® and R" is as defined above;
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menbered heteroaromatic rings containing one or two
nitrogen atons, optionally substituted wwth one- or
nore identical or non-identical substituent selected
fromthe group consisting of straight or 25 branched
C 4 al kyl group, straight or branched Cl -4 al koxy
group,. hal ogen atom cyano group, carboxyl group,
hydroxyl group, -NRLOR11 group, -CONR ORl1 group,
-SCPNRLOR' group wherein the meani ng of R70 and K" is
as defined above; 2c wth the proviso that if Arl
stands for phenyl group, X neans ethylene group, Y

it 530 L0 0B TS L DB 0H, g ot

aroup, RI ARERO Rt @AMlp, GCOMBang tysirdbich fatdnenind fAdmandd émc2hydroxy-4,5-
bond; and thelr salts, solvates and isonmers and the

dimethoxgphenyh eeug &l iy difkeent figpadlence bonfln 3 second aspect,
and theif %ﬁg SolviteR bV isGReks @n@ﬂﬂ@%ﬂﬁ%ﬁ&‘%él?ﬁés tRr&gFar at i on

r‘acterized in that it contains one or nore of the
conpounds of the general fornula (1), where Arl, X

HeS% o1 £ zed 'in that 1
%haeszefc I}%?Spgs Dg]e =] ISrP d‘% ﬁA?:%a&E‘E '159%?1‘2& 1d§1 fa@ﬁeg écf‘ that it

BiYsalts vat es or s
containsl 310 08 hfor@ Bfltht Rempsalds oﬁﬁlegeharaltfenmﬂeﬁeovhearmr 0XeY of, R R’ and

Ar? havggireﬁﬂeeag%{gg :a§e a égg 9‘!6 rﬁt heecF Vf%gtéﬂ% %oév ueg g)ﬂ:l) iers and the
salt or SJIJ?EEG ﬂféf%@h&ﬂﬁﬁle% nloREe:@enekAlsed thﬁ&lbl@nﬁhc)eutwall\iﬂ&lﬁs&y/-\r
Y, , R2 and Arz have t-he neani ngs as deflned
|n t he flrst aspect and their salts, solvates and

th SOFRLS sﬁ&q tﬁ]%i% s %eofﬁ 1cANfe S U@&@%m‘hﬁ&fn@@fﬁ ﬁﬁrgehﬁﬁl formula (I),

prepara cament for the " treatnent of
where Aplathd, élg R&sR saidett’ bavefthomearsingmas, de‘énqdem dhechinptragpact prd their salts,

solvates a?cg gsgglgrs alleggltél L ﬁ%%c? (s:o%}zar{% thg'r%mf {J h%%taﬁﬁgn QPAAﬁledlcament for the

gre conj unctivit

treatmenf Wt pthSlogied aeRsies, fréh okthmali slkage, rhyﬂm i mcﬁ;ectdennatamd eczema,
di seases I.n con unction_ wt

inlammeRobeel Ho B L B HORpULRAT or Mpgle selerosi. Crohn

disease, ﬂ?‘ﬂ%f@&ﬂn%ﬁ‘dis@asfeé nfonfugétBnnGitRAIDR r ower group of
e conpounds of general formula (I11), Ar" 1-~ Z YW

O 20 (I la) where Arzrepresents a
lgf'azfo %)%gto B)J%Lelrs%r@]u@ﬁrthg L& Rpouls of the general formula (Ila) forming a

yrirdi ne group optionally substituted
narrowengrolp <mﬁ1the compronds st geagrghforrowla flanched C14 al kyl
group, straight or branched 4 al koxy group,

hydr oxyl group, -NQ;QRZ r.eup, - CONR OR' group,
- SC2NR10R11 gr oufAr‘whereiy) the neani ngs of

o

~

(Ha)
where _
Ar’represents a 1,2, 4-triazolo[ 1,5-a]pyridine- or tiazolo[5,4-b]pyridine group optionally substituted
with one or more straight or branched Ci4 alkyl group, siraight or branched Ci4 alkoxy group,
hydroxyl group, -NR'R™ group, -CONR™R!" group, -SO,NR'’R" group, wherein the meanings of

R and R!! are as defined in the first aspect;

- Z represents 1,3-propylene group; and

W means as defined above.



25 R10 and R11 are as defined in the first aspect; Z

‘ represents 1, 3-propyl ene.group;. and W neans as

Prmted 03/08/2t%fA ned above. Print edDEEIRSIZ007 DESCPANMD H HU2006000078

U2006000078 3 W have found that the conpounds of T
the general formuta (1), O Arl~-X~N ZYNPI~/Ar2 z R
Rz 0) where Arl stands for pBenyl group, optionally
substituted with-one or nore hal ogen atom 5 X and Y
i ndependent 'y nean straight Cl-4 al kyl ene group, ,
Wophave riindythatiibs compowds Wi tha soneal lormwsr(B, i denti cal or
non-i dentical straight or branched C104 al kyl group;
Z nmeans val ence bond or stral ght C2- 4 -al kyl ene group
or straight C2.4 al kenyX C/HL%OQQLAy~
substituted with of& or nDNe |de Nca

non-i denti cal straight branch d Cl-4 al kyl group;
10- R and R2 independentlg rrean drogen atom or
straight or branched Cl -4 al kyl up; At' stands for

phenyl -, thienyl- or furyl group, optlonally
substituted with one or nore identical or
non-identical - substituent selected'fron1tpﬁ gr oup
consisting of straight or branched Cl-4 alkyl group,
\ﬁﬁk{alght or branched Cl14 al koxy group, hydroxyl-
roup, am no group, am no group -substituted with one
Aror t wanild ﬁn‘tphaai,fl gibum ppriome! ydebstitetad vatlr @ieghtmae halogen atom;

branched Cl.4 al kyl graqup-, %& fl uor omet-hyl
5 X %’9‘ end@pareéfnﬂmmzafaﬁwgbé fesdizds)ergr HApp- %i%@ghsgﬁsmted with one
Oby Bicf® TREHEN d}%ﬁr&%w's&a{gw& &Qﬂél?édrbﬁ G Sroup:
ree ntrogen or- two nltrog

Z and enRenoOXyRabe afoﬁmor@traxgheom, tallogar gloamangdraighe Cz4 alkenylene
oxygen atom, or_ one nitrogen atom and_  onhe sulphur
at ongrogpt PBfrl\fm“)V spprsuied Wit ond olmere leatien! grpoe-identical straight
[ dengrl 1g:ral Riols al1;{(d]e cal substituent selected from '
the grdip gonbﬁ 1119 I%f strai ght or branched Cl4

10 R ;ﬁidkﬁﬂ in@éRWBent$) fthd B}dr@ﬁetﬁt@:ﬁ@}%da@\t & brahdRN\C,grafip groﬁp,
o Zhalogen atom nitro group, cyano group, carboxyl
Argr ouﬁﬁancbrfgnyhenyl- thienyl- or furyi group, Optlonally substitufed with one or more
1dent1cal or non-identical substlment selected from the group consisting of
stralght or branched Cj4 aIkyI group, straight or branched CM alkoxy group,
hydroxyl group, amino group, amino group -substituted with one or two identical
15 or rnon-ideilltica.l straight or branched Cj.4 alkyl group-, triflucromethyl group,
| | ‘cyano group, Cj. alkylenedioxy group; halogen atom,;
5- or 6-membered hctsrocyciic ring containing one, two; of three nitrogen atofns,
or two nitrogen atems end one oxygen atom, or one nitrogen atom and one
oXygen atom, or one nitr\ogen atom and one sulphur atom, optionally substituted
20 with one or more identical or non-identical substituent selected from the group
consisting of straight or branched Ci4 alkyl group, straigﬁt or branched Ci
alkoxy group, halogen atom, nitro group, cyand group, rc'arboxyl group, phenyl
| group moptionalrly substituted with one or more straight or branched C).4 alkyl
group, halogen atom, or benzyloxy group -, oxo group, NR'R ! group,

-CONR''R!! group, SO,NR'R group, wherein R'" and R independently

[
Lh

mean hydrogen atom, straight or branched 'Cl-‘; alkyl group, Cj.¢ cycloalkyl group,

benzy!l group, or R'% and R" form together with the nitrogen atom a group of the

general formula: (a),
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group -optionally substituted with one or. nore
-straight or branched C 4 al kyl group, hal ogen atom

- CONRLR11 group, s s group, wherein R10 and R"

i ndependently nean hydrogen atom straight or
branched Cl1.4 al kyl group, C¥6 cycloal kyl group,
benzyl group, or R10 and RBI formtogether with the

nitrogen atoma group of the eral formula: (a),
Printed: 03/08/2007 DESCPANMD Qﬁ%g% ORE}, (CH2) q
(R12) N, A (R13)s (a) V\hereln 7 and R13 stand

for hydrogen atom or st Maj ght or branched Cl.4 al kyl

group, A stands for nethy €CHI U xygen atom

sul phur atom 5 -NR t4- group -wher R34 stand for

hydrogen atom straight or branched Cl-4° dakyl

group, ‘% 6 cycl oal kyl group or benzyl group-, q

represeht€Zero, 1, 2, 3, r represents 1, 2, o

represent §nd R Otank for ﬁﬁi@é&pﬁ&%%ﬁts@alzﬂ& br&nch%ﬁ'@l 4 alkyl group,

benzol ogues of these 5- nmber ed het erocycl es

wher e thhe strerizenéorr i ngth}'dnm ogtqupnalob(ygd;re faprthesuiphur  atom,
ed wth one or wgore.i cal or

substit nt i
R S e S T AR S réajghh gpbranched Ci
consi s ha a8t L &G o Qup- branched CrA
al kyl Hkgg%[%ﬁgt %ag%% X ﬂg}ouﬁcﬁed e dr K koxy group, -
tri fI ugeepreddnyd zet5, lgROBP, nitro group, cyano. group,
car boxyl group, C .2 al kyl enedi oxy group, hydroxyl
group, f@@rffsélﬁtﬁl :éroup -NRt OR' group, -CONRLOR'
group, group wherein the neani ng of R10
© ep?géas %%llhed above; or 5- or 6-menbered

heteros:ﬁé@kdsgmglzeg) gontai ning one, two or three
' nltro%gn atons, or one nltro en atom and one oxygen

at ohe ilzc&ﬁ@eﬁ,qﬁt@g@rﬁ e eduP pYRles whenmthe benzene ring
T A A ——

SUQﬁBéﬁtH&rﬁdse\%&Ed Ofd§m OfheMBfRipl B@RIstifAl 0P halogen atom, straight or .

non-i dentical substituent selected from the group
cosirsbet ¢ afalistirgipyhistraighbpabiehded Ci4 2Bkl grgemupfinoromethyl
Stt %Lgpl?t_m?ro E;foaurff hc%zgmgl érgup, carboxyl group, Ci.: alkylenedioxy group, '
hydroxyi_ group, suifonyl group, -NR'RY group, -CONR'"R M group,
-SO,NR R ! grdup wherein the meaning of R'%and R is as defined above; or
5- or G-membered heferocyclic ring containing one, two or three nitrogen atoms, o1 oh{a
nitrogen "atom and 'one oxygen atom, or one nitrogen étom 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-1dentical substituent selected from
the group consisting of straight or branched Cj4 alky] group, straighfor branchéd Cia
alkoxy group, halogen atom, cyano group, carboxyl‘ group, hydroxyl group, “NR'R"
group, -CONR’GRIVI group; -SO,NR!R' group wherein the meaning of Rm'-and R s as
defined above; '
with the proviso that if Ar' stands for phenyl group, X aﬁd Y mean methylene group, R

and R” mean hydrogen atom and _Ar2 stands for phenyl group, 4-methoxy-phenyl group or

‘pyridyl group, Z is different from valence bond; and with the further proviso that if Ar'

~ stands for phenyl group, X means ethylene group, Y means propylene group, R' means

methyl group, R® means hydrogen atom and ‘Ar? stands for 2-hydroxy-4,5-dimethoxy-



al koxy group, hal ogen atom cyano group, carboxyl
group, hydroxyl group, -NR OR' group, -CONRL OR 1 '
Brinted: 03/08/0PUP, - SO, NR OR 1 gr ESGMEME n the neani ng of R10 HU2006000078
and R 1 is as 25 defined above; with the proviso ,
that if Ar' stands for phenyl group, X and Y nean
“methyl ene group, R and R2 mPan hydrogenatom and Are
stands for phenyl group, 4-nethoxy-phenyl group or

pyridyl group, Z is differen om val en bond; and i
okt hevke m@iﬁ@rerﬁrwsaiqnﬁaﬁoﬁ A VTSt G gy ProVie that If A

o - an e, a1
Stg}de&% gﬂe@ gr%‘dﬁj Oh*‘%ﬁgﬁ@%gﬂ g%%ﬂ. arngug‘,eﬁgén ri;aeeaihylene up, R
mbydragen @%@Q? gidnbee sfangs fiofm and ‘Ar? stands for phenyl group, Z is

2- hydr oxy di met hoxy™ Printed: 03/08/2007 DESCPAMD
leﬂerHﬁtOfm@:O@ﬂéﬁ&\, Borph wijh dtyp Fzthies pE i Elaahtil o pands for phenyl
val and with the,funt

5 O;Np,%{]a%q nrgganf BI'Ihybelﬁl&WP pg&%u?p o}{rpetﬁ %ﬁ%&f%&i%& rlilgd Ar? stands for
ph@ﬁﬁt}%ouﬁ( ARg ¥rRBAN AR RO @08 048, with zhﬁ@@lﬁerf‘@bh}zb that if Ar

. nmeans hydrogen atom and -Ar2 stands for
- stapbefriphgndwpouZ X and & freer ethylehs gioupak e meenbhowhy! grep, R means

with the further, prows
-~ hygieasiy | 2tem grrsl AT XS HRES Oﬁefj;ﬁmé‘tohﬁré‘ﬁéo gr%%ﬁ9xwh%m& group, Z is
atom and Are stands for phenyl:
dlfglzr%lﬂg%%kw]gﬁ%%dfent form val ence bond; and with the
and WdNeMsPEEVAES dnHalsoidershirid thet suitdsind ool aheniterapd ulfil the above {
X and Y nean ethyl ene group, R neans nethyl group, -
criRdameans - hydrogen atom and Are stands for’

4- ami no- 5- chl or o- 2- met hoxy- phenyl group, Z is
different fromvalence bond; 1.0 and t-heir salts,

Thc?@ét)(@éaexﬁeaﬁﬁﬁ’gs' SYQRE BBowNehbt fecmabicas doldowal vat es

thereof fulfil the above <criteria. The detail ed
”EaBY rg61-oklkvhgrabpwes siBatE saidRAled siRehis Of Sringhed-cgjn aliphatic

15 ol S S 35 B B SRR B v, b,
sec%ﬁd&ﬁb@t&‘?r‘teﬁwﬁhm| orouet hyl -, . propyl -, isopropyl -
t ert iary buty

10

I sob , secondary but yI -,

gr dBrpa By ﬂk}@nﬂgm@Wemag@o—@Hm greup vderg tl;,qzkjalue ofn is1,2,3

p mhe the v e.of _n i.s (.4, such as
42 ‘I‘Fglt"‘ﬁ)ﬂf@ ylengy ﬁ@}yi?f&  PIRRARRA ’e%ué"’}eneo%r%@ ene group. :
By 4 n O NEARLk 1ahd< Bént 1 d bI
O o e A R ek BT gD i | doudle

20 boundChRe. @I—h@-f#@He@p-tBﬁzaCH‘Chl gokpxy gr oup vve rrean an
-0-al kyl group -where the nea of " al
defonaﬁra@&%y ZRUR VL REAR R 6 erfl%l th f%?%ﬁ Bigring of alkyl is

as deBOR %Qréy “suctP Yt Qﬁ(éfhoxﬁ S%Hiﬁxﬁropoxy- isopropoxy-, butoxy-, 1sobutoxy-

secondary butoxy- tertiary butoxy group.

By a €, alkylenedioxy group we mean an -O-alkylene-0O- group -where the
25 rﬁcamng of alkylene is as defined above-, such methylenedloxy—, ethylenedioxy group. '
| By halo-geh atom we mean chloro, fluoro, iodo or bromo atom.

_-By a 5- or 6-membered hetérocyciic ring containing one, two or three nitrogen
atoms we mean an unsaturated, saturated or partially saturated heterocycl'ic ring, for
examplc pyrrole, imidazole, pyrazole, 1,2,3-triazole, 1,2,4-triazole, pyriding, pyrimidine,

30 pyrdazine, pyrazme 1,2,4-triazine, 1,3,5-triazine, 1,2,3-triazine, pyrrolidine, imidazolidine,
[1,2 4]trzazohd1nc plpﬁ[‘ldlne piperazine, 2-imidazoline ring. ‘
By a 5- or 6-membered heterocyclic ring containing one nitrogen alom and one

oxigen or suiphur atomm we mean an unsaturated, saturated or partially saturated



secondary butoxy-, tertiary butoxy group. By a C, _2
al kyl enedi oxy group we nean an -0 al kyl ene-0- group |
¥ - 03 ere the 25 neaning ene is as defined 110
iﬂﬂEd'03ﬁkyzg@@ve-, such nethylene8%%§§%§MchylenedioXy group. ByFﬂJzOOBDOO@@

hal ogen atom we nean chloro, fluoro, iodo or brono

atom By a 5- or 6-nenbered heterocyclic ring.

contai ning one, two or three nitrogen atons we mean

an unsaturated, saturated or partially saturated

he!&e:tcemm:yiabi torrebagpld oxazoézxaa’vp:ihmlpyhirdmlex ishihiigtaky| 12 -oxazine, 1,3-

yrazole, 1,2,3-triazole |aole i g

pyridipne, . .. .
O i AHHAZIN0 Ty Mietani nb - tfaﬁ%a%. &-thi2sing. Oppzplide, thiazolidine,
| i di ne,
moljmrr}g} %e l%&r@?oh%el tﬁf]tléétrlll%ggo [ aﬁHﬂl{ﬁjl peri di ne,

azo
pi pEhahtRescy2ht mndazataidies b @‘Iro@yn archrs Ofd onenenibet edm may be
het erocyclic ring containing one nitrogen atom and
5  forgxamplgengeadiszolsuingaur at om we mean an unsat ur at ed,

T T e P

ind € 315@&@}(2&6&2 BLR1thiaS 6 BB idkivaZRIlink &@ﬁﬁﬂz@ﬁ@é Quinoxaline.
12 oxazi ne, 1,3- oxazine, 1,4-oxazine, 1, 2- th|a2|ne

1, %tdquazm\reepf B, % 6-{11‘1@2&@1@ h@gmmlncmxm COntammg one, twor or three
ol i ne,, t hi ornor '

t hi a%ol i di ne, .nor E holine, . g
nitr %get“ha\ AP G 1?‘“8%?& BMhE PR BHL “0BY &F 58§ Bitrsepiafyn and one
10 - sulp@ng‘taﬁin’i” &}cieﬁ@ed’”v&:ﬂfg%erﬁgw l@&goc%'l‘?c Q%ngenco%ttzﬁ%g one or two

or exanple an oxadi azol & ring.

mtrd:gnz 0 ht@gu e wmymedor d euxamgtel vés con cthmszehbpwlﬂﬂneb e nzam:éo pyridine,
bepzt hi azol e,

, I ol b ,
R e e e e IO
deFf'hggl éﬁﬁeop{he ge%erzﬁ m%%@dpﬁﬁgﬁrﬁp Eéég?tg (l)idmo glpendmo

-cont ni‘'ng one; two or t ni tro

pipefizinopganctayipipantne bemoxpgdinoatem or one nltrogen
atonland one 10 sul phur atom  condensed wi

BE , H@nﬁéﬁse@f Ket exogeRpanit of; grgeral dempulp rﬁlhgveoﬁeeaarsaﬂtﬁ/ogwen with .
inor%éﬁ e% grgl\: sf ande)i)aaQPSI ePrefQﬁbI@ are the salts formed thh
I azo opyF

rlazolop ridi

phanhhatcﬂm@hmpa{d’deﬁldﬂ)lld’l@G}d@éﬁ gz@dﬁ@&ﬂmrﬁh :{tﬁﬂ sQHupERdiBethanesulfonic acid,
3H i m dazopyri di ne.. The group of t he gener al formula

tartaw"a)acrﬁr efuaraiis y?lcrcbp‘l‘ﬂ@sfeﬁ?él P SRR 9D, s?ﬁlﬁr@r hikingside, potassium

v G4RET LD S LB DA 88T 008 OBl procss,

20 favoﬁ&@blm’& %ahilSo AIHGEB aBidtdhd. perd MEHORIM, Greddich QLY@ 6f the invention.
aci ds and bases. Preferable are the salts formed with

pHit seloeiss i walhgarasaepeadbenat Mg engus spbicotshlear iwith water or
aEi ~sulfuric acid, ethanesulfonic acid, tartaric _
fumaric acid, citric acid, and bases e.g.

S%%U WY IRAXiEfien RALASS] YAN optical isomers. Structural isomers may be -
tautomeric forms in equilibrium or isolated desmotrops, which are also sﬁbjects'_of the

25 - invention. The compounds of _'general forﬁula (I} may contain one or more asymmetric
carbon atorn, thu§ they may be optical isomers, enantiomers or diastereoisomers. These
enantiomers and diastereoisomers and the mixtures thereof, including the racemates are-

also subjects of the invention.
A favourable group of the compounds of géneral formula (I} is formed by the

30 compounds, where
Ar! stands for phenyl group, optionally substituted with one or more halo gen atom; -

X and Y independently ‘mean straight Ci.4 alkylene group, optionally substituted with one

or more identical or.non-identical straight or branched C).q alkyl group;



hydr oxi de, et hanol am ne. The salts fornmed during the
purification and isolation process, 20 favourably
Printed: 03/08/2007h tetrafl uoroboric @HESCEAMPerchloric acid, are  HU2006000078
al so subjects of the invention. By solvates we nean :
sol vates formed with various solvents, e.g. with
wat er or ethanol. By isoners.” we nean structural and
optical isoners. Structural isoners may be
tautoneric fornms_ in eqw l'ibrium or |soI ate
Z des morEdigsstraigit Ch sl lars srognsy des & kﬁfl}’lf:ﬁ% Op%nal ¥ substituted with

i nvention. The unds e

cont af'f %rf%or(gr'd?{&gg[o ﬁ‘ﬁg? ?T’?Ccpc%aﬁ%ht 28! %k%ééh%g?%e%;oup ’
R 'TRY 206 n@Rich8dhlyi SQNETSro @AM H @FRF8gIA0r branched C,.4 alkyl group;
ng ast er eoi sorrers Thése - enanti omers and

Ardi astsendofsgirend gamg;t he mi xtures thereof, including
t he racenat es ar al so ects t he |nvent| on.

5 o SERaneRofES ue BhaS BB bre GBnaPrBt i focen soms
( I ) 'o oﬁé)ﬁm%geprtoW%ld 3R: GOARAURSAS, or\@ﬂ@%ﬁrﬁeh 234:8RH8 one sulphur
eny group, optional 'y substituted one or
m)r eatoal, ogeivnaliprnbstitated ¥ith natepemohertdt lsyalgham branched Cj.4 alkyl
straight Cl-4 alkylene group, optionally substituted A
wi t hiGH€: or nore identical or non-identical straight

r g@%&%ﬁzﬂg%g“%@%%é 5951‘2@8%%[%%&% ?%Froggélgﬁﬁ%&%%he benzene ring

10 - a' Kyhepepdoedly by fitler ahkenyle pathoptei @Irmbfeyldentlcal or non-identical
substituted with one or nore |dent|cal or -
" non- $®éh&‘—f“%hl5€1§@‘§6‘éu gl dhe wrenrcisewiting af hploggh odjpm, Rtraight or

and R2 i,n end mean_.hydr.oge S
o SRS SR DY ARE BB R0 SR wih on or
gr OURpreddentical oﬁndﬁafﬂéﬁﬁ@ﬂ shelat SCHEAdhed 0,Raikyl group-; or _
contai ning one, two, or three nitrogen atonms, or one

ni t riagi@m‘catadnhfaﬁdacaﬂfec @xg@gew’f@zt@m twey 0 rﬁleremrtlir@@e@natoms or one

15 OO RO SHG GrGE DR A, ST sulphur stom,

gr oupnddlied REMZORGNESQhclhBsenRic MhgsQoMBiIiiaE e or two nﬁrogem

het er ocycl es where the benzene ring 10 nay _
opt iatores,| ppbedalyr tshbstitgtgds tithutcad o tthoxsnédenticalproe non-identical
|dent€)cal or on o

S B S SR SR 500,

t he 3§
br a% E;m%h%#%langﬁéwex-4 aRRP G%L@Uﬁalo Rong LOBRR R ! group,
: -su tltuteé"vmt one or nore identical or
207 non-Nefr'i gajupsmmrghttha)mebmmgmbfé& @1diRA]} 4y las ge Bugd-above-;

or . 5-menbered heterocyclic ring containi or
#nd flﬁgreséltﬁlsp}v&beéﬁngtlmsr% &pdé%sait an solvatcs {%%reo\fo

Especially favourable are the following compounds: =
3-(Benzothiazol-2-yDI-N- {3-[(3,4-dichlorobenzyl)(methyl)amino] ﬁropyl}prc;panamide,
25 N-{3-[(3 A-dichlorobenzyl)(methyl)amino]propyl}-3-(6-methylbenzothiazol-2-yl)-
 propanamide,
N-{3-[(3 ,4-dichlorobenzyl)(methyi)amino]propyl }-3-(6-methylbenzoxazol-2-
yl)propanamide
3-(1 H-Benzimidazol-2-y[}-N-{3- (3 4- dichlorobcnzyl)(methyI)arnlno]

' 30 propyl} propanamide,
N-{3-[(3,4-dichlorobenzyl}{methyl)amino]propyl}-3-phenylpropanamide,
N-{3-[(3,4-dichlorobenzyl)(methyl)amino}propyl }-3-(7-methyl-[1,2,4]triazolo[ 1,5-a]
pyridin-2-yl)propanamide, ' |



15 nitrogen atom and one oxygen atom or one nitrogen
atom and one sul phur atom condensed with 6-nmenbered

Printed: Qg/og/égbeteroaromatl C rings CHBG@PAMIY one or two nitrogen HUEOODOOGO 3
atonms, optionally substituted with one or nore
|dent| cal or non-identical substituent sel ected from '

the group consisting of st‘ralgght or branched d -4
al kyl group, straight or branched Cl4 al koxy group,

t - : NR1OR
N—{ameﬁeﬁh?qrg@%aﬁn%gmm@@e&’@ﬂﬁ%p@-51 arwBeBpisralgls.4-a
; é) r% %I r salts, solvates and isoners and .
pyrfnh msa% gp Sfvates t her eof . Especially favourabl e

N-{BI®, mlehfo%&e@l ngn AdRsropyl}-3-(3-dimethylaminothiazolo{5,4-b]
. 3- (Benzot hi azof{ 1-N-{3-[ (3, 4 di chi or obenzyl ) ( nmet

pyrithpt -alopmolinasiiogy | } pr opanam de,

s e AT By Aot bt

ynéinlz(g’ﬁ ophGligeobenzyl ) (et hyl ) ani no] pr Opyl
- net hyl benzoxazol - 2- yl) propanani de g
N- (3!—[—[Béa,ﬂrdwhlaz@heayl%tblylwri{ln@}PFOPYD -3-(5- methylammo[ ;3]thiazolo[5,4-b]
3,.4-dichl ar obenzyl ) (et hyI Jam no] 30

PyTidipy %px} I PRBREHY de |
N-{3'5|X1J6ﬁ4[c§1 1éngana %Xﬂhgﬂ)ﬁfiﬁhﬁyﬁrbﬁiﬂ}@dﬂgﬁ”x@ﬂlyla)mno[1 3]

10 ' thlazolfb{ﬁinaﬁljbgﬁmhen;rb)pro)pémﬂdyj )am no} propyl -
o tri
VOB FybrpR e Sa e b aab P B R D
. 00
yil %ﬁh @QI%O%?WO%%J )zpr?ga(naml%yl ) ami no] propyl
N-{3}{ ﬁ(z( B- mmm}at:ﬂmdmtm(mmwammoyprdw} -3~(5-pyrrolidin-1-

I[ I‘Im I‘O anam e
y 1?

- Thigzodo &%b}m‘r Ee»ﬁh:wga@#@ﬂw yam i no] propyl } )
15 N'G‘éf/lr' 35 4% %FI‘ b ggﬁayrf a%gg)ﬁaréa'lfﬁ tik—;:npe:nchn 1-vi[1, 3]th1azolo
[5,4 &\}pﬁﬁdeE](ﬁFﬂpéﬂp%hhﬁi&benzyI ) (met hyl ) ami no] propyl } - 3- ( 5-
sopr opyl am not hi azol o[ 5, 4- b]
N-(3 A (ﬁﬂ;@lqﬂo}app@ﬁmﬂmﬂaﬁgno}gmgwl) {& (P -pyrrolidin-1-yI[1,3]thiazolo .
hi 1) et hyl opyl ) - 3- 5 :
[5.4- é?%??lB#HQPTOOP%g ?/a)zg oy[ls ifnbi no Jpropyl)-3-(5-m
- D-3-(5- hol: -4-*Il3th 1
N-(3- KEM (g)dﬁl a‘%%%rbﬁﬁgﬁwggﬁgﬁyf% )hyl{] )nzon%toh§l ) ;n[1 n(])] 1parZ g °
20 [54- .Edyjq}dxﬁ Xﬁ)p@phgxamrﬂeno[ 1,3] 10

N—{ﬁ@e@ﬁfs&% B 2beiat ?é%%hﬁgﬁ,n{xg E,;ﬁﬁ’g%f?gl?g;.&mw 4 L ol ?){th_img
[5,4- b%ﬁ-?&{h AyhfophRamfeper i din- 1 -

N-{3-[(3 4-d1chlorobenzyl)(tert-buty )]ammo]propyi} -3-(5- morphohn -4-y [1 3]thlazo!o
[5,4-b]pyridin-2-yl)propanamide; :

25  and their salts, solvates and 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 isome'rs,‘salts or solvates, which
are preferably oral preparations, but inhalable, parenter_ai and transdermal preparation also

30 form a subject of the present invention. The above pharmaceutical preparations may be
solid or liguid formulations, for example tablets, pellets, capsules, patches, solutions,

suspensions or emulsions. The solid formulations, first of all the tablets and capsules are

preferred.



yl [1, 3]thi azol o[ 5; 4- b] pyri di n-2-yl ) propanam de, N

{3-1I |
Printed: 03/08/206¢3, 4- di chl or ophenyl ) BEBARAEL hy| )am no] propyl - HU2006000078
}-3-(5-pyrrolidin-1-
yl [ 1, 3] thiazol o[ 5, 4- b]pyrldln 2- yl)propanan1de 15
N-(3-{[1-(3, 4- dlchlorophenyl)%thyl]an1no) '
propyl) 3-(5-piperidin-1-yl[1,3] thiazolo

b]p ridin-2- , ;o
‘ N- ( g el g Q' 2hairg F%{‘)%?gh%fn%’)ag?%ﬁf rﬁr%poa)red by aonl}m the usual
I | yl[1,3]thiazolo [ . .
_ EX(gE %H% a)nd%ec(bgomggap*)l;%%bpdgnam i de,
N (3t [cl;rr{p%LAdsdbEﬂieogempﬂaéft;tHuéz lfﬁyla]:amimg)to the invention can be used
propyl )-3-(5-mopholin - 13<Jth|azolo F :
for[the Aepmppt 0 Ipﬁr_}@_!c}g ISV B ggﬁgflﬁﬂée eptors play a roie in the development of
th 7}%%3%(3 4-di chl or obenzyl ) (i sopropyl )] am no] propyl } -3 ‘
¢ rpholin -4-y1[ 1,3]thiazolo
[5 ?h@]c@ﬂfogheﬁb codrdipE opahanpdesnt invention can favourably used in the
[ (3,4-dichl orobenzyl)(tert-butyl d] am no gro I}
trez@m@ﬁt-qﬁ;h;m@em l;ke.aptkynzf pllgqg@qq;}ggg}soatoplc e czehra, inflammatory

b0\§63|c(; g% r%gﬁﬂgtﬂéeo@i )E congﬁc%lg%s a‘%gﬂt ghvgtfl%x?@fst 8rohn disease,
HIYE f}%&gcfn ﬂ@d@é&é&iﬁtcoﬁﬂ&eﬁéﬂl Qnthr I, es furt her ror ¢ to

: he pharmaceutical preparations containing t 1'
10 conpofiintisr ahibjebe ofjdie imenfion ris|the (uxg obrihg tcgmpgé%% gf the genera

salts or solvates, re pr 1 ab
fonp]afépg} 41 dhs, tre@axpeptnﬂg tgeola ov%&}a qgics * Lk yl"hf: ?&ggested daily dose is

1-10p30% gf{ re@cug fa@ﬁﬁl leﬁcﬁng Qnfriy ﬁﬁt&e%ﬂ@]s@@ehtpbf thb disease and

Lh

rmatiiis

presen |nven ove phar maceuti ca
the EH)@ﬁ@f\abgﬁﬂ@ftﬂapabmt sol idor liquid fornulations,
for exanple tablets, pellets, capsules, patches,
sol utions, suspensions or ermul si ons. The solid

for | ati ons;..t! ol fids of general
15 ihiren piegt e, lygRltp, O BE LA ABfoRRds of ecncral.
' foﬂQQQ@O%@FeSm &eTﬁﬁ“rrﬁﬁw\Pﬁl,pKaM ert, IR‘.ahnchEhdtaat:nbmgneanmgs as
, are prepared by ap i ng the usual excipients and
ckﬁn@tHMD%oth@bH§§€$éPK@ﬁ§33¢H%”@%ﬁpounds of the
general formula (1) according to the invention can be
used for the treatnent of pathol ogi es-where CCR3
r egentens RhRyiskatkbae iofl thhprodesses ¢pmuot aoffor Ehetmeparation of the
di sease. The conmpounds according to.the present
20  compoumistaf@snemhfdravdafidbl y used in the treatnent of
di seases like asthma, allergic rhynitis, at opi ¢ ;

dermatitis, eczﬁckema i nf 1 ammat %y bowel seazg S ,eﬂ\ /Ar
erati coli™ti s |, ex. nj unciapmi 1 sy AUl ¢ pl
Aﬂ/J Méfge\giGLn dlsé%ée B
L % ——r
L1 Q - | R1 - Rz
D) an : ()
) ' Figure 1.

In process version a.) according to the invention a diamino-compound of general

formula (I1D),

D
L

. Rz
I' H
R (i



HI V-infection and di seases in conjunction with AlDS.
10 A further subject of the invention is the use of

- ot e conmpounds of the ormula (1) for the |
Printed: OS/OS/ZGb?eat ment of the abovmh’é O%I es. The suggested FU2008000078

daily dose is 1-100 ng of the active conponent,
depending on the nature and ggverity of the disease
and the sex and weight of the patient. 15 A further
subj ect of the invention is the preparation of the

uh&@@@%ﬁ:r@ﬁ Cﬁ&p@’r aj& vl aUmuh R*(drd ashddfmead mbbhe is reacted with a
formula Art R’, R2 and Are, have the

carbmeglid ﬁtgéda}svatdefofrwderab@v@ulaa(ﬂd their salts, solvates
and i soners. Figure 1. dem)nﬁ}rat es one of the

processes (version az)/ﬂf e preparation of the 20
conpounds of gener§1 for Ia (). 0 Al ~-XNY-~"N
R2 Ar2Z WArt' -X~" N~Y-~ 2-,,Ar2 pH+ 1l RT O R4
R2  (I111) (1) 0) Flgureol In process version a.)
according to the invention a d{igm no-conpound of

general 25 formula (11l1), /R Ar' /IXNYWNH R
whefel tHe) mBEAiRpedf AS/ 081 206z @Emmaduzo%@mﬁwor helogen atom,

where the neani ngs of -Ar' - Y, R; and
-5 hydrgefli gredp.atiite- 4aB<yDe.%r@t1@d>fmr9¢0aZ TR AL TN ef%gﬂﬂd Ar’ have the

-meaz%ggs Y& tdef‘mec? i <. 1A et QLT el ddbdsituents ofWie oBmpBund of general |
 formula (I) thus obtained are transformed into each other by using knowr methods and/or
the resultmﬂ compound of general formula D is transformed into its salt or so}vate or

liberated from its salt or solvate and/or resolved 1nto its optmally active isomers, or the

10 'optical}y ‘active isomer is ti'ansformed into the racemic compound_ and if desired the.
© structural isomers are separatcd from each other. | '

In a preferred embodiment of process version a) accorcimg to ths invention, a-
compound of general formu%a (II) where W stands for hydroxyl group, is transformed with
acid chloride-forming reagents, preferably with thionyl chloride, into thC.aCJd chloride,

15 which is then feactf:d with the amine of genéra! formula (1If) in an inert solvent (e.g

halogenated carbohydrates such dichloromethane, chloroform, or ethyl-acetate in the

presence of a base (e.g. triethylamine) or in pyndme at room temperature or at the reflux

temperature of the reaction mixture.

20 A preferred method is when the acid of general formula (II) is reacted with the
amine of general formula (III} in the presence of an activating agent. Activation of th_e
earboxylic acid may take place by the pre-baration of mixed anhydride intermediates with
the help of e.g. with pi-val"yl chloride (M.T. Leplawy: Tetrahedroa 1960, 11, 39), ethyl
chloroformate (T. Wleland I. Liebigs Ann Chem. 1951, 572, 190), isobuty! chloroformate

25  (J. R. Vaughan: JACS 1951, 73 3547) or dicyclohexyl carbodiimide (DCC) (R. Arshady:
J. Chem. Soc. Perkin Trans. 1, 1981, 529 or D._ Hudson: J. Org. Chem. 1988, 53, 617), in
inert solvenis (c.g. dichloromethane, chloroform, tetrahydrofuran, acetonitrile), in the
presence of an acid binding agent, e.g. tertiary amines (triethylamine, N-

methylmorpholine), at 2 temperature between -10 °C and 25 °C.



E E O (Il) where the neanings of Are and Z are as
defi ned above, Wstands for hal ogen atom 5 hydroxyl
¢ up, -Q(ClL.4al kyl) - gppuAmpOCO- Z- Ar 2- group, wher e 2
Frint Ed 03/08/%6? d Ar 2 have the neani nigé as defined above, and AUz GOUOOGOYB
if desired the substituents of the compound of
‘general formula (1) thus obtj@gi ned are transforned
into each other by using known nethods and/or the
resul ti ng conpound of general formula (1) is :
t r an'sftioniied cimb® adltisveddlytusors sobonzlt @;mmiazollel(Heﬁaﬂaab Lieb. Ann.
romits salt _or solvate and/or r soI ve

Cb@’@t i £A11.y o8Bt 79 |1‘2s01ﬁ"é‘F35° Vi s hém B2t g%?é[] WI% p§ g chloroform,
t“t}aﬁgﬁhr Ogceﬁgistfri?j k.u{%tfg Kpll:l}% t[:l QWA%IZ&/QH&?HW&&@%@ Ca..‘lTiEd out

ES rée ura I Soners are separate

wifhr @Jﬂ“@&ﬁx_om-51?[3ecy-dqﬁ}#ﬁ:aiﬁir@ﬁ:»ﬁéj’r@dmeﬁfoﬁdttdf&zﬁto ehosphate (PyBOP) in

process version a.) according to the invention, a
5 inegoapeond. eprtychriraakdiond et al,(10PY: 2\%ére W st ands for

hydroxyl group, is transformed with "acid
chl oride-form ng reagents, preferably with thionyl
chi Hft'hg%ordﬂéhﬁd td¥egcactadl femh s (R is 4 2aixGhe hsid dshenwhere in the
reacted wth the am ne of general formula (I11) in an .

formnlar¥% soldsdnt ——(OéCga alkjia ogenticadectian hopredrablgsamsdent at 130 °C,

i chl or onet hap chl oroform or ethyl-acetate in the
Wit%?‘%%]ﬁ&’ét 5t P&lhase (e.g. triethylanine) or in
10 pyri dine, at roomtenperature or at the refl ux _

" tenperature of the reaction mxture. 20 A preferred
nethedcispoindn dfenaat throfulgdn GCC@i’dlﬁg) torgheaingEhtjon @an be prepared
reacted with the amine of gener formula (111)

by B BcesBauE iof e de Brodt AGORGE . Act] vation of |
the ~carboxylic acid may take place by the
preparation of m' xed anhydride internediates with -
the help of e.g. with pyvalyl chIoride(MT Lepl avy: O

Tetrahedron 1960 11, , et hyI chi o orna T. As?
gt WL g‘ L.,e)m\’ j& 1951,Ar5 orferﬁ /LK -~
r |sobu§I chIHGPoforrrj‘{e 252(J R Vaughan: JACS. 19]51

73, 3547) gr dicycl dhexyl carbodi-itde (Dccg (R ge

Arshagy: J. Chem $wc. Perkin Trans. 1, 19381, 529 or’

B'DHudson: J. 'Org. Chem 1988, 53, 617), i iBr t

sol vents (e.g. di chPoflBner hane, chl or of orm

tetrahydrofuran, acetonitril 2 AR the presence of

an aci d. bindi ng ‘agent, e.g. & ary am nes

(triethylam ne, N nethylnorpholine), at a

t enperature between -10 C and 25 C. Printed:

03A06¢120Q7toPESCRAVEXsion D 6e60a00 Pempaund of general formula (VI),

X
At \N,'H

I, (Vi)
R

where Ar', X, and R! have the meanings as defined above, is reacted with a halogen

20 compound of general formula (XVII),

Y )J\ Ar?
H/\N ~

RZ
(XVI1)



Activation can be achi eved by using carbonyl
diimdazole (H A Staab: Lieb. Ann. Chem 1957,

: . , 75), in, inert s RS referably
P - .
rinted: 03/06/2 chloronethane chloﬂg¥§rn1 @etrahydrofuran, iﬁUEOGﬁOGNﬁS

acetonltrlle or in the m xture thereof Activation

can al-so be carried out W thy
benzotri azol -1-yl -oxy-tri pyrrol i di nophosphoni um
hexaf | uoro phosphate (PyBOP) in 5 inert solvent (J.

wh&Rlth&melghbahedr oh Alhld 731s asLl@I0ed 285)k. anlifHAIR e ans hal gﬂen atom,

compound of general forrmula (11) is a carboxylic aci
andedtdesiredviier sibknituthie offtbe womhacwseapdsrd dprm @ Cl)1thygs obtained are

kyl), group, the reactiqn is r arried out
UWMWW@)lﬁ%MwW%WMﬁ@ﬁ S fie onplampound of
gen Of1 G5RENA I%jfs(?{)';\y{ %ng(ﬁ ntﬁf’f&: Qeﬁﬁb%!\;a@e topgbérﬁf‘éﬁrﬂdn? fts €8or solvate

be prepar od shown in’'Figure 2
5 and(opr meelsd VRIS ian optijal§ @:tz'\/&r 1do&rer§;ll—bﬂ-lahe I\d)lecai,l)Araet:ve isomer is
T-X~"NZYNN A z Are + (1)
fmnmvrlpg intg thy @eﬁr@mzcowﬁcﬁnﬁgf fl‘%ﬁlfﬁii &%@C%ﬁ%¥%€% aye separated

th o compound of general formula (M), Ar' NH
frontef?‘c)hag%'v\here Arl, X, and R have the neanings as -

defined above, is reacted with a hal ogen 20 conpound

of general formula (XVIl), U Hal /Y ---"N"'"~KZ [ Ar2
R2 I xrefprred instied: of (0 @83 28PN IRSTPANID 202D §0B0ETS the reaction

10" of ﬂ%éfrﬁa"‘lﬂgb thezﬁga”' i I)[Oégi:@e E%{og%%org{? Uﬁ)\% SHtnia formula (XVI)
- is ca‘i‘ﬁ@d roﬁfj id Iﬂﬁrtsém&'tt %&gﬁ%@%ﬁﬂ@mﬁﬁmﬁy g @k ggénﬁcf@xl)f an Organic.

formula (1) thus ob are
base as acid binder.

Resolution of the racemic compounds of general formula (I} to their enantiomers

can be carried out by chiral preparative column chromatography, or by other methods

15
" known for the resolution of compounds of basic character. -
The starting diamines of the general formula (If) may be prepared by different
N methods dependmg on the nature of the substltuents R, R2 and Y. '
20
Figure 3. presents'th_e breparation of amines of the general fonnuia'(HI) where R? =
hydrogen atom, Y = 1 .3-propylene, 1-methylpropylene, 2-methylpropylene or 1,4-butylene
(R® and R’ independently represent hydrogen atom or rnethyl group, pis 0 or 1), and the
meanings of Ar' and X are as deﬁncd above.
25

S NH, Xo M
Ar1/)k0 + pYT?T ——— AT ?}l + RBMCN
. . : 1 7

, : R R
(Vi) | (vl o ) (v} p: 0.1
6
; | | i
X A | X, NH
Ar [Tj pCN H, — Ar' f?l P z
R R’ - . rR'" F

(V) 0.1 ay p o1



transforned into each other by using known nethods
and/ or the resulting conpound of general formula (1)

Printed: 03/08/4097t ransforned into it gsaipagD sol vate, or . |iberatedHU2006000078,
fromits salt or solvate 5 and/or resolved into its _
optically active isomers, or the optically active '
isomer is transforned into tlBe racen ¢ conpound and

if desired the structural isoners are separated from
each other. In a preferred nethod of process version
b.). according to the i nvekitdush? the reaction 10 of

the_am ne of general formula the ha a :

conBORRETBh e 4t epbr A gy A e REpILE9 Hinods known in

thd ﬁ@:ﬁtur%o!:%ﬁﬁg’ riRkEhRr 8bd Yodipehhar pnehhane or iatddg of the general

presence of an organic base as acid binder. o _

forRexbo Mitl) bp rafuctive amastnt: evitdhp euings obgerpsndpgnula (VI in alcoholic
- formula (1) to their_enantioners, .15 n _be garfi

5 megdigm, By ehpPieaincsrd parRe %’neg?faﬁ%dfhd%r%f@%g‘?eaﬁny‘f\m@??ham 1987,

3200%: Bh 18 | EI@oel B FO. Rfed. Chem. 1981, 24, 2,
Jz%%h%%ﬁﬁggqggngéPghgﬁﬁggﬁggﬁgﬁihe §tarting_df3qingg -
14mfaher geshesodiurh Gorstyarifd Id kquemys bioholepadimd (§imig Gy.: J. Chem.

di fferent. nethods dgﬁendin on the natgre of %E? y 1
Socskaskini Taentls 1892, B, Hd-19)- Dy famgivieds ot fieezsented fapala (VID are
reparation am nes , of general | | o

- co%g{é@h@a@daﬁ&dr %nzﬁ%%gfiééﬁafzg%ﬁg@pﬁ%%; | en(glm 2 comm?rcxally

10 avadafIEbhYAEOp%LeRa bydndRbdHrRhemiteneetiturk, Fhdodrypeimnds of general
© (R6 'and RY |ndepengéntly represent hydrogen atom or
formet V) garobip preppared Grooy i) amias) of igenérale muds (V) wigh the alkene-

and re as defined.ahove, 25 Arl' X1-Q + RNHZ.
Cyaﬂﬁasléxgﬂgwqa@f@ﬁ a 0‘8333’ 1&“@5“6 W]I?%‘ei %ﬁnﬁ%éﬁ)zﬂ (HCs- 1946, 68,
46R RS b2 78 A s 3XThe cydRidENot tHd2eefied) ZorMula (V) are
146R; ey @ﬁ%‘%ﬁ&%ﬂz g1 ?<$f |e)-w|c!§:I 0 1 | _(V)

_ commercially available. The diamines of the general formula (IIY) can be -obtained by

15 catalytic hydrernétion of the cyanides of ‘general formula (IV) by titerature analogies, in
alcohol or hexane solution, in the presence of ammonia and Raney nickel or rhodium -
catalyst, in a gi{/en case under pressure (Shapi'ro et al: JACS. 1959, 81, 3083-84, and

Roufos L: J. Med. Chem. 1996,39, 7, 1514).

20 , The amines of the general formula (III), where in the formula the meaning of Y is

ethylene group, R2 stands for hydrogen atom and the meanings of Arl and X are as defined
above, can be prepared as shown in Figure 4.,
1% —~H - : Ar1/x\ /Y\NH

NH, . Ar + g

. N
Ar1/x\0- +Rr1” S llf r

{vin) (Vi) . (V) _ ()

25 ' Figure 4

from the amines of the general formula (VI) with 2-bromoethylamine, by literature

analogy, in hot aqueous solution (Arz. Forsch. 1975, 25, 1853-38).
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3. The conpounds of the general fornmula (VI) can be
Printed: 03/08/2Q02par ed by nethods krmomggpnmbhe literature startingyi2go6006073
from the oxo conmpounds (al dehydes or ketones) of the
general formula (VII1) by reductive am nation with
the am nes of general formula4(VIIl) in alcoholic 5
medium in the presence of sodi um cyanoborohydri de
(Hol zgrabe U.: Arch. Pharm 1987, 320, 7, 647-654),
Figgre pyshoatahy piepahyidn of énratiiaes (Fleatagfimila {1, Where R2 stands for -
hc&/Ed' Chem 1981, 24, 2, 140-145), or with sodi um
Y BHBTT AR de Ph Jantiesrsral eshePues G (rSerings @f Arljand X are as
de 8Ty oveo0C Perkin Trans. 1. 1992, 13, -1613-16). The '
conpounds of ‘the general fornmula (VIl) are
comerci ally avail abl e. The al dehydes of general
formula (MI1) are co,m’rerciégl'l TO avai l abl e or, can
be, ptepared bwdret hods knotnyin the literatur@g. The
¢onpodhds 0?1/§eﬁeral formulb (1V) €adn bé" pr ebar ed :
fromthe am nes of general formula (VI) wiith the
al kene- cyaniﬂw of the general formula (V) by
literature anal ogies (King ®# et al: JACS. 1946, 68,
1468, or Surrey et al: JACS. 1956, 78, 2573). The
cyani des of _the general formula (V) are commercially
avai l abl e. ®rhe di ani nes of the-general foi’i‘nul a (1)
QMXMed+bwamt al.ytic ,hy@;\, hoPiof 1thg o
cyani fles of general fornula (I\?) by iliterature
anal o%i.es, in al cohol or hexane sofution, in t he
prese @s of ammoni a and Raney ni ckel -or rhodi um
~catal , in a given case under presséfle (Shapiro et
al - JACS.” 1959, 81, 3Q83-84, .and Roufos I.: J. Med.
~ Chem 1996, 7, 1514)7 Zq” heHam nes of the general
formula (111), where ingthe forrmula the meaning of Y
~is ethylene group, R2 stands for hydrogen atom and
5 ~ the nmeanings of Arl andmX are as defined above, can
be prepared as shown in Figure 4., "'X, ~H ,h6 ~X ~V.

"RI. 2 Ar N+ BrPIH2 Ar N NHREW@P: ~ O+' RR (MII) *
The céj}e{lr{;eo)rugﬁsv If% Ig%xlﬁ%rlg? fgﬂ%?ﬂ%)gﬁra% épggﬂggﬁ;{;}?{g%}ﬁ ’ec%B ghsgt?gn from the
amindsidf%eabﬁﬂ €ormula (VI) with paraformaldehyde and acetone. By literature analogy,
the reactiqn can be performed m z'—propanoi-u.ndcr reflux conditions (JACS. 1959, 81,
10 2214-18). The oximes of general formula (X) are prepared from the -compounds,of general
formula (IX) with 'hydroxylamihc, by literature analogies, in aqueous i-propano! soiutifm
(JACS. 1959, 81, 2214-18). The amine of general formula (II) 1s prepared by literature
analogy from the oxime of general formula (X) by‘catalytic hydrogenation in the presence
. of Raney-Nickel catalyst, in ethanolic ammonia solution, - |
15 Figure 6. demonstrates the preparation of the amines of general férmula (IH} where

R' and R? TEpresents 'mcthyi group and the meanings of Ar', X and Y are as defined above.

N Ar N” “NH
H H Bl p?
(Xi} o

20 | . Figure 6.



anal ogy, in hot aqueous solution (Arz. Forsch. 1975,
25, 1853-58). Printed: 03/08/2007 DFSCPAM D H
Printed: (33/08/2@@53’06000078 14 Figure rsepawp the preparation of HU2006000078
he amines of general formula (111), where R2 stands - o

for hydrogen atom Y for 3-nethyl propyl ene group and

the nmeani ngs of Arl and X arejilas defined above, |iX

"HO Ar'0+ NHA N+p+ RMII) (V) (VI) O CH

ATTIX N+ ZNOH Ar'i X N N'"OHt H2 RR ( ;% '
Ar' DheNcofndndR & (t}kd Ig)aneral Frgutae (B) Cﬂheb@mb@:ga Jyofeacting the

general fornula are ob ned nni ch . i
coemm@ﬁiém BN a!crg@mdé%n ofgeﬁ %Eh%mf‘f?r Ty Ry the NN

h.par atormal dehyde and acet.on | i} Ble@t W1€ents, preferably in
d"ﬁﬁtg s Oa”i}tg “réact %{'Lq?)r??é’gxﬁ %1 fo O@Iw% ini- pr opnashoplr ereply

w&aﬁeﬁ;enﬁftﬂwgfmgémeldflaera&d(blm oﬂg,@ﬁig arBds. 10 2214-18).
The oxinmes of general formula (X) are prepared from

5 th comlaounds of general formula (1 X) with
i }/pl&ggéﬁg{gogfngOW| fttﬁg %t&%gr &g:g%hﬁgtl\%% ﬂ% ?g;ﬁ?&%ﬁﬁeed by different

meﬁ{@d@%e@nd%ﬁle faaek the(t ktdupl s prepared by

literature - anal ogy fromthe oxime of general formula"
(X) by catalytic hydrogenat| on in the presence -

.of
Raney- Ni ckel cat al yst, th
.15 Ef/fgmteén@ lafe thsraneial &r "Eaea@ﬁbép eg{rgo r%?esn?%]!h ﬁgpyiene
fRincdnd pR&ented in Fig _
10 groﬁ@a?%?gﬁ%%&%@%ﬁ{ﬁ groggggrrl]%d %Ho)éfc ‘&ﬁ’ggﬁ?ﬁgsmofA”p Xegtﬁd in Figure E
7., Yare as defined above. Ar'"XICl- + RRN-Y'N Rz
TACT"X=N-Y' NH :
o Xs

X o |
AFTTTOH - Cr,04 Ar o)

< : | )
. Figure 7. | -
by 3[13100'1’85 in the literature (J. Org. Chem 2002, 67, 25 8758-8763), from the appropriate

15  alcohols of general formula (XIII) by oxidation with pyridinium chlorochiomate in inert

solvent, preferably in dichlotomethane.

" The intermediate of general formli_le (VIID, where X= -CH2-CH2-CH(CH3)- and

the meaning of Ar' is as defined above, can be prepared by the method shown in Figure 8.,

20

| (VHY)
Figure 8.
by analogies in the iit.ereture .(Powelret al: IACS..2004, I.’ié, 25, 7788-89), by heating'thc
commercially available benzylchiorides of general formula (XI) with pentane-2,4-dione in

25  alcohol solution under reflux conditions, in the presence of potassium carbonate.

The carboxylic acids of general formula (I) and their esters are commercially

available or they can be prepared by methods known in the literature. |



HHR R2 (XI) (Xil) (Il'l) 20 Figure 6. Printed:
03/ 08/ 2007 DESCPAMD HU2006000078 15 The conpounds of

. ; general formula (I obt ai ned by reacting ,
P?HKKLOSAnybﬁg commercial |y avaibg%KggﬁgE%genldes of the HU2006000078

general fornmula (XI) with the N/N -

di rnet hyl am noal kyl - conpoundﬁépf general . fornul a

(XI1), in inert solvents; preferably in

acetonitrile, in the presence of an acid binding

‘organic am ne. 5 The oxo conpounds of the general

formula (VII1) may be prepared by different nethods

depahei rgzomidbe2nasraprniaf adiblecaX gr opphesThel from the appropriately
internmedi ate the general formula (VIIlI1), where X

SquSéB‘F@Séﬁﬁ%mﬁPf@afpllﬂé?)yw@h@CClj}gi BFERTER S e RASERE AR lefuene under

reﬂA';( cigngmons @bl@ﬁﬂ@\gg%iugkiai@%&ﬁptﬂ %%d( ;i&p%&gs@? §j7399). The

ure

5 benEbﬂLtbﬁi’ IplRyicanakeids esre @ra?oaﬁedl i fhcek athar @pbibpriXely substituted 2-
Chem 2 02 67, 25, 8758 63), fromthe appropriate

hydi®cyahiiohal by ok lagdith pmwmraof(fm: PenzoByazntiZdgipioprpnic acids. The

be“ﬁ’f%‘p%f%‘@r %F@yﬁlgﬁc%gﬁgiﬁﬁ amélﬁﬂgro {h r%mp&a&e‘l&substituted 1,2-
dlaﬁ%géﬂené@wl ﬁzc@&lﬁé la%xd RS R1X rdeh R CEat. %%him Ital, 24, L,

and the neani ng of is as defined above, can
189 éphred diye thel. rrﬂl‘twd Behno s, 19151F|7g ). er's:. thlaZZ)Gb[Qq-l-cg’)]@ynmldm -2~

10 yipigpiaisgicads 14 enereprear emibe proriereby ssbtyked anfopyrimiaing.
thlol]egﬁvy fRttink 7&?{&85320::111%/ aagadtt'hn& 'iéh?perature (100°C - 210°C) by literature
“analogies (M. Ishfclatc: Chem.‘Pharm, Bull. 8, 1960, 13 i).-Often, the reacfion takes placc in
two steps, in the first step oniy the N-(4-mercapto-5-yl)succinic acid is formed which gives
the ring closured product on 'boilingu in diluted hydrochloric acid. The thiazolof5,4-
15 b]'pYridin-Z-ylpmpionic acids can be prepared By énalogy with the prcparatiohrof the
thiazolb{5,4—d]pyi'rimidin-E—yIpropionic acids, from the appropriately substituted 3-
amindpyridine-2»thiol by'rqélting_ with succinic acid at high température (100°C - 210°C).
The 3-bénzoxazol—2—ylacrylic acids are prcpé:ed as described in the literature, from the
appropriately substituted 2-aminophenoles by heating with maleic acid at 100°C - 210°C
20 (Ried et al.: Chem. Ber. 89 1956, 2578).
{ :  The 3-[1,2,4]triazolo[1,5-a]pyridin-2- y}proplomc acid esters can be obtamec! as

shown in Figure 9.

\N X
| : NH
f=4:] CI N

o - NH; o @4"
~N o
i . 0. /

TsoH T /\OM ~ RS NxN>—\_< B

faH :

ol
V] {XIV)
Figure 9.

g
h



commerci al Iy avail abl e benzyl chl ori des of genera
formula (XI) with pentane-2,4-dione in 25 al cohol

Prmied 0a/08/Sspti on under refl ux qepaiidans, in the presence of - '
pot assi um car bonate. The gg&%@@ylic aci ds of general HU&QOGGOMWB

formula (I11) and their esters are commercially

avail able or they can be prepated by nmethods known in

the literature. Printed: 03/08/2007 DESCPAND

HU2006000078 16 The benzot hi azol - 2- ylproplonlc acid
Tigan-ahensymdnes iZ@ehiive U ¢HerARPRA (RVE] Yvhere R represents halooen

substituted 2- nercaptoan|llne Wi th succinic acid ™

atem Hyd}lwdc’ékylbgrotl;e,a:tanrtg preparof tremel-didepyridiets with propylamine in the
Ukr im Zh. 22

ondlt ons E ew et al
pr?gjg%o %}ifid[ Jfgé? rajé 3 bk f coqqﬁguréi and o-tosylhydroxylamine results the
1-henzoxagzab: 2{ YLR ﬂg't@ﬁvﬁfégr Q%e?ar] ?orﬁ{uﬁoﬁa’f‘.efj v&ﬁ&{?\hg €thyl succinate

) appropri atel y substitut ed hydroxyani I ifes
5 givanathegy-{0£2, 4]heazpfo¢p,éHdpylmahndf—bel‘uplomc acid esters Of general for'nula

Xgénzot hi azol - 2-yl pr.opi oni c acids. The
( nzi m dazol - 2-yl propi oni ¢ aci ds can be obtained from

the appropriately substituted 1,2- di am nobenzenes
. Wi th succinic acid anhydride (Anderlini et al.: Gazz. ,
ThChmﬂpoﬁrtt@ of gdheral formdl8a) Iethied a hetrbwer glouplofthe compounds of

?%&Ber 84, 19.51, 719). The

BENEHY M-d] pyrimdin-2 10 ylIpropionic acids can
be prepared fromthe appropriategly substituted
5- am nopyri m di n- 4- t hi,pl€ [ting with succinic
acid at high terrperaﬂ!'re (100C - 210C) by literature
anal ogies (M Ishidate: Chem . Pharm Bull. 8, .1960,
131). O'ten, the reaction taﬁ@s place in tw steps,

10 in the first step only the - la
: N- (4- mer capt o- 5-yl ) succinic aC|d |s}ormed whi ch

wheg MelBie fdrhgusi ng cl osured product on boiling in
,-di luted hydrochloric acid. The thiazolo[5,4 15
- AT SERRe B- 22##@@@@&061;5@]%6&561%1&3910@5 épdpwitiby group optionally

with the [ at
b B B B s AP S o i 674 et pyanched Ci-
, alkok P erapp hoBFdxgt e}duﬁsmhwft‘wtg]%h p3~CONRR’! group, -SO,NR"R!' group,
an1nopyr|d|ne ting with succinic aci d
15 whegin mpgmﬁmm@rfa& b od Rib@@ 2= 268y dbovahe :
: zpxazol lacrylic acids are prepared as.
Zrep&%%egp ]bgé’r?WI?rP% PPt ure, fromthe appropriately
W msshstidepted a%\%ﬂhfhomﬁ BRA 880 Qﬁb j@&%tf 'tH?:gpr@éema@@;llt?dn
acid at 100C - 210C 20 (Ri ed 9, : é_

1956, 2578). The
~3-[1,2,4]triazol o[ I, 5- a]pyrldln 2- ylproplonlc aC|d

esters can be obtalned as shown in Figure 9. 0 S

20 - Nthe 1?}?erﬁfedﬁ?e of Etﬁerﬁ Iﬁ)%%'u a (XVII) can be gained by the method shovxn in
Flgure 10
Y 0 i
P . 2
Hal f?l:l + JL /Arz , HaI/Y\N/!k AT
R w L,
R
Xwvii
(xvity {fh (XVIN)
25 Figure 1C.



N ~N-NE= "L TsOH+ /N '"\0v XO~R _ NRO N O
O (XV) (XIV) 25 Figure 9. Printed: 03/08/2007
Printed: SCPAMD HU2006000078 pad-Fes@- amt nopyridine ;
rinted OS/OS/EO?EH vative of general E%%g(njuﬁ:}gﬂ[(?}xw), where RO HUZ006000078

represents halogen atomor Cl-4 al kyl group, can be
prepared from 2-chl oropyri d&8nes with propylamne in
the presence of pyridine chlorohydrate. This
conmpound and o-tosyl hydroxyl am ne results the )
i - drdrtior 2ictarisnof 2ke pyrindioneare byt geney dpllowing examples,
f Q[gul.a XV)., Wwhich with et @yl succi nate 5 gives the

Witagl WE“A@FF%‘?&%P]F?%-%‘?W@ i n- 2-yl propi onic acid
esters of general formula (XIV). The conpounds of
general fornmula (lla) form ng a narrower group of the
conpounds of general formula (Il); jZW APZ O 10
(Ila) where in the formula Are represents a
1,2,4-triazol o[ 1, 5-a] pyridine- or
tiazol o[ 5, 4-b] pyridine group optionally. substituted
Wi th one or nore straight or branched Cl.4 ‘al kyl
group, straight or branched C 4 al koxy hydroxyl
group, tt to tt toRt group, ~ p, -NR R group, -CONK R
group, -SQZNR group, L5 wherein the neanings of Ro
and Rl, are as defined above; - Z represents '
1, 3-propyl ene group; and Wneans as defined above,;
are new and al so subject of the present invention. 20
The internmedi ate of -general fornula(XVvil) can be
gai ned by the nethod shown in Figure 10.



VOO Hal'" NHI~Z" YAZ R + Wz~Ar Hal Nz Rz
(XVILL) (1) (Xvil) 25 Figure 10. Printed:

Printed: 03108/2&37‘ 08/ 2007 DESCPAMD HY3PB6¢Q0AA8 18 Further details H2006000078
of the invention are denonstrated by the follow ng

exanpl es, wthout liniting the invention to the
exanpl es. Printed: 03/08/20029DESCPAMD HU2006000078

19 Exanple 1.
N-(3-[ (3, 4-Di chl orobenzyl ) (et hy!) aH sao] propyl }-3-(5-
mamsbplr opy! ani no-

o G LR PR35y Bl BB

95%' 14- [aifBL % Qﬁa@dlao R for methyl group, R2
iy zﬁd%égengato;rnng H 1, 3- propyl ene group, Z for

et hyI ene group, Ar 2 for

5 ge eneralp% n?an(?) }%.p‘l satzfnocfs%r 3 ﬂ cP ifﬁympﬁlenyl gro)ﬁp, b R oy &ethylene group
R %or( Eeh@?%}&ﬁ%’ l}@:mf&ol{j])fﬂ 9@;&5& - Q)}ply} bﬂjpﬁ}}ege Vo, aPifér ethylene

nic acid ogen c¢ sal t
gohb(A&wﬂﬁapm@nx@annm@{ﬁmmﬂnﬁ&bﬁhpyﬁuﬂﬂﬂlgmwp)su00|nlc

amde 0.5 g (2.73 mmol)

3- am no- 6- |sopropylan1nopyr|d|n 2-thiol is dissolved

fi hid&i@nido hloride salt
+) gt e Rl AP AR PR OB B clos
10 solution and.the mxture is. heated under reflux. for
| hour. Toluene is distilled off, the reS|due is 15

afl ﬁrf\%@aaoprczpéféanwwt}@@fwmwimrﬁ -HDRepnic HYE  yst al s

0.5 &ﬁ%&éh@%@?&&rﬁnﬁ&%ﬁgﬁ%{}ﬁw 1%11{3 gﬁhlgp i® didolbli® 10 ml of
tolubke, MRldMd 484 . L £E 20 871&43{13)961128&;035:)141 ahiydyide is added to the solution

3- (5- | sopr opyl am not hi azol o[ 5, 4- b] pyri di n- 2-
andrthe nagiuge hy Umﬁg‘é mnde wsflig dors & hour. 2%){‘03“5 1§ d(silyl?a r‘?ﬁglﬂ}e residue is

15 cryséq.\_fxaeéf I?)g :%E%B? \'\;Vétgo tﬁfﬂ'n%c sttaggg)re fm ?%dg’ 8%«:;13 gfagljéélaa\%th ether 0.5

g tifh it MRinBAk BbtaRd ih ShPPihed ah @fl. 10 m nutes. After

evapor at 1-on
. LC-MS[MH'J=284 (C12H;;N;058  283.35)

a/2.) ‘3~"(5-ISo;ﬁrOpyIaminothiazoIo[5,'4-b]pyridin-Z-yl)propionic acid hydrogen chloride salt
20 05g (1.7 mmo'I) N-(6-isopropylamino-2-mercaptopyridin-3-yl)succinic amide is dissolved
in 10 ml 10% hydroéhloric acid and the solution is boiled for 10 minutes. After evaporation
047 g title | éompound is  obtained in the form of an oil.

LC-MS[MHJ=266 (C;,H;sN;028 265.34)

.2'5- - b)) N3 ,4;Dichlorobenzyl)—N—(methyl)pfopaﬁ—1,3-diaminc
20 g (82.3 mmol) 3-[(3,4—Dichiorobénzyl)(methyl)amino]propionitri[e is hydrogenated at
room temperature, in the presence 6f Raney-Nickel catalyst, in ethanolic ammonia solution
in (100 ml). After removal of the solvent 20 g title compound is obtained in the form of an
oil. LC/MSIMH"1=247 (C1:HisCla Ny 247.17)

30 |

¢.) N-{3-[(3,4-Dichlorobeazyl)}(methyl)aminc}propyl}-3-(5-isopropylamino-

thiazolo[5,4-b)pyridin-2-yljpropanamidé



0.47 g title conmpound is obtained in the formof an
oil. LC M VMH 1=266 (C12H1I5N32S 26534) 25 b.)

43, 4- Di chl or obenzyl) pare(opLbyl) propan-1, 3-diamne o000 00

Printed: 03/08/9@'.5 (82.3 mmol)

1.

15

3-[(3 4-Di chl orobenzyl ) (net hyl ) am no] propionitrile is
hydrogenated at roomtenperaipure, in the presence of
Raney- Ni ckel catalyst, in ethanolic anmonia sol ution
in (100 m). After renoval of the solvent 20 g title
0. A(BOH@Olﬂiﬁlﬁgl snobl)ai MeSHdordpytantiastiaebiofd)4-s0bdridin-2-yljpropionic  acid
1=247 (CL1H16C12 N2 247.17) 30 c.)
hydgogan %H@ﬁ QPEHF crBrg yi 8 mé Ry Mt Erpeapyd. }0. 88 €5(1.12 mmol)

N A 308 f]y{x gﬁlﬁg?e 15, ad dZt%/I Sptrhgpgﬁ‘g’?lﬁedés E’?‘i—r?ﬂ erar I hour at room

thi azo

tnrQﬁfzﬁu)BﬂeZOtazn DE@.@PAM@U WQQ@QQQOI@él AEh1oBEANN-(BR thylpropan-1,3-
diamines1n dopl shyednifasnimidzols ofdsled -dsdpyist dind -sznymg 5 oqmltmued for 2

houggr CI d CH§¥S%$ ernﬁ] lggpoouéécggﬂ%aicti Wj_az Sx’:‘]ﬂs%sjl kaFnized \mth IN sodium
hde;thé: %EQBMJ GXt%dtérc{“v\ﬁj@Zﬂ ¢0im] addednd Bothbimel Neher phase is washed

mxture.is stirred for 1 hour at room tenperature

with WeierQ. dzgdgox(e@%)d[mms)ﬂfate evaporated in vacuum, and puriﬁed by column
am ne

hl t hy|
P T AR SIS PO i RIS 10
titleSddripdund. lssolﬁﬁﬂéa ek k8 U .01 lk/[kﬁﬁa} ch n \Mzﬁ?gcthos

m xture is poured onto ice-water and
4944R).sodi um hydr oxi de sol uti on, extract ed with 3x 10
m ether, the conbined ether phas_e is washed wth
water, dried over sodiumsulfate, evaporated in
Emﬂﬁgpegg_ p.and purified by colum chromatography u3| ng
orof orm - nethanol 100:1, 100:2 and 100:5
The mompones. of TB1aY. a6 ptdphied acosriigne thesmebbaiiagdibed it BRample 1.
formof . an oil. LC M5 MH] =494 (C23H29C12N OS
494, 49) . Exanpl es 2-21. The conpounds of Table 1. are
Tabl@riepar ed according to the nethod described in Exanple

15 Table 1. d jqL In_Ar2 111"1.i'~~\\ ]) H C
| o o .
Ci | | Ar
N Hoo
cl , . ' S

Example n - Art Mp (OC) [MH'] -
- ? \@Cl [ MET=44T

‘ cl . 7

[MH"1=447

Lad
(]
A,
= =
5 W

4. 2 N 7 '
<. |
' : o Me . [MH*]=434

3. 2- —</Nj©\ ' -
N~ Me | MHTI=447




Exanple n Ar M (O [MH] 2. 2 01 [MH]=447 «ct 2 N
M NI a M [MH]=447 H4. 2 No Me [MH]=434 5. 2

. = Me [MH ]2447 Me Printeds, 03/ 08/ 2007 DESCPAMD H |
Printed: 03/08/3498060000 78 [M—I‘]:46ZEJ!$#§§I\’IAM%30/ 2 61,5-63C M 142006000078

Nci 8 . 2cl 157 CNc NO9. 2 89-93C M NI
"OM 10. 21 76,5-83 C N/ 21 '

6. 2
(MH =462
7 2 61,5-63°C
8 2 157°C
{
9. 2 89-93°C
10. 2 | 76,5-83 °C
: : P N A .
1. 3 N 83,5-84,5°C
12. 2 b . ,
\N . .
Ny ! MH=473
13, 2 \@\ . 66-68°C
| (CH=CH). o I
14. 2 _{Nf,q | _ [MH"]=48!
Me : . -




Printed: 030829 $0b6000078 22 15,

10

15

N o/l 11. 3 83,5-84,5C -NO 12. 2 0 NN
[MH]=473 13. 2 66-68C (CH=CH) | / 14. 2 N\N

]=481 5 Me NN M _Pr| * 03/ 08/ 2007 DESCPAND

gﬁﬁgg@@@% "~ M SNNI - M
16. 2 [IVIH =437 N 17. 2 34-36 C (CH=CH) 18. 2 //N
| 69-70 C No 19. 2\ 104 $,N N -105 C

‘ ] s
15, 2 _ N | = 68-69°C
N o e
5 N EF
Rie
18. 2 _</N I = [MH"1=437
. o
17. 2 | _</ND 34-36°C
K (CH=CH) "o
8. . | 2 A S 69-70 °C
:S N/ ~CH,
19, 2 "_</N N 104-105°C
3 N/ N’CHJ
H .
20. 2 NN [MH"]=560
. ‘ = P! ,
R
H
21. 2 /N X [MH1=480 .
_<.S [ Ao
N N
H
Example 22.

N-{3-{(3,4-dichlorobenzyl)(methyl)amino]propyi} -3-phenylpr0panamide

- In the general formula (I) At stands for 3,4-dichlorophenyl group, X for methylene group,

R' for methyl group, R* for hydrogen atom Y for 1,3-propylene group, Z for ethylene

. group, Ar” for phenyl group. -

a.} N-(3-Bromopropyl}-3-phenylpropanamide 7

0.44 g (2 mmo!) 3-bromopropylamine hydrogen bromide salt is dissolved in the solution of
0.16 g (4 mmol) sodium hydroxide in 4 ml of water and under ice-water cooling 0.34 g (2
mmol) pheny!propionyl chloride is added. The mixture is stirred for 1 hour under cooling

and 5 hours at room temperature. The resulting crystals are filtered off and washed with

water to obtain the title compound. LC-MS[MH"]=271 (C1;HBINO 270.17)

HU2006000078



CH ~H20. 2N 1 \ [MH#]=560 S NHI \ 21. 2 N
[ MH#1=480. S N H Exanple 22.
3-[(3, 4-di chl oroben t.hyl ) am no] '
Printed: OOKﬁyégp% yl }- 3- phenylpropanéﬁ#%%ﬂgm n the general formula HU2006000078
- (1) Art stands for 3, 4-dichiorophenyl group, X for ,

“methyl ene group, R for nethg group, R for

hydrogen, atom Y _.for 1, 3-propyl ene group, Z for

et hyl ene group, Ar 2 for phenyl group. a.)
b. M’GGSL&B @rdipii] omﬂehzﬁ}(mmhmm@m@m}eﬂepﬂ@lymréﬁar@nﬁ

3-br ormpr ogyl am ne hydrogen bromide salt is
TOd.fféf'séPwéI@nu Al thes sel Uty samsh @M@%ﬂ@hﬁ%ﬁﬁ(ﬂ;et@wrﬁw in 3 ml
d}&ygf)r%)é hgxg Q? ﬁlii '(@ ort'lm\g?) 1?16}%13%3?1H€233|£d05ﬁ§?an\ﬁq £ altlon of 0.4 g(1.5
nna@lgied@ &hmomopt} Ur B phényddrbpioesiniderin 3 nlﬂlQiﬂd;Mﬂ&@Ifnethane is added to it

coolin and 5 hours at roomtenperature. The
5 dropesan (PR gnighys iataTel @ oemtenperasrs foarfdiauas N spltemt is removed,

o YRISTRbR RS Svbe i B RRRR Mo droRrdle eathh 315 m

ethrlUZQRAO0DRS Broatdc Bhdse is washed with water, dried over sodmm sulfate and
N-{3-[(3, 4-di chI or obenzyl ) (et hvl ) am no] pr opyl }-'3-phe

evapgtaprdopandni de Vecuwitie sol ot i on @htain. 28 the( 1. Stﬁinrol) compound.

et B e Y AR 1 S amine 16

added and the solution of 0.4 g (1.5 .nmml) - -
N- (3- bromopropyl ) - 37phenyl propi onam de in 3 m of -~ .
Exatmnpdh[zaxrorret hane is added to |t 5 dropw se. The '

mxture |rr it roo eraturefor 4 ho

3-Briothigobinins - i&ﬂr@&hlorp RRYY (Wéghyc!ﬂa@“wakpéppﬂﬁampmmlde
et hyl acetate are added -and the mixture is extracted
wth 3x15 m et hyI acetate. The organic phase is

In theagdrerh] Gorinbul k) ekt sehinid e fbradyeri chimtopireng Ligfoa eXdadmethylene group, -
R! Evapor ated in_yacuumto obtain the title conpound.

X870u87 & (’@QJHQEF@FQWSSfoOgé)E’-pmperne group, Z for ethylenc
group, Ar’ for benzothiazol-2-yl group. .

10

15

0.2 g (1 mmol) 3'-benzothiazbl-2-y1pr0pionié acid is dissolved in 5 ml chloroform.and 0.11
ml (I mmol) N—mefhylmorphofine is added to it. The milxture is cooled to —10°C,,O.Q95 ml
20 (1 mmol) ethyl chioroformate and after 15 minutes of stirring 0.3 g (1.2 mM) N;(3,4—
dichIorobenzyl}-N—(methyl)pmpane-'1',3-diar_nine in 3 m! chloroform are added to the
mixture. Stirring 1s continued for 0.5 hour 'under.f-:ooling and 0.5 hour at room tempefature.
The solution is lwashed with water, then with 5% potassium hydrogen sulfate solution,
dried over sodium sulfate, evaporated in vacuum and purified by column chromatography

25 to obtain 70 mg title compound is obtained in the form of an oil. LC-MS[MH"]=436
(C31Hz3CLN;OS  436,41). C :

Examples 24-26. 7 _
The compounds of Table 2. are prepared according to the method described in Example 23.

Fable.2,



Printed: DB/OB/E@P?’;“

nmet hyl ene group,
hydr ogen atom Y for
et hyl ene

15

20

.10 Exanpl e 23.

3- Benzot hi azol -
noj propyl}propan
Art stands for 3,
15 R for nethyl
1, 3-propyhkene group, Z for
group. 0.2
g (1 mmol) 3-benzot hi azo

2-yl -

gr oup,

Are for

iﬁgldﬁzorop

benzot h

N-{3 [ (3, 4-dichl orobenzyl)(methyl

the general formula
henyl. group, X for
group, R2 for

i azol

-2-yl

-2-yipropionic acid is

“dissolved in 5 m chloroforniand 0.110 i (1 nmol)

N-met hyl nor phol i ne is added to it.

T 20Ty

cooled to -16C

chl or of or nat e and af tijer 1
(1.2 M) N(3
di chl or obenz¥%
chl oroform are added to the

m X

ture.

Th

tdge

Stirring

i s

m nut es iaf stlrrlng 0.3 ¢

ﬁ) N- methyl)propane 1,3-diamne in 3 m

i's

continued for 0.5 hour under cooling and 0.5 hour at

roomtenperature.
then with 5% pot assi um hydrogen sul fate sol ution,

dri ed over sodium sul fate,

evaporated in vacuum and

0 nh+a|n

The solution is washed with water,

7ﬂ faanl

HU2006000078

nur!f!ad hy Colur“‘hhrnnnfnnraphu 20 .
- Exgmple conpodhd i 4 obtainedrin the fdrmMé (&4 of I. [MH']
— CCIVBf VT C21H23CHZN3E 436, 41) 51 FeEs
24- 26. The Lc?rrpomds o. ar g g?%%gﬁ
aecordi-pg to thenethod dessc#bed i Exanple 2B. 30
Table 2| Printed: Q3/08/2007 DESCPA HU2006000078
24 (r)] 1511 G5 Exapple™s Ar2 M (&)-1pME]| 2 IN
[, 120-1p2C 24. N} 2 9 C 25. |S nne 2 .19P-194C
26 (CcHECH) ' s Me | |
2 N, 192-194°C
26. (CH=CH) \T::j
Example 27.

N-{3-[3, 4-D1chlorobenzyl)(methyl)ammo}propy!}-—B (7-ethylamino-{1,2 4]tr:azolo[1 5-

ajpyridin-2-yl)propanamide

In the general formula (1) Ar' stands for 3,4-dicﬁlorophenyi group, X for methylene group,

R! for methyl group, R? for hydrogen atom Y for 1,3-propylene group, Z for ethylene -

groﬁp,‘ Ar® for 3-(7—efhy1arriino—[1 ,

a.) (2—Chloropyrjdin—4—y!)(ethy1)-amine

2,4]triazolo[1,5-ajpyridin-2 -yD) group.

To the solution of 5.7 g (36 mmdl) 2-chloro-4-nitropyridine in 100 ml ethanol 11.8 ml (180

mmol) ethylamine is added. The reaction mixtare 1s stirred at room température for 24

hours, evaporated, to the residue 10 ml 2 N sodium hydroxide solution and 10 m! of water

are added and the mixture is extracted with 2x15 m! dichloromethane. The organic phase is

dried over sodium sulfate and evaporated in vacuum to obtain 5.5 g title compound as

c:rystals Mp: 55-57°C

b} (2-Aminopyridin-4-yl)(ethyl)amine



5 Example 27. N-(3-[3,4-Dichlorob
enzyl) (met hyl ) am no] propyl}-3-(7-ethylam no-[1,2, 4]

pﬂmgd 03/08/24d7 azol o[ 1, 5- a] pyri dipge2eypnopanam de 10 In the HU2006000078
general formula (1) Art stands for 3, 4-dichl orophenyl

group, X for methylene group, Rl for nethyl group,
R2 for hydrogen atomY for 123-propyl ene group, Z for
et hyl ene group, Ar 2 for

To &%WS%IQ%Lg?@gg @1;‘5'} 5;)564 ké‘:ﬁgﬁ’o‘gﬂ:’%llld)lr %‘SWEI%I;QE-%?S-PBJ pyrdine,
28 %11% $/‘)lhlf'cirgg Ohlorl‘:fdgx gg{ ssm[% 15 criﬁop;ét L fir hf %g the solution under

neln

re L1 80r SOHBL, Ei h)’rhlapﬂo@?zahﬁmaiwﬁded The heeaet s epntihyeduibe 2.5 hours.
is stirred at roomtenperature for 24 hours, ,
Thesaportdt sdnoved, théhe wsidgaé 510! ﬁMzSOFiF%@VGWF%%%i%md 25 ml

B

TheTR1IRF JRNLE PBAFRrdts&d, WEiredd @V &l §asirifTedshit f:@lﬁiﬁmaﬂdomatography
evaporated in vacuumto obtain 5.5 g title conpound

usu@sethﬁ(ncg‘qayes{—ah@tham 515115)71@1:@ hydrpzlde 250:20:5 mixture as eluent. 3.8 g

il R e LRt Wi (s IR EEAL D]

(34 mmol) (2-chloropyridin-4-yl)(ethyl)amne in 75 m
pyridine, 28 m 25 % hydrogen chloride in ether

100 ¢) Q@Bﬂhyldnrmmopiymhpd&(EAD{dwmimeMHyh@p the sol ution under - /
Theasg&itrqéggfoé gg?(;? ]io &E@Qﬁi@%?s lar%q]qeiqﬁ'x l@(? \ggdflgl?lgromethanc is
droﬂggﬁ% 3 nlctgﬁ,aétgg cé?l?%éj g? ﬁ%ﬁ %cw.\%élfg %/?ag gg % l{mﬁ rlﬂl%‘ngﬂ’ﬁdﬁmnopyrldimﬂr—

y)(qhEanping & @d el Yrhidrbineeharat Bid &lactlcm ﬁlll)tt_b&r Edstmfeﬂ for 30 minutes

washed with et hanol The not her quor is
und@mgbp&@_@gz hoHEs qtggp;@d;gqnpgqqmrpSTWrFqlpgge Bsyﬂggﬂegmﬁf washed with

15 dwh?orgr%%%%gr‘?g%\c/)mlédj%rgg%&%ggbm xtﬁﬁ@ az@g uent 3.8 g .

title corrpound is obtained in the form of an oil.
, LC- M5 M#+] =138 (C7HLIN3 137. 185).
d.) mtiﬁzrpmzlmmdwr {limiazola)] hézamﬂm %mlk’éow%%%w ate

I ut i on, 9f :
To B B ool ¥ BT s g0 i s
- 65 ndre@meﬂ 9Lg1d£srmmﬂ) Wateg!fraeqRitissignt erbhiextsatdil0. ermzqss _mmol) ethyl

3.6 g (26 nml) (2-am nopyridin-4- yl)(ethyl)anine in
20 succigterdre dilded. ohsmeabpremITRES iscdisater omdnd seflyxdor § hows, then 130 m!

‘ stirr 30 m ut es ol j ng t ed
wate] Gt ] POt rRTe AP o Mol The wite
orgaN@MEeE Wi dited over sodium sulfat_e and evaporated in vacuum. To the residual ol
100 ml petrolether is added, the precipitated crystals are filtered off and purified by column '
chromatography. The resulting oily material is crystallized in petrolether — ether 9:1

25  mixture, the crystals are filtered off. 1.17 g title compound is obtained. Mp.: 147-149°C.

e.) N-{3-[3,4- Dichlorobenzyl)(m'ethyl)arnino]propyl}-3-(7-c{hylamino[1,2,4]triazolo[1,5—
_ ]p}’I’IdlI’i 2-y1)pmpanam1de
The mixture of 0.52 g (2 mmol) ethyl 3-(7-ethylamino{l,2,4]triazolo[},5-a]pyridin- 2—yl
30  propionate and 0.5 g (2 mmol) N—(3,4-dachlorobenzyl)-N—(methyl)propane—1,3—dzam1ne is
heated at 100°C for 42 hours. After cooling, the resulted oil is purified by column

‘chromatography using chloroform - methanol mixture as eluent.



Printed: 03/08/2

10

15 di chl or onet hane.
220-222C d.) Ethyl
7-ethylam no-[1, 2,
pi onate To the susp

Nb.:

N4- Et hyl -

65 mM et hanol,
car bonate and 10. 8

95 r mfel uklef Qondohadr $s dHhgned 30 nhe water ofsaadddd VS [MIT =463

S|on of 4.2 g

(13" nmol )

4.9 g title conmpound is obtained.

) [ 1, 5-a] pyri di n-2- YI'] Ryuz006000078

2-imnopyridin-1,4(211)-diamne tosylate in

m (65 nmol) ethyl

he m xture is extracted with 3x40

Uldﬁnﬁﬁﬁﬁ%heﬂﬁ&ﬁéOJThe uni t ed

9 g (65 nmmol ) >gat er-free potassi um

20 succinate
are added. The reaction m xture is heated under

organi ¢ phase is dried

over sodium sul fate and evaporated in vacuum To the

resi dual

oi |

100 m petrolether is added,

t he

Exfhgsed p-ated crystals are filtered off and purified

by

5, m xture,
11 e conmpound is obtained. M.:

Taq

col um
Thengomegduatls pETebly St arelpropseed 43¢
the crystals are filtered off

chr omat ography. The resultin
preiineor detee

147-

oily

1.17

149C. e.)

déipﬁcé;be@qr&Example 27.

g

N-{3-[3,4-D chIorobenzyl)(nethyl)an1ng]propyl} 3- (7 e
t hyl am no[ 1, 2, 4]tr|azolo[1 5-

a] pyridi n= 2-@]
nol ) et hyl .

3-(7-ethyl am ng
propi onat e &
i chl or obenzyl ).- N (et hyl ) propane-

i ﬁ/me,m

AGQ g (2

]trlgzolo[l 5- a]pyrldln 2-yl -

30

N (3, 4- g-l3-diamne ———
Exksmpkeat ed at 100C for 42Aﬁburs " Af tler MoSCing|  t HMMH']
—tesut-tegd—-ott+—i-s Fdllliﬁr bUIUHH chromatography
usi ng - chlord%ornw- X xture |as el uent. _
Ps¢ nt ed; 03/08/2007 DE 906000078 26 PSIMH*|=463
title conpound i § obtained inlghe farmof an ojl . )
LC- MS[ MHT] =463 C22H28C12N60 "463. 410) . Exanpl p
28-35. b conpounds- §f e 3. are prepared
accordi hg to the|nmet descrii bed in Exanple 2. = -
"Tzble 3] 0 C NI.Lv) Aw NG Banpi-2h°rf M
(© [MH] 2 N, NJ\) 28. NN M I M fi+]=463 M
2 _(N:O , _
- 30. NENF [MH}=420
3 "“<N:f:ij : | _
31 NS [MH =434
32. NN [MH']=414
i LY
33. NT 113-114°C
34, NTNF [MH =448
. 3 - __</N"N 2
i4 Iﬁ— ) .
35, NT~F - [MH"}=448
Me
Example 36.

N-(3-{{1-(3,4-Dichiorophenyl)ethyljamino}propyl)-3-(5-methylamino[1,3]

thiazolo{5,4-b]pyridin-2-yl)propanamide




2 NN\ 29. N NH 125-127C 2 N'N\ 30. [MH]=420 3
NN\ 31. [MH]=434 3 NC 32. [M#]=414 2 NN\ Cl

N~% 113-114C 3 N [P‘:y?g%‘iDN [ MH#] =448 3 N N 35. 432006000078

O . D82
rinted: 03/08/ @M—Q =448 M Exa
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N-(3-{[1-(3,4-D chl orophenyl )ethyl ] am no)propyl) 3 (5
-met hyl am no[ 1, 3] 27
t hi azol o[ 5, 4- bl pyri di n- 2-yl ) propanani de Pri nted:

03/ 08/ 2007 DESCPAMD HU2006000078 27 In the general
formula (1) Ar' st ands for 3, 4-dichlorophenyl group,

In ﬁ?&”&&gﬁl&’r%&ﬁ (T g:?thtids?ob{i g—;@%}é%rgg ,ein- %togén)fi Ezr _f(q_r[(cm 3)- eroup,

R%P}ﬁ%? APPR2 RS 2hidRbcen atom, Y for 1,3-propyl , Z for ethyl
PP B PSS a BT g <

grcﬁzpaA * for 5- m..thylammo[i }&1&2010[54 -b]pyndin -2-y! group
3-(5-Met hyl am no[ 1, 3] t hi azol o[ 5, 4-b] pyri di n-2-yl ) prop
ionic acid hydrogen chloride salt According to the

a) pf@?ﬁfé@ﬁ&%@%ﬂﬁoﬁ@&@ E«‘M@J;@d n-Ry ))Pr%ﬁﬁ ftid %gl.df 59&?5aen chloride

saltdi n- 2-t hi ol ;, 4 9 g t|tIe conmpound i s obtal ned Mp:

202-204C. 10
Acqarimgo @@:awfs@wﬁéwm@dﬂylﬁxﬁmpéfpém slagting Garnk76 ¢ (24.22 mmol)

3—a9{11{0~23-n[16]tﬁ§1§mm0%m [9—59{91%?,%@ é?ﬁl@%bxlnﬁgﬁﬂaeis obtained. Mp: 202-204°C.
b‘.) N-{1 —(3,4—Dichlorophcnyl)ethyl]-propan-‘l ,3-diamine

b/1) | 1-(3,'4~dichiomphenyl)ethyl]a’miﬁe _ _
To the solution of 5 g (2645 Iﬁmol) 3,4-dichloro-acetophenon in 66 ml methanol 25.4 g
(0.33 nioI) ammonium acetate and 1.2 g (19.1 mmol) sodium-cyane-borohydride are added -

under stirring. at room temperature and stirring is continued for 24 hours. The reaction

mixture is poured to 15 ml 5N hydrochloric acid solution under jce-water cooling then

extracted with 2x15 ml ether. The acidic solution is alkalinized o pH 9, the aqueous
solution is extracted with 3x20 ml di_chldromethanc, dried over sodium sulfate, filtered off,

evaporated in vacuum. Thus 2.7 g title compound 1s obtained in the form of an oil.

LC-MS{MH']=190 (CsHsCLN 190.072).

- b2y 37-{[1-(3, 4-D1chiorophenyl)ethy1]am1no}proplonltrile

To the solution of 1.1 g (5.8 mmol) [1 -(3,4- dlchlorophenvl)ethyi]ammc in 11 ml abs.
methanol 0.4 ml (6 mmol) acrylonitrile is added under ice-water cooling, then the stiring
is continued for 24 hours at room temperature. The solution is evaporated in vacuum to
obtain 1.2 g title compound in the form of an oil.

LC-MS[MH"]=243 (C;,H;CI;N; 243.136).

b.) N-[1-(3,4-Dichlerophenyl)ethyl]-propan-1,3-diamine
To the solution of 1.2 g (4.94 mmol) 3°-{[1-(3,4-dichlorophenyl)ethyl]Jamino} propionitrile

in 20 ml methanol 10 m! 25 % ammonium hydroxide solution is added ‘and hydrogenated

in the presence of Raney-Nickel catalyst under 30 bar pressure at room temperature then at -



To the solution of 5 g (26.45 mmol)
3, 4-di chl oro-acet ophenon in 66 m nethanol 25.4 g 15

Printed: (}3/08/20(§?O 33 nol) ammoni um apRL eadpd 1.2 g (19.1 mmol) 50008000078
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sodi um cyano- bor ohydr | are added wunder stirring
at room tenperature and stirring is continued for 24
hours. The reaction mxturegis poured to 15 m 5N
hydrochloric acid solution under ice-water cooling
then extracted with 2x15 ml ether. The acidic =
35°@0T kit dodnidrsisadvapbiarddziad staupkd Ohtainhb ! #gédagmpound in the form of

ti t t ed di chl th
en ol LedUSRH Fodt Un{Guriadey: RTI8 e of 1. 20

evaporated in vacuum Thus 2.7 g title conmpound is
obtained in the formof an oil. LC—I\/S[M—I' J= 190
c) N @*?Q?Nﬁq@@io@g@f‘nyibétﬂy‘}ammo }propyl}-3-(3-methylamino(1 ,3]thiazolo
Di chl or ophenyl ) et hyl ] am no) propionitrile
[5,4-Pdpytriden- garllnror@wa@ﬂdq 1 g .(5.8 mml)

o5 Wik3rcimhol ST OB g e o

hydrbgﬁen E\Bhﬁﬂe GAR! ik Nfssolh@nint h.‘Bnﬂt drhpdregs dllmemg]fbmmmdc and 0.35 g~
4 hours at roomtenperature. The solution is

@. lfemrndr Mféetarbmnvhhummzcde a@rbﬂél wl 2.15 gl tacthyapEisRye added to

the sgﬂgurggggl rsgg%fg farn 1 %our at room N%L:mper]aturg“ﬁqc%%e '5‘9185%[?5?0 55g(2. 01

mmclmﬁ\flg( 3,4 a%%?ﬁﬁ&%b@@m)ﬁbﬁ%ti 3-§31ﬁé3@1@8 -id,53mdl Idﬁﬂ&tl‘ﬂﬁf&fnamlde is

ut Ion O
added' dropwisé nd-dircid for dphiaryd henmymmmaﬁmrpﬂbm%r& pqured onto ice-

in 20 n. nethan r 0
wates i allginizsdavy aﬁdléﬁag’ﬁ%%sﬁ%‘éa YR %F‘ggtéﬁc“’e“h 3x10 ml
l hwatQ D34 B R SEENE Ailfate evaporated
ether EheR&?‘%M G (Bl 8 WShed HIRTAD, B3l BIAROUE Alfete oy °P
in vddLﬂ&ﬂO;ﬁQDQ&HBed 38 hEnn 'Ehﬂ)rmd)grapmrnususg eb)@p@fpg{l equethanol 100:1,

100 iﬁlcqléiujmn}lg@?q\bmt o yh-n 1}119332&;17& Ipt erygoég‘g n t615§ m% t1 € compound is
3 h} pr | 5
el PRI R s
[54b]pyr|d|n2y|)propanamde059. (2.02 mmol)
3-[5-(methyl am no)[ 1, 3]t hi azol o[ 5, 4- b] pyr i di n- 2- yl)pr

| Examgde didi ¢ acid hydrogen chloride salt-is dissolved in

: h 3
e RN DR PSS RS ) g Btdfine
{1,3]EH:hﬁIl&]ﬁ'@B]g}%xﬁbez-gqge@dxﬁmnﬁbe sol utuion and stir red

for 1 hour "at roomtenperature. Then the sol ution of

0.55 g (2.01 10 nnnl)

In thegl-gf]L.ﬁ q(:]?fmrﬂl?%g 19 cljr)3el Ia}’cclir]dargﬁhgﬁgf;%mrgaué ﬁ'f%m(ﬁ-?(d}%) group,
R! fort ikl g[j U?&E Ri ?&e%f@rogﬁﬂ k®&m Khéor BEagirbpylemd xioupeZi for eth}fiene

poure 6’nt ‘ice- er and al kalinized with IN.
grou}ao-‘dl e ryrcktlopd e méncg d)3gthiagnlol 3. Addraidin a’%:V]eEFOMPt h 3x10

a.} -3—(5-Methylamino[1,3]thiézolo[5,4-b]pyridin—z-yl)pmpionic acid hydrr)gen chloride

salt -
According to the procedure described in Example 1.a.) startmg from 3. 76 g (?4 22 mmol)

3-ammo-é-methylammop}'rldm-2—th10 I, 4.9 g title compound is obtamed. Mp: 202-204°C.
b.) N-[1-(3,4-dichlorophenyljethyl}-N-methylpropan-1,3-diamine

b/1.) [1-(3,4-dichlorophenyl)ethyljmethylamine



ether, the united ether solution is washed with
water, dried over sodium sulfate evaporated in

Brintad: 03/08/ cuum and purified by?%%élw?ronat ography using 12006000073
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I"or of orm - net hanol 100: 2, 100:5 m xtures
W|th i ncreasing polarity, as eluent. Thus 100 ng
title conpound is obtained i3¥ the formof an oil.

LC- MS[ MH | = 466 (C21H25C12N50S 466, 435). Exanpl e 37.

N-{3-[[1- (3, 4-D chl orophenyl ) et hyl met hyl ) ani_no
4{Dm|{1 }efh[iicéﬁegrﬂei hydldinih eolgggn gf ?xydroc%algr)lc(amd 11*}/ et)nanol artl, %c?ed to 16 mi

31t h | o 5, 4: bJpyr.i di d enone
s fanakson pomrdiniy Retpbia dg 190 AR LEddubbeoph
15%58’% At r%%%qgm %Cg@),dergﬁggﬁ 2.61RE (BDEnrEY Ekydm@r@umborohydnde s

f09 n‘atomY for 1,3 propyl ene group, Z fo :
aﬁ%@ﬁh@é}%oogﬁﬂalﬁ)d siéyred for24 hours. The prbmpItated crystals are ﬁlte;ed off, the

etgﬁxrcr)gt(,: rgtl}tggr] 1?(?11[0:1[' xg]egfgéoarazttgéi ?r[z %acuurr;l 816 addzhc)ﬁloig&gtlép the reaction

5- I\/E‘t , with 2x15
AT G R el i igen i

mPEtﬁ&e e %cx@fbsafdlmb@dml arni\ﬁxmﬂlt@ pH. & e aqmots syjufipoih extracted with
76 g (24.22 mmol)

300 med bylbematopys WY oper oM Sl &“Ff% off. SSARBaIGd in vacuum ©

ob1a1(1§b32g H&%ﬁ?rﬁggﬁ}&ﬁéf’ e({rf% crfa§% ?re% hDII- propan-1, 3-di am

L Jok- (8,41 diighl go@p%@nyl ) et hyl ] met hyl ami ne
L(g?‘f[sn@kﬂé] 03/ Og 5 DESCPAMD H U2006000078 29 40 m

et hanol and 6.4 m 25% sol ution of hydrochloric acid

i cnl AR R By ey Rt ©

Tq glnps%'hﬁ h%@?g‘@%@eﬂmﬁ) [1-93, adﬂ@ﬂo@phm@mhyumethyzamme in 33 ml

Srature un stirring. 2.64 g (42 rml) sodi um

© ab§yaRaRkAsIoNY dii de6 i7smnadpectylmidsle tSo@ﬂdleﬁgﬁDélﬁﬁ 1@tWP%&00hng, then

for ‘24 hours. The precipitated c er.e

stighifg, is hentBued HinSIONE HRRFTETTY ? ¥id ?’P%’Se 6OSPL‘%HO§? fs gvaporated n
vacu aft &e reaction

VAR Eqnébtf“él acﬁgnfe &%&uﬁﬁ%%@% gic‘:zﬁlI oric acid

L@MSNIQ‘Q_QQWI(C%Hlb@nNngfhm%d with 2x15 m ether.
The acidic solution is alkalinized to pH 9, the

aqueous solution is extracted wwth 3x20 m .

di chl qr hane filtered
B e S R T e R S |
ocomaouga)@ht ion the fier nrgof(mn mirlol) 1B>[D€(3%F1Whﬂ91f&pl@wl)ethyl](methyl)
C9HL , Cl 2N 204, 099) 29[ lution is added ¢
anﬁm@]ﬂamp@@umamaﬂ @nlorpn@ﬁwi) Ry 2% PETRYHYRA AL % 3 8% ‘-

and thychrogenated in the presence of Raney-Nickel catalyst under 30 bar pressure at 45°C.

The solution is evaporated in vacuum to obtain 1.9 g title compound in the fgrm of an oil.

LC-MS[MH"]=261 (CioHisClNz 261,2).

¢) N-{3-[[1 —(3,4—Dichiorophenyl)ethyl])(methyl)amino]propyl }-3-(5-methylamino

: [} ,3]thiazo!o[S,4—b]pyridin~2—yl)propanamide

g (1.91 mmol) 3-(5- methylaminothiazolof5, 4-b)pyridin-2-yl)propionic acid hydrogen

~ chloride salt.is dissolved in 10 ml anhydrous dimethylformamide and 0.34 g (2 1 mmol)

N, N-carbonyldiimidazole is added and stirred at room temperaure for 1 hour. Then the
solution of 0.52 ¢ (1.9 mmol) N-{1-(3.4- dlchlorophenyl)ethyi] N—methylpropan 1,3-
diamine in 15 ml dlmethylformamde and 0.3 ml (2 15 mmol) tnethylamme are added and

the stirring is continued for 2 hours. The reacuon mixture is poured onto ice-water and



P””tmd OS’{OS‘KBOEEded under i ce-water
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To the solution of 3.3 g (16.2 mmol)
[1- (3, 4-dichl orophenyl)ethyl] methylamne in 33 m

met hanol 1.1 nl ) acrylonitrile is
bﬁgpmthen 15 stirring is HU2006000078

continued at roomtenperature for 24 hours. The
solution is evaporated in vaouumto obtain 3.9 g
title conpound in the formof an oil. LC MS[ MHJ=257

(C12H14C12N2 257,163). b.y
: kNiIﬂIi-’*‘d - DN clollomopléroyideesdiytidn, Mhamethisecpdopah-3k18-mi ether, the

ot 5 S Nty R s
e SPARTALF U 70l SRl S SEIRT, i 101,

r oxi nis

10097, e%@ﬁn@aﬁra?&ﬂﬁhf iNredeals petiatyy st elusdeT a0l {hfamor title compound 15
pressure at 45C. The solution is evaporated in

obtyigedigrihe &robtfadimeil. 9 g title conpound in the form of

LC'&%@:}%[ I"_"-%ggj, ﬁ%ﬁ%‘#aﬁ%ﬁé%ﬁ%ﬁ?ﬁﬁ( rzrgtlhfll) ) ar2n'5ngj ZJI‘-O

pyl)-3-(5-net hyl am no
[1, 3] thiazolo[5, 4-b] pyridin-2-yl)propanam de 0.59
Exa(npl@ifi mol ) '

Nt ﬁeﬂ'{}a¥%§@ﬁyﬁte§1¥§iwa Bt pHapdL G @rlzﬁhﬁf“ﬂm
0. 34 2.1 30
1,3 I\I—h‘%:égg ggﬁyﬁg?ﬁ?nf%g e ?]ggﬁfgggg and S?I Ered g]tmrzjom
tenperature for 1 hour. Then the solution of 0.52 g

(1. Ny SO
Ity e, il @hO: SisyT FcigHpoRbset BB 8 far-GHECHD)- rou,
RI At Qﬁ?%tﬁ&?r éx%u SR £ fliHIBLIA%h FQ84TBm e | ?heog){lgnéﬂ ordidy, Yo for ethylene

am ne“ar € added and irring’is

groupPAL ot Gbef:Impraﬁ)}ﬂEﬂfm[I Thieiaz@afSi4-b)pyritint-8nd greappour ed
onto ice-water and Printed: 03/08/ 2007 DESCPAMD H .

U2006000078 30 al kal i ni zed with I N sodi um hydr oxi de

SR N R e L

chlo@¥edajtsodi um-sul fate, evaporated in vacuum and
urified by col um chropat ogr aphy usin or of or ‘
Accqpfémgazﬁdhe pcymegiure deyoriped %Egm&eim}a wgt fom 0.2 g 18 mmoD 3-

i ELSTSUIBRRLALL o 25, S0 IR0 B

Mp: 18 yBptS ] = 480 (C221127C12NsCS 480, 461). Exanple 3
S. N{3-[(3,4-Di chl orophenyl) et hyl ] o '
(et hyl ) am no] propyl ) - 3- (5 cycl opropylam no 10

b) I\iL ]{33[}3 E Id?c%?cl)rgééénylfe)dp)xf( hyl)am){nc)]B &?%@~9§clopropylamfno[l,3]~

thlazolo[S 4—b)pyr1d1n—7—yl)propanamlde |
According to the procedure descnbed in Example 37. startmg from 0.22 g (0.67 mmol) 3-

(5-cyclopropylaminofl, 3]th1azo!o [5 4-p)pyridin- 2—y1)prop10nlc acid hydrooen chloride sait
and reacting it with 0.18 g (0. 69 mmol) N-[1-(3,4- dlchlorophenyl)ethyl] f\f-methylpropan-

1,3-diamine, 50 mg title compound is obtained as white crystals.

Mp: 150-152°C.

Example 39.
N-{3-[[1-(3,4-Dichlorophenylethyl])}(methyDamino]propyl}-3-(S-piperidin-1-

yHl,S]thiazolo{5,4—b]_pyridin-2—yl)prnpanamide '




In the general formula (1) Art stands for
3, 4-di chl or ophenyl group, X for -CH(CH3)- group, R
Printed: @-3f08/2§8? methyl group. R2 Tgestysiggen atom ¥ i or HU2006000078

3- propyl ene group, or ethylene group, Are for

5-cycl opropyl am no[ |, 3] thi azol o[ 5, 4-b] pyridin -2-yl

group. 15 a.) - 31
3- (5-cycl opropyl am no[ 1, 3] t hi azol o[ 5, 4- b] pyri di n- 2 yI

&Eoplonlc acid h drogen chl oride salt According

Yntt canetsd Sxfurida @bé@rafb@s o3, Eodaghprrephenyl gr0§p,a‘i€tf¢rn§H{CH;) group,

ST el BpRopst AHRERY FIo ol 2% hgroPdens groppy Felor ethylens
GI‘ Cﬁlp\ u 1 a -b-v
&‘ Q qu ﬁggg}hﬁg%ph%nyl %@?ﬁ]ﬁ rrgt@ﬁyl ))ém ng] propyl }
- 3 (5 cycl opropyl am no[ 1, 3] -

s ol ILEOLOlS o RN 2oy) Lo aRonan s Aecor L0 o

S[? 22 g (0.67 mol ) 3- 25
5-cycl oprop), lam no[ 1,3]thiazol o-[5, 4-b] pyridi n-2-yl
)propionic aC|d hydrogen chlorlde sal t and ‘reacting

a/} }\}- {‘/ r(4(p319&¥ ldjlil érﬂ lc?r@ﬁﬁé‘ﬁgﬂp)’@tj’ﬁy?? POSIRINHFAMAF pr opan--

0515 903 5 F B 5, SRR I GioP B BL0GP 15 ml totucne

10 ancNe{23 i gﬂ:t gﬁméf)DsL@gin@f la@h eﬁmy&)@d hydddrq miﬁﬁhyit)rﬁﬁg n@f foiled for 1
- --pi peridin-|-
howy| {Ile @]htem: aydrolls! afpepidee iy grygaliiradovislh athanildiered off, washed w1th

[ 08/.08/ 2007 S 3% |
e L0t PP 20T B R PREROLE 7 hd Bl secuon
\Nn&&QQ@Mn for -CH(CHG) group, R for met hyl group,
for hydrogen atomY for 3-propyl ene group, Z for
LCé‘fIEWHn]e 29 dGiogH 08291, 3% |
5- plperldln I-yl[1,3]thiazol o[ 5, 4- b]pyrldln -2-yl

group. 5 a.)
a.)y 3:(6PipiRBEI 10514[11;] bk diof, 4%ﬂ@%ﬁ1@b@l)ﬁ>r6ﬂxﬁﬁé )h@iu 'hyaro)glar)x Bhloride

“ropionhic acid drogen chl ori de
saltN- (4- pi peri di n- I-yI 2-mer capt opyri din-3-yl)succinic

0.7 3R ripeBafh b ar e pgifindrsesine gmin s isiohyegdn 17 ml 10%
hydi'cﬁhlje%crﬂcﬂ qhygne soljd@ioﬂrlg ti1éd ®r 42 rfinti@®! Thes er@iﬁ"ﬂaﬁéd crystalime
-~ 7 acid anhydride is added under stirring and boiled for
20" - product fsdiiteredroié, wathad veth E’a@r st dhthiad).©F § nitle eamgeend. s

clys ized with ether, filtered off, washed with
'Mpez(rlﬁeél%l éhus 0.7 g title corrpound i s obtai ned, which

is used in the follow ng reaction

15

b.) N-{3-[[1-(3,4-dichlorophenyl)ethyl]}(methylyamino]propyl}-3- (5 p1pendm 1-ylf1, 3]
. thmza[o[S 4- b]pynd1n~2 -yl)propanamide

25 0\_4 g (1.22 mmol) ‘3—(5-pipend1n-1-}I[1,3]thfa;olo[S,4—b]pyridin—2-yl)pr0pionic acid
hydrogen chloride salt is dissolved in 10 ml anhydrous dimethylformamide and 0.24 g
(1.48 mmol) N,N-carbonyldiimidazole is added and stine_d for 1 hour at room temperature.
Then the solution of 0.34 g (1.3 mmol) N—‘[i-(3,4—dichIorophenyI)ethyl]-N—metﬁylpropan—,
1,3-diamine (prepared according to Example 37.) in 6 m! dimethylformamide, which

30  contains 0.42 ml (3 mmol) triethylamine, is added dropwise and the stirring is continued
for 24 Hours’. The reaction mixture is poured onto ice-water and alkalinized with IN
sodium-hydroxide solution, then extractecﬁ with 3x10 ml ether, the uﬁited ether solution is

" washed with water, dried over sodium sulfate, evaporated in vacuum and purified by



Printed: 03/08/2 pl onic acid hydr oge
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wi thout drying. LG MS[MH ]= 292 (Cl4H'N3OZS 291, 35)

15a)

5P|per|d|n1yl[1 0[5, 4-b] pyridin-2-yl)p ~ ,
P%EE%@ salt 0.7 g HU2008000078

N-(4-pi peridin-1-yl-2-nercaptopyridin-3-yl)succinic
amde is dissolved in 17 mM 30% hydrochloric acid
and the solution is boiled for. 45 m nutes. The
precipitated crystalline 20 product is filtered off,
colwas lsbbrwitodrapiat ering ohlobtfam -0n&Ragplt98t: [lemegnpotsnducnt. Thus 0.21

mg%ﬂ{%oﬂpﬂfu?@s@b& e igrbBp IRV P B HY1 1) (et hyl ) ani no] pr o
LCENH}S%\;I%}%%@LR%]%%@A% é[gﬁg}b‘? gpanam de 25 0.4 g
(1.22 mol )

5- (ﬁl peridin-1-yl[1,3]thiazol of 5, 4- b]pyr|d|n 2-yl)p
EX&P@%‘? ic acid hydrogen chloride salt is dissolved in

10 ml anhydrous dinethyl formanide and 0.24 g (1.48
mmol ) NN car bonyl di i mi dazole .is added and stirred for
N-{1 [llqa[4-Biclﬂ6)®@h@@ﬂpﬁh§d]}{ﬁﬁethyﬂmrhat}mﬁﬂ}lll(ﬂ-pﬁn@hdm i-
1.3 mmol) N-[1-(3,4-dichlorophenyl) ethyl]-1V
ﬂ[lr@é’thh%ﬂbﬁ difahipysidn-didipme@appmédar ed according to
Exanple 37.) in 6 m di nmethyl formam de, which 30
contains 0.42 nl (3 mmol) triethyl am ne, i s added
In (H2IRANLERANR (N8 Stdnds 593 1 i QBopRMS Harofer X 24r l‘(%!((;SI—I;) group,
4 Jhe reaction njxture is poured onto ice-water and
R’ faf Imlth}rhgeup ViRt tior hydregen umnhyﬁd rfoxil déepremplens groupt Refor ethylene

r- the u d, et her
erouf bt S e lidiactial MteA s A v SO0 ai um
sul fate, evaporated in. vacuum and purified by
Printed: 03/08/ 2007 DESCPAMD HU2006000078 32 col um - :
a.) ciff-Gyavbgmabiyl! B3thiagobd{b oi-blpyridin-2-rhpropicolc £8d hydrogen ch]onde -
y m xture as eluent. Thus 021 ng title conpound is ' .
salt ohtained in the formof an oil. LG MS[ MH+] =534 -

) ]
s R0 2 B S BRI Bl 0 3,
aminofyprr@idih pllpyridihidihiell 2 g title compound is obtained as crystals.

) ‘3]t hi azol o[ 5, 4-b] pyr|d| n-2-yl ) propanam de 10 In
Mpt%hg[e%%ge ral fornula (1) Ar' stands for

3, 4-di chl orophenyl group, X for -CH(CH3)- group, R
for nmethyl group, R2 for hydrogen atomY for

b.) M{:«BﬁpF(prbmhebargpml)eﬁnﬁ})(mahpmxﬁm preydps (S Aryridlifir 1~
rolidin- I-ylil 3]thiazolo[5,4-b]pyridin -2-yl

yi[1 ?é{l-n(x)ac;_@io[S 4-b]pyridin-2-yl)propanamide
According to the method described in Example 39. statting form 0.4 g (1.27 mmol) 3-(5-

pyrrolidin-1-yl[1,3]thiazolo[5,4-b]pyridin-2-yl)propionic acid hydrogen chloride salt and -
0.3 g(1.15 mmol) N-[1-(3,4-di'chlorophenfl)ethyll-N—methﬁfipropan—l,3-diamine, 0.2 gtitle
compound is obtained in the form of an oil. ' ' o

LC-MS[MH"}= 520 (CasH31ChNsOS  520,526).

" Example 41.

N—(S—{J{l~(3,4-Dichlorophenyi)eth}'i]3mina}propyi)—3-(5-pipéridin-la}'l[_l,3]thiazolo
{5,4-b]pyridin-2-yl)propanamide



a.)
3-(5- Pyrrolldln 1- yI[1 3] thiazol o[ 5, 4- b]pyr|d|n 2-yl)

Printed: 03/08/260"70p' oni ¢ acid hydrogggEShbPanidle 15 salt According HU%OGOOOO?S :
to the nmethod described in Exanple 39. starting from
. 1.6 g (7.36 nmmol ) 3- .
amn06pyrr0I|d|n1y|pyr|di3312th|ol 2 gtitle-
-conpound i s obtained as crystals. My 258-259C. 20

Inu‘nla%;@ne[r{a!|fs(rsu14(hxﬁezhﬁféﬁ%9p®éﬁﬁ S RRIAP S AP Yl TN B ) Erene
o Ry ol y h group, Z f ethyl

» BB BN 18 U el et PRk BRI . 2 for vl

groﬁgtﬁi‘?@ozdﬁ%ﬁeha?ﬁliyl[l Eﬁt&iﬁib&) [2@-b)syrafin iyl fronm 0.4 ¢

| pyrroli d| n-1-yl[1, 3] thi azol o[ 5, 4-b] pyrl di n-2-yl ) propi

5 04§n%|(1a.2c.2| Xﬁl ?%?%1;%@1' @ﬁtsﬂhhaz%[b‘ﬂs 4%]§yxg:hﬁb Mpropionic acide
hyd'}bnée% é}?ror‘%aéﬂ's&hhfefg@aeéwlla q0hyil ]aﬂﬁi*diﬁish&ﬂnmtmﬁ:mmlamgiedand 024 g

le 25 conpound is obtained in

gt
(1 48Cmmcd))‘N,ai\f+cubbnyNiﬁmNZB[£NP|+§ addspland GHERE 13T 1 bhgifat room temperature.

Thew 0 Gokties, 3t e g danBTY MG ishipsp ey ligropanL3-

b t3 EkhAROI®) i3 m! dimethylformamide, contammg 0.4
dlafl@-le @gﬁﬁbﬁ CXM}H% 1) pr opgnam )de Printed: 03/08/200

10 m] PRESCRANMD) ﬁ“@@@ﬁﬁﬁﬁoﬁ&dd@delorp“tlﬁeaf@éh@ﬁtaFmﬁéﬁr ?ﬁﬂﬂémffsz’f 24 hours.

Ar ds f 3, 4-di chl h
The @%%ﬁ;litgﬁg{g@ourqﬁlééa rxgqrqo a{,egn\éﬁ g{ g%ee@é{h?ﬁ\l sodium-hydroxide

Ihelé¥ﬁ{l; S4&l vﬂhoﬂm i etl‘% %@rtﬁh@%tleéﬂ%rgbﬁhblﬁn i wiagked with water, dried |

fehe ™ group

 oveP sEHiRAY dullfake, bv&‘pbc[rhtc&]irt hacamm o puifoddolysr ¢ dimn.- c@:cygatography Thus
group5044g(1 22 %@ L
0.18¢ tiBlesop@ored i-ahigipgd nghe %Bf?f[%l ‘4-b] pyridin-2-yl)p

E r 9isde salt is dissolved
15 LC “ﬁgi@ﬁﬁf %%P%gladg@hy for r;am de and 0.24 g

(1.48 mmol) NN carbonyldiimn dazole is added and
stirred for 1 hour at roomtenperature. Then the

‘Exzgnplet2on of 0.3 g (1 23 mmol )

N-(IE\B ééj &c&fegcgélgﬁr %@ ﬁ:@% L%B?’;Hoggr)gﬁélpﬂw%ndm ﬁm[m@

thlﬁomsfw&]b?hﬁm% repRkAniieng 0. 4 10 m (2.87 mol)
triethyl'amne, i's added dropwi se and the stirring is.

20 cont| nued for 24 hours. The reaction mxture is

oured qnto i wat er _CH cH oup, i
AR SR A R LR bl bt G e,
R! k18 %geﬁdat@;hhﬁl 20 Ihylic@Bn iasorwels Ifed 1 Biirhpytetce prougy Zefior ethylene
- over sodiumsulfate, evaporated in vacuum and

gropyrAf ifeds- bynmwlumyléhﬁbh@ﬁ@igf%ﬁpryfﬁWs‘ YigrewPg titl e

compound is obtained in the formof an oil. 15
LC I\/S[M/\]- 520 (C25H3 O 2N50S 520, 526) .

25 . Accorcimg to the procedure described in Example 41. starting from 0. 4 g (1.27 mmol) 3 (3-
| pyrrolidin-1-yl[1, 3)thiazolo{5,4-b]pyridin-2 ~yl)propionic acid hydrogen chloride salt and
0.3 g (1. 21 mmmol) N-{1-(3,4- dlchlorophenyl)ethyll propan-l 3- dzamme 0.13 g tile
compound is obtained in the form of an oil.
LC-MS[MH]= 506 (C14H2sClaN;OS 506,449).
30

Example 43. ,
N-(3-{{1»(3,4-Dichlorophenyl)ethyl]amino}propyl)—3—(5—morpholin -4-y1{1,3}

thiazollo[S,éi—b]pyridin-2-yl)prdpanamide



Exanpl e 42. N-(3-([1-(3,4-Dichlorophenyl)ethyl]
am no}propyl)-3-(5-pyrrolidin-1-yl1, 31

Printed: 03108/20@?' azo ol 5, 4- bl pyr | di yEsyphpgpanam ¢ e 20 In the  HU2006000078

10

- 15

20

neral formula (1) Art for -3, 4-di.chl or ophenyl
,group, X for -CH(CH3)- group, R for hydrogen atom
R2 for hydrogen atom Y -for 133-propyl ene group, Z for
.ethyl ene group, Are for 5-pyrrolidin-
l-yl[1,3]thiazol o[ 5, 4-b] pyridin -2-yl group. 25
According to the procedure described in Exanple 41.

In tﬁé 2 &%%H_j{&ﬁ“(@ ]Q,Ea&&s %?;Wmhzo%oﬁényl dgrouszfo.)r ~CH(CH;3)- group,

Fazol 0[5, 4-b]p ropi o
R fanhxaie(bgiznha/tdeMcﬁ hiyaroigehe agah tY a”nﬂl aGprangef(elgzi’;ﬂlp, Z for ethylene

grom[ﬂf €3, e or GpHe Ay (i@ k9l51 4By At 2,3 28 %Rni ne,
0.13 gtitle conpound is obtained in the formof an
oil. LCM[MH]= 506 (C24H29C12N50S 506, 449). 30
AccE@ﬂ@k@tH&l’procedure described in Example 41. startmg from 0. 36 g (I mmol) 3-(3-
h’Eb - Di chl or ophenyl zet hyl ] am no%pro é
morghqq{mﬁ i3, chmzq}p[j)h!} glpyridin-Z-yl)propionic acid hydrogen chlorl ¢ Sait and

024 1 320 S B At BB ARR R T Al s e

com Qﬁ:ﬁﬁiis%b&d1hed°{nt}§tf@ﬁ@|§f§xpcﬁll3 4- di chl or ophenyl group,
for-CH(CH3)- group, R for hydrogen atom p2 for

LC-MEdMIgdn Sa?ﬂoéﬁfz\(H&s&lst,CBSpﬁa%y*% e group, Z for
et hyl ene group, Ar2 for 5-norpholin-4-yl[1,3]
 thiazolo[5, 4-b]pyridin -2-yl group. 5 According to
Exaﬁlgggmocedure described in Exanple 41. starting from
0. 36 (1 mmol) 3-(5-

‘N—{mﬁmhbmhmmbyhtmo@wrnmﬂﬁhn{aﬁo]@rbpwﬂ - (-moPplydlinpHey[163]

acid hydrogen chloride salt and 0.24 g (I nmol)
th‘awlf[]?a‘{ élwradlerf-aﬂaﬁwmlg? hyl ] - pr opan- 1, 3- di ami ne,
45 ng title conpound is obtained in the form of an
oil. 10 LC Mg| M—l—] = 522 (C24H29C 2NsO2S 522, 498) .
InihE)gaﬂ&rlaEfofirﬂwla (I) Ar' stands for 3;4- dichlorophenyl group, X for methylene group,

(3, 4- Di chl,or ob I :
R! fcgrxéwopy gl(ogp,crgf %%gp;{l}%}g/gz %ﬁlo?rg%[ ?gry % p%?)}frile%e group, Z for ethylene

group TR A%O} OlRordn O R J1fY, ﬂm%ayd;am@m@% yRoup.
a.) N—(3,4-dich-ldrobenzy1)-N-isopr0pylpropan—1,3«diamine

a/l.) (3.4 Dichlorobenzylisopropilamine
2 g (11.43 mmol) 3, 4 dlchlorobenzaldchydc is dissolved in 7 ml methanol and 1.3 g (22.86

mmol) 1sopropy1am1ne is added under stn'rmg at room temperature. The reaction mixture is
heated to 0°C and 0.22 ¢ -(5.8 mmol} sodium borohydride is added to it in parts while
keeping the temperature at 0°C. After the addition stirring is continued at room temperature
for 2 hours. The methanol is evaporated, to the residue 8 nﬂ water is added and extracted
with 3x20 ml dichloromethane. The organic phase is washed with 10 ml water, dried over

sodium sulfate, filtered off, evaporated in vacuum. After purification by column

chromatography 0.96 g title compound is obtained in the form of an oil.

- LC-MS[MH"]=218 (C,oH;;CLN 218.126).

a/2.) 3-[1-(3,4-Dichlorobenzyl)](isopropyl)amino]propionitrile



Printed: 03/08/2d£m i sopropyl group, RESGPAMMErogen atom Y for - HU2006000078

10

15

25

30

In the general formula (1) Ar' stands for 3;
4-di chl or ophenyl group, X for nethylene group, R

3-propyl ene group, Z for ethylene group, Ar2 for
5 nmor phol i n- 4- yI[l 3] thiazol gf5, 4-b] pyridin -2-yl
group. 20 a.)
N- (3, 4-di chl or obenzyl ) - N-i sopropyl propan- 1, 3-di am ne

To "’H’ie %o?un@ﬁ ¢ Phchlorobenzyl 11,5ephdpobarayesodroyy (ajlrﬂmadfai I ml abs
dlchlorobenzaldehyde is dissolved in 7

I“Bt’lﬁndﬁaﬁhﬁﬁ rah@i.38 3ngo{2argenitigos )2died pRaEy IaM He ixg)hnc then the

added under t|rr|n roomte 9
N et R Sy LR aﬂ"ﬁg&}%m“ (Bragunm 0-28 ¢

e qu%me@w@rf% renafdded to it in parts
i Igou%eepl ng the terrrg)ergt u?e at 0C. After the
LCadgiMHOp 87i r(CiitigC&NeoRTiABRd at room tenperature

for 2 hours. The nethanol is evaporated, to the

residue 8 m water is added and extracted wth 3x20

a) 200(3:3'3 Sfé'h{%jé:éry’%g?f’}f}@ms &E{fpyﬂfrgﬁiﬂ €3RfasRel s Washed with

I'ed o sodium sul fate, filtered
To Okt , s@MEROIEL 85 g \(a@l]lummoﬁj tefl- @Jﬁdquﬁ.‘@t)bmybi(lsopropyi)armno]

colum 30 chromat ogr aphy. 0. 96 t|t|
propipnifiilsed 1|4ﬁ‘ mh enetleangl ég 1/9 fé“w@ % 0hutish is added and
2.9 t under 30 b a H-CUBE
v S et 8 Rike st s 20 b prs i

| THELEBt@garaafs/ Q&?@Oﬁ}ﬁmsmmﬁ&mﬁﬁmu@ﬁ ahd thhe0.28 g title

sol ution of 0.2 g (0.92 mol).

com@pdd & diinebinefizyPim obp byl anine in 1 nl abs

B R A R N A T .""Sded

continued for 48 hours at.-roomtenperature.: After

. evaporation in vacuum0.28 title compound is
b)) M—){?a[1ﬂé!d4-|D1chlhealfeuZ}'ﬁ(@f0PmP)’Bﬂﬁmmg]}?L@P}N}S[3I\ﬁ5HIPQIP§?Iin ~4-

Yulﬂﬁ%%géﬁﬁgamﬁ8 E%gybfﬂﬁﬁﬁggpropylpropan |, 3-di amine

0.3 -la-é) q)l'ﬁ $RUhI 80(0f: 0B Pind-(101 9 hEn®b]S 4- b}pvndm -2-yl)propionic acid
: -[1-(3, 4- d|chIorobenzyl)]ﬂlsopropyl)an1no)
hydpigepiilotitie istleis disdoddedn e hahirowed imeﬂzéfmraﬁwm apeh0.24 g (1.37

NG R e OB ol O s, e

- the Qﬂﬁt | SHEL0 28 Aohh %EoITM%Eﬁdﬁﬂmlﬁn@ﬁ)@l-lséﬁﬁpyfﬂﬂ@m—1 3-diamine

on 1S evaporated i n vacuum and t hus 3
in 3tk dieetlodfopaamdds sndbt2dimed .§Zmuted) frtﬂfhﬁlﬁflméns affged dropwise and

LC- M5[ MH+] = 275 12N2, 275, 221
the §pTigg %Slcc(f]ﬁmg@@feéﬁgﬁgbg Y (iPg 6&06166 |n}1]x§.pﬁ R‘F)oﬁ’opurr%dp %nts) ice-water
and aﬁ\af gngg m&oianodAum hydroxide th_en extracted with 3x10 m-i_ ether. The united

ether solution is washed with water, dried over sodium sulfate evaporated in vacuum and

purified by column chromatography with chloroform. Thus 140 mg title compound is

* obtained in the form of an oil.

- LC-MS[MH']= 550 (CisH33CLNs0,3 550.552).

Example 45.
N-{3-[(3,4- chhlorobenzyl)(tert but}l)}ammo]propyl} -3-(5- morphohn -4-yi{1,3]

thiazolo[5,4-b]py rldm-?.-y1)propanam1de



yl[1, 3]thi azol o[ 5, 4-b] pyri di n-2-yl ) propanam-de 0.3 g
(0.91 mol)

Printed: 03/08/280% 5- or phol i n-4-yI [ 1, 3thiagahol 5, 4- b] pyr i di n-2-y1) py 0006000078
ropi-onic acid hydrogen chloride salt is dissolved in

7 m anhydrous dinethyl for rran%de and 0.24 g (1.37 7
mml ) NN-carbonyl di i m dazol e -i"'s added and stirred for
hour at roomterrper ature. Then 20 the sol ution of

In %_ (g% % g?ocfmuém @lﬁ?dsl\’l-of %,61 crhg%lﬁo henyl rciupg}( dfor meihviene group,
R'iffy @ribudli BRABY RF %myarsgnaﬂemov%rm rl)pﬁand&'r'@fdub 7 for ethylene

trlethylamnels added dropwi se and e stirring is
grogpnh i foe8-rhopholine4-hét .3 RhisoviesS,4-Pleer rdeiac?l -Yigmoun-xt ur e

IS poured onto ice-water and alkalinized with IN

sodi um hydroxi de then extracted with 3xI0 nl ether.

a)Wle“» M'zéi-ﬁgrob@ﬁé}?’NS(@réﬂbh aMpishanes ekt h wat er,

dri'ed over sod sul faté evaporat ed in vacuum and 25
purified by colum chronmatography with chl oroform

0 titl bt d the f
o/ G iR b e P RO R eSS NGRS 550. 552)
Accﬁ@?ggl[t‘? §ﬁ%n§}g descgbed i giz(%rgp%c dtr)éb tStamflg from 2 g (11.43 mimol) 3,4-

Lh

oro enz

dictdonober 4 dhyks -ré’ecc(nﬁermmpihol #ml £/84 irddl) tdrhibanddoine, 1.63 g title
[5 4-b] pyridin-2-yl)pr opanam de Printed: 03/08/2007

10 mpEREbIvEb trneR 60850007 8T a8l n the general formula (1)
nd c hnnyI group, X for
Lcﬁfeé[mﬁne%% ‘SA% f?)?? Ft-butyl group, R2 for

hydr ogen atomY for 1, 3- propyl ene group, Z for
ou Are for.

- az )532%';{3246& oxp| pnzy@]]&tm«bztyﬂ)@{rgnw]pﬁz]p@wtrw n -2-vyi
Aol tp B meniodesnabid INEXRPIE “hesiiye i dhap (10 mygh -4

15 dlchmrﬁﬁenzﬁt))lb )nethyl ropan- 2-am1ne and O 92 m! (14 mmol) acrylonitrile, 1.5 g title
chl orobenzyl ) - 2- net hyl pr opan- 2- am ne

N-(3
comp@mmbgam@ mHbe rﬁmﬂheﬁand@écrl bed in Exanpl e 44.

LC- ’%@M‘%ﬁ :ﬁggﬁéﬂﬁf@éﬁ %gcf{mna)uf’ 3v|th 2.4 m (22 -86

mml) tert.-butylanmine, .1.63 g title 10 conpound is
obtained in the formof an oil. LC M5 M#]= 232

a.) M—@J&m&ﬂbmﬁeﬁaﬂ) -Moyrt. Iaﬂgl);)ropan 1, 3—d1am1ne

4-Di chl or.o ionit .
R R X e LA R R AL o S
h}’drgg@ﬁ%e‘dngc §Re Gol %eo%eﬂma' destbibdd 4n H@mple 44, and thus 0.8 g title.
{ , I chl orobenzyF - 2- et hyl propan-2-amrie and 0.92 m
coml(olxdadnmobt)aumdrxyltbmfdrméfea,n dii.5 g title compound is

LC- M&\i 25%%@;15123@%3 LAnLR) - LCMIMH] = 285

25 b)) N-{3-(@3, 4~Dichlorobenzyl)(tert—butyl)]amino]propyl’}.;3—(Sfmorpholin —4-y1[1,3]
thiazolo[5,4-b]pyridin-2-yl)propanamide |
Accordmg to the procedure described in Example 44. starting from 0.3 g (0 91 rnrnol) 3-(5-
morpholm-4—yl[1,B}thxazoiob,4-b]pyr1dm-2 -yDpropionic acid hydrogen chloride salt and
0.26 g (0.91 mmol) N-(3,4-dichlorobenzyl)-N-(tert-butyl)propan-1,3-diamine, 440 mg titie
30 compound is obtained in the form of an oil. |

LC-MS[MH"]= 564 (Cy7;H3sCLLNs0,S 564.578).



a.)

) N- (3, 4-di chl or obenzyl ) - N-(cert -butyl)propan 1, 3-di am
Printed: 03108/2p9§e 20 0.92 g (3.23 nABISCPAN

3-[1-(3,4-di chl orobenzyl )] (t ert_ but yl ) am no] pr.opi oni t

rile is hydrogenated accordi¥fg to the nethod

described in Exanple 44. and thus 0.8 g title

compound i s -obtained in the formof an oil.
EX@@{JMWI—H] =289 (Cl4H22C12N2 289.248). 25 b.)

1§ s e b OP B A hE bl Bt KLl pr opy! -
Adibk @ 4- pyki di n-2-yl) propanam de Accor di ng to

t he %ﬂg&g are esCribed in Exanple 44. starting from
LaGo&:g (0.91 mbolpg3- (5-

mor phol i n-4-yl [ 1, 3]thiazol o[ 5, 4-b] pyridin-2-yl)propio
AVifie aci d hydr éRgchl oride salt and O. 26 g (0.91

@Bh}ial chl or oben%yl) Ar - (tert butyl)pr opan-1, 3-di am n

Magneséiqﬂﬁsmg;eﬁd:tllango conpound is obtained in the form
of an oil. LC M MH]= 564 (C27H35C 2N502S 564.578) .

Printed: 03/08/ 2007 DESCPAMD HU2006000078 37
Ex a\nghe 46. -1 n known nethods the tablet of the
O Fowi ng conposition is prepared: Active conponent:
10 A4 fed6hBERNt BB RITecdptdAh6EICR32 biring £&505povi done:
3 ng Magnesium stearate: | ng Exanple 47. 10 A)) : ;-
Hurman reconbi nant CCR3 receptor (hr- CCR3) bi ndi ng - :

22:}:@%%;5@2{300%3 t%g:a:rgtgt oﬂgsrf?re{ﬁl c"élgf%]r)hg o&&&s oq'f eé@r%l formula (I) was
exaBRRRXbN eBiaRH] BERSTes08n ROORS fe@@;ﬁ@i @ipr@%ﬂfgeﬁﬁbiﬁﬁmant K562 and
reconbi nant K562 and RBL2H3 cells. To the tesis
RBEHtI&mJ&S | Tabthie] tests oty in bedebed withaadioaitive iadigs - {4280 Ci/mmol)
: Em) 15 was used. In the assay 200000 cells are.
15 Wasi‘ﬁ‘é bated in the presence of 0.11 nM 125|-Eotaxin,
‘ | NGHRAL 1,90y ﬁ%ﬂ@@%ﬁl?%@bcﬁ@at@i i kddcernfal 1 t ARt '**I-Eotaxin,
assay buffér: RPM-1640 nedium pH=7.6 (Qd BCO, ;
incubeBon:ab(imrigutBH amg 7 CHARRm BB BSA (hpr@saea@éfq‘rr EBMI 1060 medium,

orTs (Ctfriph Uiendiatie §F bbb lad'S 0BRSS (Fheae o), [Wme Gelatine,

'3 ml 25 mM HEPES in 100 ml RPMI], The test compounds are dissolved in DMSO, the’

HU2006000078

wn

20  stock solution is diluted with the assay buffer. The ﬁnaIDMSO concentration is not more
| t.haﬁ 1 %. Ther assays are performed in deep-well plates. The cells are incubated with the
“test compéunds for 15 minutés,'then the labelled eotaxin is added. The non-specific
binding is determined in the presence of 200 nM non-labelléd eotaxin. After 1 hour of
incubation, 500 pl ice-cold assay buffer containing 0.5 M NaCl solution is added. The
25  reactionis termiﬁated by ceatrifugation in platelcéntriﬁlge (JUAN) at 3600 g for 6 minutes.
The supemnatants are poured off by turning the plates in upside-down position. The
rezﬁaining droplets were blotted with tissue paper. For solubilization 200 pl 0.5 M NaOH
solution is added to the pellets. After 1 hour of solubilization at room temperature 'th_e_
radioactivity of 150 pl solubilized solution is counted in gamma counter (1470 Wizard,
30 Wallac). _
 The radioactivity of the solution is in direct ratio with the number of the receptors.

of the cells, with the amount of the bound 1231 Eotaxin and with the activity of the tested

antagonist.



20 stock solution is diluted with the assay buffer.
The final DMBO concentration is not .more than | %

Prmted 03/08/20Te assays are performEscpagaep-wel |- plates. The HU2006000078
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cells are incubated with the, test conpounds for 15

m nutes, then the labelled e #am n is added. The

non-speci fic binding is detefrmned in the presence

of 200 nM non-1 abel | ed eotaxin. After 1 hour of

[ ncp;l%a r [

ﬁag{h{:slglgg% | on%?léfi% geagstﬁ@ﬂifﬁg%r(c?ebaeg\??%ﬁ{fﬁ@ t@tgl and the non
Spectlﬁc rhzmraﬁ@ T sabtityi dfujatbopoimisph abkubent fiofige specific bmamg
JUAN) at 3600 g for 6 mnutes.  The supenmatants are -

.and g4 wcﬁmaw&a@iﬂwﬁﬁ@ﬁ@%%m @fsths T HanRlamHe.

po , re onkeks. il th
ti ilghﬁeagpnfg i Ce@gph%% i za'%lo;ﬁ fl\l\%{tﬁt I?‘M?ﬂla
solution is added to the pellets. After 1 hour of

sol ub| lizati op at roomt enperat ure the r adi oact i \1/| ty

counter (1470 Wzard 30 V\al | ac) . The r adi oact|V|ty
of the solutionis in direct ratio with the nunber of

t hejarEe et Sand QECERRBELHS ceMt tD 40810 @éﬂ%mél} @Enslit?E(number of

bound 125I-Eotaxin and with the activity of
cellstigstredwe BitfabonnstroplPe) are e tuga)/ iosﬁzd@mrmseem are washed and
|_at ed

6000078 .38 The cifig binding is cal cu :
Ioadfgf gecagﬁ ppdpdicRler it ﬁ@ﬁl%é@&ﬁ%ﬁﬁgﬁd\@&e i ievices). The cells
are 1§di?1%§te‘§i'1ﬁ thi ?H’JS@S&' ofthe dﬁ@fdr\GOthrﬁtest\HﬁIccl%%ﬂgQ&t%ﬁ gﬁaoe. The dye

calculated fromthe specific binding and fr
is a Ifiuncksoont nedd ume dndicatdrh evipete semstiey ebf ntdmateent}mgmnﬂasdﬂlu}ar calcium

conc%ﬁ%&iggi 'E]ae ;ggpc\?ﬁﬁﬂqykééu%ggzggﬁgg?g gld%rgct ratlo with the fluorescent

s BB B o L T  EES 5Bb s

excitatiopdinisslohstaveldngthensi'ty (nunber of cells |n one
wel | of .the mcroplate) are cultured for 24 hours.

The s¢legtivergauss es%m@emmmta ¥aded with cal ci um

[ rgidtgﬂhor dye (Cal cium Plus assay Kit, Mol ecul ar
Devices). The cells are incubated in the presence of
t lEvtaiyie-2f or 60 minutes while |oading takes place. The
dye is a fluorescent calciumindicator, which
é%@tm\ﬂel y indicates the intracellular cal cium
c Eatlon The intracellular calcium
concentration is in direct ratio wth the fluorescent
. SkkgMa I\% ke Fidrpine . of The epetivieidioniAl ahPeidt@tsBlar calcium
inaB NOVOSTAR apparatus, at 15 excitation and
concepiriiswi rmthﬁamélsemguﬁsanﬂ}’hecreewo’tfhlvle cay baimsnstogssiedith ghe help of

the experi
the fluotescent sxgnfﬁ? Tn Ry experiments an agonist concentration is used which causes a

75% calcium signal compared to the maximum attainable signal.

Antagonists are added 15 minutes before the agonist treatment.

The change of the fluorescent signal is monitored for 30 seconds, during that period
the process takes place. A '

The intensity of the maximum signal following the a&dition of the agonist is
compared with ‘;he calcium signal obtained afte.r the addition of the same agonist, but in the
presence of the inhibitor, | |

The activity of the compounds is characterized with the ICsp values.

On the basis of tests A and B the compounds of general formula (I) were found

biologically active. The most potent compounds are the compounds of general formula (1)



Eot axi n Eotaxin-2 Eotaxin-3 20 RANTES Fol |l owi ng the
addition of the selective agonist, the intracellul ar

Printed: 03/08/28@T ci um concent r at i onDESCFHdABel | s significantly
i ncreases which can be nonitored with the hel p of

the fluorescent signal. In tRAe experinents an agoni st

concentration i s used which causes a 75% cal ci um
signal conpared to the naxi mum attai nabl e si gha

HU2006000078

25
acdntiagenicsiin Rvehist et 45ammpwen woubef @i}ﬂecqiwuéébﬁf general formula

escent

treatment. The of .the fl uor
(D) psreBEda choP 130 PeRAbAILITRT Hy e AR gar 1< 40P }q, 860 nM. Of these
boﬁpgna f%%gécaﬂ'i a&%u@agnbirééﬁé’s%ﬂé nf., ba@emaﬂw&mo 5 nM and 15

the addition of the agonist is

nhponpared with the cal cium signal obtained after the

addition of the sanme agonist, but in the 30 presence

of the inhibitor. The activity of the conpounds is
- characterized with the 1C50 values. On the basis of

tests A and B the conpounds of general formula (1)

were found biologically active. The npst potent

‘conmpounds are the conpounds of general formula (1) -

- Printed: 03/08/ 2007 DESCPAMD HU2006000078 39

according to claim2, which forma narrower group of

t he conpounds of general fornmula (1) according to
. ctaiml. Thei.r 1C50 values are in the range of 0.5
nNl to 500 nM O these conpounds, the especially

favour ed nol ecul es have .| C50 val ues between 0.5 nM

and 15 nM 40 dains 1. The conpounds of the

general formula (1), O Art - ~X"~N.~Y~N ~Z ~Ar2 R1l-

Rz (1) 5 where
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Arl stands for phenyl group, optionally substituted
with one or two hal ogen atomi X neans strai ght Cl4

al kyl ene group, optionally substituted with one or
nore identical or non- identical straight or branched
Cl4 al kyl group; Y neans 1, 3-propyl ene group; 10 Z
nmeans val ence bond or straight C24 al kyl ene group or
strai ght C2_4 al kenyl ene gr&é8up, optionally
substituted with one or nore identical or

non-i dentical straight or branched CI A al kyl group;
RI neans hydrogen atom or straight or branched C 4

Claimsal kyl group; R2 neans hydrogen atom 15 Ar 2 stands

for phe furyl group, optionally

: |-, thienyl-
1. The %"HE’QP‘FQS&Q’& SRER 8%%“1%ﬁ5’rmre i dentical or

where

Art

non-identical substituent selected'@ron1the gr oup
consi sting of straight or brgnched al kyl group,

strai ght or brangped £T4,\alKoxy g bydroxyl
group, am no group, amn grou subsgltuted Wi th

one or two identical or ron-identical straight or
branched Cl -4 al kyl groupt, triR%uoronethyl group,
cyano group, Cl.2 al kyl enedi oxy group, hal ogen atom
20 5- or 6-nenbered heterocyclic ring containing one,
two, or three nitrogen atons, or two nitrogen atons
and one oxygen atom or one nitrogen at off and one
oxygen atom or one nitrogen atom and one sul phur
aton] optionally substituted with one or nore

gamt:il fg) he%gln%:ﬂﬁl? IOII:{ Sﬁbgl&g%stlﬁﬁ’é@l&{iltﬂ MR t$@hA6deadtdni;om

strai ght or branched Cl 4 {
ahieyﬂls s@ﬁtghpCIMkﬁergﬂ*grom opticanbhadstityiad g«qué)%g, org]pa@ddentica or non-

hal o at itro 0 o0 25 group, carboxyl
F%W%3T Q SQﬂﬁgﬁygﬁ&ﬁfy substituted with one
oqn@@§§3§ﬁ@@mg£@mﬁ@ branched Cl14 al kyl group

h%::é%gg\la %L%r ogggéwlgﬁu% p{? X2 §g %Efg% alkenylene group,

gry gﬂ&au ﬁﬁs%kd%ecﬂxﬂh ang oRnotdidepeside mbhydamtien straight or branched Ci4
hydrogeh atom straight or branched Cl4 al kyl group,

C3Mﬁ¢g@Mpalkyl group, benzyl group, or R10 and R'

for m tqygft}g?ﬂﬁom (élj‘gﬁ;‘ %b;r%gm@t g{zﬂ grogpoup of t he

ﬁkﬁ‘)yﬂmg(aﬁﬂiﬁﬂn 55 (a)

stands for phenyl-, thienyl- or fury! group, optlonally substituted with one or more identical
or non-identical “substituent selected from the group consisting of straloht or branched Cj4
alkyl group, straight or branched C.4 alkoxy group, hydroxyl group, amino group, amino
group -substituted with one or two identical or non-identical straight or branched Cy4 alkyl
group-, trifluoromethyl group, cyano group, C,.; alkylenedioxy group, halogen atom;

5. or 6-membered heterocyclic ring containing one, two, or three nitrogen atoms, or twWo
nitrogen atoms and one oxygen atom, or one nitrogen atom an.d one oxygen atom, Or one
nitrogen atom and one sulphur atom, optionally substituted with one or more identical or
non-identical substituent selected from the group consisting of straight or branched Ci4
alkyl group, siraight or branched Ci4 alkoxy group, halogen atom, nitro group, cyano
group, carboxyl group, phenyl group —optionally substituted with one or more straight or
branched C_4 alkyl group, halogen atom, or benzyloxy group -, 0x0 group, NRIRY group,
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wherein R12 and R13 stand for hydrogen atom or

strai ght or branched G4 al kyl group, A stands for
nmet hyl ene group, oxygen atom sul phur atom NR14-
group -wherein R14 stand for hydrogen atom straight
or branched Cl14 al kyl 10 group, C3.6 cycl oalkyl
group or benzyl group-, g represents zero, 1; 2, 3,

r represents 1, 2, o represents zero, 1, S
represents zero, 1; 15 the benzol ogues of these 5- or

6- menber ed hgterocycles where the benzene rlﬂg (é
optlonGDN?r gm@mhé**@%b%tl$ﬁﬂédﬁﬁﬁmi%némér mopépendently mean

| dent ipG @bl AP Rk de blfa‘l@Ahecwpﬁémﬁ WRIb, C:S @ﬁcfo%tk?ﬁorsﬁpogemﬂ group,

t he group conS|st|ng hal ogen &t om straéﬁé
br ancleeR" @1d R pratps eéqebwﬁh the gftogF1Hiem & £ToBP fh@ger@u fopmula (a),

al koxy group, trifluoronethyl ni g gr oup,
cyano group, carboxyl grpﬂﬁfpggﬁ qarbﬁ§% di oxy

group, hydroxyl group,—si fonyl group NR1IOR" 20
group, -CONR1OR11 group, >~SO2NRt ORL1 gr p wherei n
t he neani ng of R10 and R11 (G5, above

5- or 6-nmenbered heterocycllc ring con |Q%,one

two or three nitrogen atons, or one nltrogen at om
and onexﬁxy@en atom or one nitrogen atom and one

sulphur 1€ e
het er oa Rc gmﬁ%ﬁl e alartﬁ“]? g H[I‘%ggggrr% neredir ac”)ué)gﬁr oup,

at ons, optlanmklyfaubshﬁhﬂmﬁd wumm 2500 en or atpmy e suiphur  atom,
identic @r non-identica Jyent sel ect.ed

the groupRcofSTR{THET DA st t?%ﬁgﬂ%y meﬁthsﬁmég % Rifd Cy aliyl
al kyl  greeuip, Csleydbaliyt gonp brtenstedu]. 4 al koxy group,

hal ogen aton1 K anﬂ group, carboxyl group, hydroxyl

group, 4 é p;> *“CONRI I R' group, -SO NR R11

group mﬁeﬁﬁﬁanstne meani ng of R10 and R* 1 is as

defined above; 30 4Z wth the proviso that if Ar’

stands POFPBRYAGTOdr oup, X means et hyl ene group, Y

means p@&@%kaﬁﬁmmgﬂpup, R neans met hyl group, Rz

i o Bhevertainian Bt SAR90A Gt heleiop desr Wik i daitae sing may

bondppiasagild he lﬁxrﬂﬁﬁhﬁosumtsdn witht@s @ rmbre Stennak oauna-itdueical substituent -

calt 520 2ol yates, AL el o, TS RSBl o s
straight or branched Cy.4 alkoxy group, irifluoromethyl group, nitro group, cyano group,
carboxyl group, Cj» alkylenédioxy group, hydroxyl group, sulfonyl group, _NR'R!!
group, {CONR'R™ group, -SO,NR®R" group wherein the meaning of R® and RY is as
defined above; or _ 7 -

5- or 6-membered heterocyclic ring containing one, two or'threé 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 substitrted 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 C.4 alkoxy gfoup, halogen atom, cyano group,
carboxyl group, hydroxyl group, -NR'“R'" group, -CONR" R group, -SO,NR'’R'! group wherein

the meaning of R'® and R' is as defined above;
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Art stands for phenyl group, optionally substituted
with one or two hal ogen atom X neans strai ght Cl4

al kyl ene group, optionally substituted with one or
nore identical or non- identical straight or branched
Cl1-4 al kyl group; 10 Y neans 1, 3-propyl ene group; Z
means straight C2_4 al kyl ene group or C24 al kenyl ene
optionally substituted with4@8ne or nore identical or
non-i dentical straight or branched Cl.4 al kyl group;

. | . I
R et
group.,f BF nphenytetigl ogrpop, 5R* creat- hpirbeen edohetrsl dey etpnds farnghydroxy-4,5-

. _.containing ope, .two, Or three nitrogen atons, or one
dimethgry-p %L%P%%I%ﬂ’ﬁé%ﬁggwy%gﬁwgf) %(Eﬁ or one nitrogen
and th@t QI aBH 2L endidbRbY bndithe Blts @fd sodvaadsitherecfubst i t ut ed-
with one or nore straight or branched Cl -4 al kyl
group; the benzol ogues of these 5- or 6-nenbered
2. The B&hﬁ&&@%ﬁ% gm% o (PERERERS [d ORI RYwhet®
optionally bée further substituted with one or nore .
Ar' i aeamtds falpheny! growpi aheinedlly arbssititiest Withiestor tee hdeg@d e mom
h rQup C i Sti 0 rail identi -
X e SBBE AR o b RIS ALERwth b B I B entioal or non
- Sudisitaltstrhight omi HrimcheteC gralkybpupident i cal  or , '
non- i d(fgt_i cal straight or branched Cl-4 al kyl
Yo gmeups Logronpenesoitrher ed heterocyclic ring

- Z  CORbaHsAREht ¥, Alkylehé @R ubide Qg eilkealients optitmaldyn eubstituted with one or

nitrogen  atom and one oxygen_ aton e nit rogen

d . or .
at Bpicadntiss o sonpeatical stEMhT cplraRTE G 10K BPhenber ed

R! meaggfé%’feﬁ%%ﬁhxc tfaig}%r&%%e&quﬂrgeo@s two nitrogen

optlonaT y 5 substituted wWwth one or nore
R?  ingemtliydmigewatomen- i denti cal substituent selected from

th rou consisting of straight or branched Cl4
A als%gs %FEE%‘?’P%IPP% ght or branched Cl-4 allcoxy group,

hal og&rmahiimrd hEeNRIOR Tingr @uinis R RYvo gerdbrse -nithogee gipms, or one
D TR0 L o S I b o, pomat
S @hilsSinAROwRIObbaRork BeLigfor brabhéhed €, 4 30yl @bup; 30
the benzologueé of these 5- or 6-membered heterocycles where the benzene ring may
‘optionally be further substituteld with one or more identical or non-identical substitueht
selecfed from the group conéisting of halogen atom, straight or branched C14 alkyl group,

‘amino group, amino group -substituted with one or more identical or non-identical straight

or branched C;.4 alkyl group-; or
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35 44 3. The follow ng conmpounds according to Clalns
1-2: 3-(Benzot hiazol -2-yl)1-N

{3-[(3, 4-di chl orobenzyl) (et hy4) am no]
propyl } propaham de, N-

{3-[(3, 4-di chl orobenzyl)(metliyl)aniinol propyl}

- 3- (6-net hyl benzot hi azol - 2-yl ) - propanam de, 5
N-{3-[(3, 4-di chl orobenzyl ) (me#dhy) am no] pr opyl } - 3- ( 6-
nmet hyl benzoxazol - 2-yl ) propanam de, 3-(1H Benzi m

dazol -2-yl)-N-{3-[ (3, 4- dlchlorobenzylg§neth yl ) am no]
pr opyf }Dﬁpﬂ@gg@] ;Qﬁ:{eﬂ)@ychc ning containing two Or three nitrogen atoms, or one nitrogen

r’?" I{ Sr zgtérg ﬁg(%n Qﬂggyy OL0REN Y b3S RY hibRh Q1L PR ko3 cB¥ensed with 6-

y

N- { 3-¢mbagedy |h@TI¢lQ§~TQ§E§€ﬁ ZyAey (“r?éiaﬁwg) aR% 18] Pico BSWIOFH atoms, optionally
-3-( 7suB§itth¥ci with dnorhdrt id%ﬂtﬂ:lapc[r nbn-ReBfical substituent selected from the group

pyridni -2-yl)propanam de,

N- { 3-(pSstazdf Bigh ebkmairg @naeqﬂﬁgl EToHP RS E B3pslpd §iq( akoxy group,’

- di ”%Mélﬁﬂbﬂm@bﬁﬁmf{@[gé} f} ‘?LﬂRmR11 group -wherein the meanings of R'® and R

pyrroi din-2- y1)propanan1de N {

3- [ ( 3reasdiclridap eyl ) (et hyl ) am no] propyl }

and ’t)hefr%alg' Mah:)f Eﬁ&ﬂg&ﬂ&r@ lalﬁiztﬁcl: QlltE énddmpr]ites thereof.

pyridin-2-yl) propanam de,

N-{3-[(3, 4- d|chIorobenzyl)(nethyl)an1no]propyl} 3- (5-
i sopropyl anunot hi azol o[ 5, 4-b] 15

pyri di n-2-yl ) propanam de,

N-(3-{[1-(3, 4-di chl or ophenyl ) et hyl ] ani no} propyl ) - 3 (5

-met hyl am no[ 1, 3]t hi azol o[ 5, 4- bj
pyrldln 2-yl) propanande, N-.{3-[].

1-(3, 4- d|chIorophenyl)ethyl])(nethyl)anlno]propyl}
-3-(5-net hyl am no[ |, 3]
thiazolo[5,4-b]pyridin~2-y|)propanan1de, 20 :
N-{3-[[1-(3, 4-di chl orophenyl)ethyl]) (nethyl)am no]pro
pyl }-3-(5-piperidin-1-yl[l,3]thiazol o[ 5, 4-

b] pyndi n- 2-yl ) propanam de, N-{3-[[

1- (3, 4-di chl orophenyl ) et hyl ) (nethyl)am no] propyl }
-3-(5-pyrrolidin-1 -yl[ 1,3]thiazol 0[5, 4- ,

b] pyri di n- 2- yl)propananlde

N-(3-{[I-(3,4 dlchlorophenyl)ethyl]an1no}propyl) 3-(S
piperidin-1 -yl[ 1,3]thiazolo 2,5
5, 4-Db] pyrdi n-2-yl) propanam de, N-(3- { |

- (3, 4-di chl orophenyl) ethyljam no

ropyl) 3-(5-pyrrolidin-1-yl [ 1,3 ]Jthiazolo

5, 4-b] pyridin-2-yl) propanam de,
N—(3 {[1-(3,4-dicliorophenyl)ethyl]am no}propyl)-3-(5
-nmopholin -4-yl[1,3]thiazolo [5, 4-Db]
pyri di n-2-yl) propanam de 30

N-{3-[(3, 4- d|chIorobenzyl)(|sopropyl)]an1no]propyl} 3
- (5-norpholin-4-yl[l,3]thiazolo
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35 45 - [5, 4-b] pyridin-2-yl)propanarni de,
N-{ 3- [(3 4-di chl or obenzyl ) (tert-butyl)]arnino] propyl}
-3-(5-norpholin -4-yl[1,3]thiazolo
[5,4-b] pyridin-2-yl)propanam de; 5 and their salts,
sol vates and isoners and the salts and sol vates
thereof. 4. Process for the preparation of the-
conpounds of the general for#ula (1) where Ar’, X Y,
Z, R, RR and A? have the neanings as defined in
Claim1 characterized in_that, 10 a.) a diam no
3. Bohplowing compamds eprdgho EBEMIIA (111), 2 Ar1~X~N
-(w % EZ~y§r N{{l.’i [ 3)4—}4\@@51%%1&?1 gﬁ?ﬁ?l')eﬁhg%] QoAb ophﬁan{ﬁ’de

defined in aim1 isS reacted
N- {ééﬁb’e&sﬂ1¢robeaz3rllﬂmdférlﬂa@atl¢19@1>ﬂf -3t(ﬁéle@élﬁ%rfzaﬂﬂa%1r%fw5m ampaﬂmde’

N~{§| G)ﬁt’zdiéﬂo%b“éﬂég)(ge Oflmﬁ%ow%% Balaﬁymx%k&glsz 9?pp6ﬁanamlde

) t
3 (HaBogendaobiy)- Aﬁgadﬁ(mwch@r@wﬂ>cr@m)m%§k§3@ﬁ e
N- {3%9 @r?be eth ] Of)ﬁ?-?)%@@lp&@ﬁﬂ&ﬁdeb‘r and Z _

an ani i no conpoun
N—{3){(3t4krbcbggviﬁnall)(lﬁf@hmﬁﬁanq}wy’yi}'3 A? @GWJ [1@vhityiageioll écsﬂ
g ings of Ar', X, and R are as defined
pyn1n%%ﬁgﬁ%§& |§Qreacted mnth a hal ogen compound- of the
N-{BréAdrddhidrarenmyilmétiianyinolgopip-(7- &imﬁthymophrl@zoloﬁ@4~
yugn);t(é{n &)yl)propanarmde

N-{3-[(3,4- chchlorobenzyi)(methyl)ammo]propyl} -3 (J-dlmethylammothlazolo[S 4-p]

pyridin-2 -yl)propanamide,
- N-{3-(G, 4—dlchlorobenzy1)(methyl)ammo propyl} -3-(5-isopropylaminothiazolo[5,4-b]

pyridin-2-yl)propanamide,

- N-(3-{[1-(3, 4~dichlorophenyl)ethy]]amino}propyl)—?)—(S—methyIamiﬂo{1,3]thiazolo[5,4—b]

pyridin-2-yl)propanamide, :

N-{3- [[ -(3,4- dlchlorophenyl)ethyl])(methyl)ammojpropyl} ~3»(5—methylammo[l 3]
thiazolo[5,4- b}pyndm -2-yhpropanamide,

N-{3-{[1-(3,4- dlcblorophenyl)ethyl])(methyl)ammo]propyl}—3-(5-p1pendm -1-y1[1, B]ﬂuazolo[S 4.
b]pyndm—Z—yI)propanamlde ' . '
N-{3-[[1-(3,4- d1chlorophenyi)ethyl])(meﬂlyl)ammo]propyl} -3-(5-pyrrolidin-1-y1[1,3]thiazolo{5,4-
blpyridin-2- yl)propanam:lde ‘ '

N-(3-{[1-(3, 4-d1clﬂor0phenyl)ethyl}amino}propyl)_—B—(S—piperidin—l -yi[1,3]thiazolo
[5,4-b]pyridin-2-yl)propanamide, :

N-(3-{[1-(3, 4—d1chloropheny1)ethyl]ammo}propyl)—?: (S—pyrrolldm—l -yl[1,3]thiazolo
[5,4-blpyridin-2-yl)propanamide, ‘
N-(3-{[1-(3,4-dichlorophenyl)ethyl] amind}propyl)w?:—(S -mopholin 4-ylf1 ,3]thiazolo
[5,4-b]pyridin-2-yl)propanamide
N—{3—[(3,4—c§ichlorobenzy1)(isopropyl)]amino]propyl}-3—(5—morpholin—4~yl[1,3]thiazolo
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46 where the neanings of Y, R2, Alz and Z are as

defined in daiml, and if desired the resulting

conmpound of the general fornula (1) is transforned

into its salt or solvate, or liberated fromits salt
-or solvate and/or resolved into its optically active
isoners, or the optically active isoner is

transformed into the racernic*¢onpound and if desired

the structural isonmers are 5 separated from each

her...5 rocess.according to Claim4 a.)

ﬁ%%@P%&F%%W@@B??HﬂF%at as the conpound of the general
NEErBA-dicilblopenzy Neeralppy HpnibalbepeaBioxpribelimeid[1,3]thiazolo
f££Q0é%€e i; used. .10 6. Process according to Caimb5
PRAPHARSr P 2BEPTH ™ fat the reaction is carried out in
addRiE RS enegesahd admes rodthi et asksolvatePheeelss accor di ng

to aim4 a.) characterized in that as the conpound

of the general formula (11) the appropriate : PR
4. PagcbRy thEpragivatioh S the actmainds df khetehera firmeladh where Ar, XY, Z,R,R

engral formula (1] i.n-fhe, presence . of an

aDgcé\tri RAXF R PealyReF: @ dglfi’?‘elgrl%géié%i g%acrzagga&z eﬁigm 5" Claim?7
characterized in that as activating agent

di cycl ohexyl carhodii m de [RY | chloride, ethyl
cﬁPoﬁ@f%?ﬁﬁ@%?“P@Sgﬁfﬁﬁmgﬁﬁ) %?2¢%Hte, car bony|

di i m dazol e, benzotri azol -1 - Y. R2 ,
yI-oxy-tripyrroIidig% bh@pkﬁ}ﬁ\Q@Xéfluoro
phosphate is used. 9. Pharmaceutgical preparation
characterized in that it contains one or nore of the

conmpounds of the  general f@hula (1), where Ar', X
Y, Z, R, RZ and Are have the neanings {5 defined in

Caiml and/or-their, sa ; Splvates or iSORELS ,a

{he "84 S AEBPERTEAT nar é’g?i %Cgkoﬁ% a5 ety & Ot 1 Shacted with &
eXCiRitB RIS 2b8 QerivitRe bh@c phatahhesuls (Dal i ndustry. 25

10. Pharmaceutical preparation accgrding to Caim?9,

characterized in that, a fﬁﬁﬂﬁﬁi/' mponent, it

contains one or nore of e conpounds according to

Claim3. 30 47 11. Use of the conpounds of the

‘general fornula (1), where Ar'.Ox Y, Z R, R and

Ar' have the neanings as defined injg aim1l and

their salts, solvates and isoners and the salts and

sol wakeshe hbeiienfof AFornd hee py éafiapdini(rimdf and W stands for halogen atom,

medi canent f or t of~Rathat adi inos of Ar
ol Be o ST et b RRD R CIORPEE PRGIIER RE} Bhuings of A7
eczendy atends ldafimdtio Cleithdyeel di sease, ul cerative

5] ot oo BSRATA  TLL BLE
i n conjunction mnthAf“//X\\qu
h (V)
R'I
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_
Ha[/Y\N/lKZ/Arz
|

RZ
(XVII)



15

20
9. Pharmaceutical preparation characterized in that it contains one or more of the compounds of the

25

AIDS. 12. The conpounds of the general formula (11a)
form ng a narrower group of the conmpounds of 10
general -formula (I11), z W Are, Q(lla) where Ar T
represents a 1,2,4-triazol o[ 1, 5-a] pyridine- or

tiazol o[ 5, 4-b} pyri di ne group optionally substituted
Wi th one or nore straight or branched Cl4 al kyl
group, straight or branched®C) -4 al koxy group, 15
hydr oxyl group, -NRLOR' group, -CONR 6R' group,

wm MR n@Rhingd G, RAWAEraeil X arhies defiaed m@ddinfl, aRl0 and R

if desireq tlg:rrg:; e dczp%tpgggdoéf&hg lg?am:rrgl %9%5%@7[1 gz alasz?r}nﬁg qnto its &lt or solvate, or

liberatedHrom Otslsalt 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

‘sepatated from each other.

5. Process according to Claim 4 a.) characterized in that as the compound of the general formula (II)

the appropriate carboxylic acid chloride is used.

6. Process according to Claim 5 characterized in that the reaction is carried out in the presence of an

organic base.

7 Process according to Claim 4 a.) characterized in that as the compound of the general formula (I}

the appropriate carboxylic agid is reacted with the amine of the general formula (III) in the presence

of an activating agent.

8. Process according to Claim 7 characterized in that as activating agent dicyclohexyl carbodiimide,
pivalyl chloride, ethyl chloroformate, isobutyl chloroformate, carbonyl diimidazole, benzotriazol-1-

yl-oxy-tripyrrolidinophosphonium hexafiuoro phosphate is used.

general formula (I), where Ar', X, Y, Z, R'. R? and Ar® have the meanings as defined in Claim 1

and/or their salis, solvates or isomers and the sait or solvate thereof and one or more excipients used

in the pharmaceutical industry.

10. Pharmaceutical preparation according to Claim 9, characterized in that, as active component, it

contains one or more of the compounds according to Claim 3.
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11. Use of the compounds of the general formula (I}, where A, XY, Z, R, R and Ar® have the
meanings as defined in Claim 1 and their salts, solvates and is_omers and the salts and solvates
thereof, for the preparation of a medicament for the treatment of pathologies selected from asthma,
allergic rhynitis, atopic dermatitis, eczema, inflammatory bowel disease, uleerative colitis, allergic

conjunctivitis, multiple sclerosis, Crohn disease, HIV “nfection and diseases in conjunction with

AIDS.

12. The compounds of the general formula (TTa) formiﬁg a narrower group of the compounds of

| W
Arz’/z‘\"(

O

general formula (IDn,

(Ha)
Whére ,
Ar® represents a 1,2,4-triazolof 1,5-a]pyridine- or tiazolo[5,4-b]pyridine group optionally substituted
with one or more sf:raight or branched C,4 alkyl group, straight or branched C;.4 alkoxy group,
hydroxyl group, -NR**R'! group, -CONRMR" group, -SO,NR'R! group, Whefeir_l the meanings of
RY and R'' are as defined in claim 1;
7 tepresents 1,3-propylene group; and

W means as defined in Claim 4.



