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. l.ung, the smot h m_Jsc]I g“%‘if@%"‘atﬁ ShECEAE: Hupsia selectively the
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amd‘"’?ﬂ%ﬁ%@l@%@%ﬂﬂ of ag?{;t&mgtw patients was by 67 percent higher. On the effect of
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25 were found.

In the lung the eotaxin is produced in many cells. Following an allergen response,
th? most important eotaxin sources are the epithelial cells, but a great amount of eotaxin is
produced by the fibroblasts of the lung, the smooth muscle cells and the endothelial celis of
the respiratorx tract, the alveqiar, macrophags and lymphocytes, and the eosinofiis

30  themselves.
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25 I pRR Ithe Egbeec%egz?p%ggg We Iitnxsrrensjs%gtiglchgtl fhe molecules do not bind, or

bind only in case of very high concentration to other the CCR receptor subtypes.

I

LN

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 tn much smaller
concentration as compared to other CCR receptors. F ﬁrther alm was that the new

30 compounds have stability, bioavailability, theraf)eutic index and toxicity values which

ensure its drugability. Additional aim was that the compounds, through their good enteric

absorption can be applied orally.
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where

concentration as conpared to other CCR receptors.
Further ai mwas 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 cdA be applied orally.
AMENDED SHEET 17/07/2007 2a In a first aspect, there
is provided the conpounds of the general fornula (1),
O A'<X'~NY-N"k ZI_.Ar2 RL R (I) where 5 Ar'
stands for phenyl group, optionally substituted with
one_or two hal ogen atom X neans straight _ Cl4

Ly adyrlensaecyribiip s RopHidesr FomRABLs TR %l PRmERDor
more identical or non-identical stgaight or branched
Cl4 al kyl group; Y neans 1,3?propyl ne group; Z neans
val ence bond or ,straXght C2<4\Qhk e gr or
straight 2.4 af¥enyl endVgroup, N"10 of’i onal Iy
substituted wth one or pore identical or
non-identical straight ogtbrancied Cl -4 alkyl group;
R means hydrogen atom or straight or branched Cl4

al kyl group; R2 nmeans hydrogen atom Arz stands for
phenyl -, thienyl- or furyl group, optionally
substituted wth one or nore 15 identichl or
non-identical substituent selected fromthe group
consi sting of straight or branched Cl14 al kyl group,
st.raj ght .or branc 4 al .

o s T BB b o RS s P or IR JREE) o
anensrstraight € dedkylesd gonp,naptiohd hndubstithted twithi giiet oromore identical or
branched C 4 al kyl group-,, trifl uoronmethyl group,
APAASEd ek erﬂcﬁﬁéwg%vuﬁr oup, hal ogen at om
2fefars 103-ppieRtD@6Est het erocyclic ring containing one,
two, or three nitrogen atons, or two nitrogen a@pns _
amgasnealeaes Gerd & sHehl Conalkyiers sweR Oétsgﬁﬁggﬁ §>palkenylene group,

OMBRAPLBBtuRl wih&ne R toROREnRE PP RASIAREl $+hiBRWE branched Cyy
atom optionally substituted with one or nore

i dkyltdrew, or non-identical substituent selected from

RGnd kB AT 8F LiSkrRLr BihhARY, AkylRrapched CL 4

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 Cp4 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 C,.4 alkyl group-, tn'ﬂuoromethyf group, cyano group, C,., 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 one nitrogen atom and one oxygen atom, or one
nitrogen atom and one sulphur atom, optionally substituted with one or more identical or
non-identical substituent selected from the group consisting of straight or branched Ci4
alkyl group, straight or branched C;. alkoxy group, halogen atom, nitro group, cyano
group, carboxyl group, phenyl gfoup —optionally substituted with one or more straight or
branched C,4 alkyl group, halogen atom, or benzyloxy group -, oxo group, - RR"

group,
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al kyl group, straight or branched Cl4 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,

-NRi.OR' group, 2b -CONR1BR1' group, -SO2NR70R 1

group, wherein RO and R11l i ndependently nean

hydrogen atom straight or branched C -4 al kyl

group, C3.6 cycloal kyl group, benzyl group, or R10
andORR'TROT mrdupge0aNR VR helohg whérepg®Y atdmt'a igdepepdently mean
of the general . fornul a , (CH2)4 ->~(R1 -N A

by Walom(%ﬁfﬁhéor?‘g{?ﬂ%g@ﬁ@r iy ergup: Shﬁyﬁ%&ﬂ SAiep-gpeyl group,

hy,d REGRA RA BFh W gefef RitH He nfiFoglh aRANEE ol ofkhabdittal formula (a),
group, A stands for nethyleagmggoup, oxygen atom

sul phur atom -NR 14 gr (R13) st and for
hydrogen atom strai ght” or branche 14 al kyl group,
C3. 6 cycl oal kyl group ™r benzyl grougx, 10 q
represents zero, 1, 2, 3 (CH.§pr nts 1, 2, o
represents zero, 1, s represéents gkﬁﬁsl; t he

benzol ogues of these 5- or 6-nenbered het &ocycl es

where, the benzene ring may 15 optionally be further
TC1 . . .
substittted with one or nmore identical or

non-Rdand REatans filrdiyiltogenitomse kteadgle dr braochetltts , gikglgroup,

consj sting of hal oge tom straight or branched 4

Sk B St e BHIIGR be Ghtied TYER o RO%y gPYRRr  atom
tri fINROf-oBi W he@sin R stivid fod hgdoh atodaB@aightQt branched Cy4 alkyl
carboxylggrou , C%_Z‘alk | enedi oxy group, hydroxyl

gr ougFouns (5§ @M?&aﬂ@’ 8ipyp ot RIQUP-gr oup, - CONRIOR |

gro ané%ggqgkpﬁgéagroup wherei n the meani ng of RI10

and R'"I's as 20 defined above; or 5- or 6-nenbered

het ertopipednisd, 2i ng contai ni ng one, two or three

nitrgg@gﬁgﬁ@ggxlor one nitrogen atom and one oxygen
atonj Or one ni'trogen atom and one sul phur atom

condenpesknwi zcto, 8;: nmenber ed het eroaromatic rings

gtﬁg a%]%)h{%asoa}e #}%rse Mor %l—ntném Fed ﬁ(t:tgrggy’fcle%p\tvilgfg %el ¥enzene 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,
straight or branched C;4 alkoxy group, trifluoromethyl group, nitro group, cyano group,
carboxyl group, Cr alkylenedioxy group, hydroxyl group, sulfonyl group, -NRY¥R! -
group, -CONR'R'! 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 one nitrogen atom and one sulphur atom, condensed with 6-
membered heteroaromatic rings containing one or two nitrogen atoms, optionally substituted with
one or more identical or non-identical substituent selected from the group consisting of straight or
branched Ci4 alkyl group, straight or branched C,..4 alkoxy group, halogen atom, cyano group,
carboxyl group, hydroxyl group, -NR'R' group, -CONR'R! group, -SO.NRR!! group wherein

the meaning of R'® and R" is as defined above;
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one or nore identical or non-identical substituent
sel ected fromthe group consisting of straight or 25
branched Cl14 al kyl group, straight or branched Cl4

al koxy group, hal ogen atom cyano group, carboxyl
group, hydroxyl group, -NRtOR 1 group, -CONR Ru
group, - SO2NR10R11 group wBerein the meaning of RI10
and R1 is as defined above; 2c wth the proviso
that if Arl stands for phenyl group, X nmeans ethyl ene

. group, Y neaps propylene group, R neans nethyl
with thegqr@,\gfp, thpgaf @aﬁgn%f B@f@ﬁl HPWInn Agans dhdeng eumy (yyr means propylene
- 0 roulpl, Tt O ¥h o890 WiRd Zai” Sstiak frer @ Mydroxy-4,5-
grotip. x?r gﬁr%glg/saﬁ%%h E?B%ﬂ’a; and th}giaﬁﬁsalats, sol vates and Hydroxy
dimethoks plwey bgranplZ ihdiffstent omndleswibpadies thereof. 5 1n a
and theit @S 36 v%%?aer&lti orﬁgrgr § the sﬁ{s%}ﬂi ?ﬂﬁgatt@s tﬁg"él(gﬂmce.l"t i cal
preparation characterized'in at i contai ns one or
nore of the conpounds of the general formula (1),
wher e X ,.Y, Z R.. R2 and .e. have f.he nmeani ngs. .
1B Hep 1ot ire S imroded de pEaos AP R Y SOqeQeraed in that i
contains Sk AR O th $OMBOHIdABHHE Renerslabinmad (15,00head Ar't Newedf R', R? and
and one or nore excipients used_ in_the pharnmaceut.i cal

Ar* havq the ymeepipes apdafined in Hierfirstaspest and/phibeis splls. plvafesaddsnpres and the
salt or sd\'lfﬁa?e BErebPshdSAERE IS RpidnfiGsee ﬁﬁﬁ@iﬁh&frﬂﬁwﬂﬁ@al {ldhstry.
ere Ar', X, Y, Z, R R2 and Arz have the neanings
as defined in the first aspect and their salts,
ol yat.es a LSO . I e
R BUSpaR hE A PARiR g I fb ToRPOURE of HFencpa ormula )
where At'r atypenR! & qudt Adhogi the mealiegst sdlefinahinakd firshgspect and their salts,

: allergic rhynitis, atqpic der itis, eczema,. 15 .

sotvates g ol ypisied rOBuSRSE ot e ymREEET P o Médicament for the
treatmen@! dﬁbzﬁh&o%@ﬁjsb‘ﬁ@&& Virdrh Sastlifid, t d1Rk@c Bl EiQShtspic GledRntitis, - eczema,
. di sease, H V-infection and djseases I n_conjuncti orl .
inflammgjpyh oy ghslisqape, rleastfiverrolbpetiiersis KenEngtyitise sUHtipky stlpfgsis, Crobn
disease, HPTRAEANS Bl disBEIENShRhciMA Aid.l @) form ng a
, narrower group of the ‘conpounds of general fornula

(rry, Arzz2\ /W ~I I( O 20 (Ila) where

: n a. Aot I.qide- .

WobAERERG i Bp s baided bt B8Rl Bt B Bl B2l forming o
narrowengroip ofitBe compuninds sff geaerghforrowla fianched Cl1. 4 al kyl

group, straight or branched 1.4 al koxy group,

hydr oxyl group, -NRIQRZ-gre(y, - CONRLOR' group,
- SC2NR1OR" gr oup,ARiher ei n{|t he neani ngs of
(@)
(lla)

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, straight or branched C;4 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.



. i 5, R1I0 and R 1 are as fined:in the first aspect; Z
Printed: OS/OB/E(ECg'pr esents 1, 3-propyl § P&iﬁ@ and W means as HU2006000078

defi ned above. Printed: 03/08/ 2007 D ESCPAM D H
U2006000078 3 W have found $hat the conpounds of _
t he general formula (1), Art 7X~-NZ NN~z r2 Rl R2
(I') where Ar' stands for phenyl group, optionally

W ShkHIS trh 4t @9 et QRE, LT %] m 5 X and Y
independentiy ﬁ%gﬁﬁs?%éﬁgﬁig%ﬁ%ﬁ?a é?g ‘e group,
optionally substituted with one or npre identical or

non-identical straight,or branghed Ci 4 al ky] _group;
Z neans val ence bg@d/ﬁg\s%qafé F\gﬁﬂjéLk Leﬁ%“group
or straight C2-4 al kenyl en group, optionally
substituted wth one or nore idenyical or
non-identical straight orRbranched Cl4 al kyl group;
10 R and R2 independently nean hydrogen atom or
strai ght or branched Cl-4 al kyl group; Are stands for
phenyl -, thienyl- or furyl group, optionally '
substituted with one or nore identical or(l)

-h non-i denti cal substituent selected fromthe group
WieEonsi sting of straight or branched Cl.4 al kyl group

Ar'stral " Cl. 4 al koxy. grou hydr ox .
5Lkl TGS, bl S U DX b o
5  XambYtinderetl@nitlyC tlead Str@ghON; bigtORLE %%ups,tdt'pﬁbﬁiﬂy Qlbstituted with one
branched C1-4 al kyl group-, trifluoronmethyl group,
cyar fere igentical or nonikidersirabistoaightgr bomchhd Cogelkyhomp;
5- - ered heterocyclic ring containing one
Z o ess (RIS HOCe S s SRR GRR Pogareh b elkenylone
and gedf, @}eealRERitu®d KRB JAkldrAE&R i@&ﬂmaﬁﬂﬁnﬂﬁ—?dentical straight
oxygen atom or one nitrogen atom and one sul phur
© at off bgpehesh@hk wlksbgroupt uted 20 with one or nore
' 1,1 denti.cal or .non-identical substityent selected from -
10 R a8 bR R S ot CPPEPGHEIH OB PREhBdC c1alk Eroup
Ar al kythn@d R4 PhesYIL ah@RH- OF ﬁﬂ?%@ﬁﬁ% GbdaAbln %t&{ RURone or more
hal ogen atom ™nitro group,” cyano group,” car boxy :
~ gr olfsntigHeny | nongidentral opbitinadtl yelsubdtfirémt ed widup omesisiing of
or r.e straigh r.brapched C1.4 al kyl . group,
Rl SRR RIGeD G2y bRy GBS oo beRsR Cia alkony growp,
- NRIQIRALy 1P 8YP, amino group, amino group -substituted with one or two ideniical
15 or non-identical straight or branched Ci4-alkyl group-, triflucromethyl group,
‘cyano group, C;., alkylenedioxy group,. halogen atom;
5- or 6-membered heterocyclic ring containing one, two, or three nitrogen atofns,
or two nitrogen atoms and one oxygen atom, Or one nitrogen atom and one
oXygen atom, or one nitrogen atom and one sulphur atom, optionally substituted
20 with one or more identical or non-identical substituent selected from the group
consisting of straight or branched C4 alkyl group, straight or branched Ci
alkoxy group, halogen atom, nitro group, cyand group, carboxy! group, phenyl
group —optionally substituted with one or more straight or branched C;.; alkyl
group, halogen atom, or benzyloxy group -, 0X0 group, -NR''r ! group,
25 -CONR'"R! group, -SO;NRR'" group, wherein R'" and R! independently
mean hydrogen atom, straight or branched 'CM alkyl group, Cy.4 cycloalkyl group,
benzyl group, or R'% and R" form together with the nitrogen atom a group of the

general formula (a),
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e - CONRLRL1 group, - ' group, wherein RLO and -
Printed: 03/08/2%'57 i ndependent | y maﬁ%?&%ﬁ atom 'straight or HU2008000078

branched Cl1.4 al kyl group, C3.6 cycl oal kyl group,
benzyl group, or R10 and R11 formtogether with the
nitrogen atoma group of the general formula (a),
AVENDED SHEET 17/07/2007 Printed: 03/08/ 2007 DESCPAND
HU2006000078 4 (CH2) q ~i ==2JOH;)N Raz- (CH2), ~
(R 3), (a) wherein R12 ahd R 3 sta or ‘Rydr ogen
atom or straight or brakthed C, .4 al kyls group, A

stands for methyl ene group,_( éww sul phur

atom 5 -NR 14- group -wheréern?: %ﬁ for

hydrogen atom straight or branched 2l kyl group,
C3-6 cycl oal kyl group or benzyl group-, q represents
zero, Mhepeing’ represents 1, 2, o represents zero,

1, 104s2¢ €5 . .t he benzol ogues of, the
5- or 6- n%n%gr esg%d;og flg@r;gg%%gto%(grsgra{gﬁé O%@W?‘éli’?g ¢’i"’nﬂﬁy L group,
may optA ongdddg beéod Uﬁﬁdﬂ?leﬁdlbfgﬁ'éﬁwt eskyeh N 288, Orsulphur  atom,
: nmore identjcal or non-identical “substituent selected .

5 f r om t HRgr gupr oFkdrein fg stnd Hot gleogeatasom, straiglitgintbranched C .
or brapched C 4 al kyl,, grou trai.ght or branched
& 4 o BSVEGEL G it b e betp, “hicro
group, qG¥@esdiPrRo, L3 ROXYl group,” CL. 2 al kyl enedi oxy
group, hydroxyl group, sul fonyl group, -NRLOR'
group, rre@ARABH, 2L group, -S2NR OR' group wherein
t he neani ng 'o{ R10 gnd R11 is as defined above; or 5-

or 6- nBABEFEG Y& @r'ocyclic ring containing one, two

10 or threg RithRYRM atoms, or one nitrogen atom and
" one oxygen atom oOr one nitrogen atom and one sul phur

at otre beRfologmmienithdsad br 6-menbeedtethricgcioamdrrt ihe benzene ring
S ROl B Sl kR A 950, SO cronidenis
oIS 4O LA BAOTY BIR UB, s
st rt&hlgﬂlkd @, 4brllyicdredp, Gidight or branched Cy.¢ alkoxy group, triflucromethyl

15 group, nitro group; cyano group, carboxyl group, C,;-alkylenedioxy group, |
hydroxyl group, sulfonyl group, -NRR! group, -CONR'’R!! group,

-SO,NR'R!! grdup wherein the meaning of R'" and R'! is a5 defined above; or

5- or 6-membered heterocyclic ring containing one, two or three nitrogen atoms, or oneé
nitrogen atom and one oxygen atom, or one nitrogen atom and one sulphur atom,
20 condensed with 6-membered heteroaroxﬁatic rings.corntaining one or two nitrogen atoms,
optionally substituted with one or more identical or non-identical substituent selected from
the group consisting of Straight or branched C,.4 alkyl group, straighﬁ-or branched Cy
alkoxy group, halogen atom, cyano group, carboxyl group, hydroxyl group, -NR'R!
group, -CONR“}RiI group, -SO,NR'RH group wherein the meaning of R'O'-and R!!is as
25  defined above; |
with the proviso that if Ar' stands for phenyl group, X and Y mean methylene group, R’
and R? mean hydroge'n atom and _Arz stands for phenyl group, 4-methoxy-phenyl group or
‘pyridyl group, Z is different from vaience bond; and with the furtherrproviso .that if Ar'

stands for phenyl group, X means ethylene group, Y means propylene group, R! means

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

AMENDED SHEET 17/07/2007
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or4 grxelu@s a Bythazle@e ,mtwllzyften@pghwp buigleme group. - (CH2)

group, hydroxyl group,

group, -S2NR OR' ' group wherein the neaning of R0
and R1' 'is as 25 defined aboye; with the proviso
that if Art stands for phenyl group, X and Y nean
met hyl ene group, Rl and R2 mean hydrogen atom and

~ phey ng@nZdszd@ﬂ’fer@hﬁﬂ%lm ghiGHER, bétdmahiaxyl @tkhemﬂhegr;ﬁélﬁso that if Ar'

or pyridyl group, is different from val ence bond; '
Sta&@Fdfqmﬁhﬁnrlheromrqrheﬁhbxwhw tgh@tp, i’f aAfth rscasmd@df}me group, R

e neans ,et h Ien p

e Ry RRE R TR R HE L0 ST B ol RE By rou, Z i

dirRyek QeRN valam aRddALZd Sﬁ}ﬁﬂgﬁ ifu?t'f“er roviso that if Ar’ stands for phenyl
2- hydr oxy- 4, 5- di met hoxy- AVENDED SHEET 17/07/2007

gropp,i Xteed:Y 0BR0SH 20T @E@@PRNBICHREJZM@GQ@Wﬁn fﬁommndyAr stands for
roup Z Ls fferent fromyv ce
ol ERaF. frio Koot FARSE anasd POt HhioyliepPsRitso that if Ar

- starfk £ ﬁt&lRW Q‘oﬁgﬁgy&lrfrlgtgﬁ%%&%%dm CXO ansﬁﬁg‘g’yl EI group, R* means

gr oup,
hyda:rmnAnthStaadd&ﬁ anamatze fiydl “4gmeiup-S-chidre- ’J-d1eft}ﬁce«rye[bﬂenﬁr Qffoup, 7 is

Iegce bond; with the further proviso that if
mﬁﬁ??‘ WHW@E“F%PO reny| 5 group, X and Y nean ethyl ene

and%%?ﬁ" EaJhB sof\’}gengndT? gﬁ? 968 sﬁ% o ocrﬁrgnglﬂ eﬁggxleggn ﬁl the above

rou feren
criteaiad mﬁth the further prOVISO that if Arr stands for
phenyl group, X and Y nean ethyl ene group, R neans
nethyl group, R neans hydrogen atomand Ar 2 stands

0 hen roup, Zis
Thegg%%[er gﬁ%&?@%ﬂfg‘gl% Vgsrﬁ%ﬁgl }lli(fe%hs Oluh’g'f 5t sal ts,
SOBvai €54 adikyli S@upr we afiéhnt HQatmpdtéd sﬁﬂﬁhﬁ%ﬂ@&iﬁ@héd -chain aliphanc
thereof fulfil the above <criteria. The detail ed
groupein} ﬁgfsarbﬁn ttoa.apsheassmpdnyl-t adit-s peapel-assobotdybudutyby isobutyl-,

1 we nean a saturated strai ght- or
Seu)da %Hg %hg%ﬁqﬁﬁﬂﬁﬁg??c 15 group of 1-4 carbon
at Bgna @y@hkgﬁng@rénﬁ we Bédnyd -(CIHI,P P?/dup wh&eRhO malue ofnisl, 2,3
butyl -, 1so secondary buty tertiary utyI

rgu ue of n such
o By el ek et e gty b tenS s ardie SRBiRe 1 doubl
bmu@Ye? L2241 idteny eng Hgﬂnigﬁngpan an al kenyl ene group
containing 1 double 20 bound; e.g. a -CH=CH or
(ﬁpa@h@kwg@u@ywa n@ﬂanéhnalﬂedkyl groop pwherenthameaning of alkyl is

I ro re the neani ng of _al kyl is
as dr:f'mcéfl aggve— gsucH as met%oxy- ethoxy-, propoxy-, Isoprgpoxy- butoxy-, lsobutoxy-

secondary butoxy-, tertiary butoxy group.
By a C;.; alkylenedioxy group we mean an -O-alkylene-O- group -where the

nieaning of alkylene is as defined above-, such methylenedioxy-, ethylenedioxy group.
| By halogen _atom we mean chloro, fluoro, iodo or bromo atom.

By a 5- or 6-membered heterocyclic ring containing one, two or three nitrogen
atoms we mean an unsaturated, saturated or partially saturated heterocyclic ring, for
example pyrrole, imidazole, pyrazole, 1,2,3-triazole, l 2,4-tnazole, pyridine, pyrimidine,
pyridazine, pyrazme 1,2,4-triazine, 1,3,5-triazine, [,2,3-triazine, pyrrolidine, imidazolidine,
[1.,2 4]trlazo 1dmc plpendme piperazine, 2-imidazoline ring.

By a 5- or 6-membered heterocyclic ring containing one nitrogen atom and one

oxigen or sulphur atom we mean an unsaturated, saturated or partially saturated

AMENDED SHEET 17/07/2007
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propoxy-,. |sopropoxy-
secondary butoxy-, tertiary butoxy group. By a Cl-2
al kyl enedi oxy group we nean ap - O al kyl ene-0- group
-where the 25 neaning of al kylene is as defined
above-, such net hyl enedi oxy-, ethyl enedi oxy -group. By
hetbalcpg enriag, oﬁmr\mam&nombm; dsoxbtalgribiazoled dotiiadd QM2 -oxazine, 1,3-
atom_By a 5- or_6-nenbered heterocyclic ring
OXAZY e al ’ﬁloh@Z‘Bﬁe L3-thérzene. t hidbapper égéhlazmeo@aw@ dhggarthiazolidine,

a 0 L I sat ur at ed
mofhotifls gh}alrn?&rgﬂme b%a&&%e h. cﬁa Ll nr%r S Aol o
pyr ﬁﬁ@hﬂsrol:w&zﬁr?&ﬁgloaﬁ@i*ﬁmo 1W{.2 n&rdc’feh @Zﬁﬁsﬁmcp&zﬁd &hiBeh atom may be

pyri m di ne, 30 pyr| dazi ne, pyrazi ne 1,2, 4-triazine,

for ?LXEB“@EtﬁﬁloézﬁilﬁéO eprg 3-triazine, pyrrol | di ne,
trlazolldlne i.peridine,

oi por S 0RG: v i G, P Reg Mg S HeBRisne, for exampe
inddle! RneeYEbieC bEhABi6S1BL RinRia£41€, Juirdolias ec[hlﬁ%{z‘éﬂh@réﬂmoxalme

one oxigen or sul phur atomwe nean an uhsat urated

satAydgtisgtior opar 1+ amepbeatdihetewdyc BMENDED NSHEET one, two or three
nitradd O7t/ 2007 Pri n& ed: 03/08/ 2007 DESCPAMD HU2006000078

T RA TP O TICTHORY: 208 Uk ApPEEEX APBH- ST N8 GHEESPlom and one

sulphlit azRh-ecod ROt AN 6.mdmBerBX A%kdISo $ing@X3 |
p1 4- oxazine, 1,2-thi aerne 1, 3-thi gcﬁc fng® Zdn%nmg one or two
nitrogen- t hioay, | nenayoxaﬁml |edamp et ﬁueazal [ tﬂmaze 0pynﬁmpholtnmmlopyr1dme

ne ring. The

t hi onor phol i ne, 2-thj a i
thlazﬁ’é?@’ &% 8"?4%@335@:’1‘? gﬁ‘l ?llgmtev\é?f)r(ﬂ“t“? EYF“QP%HB and -
on
e o Rer R (Bfd (bR ATP R AR piperidine,
plpemztdm Benatpipipdrag no bomoeptadlipberoipndol e, benzoxazol e,

zt hi azo e, benzi m dazaql e, qU| npol i ne, qui nazol i ne,
Eﬁio%ﬁsl Ak they ce@nopats wé gfmeral sformgul ﬁeﬂbéwe@ean salts’ given with .

morgté%cerw CJ)leanirc' n&ldscoa@ltda'ﬂ og ?’?&%mﬁl‘é’o gé s%lts formed w1th

trogen atons, of one nitrogen atom and one oOXxy

pharmaoemtlcmlﬁy aceptble agene.at l@rﬂr&iﬂoﬁm&ld kOlfatlk pkydr etﬁ&t&ﬁhlfomc acid,
condensed with 6 nmenber ed heterocyclic rings

tartarni Aetthi Rimgiré!hr Cifrio agick r%kj‘er‘?a?&ﬁo%g ﬁﬁ@wmohy@waréﬂ epotassium
hydr&ﬁd@ Jtﬁéﬂﬁjﬂg'l%y r’I'hgl Afs fér'i’x:le%z qu)rgé/ th ptgie_l?_caﬂ?? ﬁgd isolation process,

dzol opyr i m di'ng,”“oxazol opyri

favodhblywidamopilubeiboeic adideandrpeuhlofic A€ asemes ahbjEQE BT invention.

( preferably represents pyrrolldlno pi peri di no,
saleies, wa-meath yelvpise famher with wsiqws olol veotsgrequpwith water or

ethan%? By salts of the conpounds of general fornula (1)
nean salts given with inorganic and organic acids

al’Biy bRsess ¥ eheim e rdhe ahb%pﬁ__@hlt ?soﬁx@f@m‘éﬂrﬁ isomers may be

tautomeric forms in equilibrium or isclated desmotrops, which are also subjects of the

. mvention. The compounds of general formula (I) may contain one or more asymmetric

carbon atom, thus they may be optical isomers, enantiomers or diastereoisomers. These
enantiomers and diastereoisomers and the mixtures thereof, inciuding the racemates are

also subjects of the invention.

A favourable group of the compounds of génefal formula (1) is formed by the

compounds, where

Ar' stands for phenyl group, optionally substituted with one or more halogen atom;

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

or more identical or non-identical straight or branched Cy4 alky! group;
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acid, sulfuric acid onic acid, tartaric
acid, fumaric acid, citric acid, and bases e.g.
sodi um hydr oxi de, potassi um -hydroxi de, ethanol am ne.
The salts forned during the purification and
i sol ation process, 20 favourably wth
Z. t-et r afehroostoligiti (égmwleaagrcpl@rmﬂip,ralke@&er@ o;arcmaﬁi; sobsntuted with
subj ects of the invention, sol vates we
 sol vaRe¥ PoererEEntget fr wrd&agcaé ST et ¥, bréﬂfﬁwdﬁltarﬁikyl group;
t I r
R’ é"@tfl@i Lgﬁég?egg%rr&ﬁnﬁeg% %dr%)t?&n?éﬁxso\gﬁte g‘%ﬁpoﬁﬁ%qgﬁelﬂ @1 . £ q group;
Ar't autsonws ifer gtenmsgrbipequi | i brium or i soI at ed
desnotrops, which are al so subjects of the 25

i nventor memﬁéreédmeﬁd%wdfngg%wéaﬁfapg fO@?rﬁW%\ orIthregapjirogen atoms,
cont; oﬁe %g?oo%r 2 %nasc%mg%% Cat&Ar 9P overtlg $n gu?c? dne sulphur

may I'sormers oner s’

di a%tcﬁ‘xﬁ e@pﬁ&féﬂ&%ub&’ﬁﬁ@@i weihabhd @Hﬁﬁ&eaﬁﬁhlght or branched C)4 alkyl
di astereol soners and the m xtures thereof, including

t he Br&aemat es are al so subjects of the i nventl on. A

favur bl e f the c 0u f eneal or nul .
U B0 0B sl 1 S UROUIES O SRS G T Bercene v
for npl Eedﬁﬂongi'fﬁ YR fufRdd é?iB@tllﬂuYedSMﬁ§ bh Wt @b 5 RAL0ORon-identical
nore hal ogen atom X and Y independently mean

st r sigphitue@ séleateldy fimne e ogroup opnkictad [of balbgen tantmed straight or
i dentical or non-identical gtrai

or ﬁ}&cﬁlegi ﬁn?lgﬁagr%;p YREWOSTORRERPIS SiqupTsu sntuteg Ifofith one or

17/ [ 7
e e g e s,

aI kmydreireed fhictcoogicliy - Snb ebhtaiitiegl two tdr thoewe nittogenraoms, or one

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

al kﬂ}‘ltfoé?% éﬁS’m rod 9Rg ORYZ§efePe At &R% PV‘ ORER A1 arg §Eh sulphur atom,
g: g&;}B %?sce'ar Ig%tTQ&Pglf?ﬁ%E@gmgﬁ}aﬂ%?ﬂngy orgtragﬁ’x‘?g oné¥br Bwo nitrogen
het gomey Cﬂpltx@nﬁlll)ﬂ gStm@ntmml wigh ore:, crwmorer idehtie® or non-identical

nltrogen at ons, Qr one nltro en atom and one oxXy ghn ’ :
at oTPSEReBnEeIonied Hgan taa SRR FInHAWS Of prgaght gf §ranched Ci alkyl

opt t t t g 10y, 11
br cbiGHBC it B thd il BBl TG BB QRR R erov,
5- QIR '6R hesrbey adhdieinethe eysahigs whR earide'  henzeadived above-;
-10 may optional|ly -be further substituted with one or

and thii aalisderivatearndisomsrs atkie st andgabyatasithemef sel ect ed
fromthe group consisting of hal.ogen atom straight
or

Especially favourable are the following compounds:

3~(Benzothiazol-2-y)I-N-{3-[(3,4-dichlorobenzyl}(methyl)amino] propyl}propanamide,

| N-{3-[(3,4-dichlorobenzyl)(methyl)amino]propyl }-3-(6-methylbenzothiazol-2-y1)-

propanarnide,
N-{3-[(3 4-dichlorobenzyl)(methyl)amino]propyl }-3-{6-methytbenzoxazol-2-
yl)propanam;de
3-(1 H-Benzimidazol- 7-y1) -N-{3-[(3.,4- dlchlorobenzyl)(methyi)ammo]
propyl}propanamide,
N- ‘3~[(3 J4-dichlorobenzyl){methyl)amino]propyl} —3-phenylbr6pan&mide '

3-[(3,4- dlchlorobenzyl)(methy!)ammo]propyl} -3-(7- methyl -[1,2,41triazolol1,5-a]
pyndm -2- yl)propanamxde
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_ >4§mﬂlém2ﬁ9pr@pa@mnmhu azol o [5, 4-b]

non-i dentical straight or branched Cl-4 al kyl group-;

or 5-nenbered heterocyclic rigig containing two or

three nitrogen atons, or one 15 nitrogen atom and

one oxygen atom or one nitrogen atom and one sul phur -
N-{3t{O3%-didondessed) (et Bmipeb el - het-einvah damidthiitgS ,4-4]

contai ning one or two nitrogen atons, optionally
pyrsuBet i vlipE@animideone or nmore identical or

V- Rt SR SR T RN e P R EE R rhﬁ?*’oi 5.42)

ngtrf@yg)gyopgﬁagﬂ[@ched C14 al koxy group, hal ogen atom
group, 20 -NR1IOR 1 group -wherein the

N—{Bré@n‘iﬁgéthafﬁb@lzwi)émdthﬁé)armlr@ﬁmoaﬂ} Fiseproaplawencthiaagid]5,4-b]
salts 6%vaat es and i soners and the salts and

Y”%ﬁiﬁ PROPARER Especial |y favourable are the

N-(3-9liL@v-BGhRR Sthyl 1)-3-(5-methyl 1,3]thiazolo[5,4-b
(3@ B((eznzot hi ag‘@?&gg )HElmmo Pro% )4 (dl rgﬁl gr%%lgﬁ[zy ]) (1azo ol ]

PB’HMPQ shpmpinanioey| } propanani de, 25

T L e e D

e R RISt s S™ ) 13 ot apanar de. 3 - (1

N-{ H[Be{ﬂH—mﬁmﬁﬁhe&ywbmywn{etlﬁl}am[!@pr@pﬂl Je B Hpaeeidiyl-) (m
opyl } propanam de, rV-{

_ hyl 30
Yi[l:gitb%églﬂ?énﬁ%%l]?k’fri . i&@?’??ﬁ%‘ﬁﬁ??)am no] propyl }

V-G SR R SR ot el s s i -
yi{1 3mhbmbfs[ 4-biyridihid- ﬁ;;ﬁbpzirihnﬁd@]
i n-2-yl)propanam de, AVMENDED SHEET 17/ 07/ 2007

NGO 4S a CTaeaD o SO AP OB e TEn Iasll | 3)thiazolo
hl b I t hyl |
15,4 Pkt S DR A0 e Y oo B, g Mol PropY

N- (3qyr{mfﬂ1&h18ro)ﬂh):ﬁﬂgﬁ ?diﬁxhdﬁ;roﬁ!vl; -3-(5- pyrrohdm 1-ylf 1,3]thiazolo
di chl orobeezyl ) (net hyl ) am no] pr. opyI }

NGRS eRB, ﬁ?ﬁvﬁwpyfwﬁ;ﬁ)(amq%wowﬂ@l %thc%wlo
(5,4- bﬁ?ﬂﬂﬁm/ @mdjﬁhaﬂn@cxeol o[ 5,

pyri propanam d e, WE)
N-{3- [(334@(&11@1@%@&@]{§ny¢0pek)}aquwm )-3-(5- morphoim -4-yl{1, 3]th1azo£o
[5.4- ﬂp}qpé{m)lyl)grSOpgggm/Ae?m noJf -I , 3] thiazolo [5, 4-Db] _
N-{ 3-[(3,4—d1qh1orobenzyl)(tert-butyl)]arnino] propyl}-3-(5 -rﬁorpholin -4-yi[1 ,3]thia2016
[5.,4-b]pyridin-2-yl)propanamide; | :

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 isomers, salts or solvates, which

are preferably oral preparations, but inhalable, parenteral and transdermal preparation also

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

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

preferred.
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}-3-(5-methylamno[ 1,3] 10
thi azol o[ 5, 4-b] pyri di n-2-yl ) pyopanani de, N { 3-[[ |
- (3, 4-di chl orophenyl) et hyl ]) ( met hyl ) am no] pr opyl
}-3-(5-piperidin-I -
y| [The3]dbbi @zt 0nac ArihP)rédirftioZs Y hgep hefaraimige appNing{ the usual

3.-[1 _
EXCIPIYNES mddﬁ@moé@@pﬁerwta}@ﬂﬁyl 1) (et hyl ) ani no] propyl }

-3 ~(5-pyrrol,i . . :
o (P PGP G ey eaioggh ormHLeAly PSFBFBE A heuiaverion can be used
for MNe (tBeatihdai(ch da QCBIQQIE:Q R@ﬂ?beﬂﬁl?)ﬁrtetaé’pﬂ)r%r@lﬁ‘?ﬂ%ﬁp%l the Je{Sopment of
- pi peridin-1-yl[ 173.jthiazol o
the §iscage b] pyri di n- 2- yI ) pr opanami de,
gl; {§ L (3 f:li d Egr%dl?rgﬁoﬁg ﬁgglp{r%tegﬁ/ i *aergnggq? é:an[favourably used in the
treat'i:hef]\t Bf @Médsgé Hkga hanRr 8&?%1@'?}1!,1@85 a%p(lg’der{rrﬁatms eczema, inflammatory
, 4-di chl orop eny1 am no
bowplr d)rpgfds} ﬂcér‘éﬂmphbﬁs ralledsiy ]:{)nﬂm&]\tlhs; &zmllth)le &0erosis, Crohn disease,
yridi n-2-yl ) propanani de

-HWNDfegtlfne sndr er%&r’rmmmm(wg pBByI )1 ami no] propyl }- 3

[ 3 4?@?%@0&%& hgelmgrlnt [N AZBlOuse of the compounds of the general

ropanam de
formitd 3B)[ {03, Aaedtrézi’thﬁhobﬁnﬂl)ﬂ Atdver pathulbgie);] a"rhbrmjg@r:ﬂpdlld}aﬂy dose is
. 3-(5-norpholin -4-yl| 3]t hiazolo %4 b] pyr
1-10§) ;e 2 yhe) iy SeaPONERL; dqendmg Qhige pakisg ard ses/érltba@fébe disease and
d salts and sol vates thereof. The
the Sgpg%‘%nf%@%\%&i% p@%’ggtel ates furthernore to the
phar maceutical preparations containing the conpounds
of the general fornmula (l) or its isoners, salts or . '
sofviarteer, sutieat tof the enxﬂﬂ@foerxatshcy PtﬂPaTatlpﬁequ arhatcpmeunds of general

rormBHg) B8 Phntsc BEFDR A1 nte br Boehy THvaht PO L greasings &5

* defind®ay&vedBad Hﬁ@ﬁé&‘lﬂscﬁlvé@éseﬁﬁir @bhens may be soli d or

liquid formul ations, for exanple tablets, pellets,
capsules patches squtlons suspensi-ons or

Th
¥ ;Eég‘é’iﬁ é}?&locﬂg B’gﬁ:ﬁ égle éi(}gtgu ﬁf%qegs[]e?s éaersr&ﬁé\btgﬁatgﬁgéeparatmn of the

comp%%@s% SraPirht @4 (1)03/ 08/.2007 DESCPAVD HU2006000078
9 The above phar naceutl cal preparations are prepared
by applying the usual excipients and technological ©°

erati gps. 2 conpoun of whe genera xfor (1) Ar?
Ar1/g)gﬁeﬂd/ng\tr®)‘ﬁe var?t"’d%w{an be ud¥d ]Wh\l /U\ ~
. H e _—
L1. 0] S R1 R2
(1 gy : (M
' Figure 1.

In p'rocess version a.) according to the invention 2 diamino-compound of general
formula (ITD), ' '
R2
X Y
l' H

R1
()
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. i faor the treatnent of S mhere CCR3 receptors
Printed: 03/08‘/20&9@ arole in the deﬁggh}ﬁ{ls 5 the disease. TheHUQO%OOUOY8
compounds. according to the present invention can
favourably used in the treaygent of diseases |ike
asthma, allergic rhynitis, atopic dermatitis, eczema,
inflanmatory bowel disease, ulcerative colitis,

whs’%E'tﬁE Ghéan 9%31 N0t Vit 1S, Rahl iB01 8reSR) BE QSIS abdFOlMeacted with a
di sease, V-infection and di seases in conj uncti on

carlwixyhc AHDSeritdive ¢igenhet foobija@l), of the invention is

the use of the corrpounds of @ge general formula (1)

for the treatnent %&' pat hol ogi es. The

suggested daily do IS 100 ng of the active

conponent, depending on t nature and severity of

the disease and the sex &hd wei ght of the patient.

15 A further subject of the inygntion is the

preparati on of the conpounds of general fornula. (I)
whevdh éifee rieaninge dfoArUbad AT ere X5 d¥fined, alRdve, RE stBgisAf®, halogen atom,

~have the neani ngs as defined above, and their_salts,
3 hydrogyhgioge: A bl grouRi urd GO Zd%ﬁogfgtlpavégwo%eaném have the

e B BEERSFSULHET AP Ak e LRI IS s

_ fomﬂla’Z(IZtBNs:‘b’Htaméﬁ are MhsformMdd- h#Afadh othdrl by Rlingkid W& methods and/or
I11) (1) (1) Figure 1.-1n process version a.)

(
the wegpgicogpeand ke gangehtfporula ( |laﬁfarﬂéf0ém¢édui¢dxtbﬁalt or solvate, or

ives R ety Qb )ty s Ao cun ey o obomers. or he
10 optid2fPCRAVD 1&&8@@@9Q%§ﬁ)mé@ into the racemic compound and if desired the.

structural isomers are separated from each other.

In a preferred embodiment of process version a.) accprding to thc invention, a
compound of general forrnuia (II) where W stands for hydroxyl groﬁp, is transformed with
acid chloride- formlng reagents, preferably with thionyl chloride, into the acid chlorxde

15 which is then reacted with the amine of genera] forrnula (11} 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 pyridiné, at room tempcrature or at the reflux

temperature of the reaction mixture.

20 A prefen'éd method is when the dcid of general formula (II) is reacted with the
amine of general formula (1) in the presence of an acti;vating agent. Activation of the
carboxylic acid may take place by the prebaration of mixed anhydride intermediates with
the help of e.g. with pivalyl chloride (M.T. Leplawy: Tetrahedron 1960, 11, 39), ethyl
chloroformate (T. Wieland: J. Liébigs Ann. Chem. 1951, 572, 190), isobutyl chloroformate

25 (J. R. Vaughan: JACS. 1951, 73, 3347) or dicyclohexy! carbodiimide (DCC) (R. Arshady:

 J. Chem. Soc. Perkin Trans.r 1,71981, 529 or -D._ Hudson: J. Org. Chem. 1988, 53, 617}, in
inert solvents '(e.g. dichloromethane, chloroform, tetrahydrofuran, acetonitrile), in the
presence of an acid binding agent, e.g. tertiary amines (friethylamine, N-

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

AMENDED SHEET 17/07/2007



: ) ere the neani ngs of ! ..Y, R and R2 are as
Printed: OS/OS’QOE%H ned above is react&sgipmﬂg car boxylic acid HU2008000078
: derivative of general fornula (I1), Arz iZY, W O :
" (11) where the neani ngs of z and Z are as defined
above, Wstands for hal ogen atom 5 hydroxyl group,
-Q(C, -.alkyl)-group or -OCO Z-ArZ-group, where Z and
Al Rethavientche bimam 0asbAssife thmes1akeyi8a,A0dH & Staab: Lieb. Ann.

for)

desired the substituent's of "t he conpound of genera
Chefror diFa @09, t10s iobimimedhvans, t praftsdtoy ndidhiondioeach chloroform,
reir H%r ‘bé usi ng llg_novvn et hods a%d/or the resulting .
SUASHESHAG. B RHER &F PSP ANEA Tt AGREREIMERP #lit §e carried out
with bSuS@lidzof 39V ali8 Qi dinbd f £ oML Lo -
L L Y BB Qb PR R, PR, B ypom) in
5 nerf vt §]. Cortet fetrdiddogt Leralllly 1991, 208).i somer i s
transfornmed into the racem c conpound and if desired
the. structural isoners are separated from each
ot re e i t. of cess_versjon .
o 3 e e b AR 15 BRBETRGa g Sl where in the
formgen®r sthnd OforHOHC( ) k)kyihebep, Whe tabtien fsairefRy @¥itied out at 150 °C,
..group, is transforned with acid chloride-formng
Wltb?@é@@‘f@&,mﬁﬁé‘f erably with thionyl chloride, into the
10 acid chloride, 15 which is then reacted with the
‘ am ne of general formula (II1l) in an inert solvent :
( eTHe copbRERNaHt @-;dleﬁa@rfbﬂﬂmgr(@t'&‘éord%&%:fb the invention can be prepared
di chl oronet hane, chl orof orm "or ethyl-acetate in the
by thp mestberb ghayin ia gew 3 éprgcessniestitiybdni ne) or in :
pyridine, at roomtenperature or at the reflux.
temperature of the reaction mxture. 20 A preferred
nmet hod i s when the acig of general fornmula (11) is ¢
reacted with the am ng of general forn‘%a(lllv) in Ar?
, tHe presence of-¥ a%&\twgﬂagentmﬂc’ g N \&fN/U\Z/ d
At he NthrboX{Ali ¢ acthi-may 2 @ke place by thel _ |
prepdratiqn of nixefd anhydride—intermediates witht
the elp of e.g. wigh pivalyl chloride (M'IR. Lepl zﬁﬁly
(V6t rahedron 1960, 11, 39), ethyl chloroformatd)(T.
W el and: J. Liebigé¢X¥mn. Chem 1951, 572, 190),
15 i sobutyl chloroformate 25 (J.. R Vaughan: JACS. 1951,
73, 3547) or dicycl ohexyl cdriB¥8i%4 nide (DCCO) (R :
Arshady: J. Chem Soc. Perkin Trans. 1, 1981, 529 or
D. Hudson: J. Org. Chem 1988, 53, 617), in inert
sl oeendisg (Epgcedivedion blyehhantno @hfnal @f Beneral formula (VI),
tetrahydrofuran, acetonitrile), in the presence of
an aci d bi ndj Wyent,,,,. 9. tertiary am nes
(triethylam B, N mﬂrﬁyl nmor phol i ne), at -a
t enper at ure bet ween -|1O C am)zs C. AMENDED SHEET
17/ 0712007 Rt

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

20 compound of general formula (XVII),

o)
/Y\ )‘I\ Ar?
Hal” - SN 7

RZ
(XVI1)
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: . j nted: 03/08/2007 006000078 11.
Printed: 03/08/263& i vation can be ac%&g%\ﬂ si ng car bonyl HU2006000078
dii m dazole (H A Staab: Lieb. Ann. Chem 1957, '

609, 75), ‘in-inert solvents, 1B eferably

di chl or omet hane, chloroform ““tetrahydrofuran,
acetonitrile or in the mxture thereof. Activation

wh&@rihéiln%_gnigg? ' Feqﬂug Wha 2L Bs defined above and Hal means halogen atom,
benzotriazol -1-yl -oxy-tripyrrolidinophosphoni um

andhéx@blredtie phhosphat e f( By BORpound ob gemealt fosmhiltefl) thub. obtained are

_ rte: Tetrahedron Lett. 31, 1990, 205), 1f the
ranS RIS H g b GetBraby MEREUMPW L IMETIO8S andigr Bl yesultingcsqmpound of

. ' f | s. for_ - 4 .
eenE) S 8 Bl Medb AT WA i 5t or sl
5 andatr 4501VEd intd tibowptisaly edtive iifork! .or 1B THSt GORPOURAS isomer is

of general formula (1) according to the invention can
tran@f@mﬁp@ P éhe rqumm@rﬁﬁ@m%ﬂﬁsq‘qﬁi ¢ gupetu] isomers are separated

C version b.) OO YN Ar'~" -X~"NH Hal /Ar2 Ar’
fmn&%ﬁ\ﬁﬁ%(NN ZIA2 m NZ+R R R R (M) (1)
(XVI1) 15 Figure 2. According to process version b.)
the am no conpound of general formula (VI), Ar'~X~-NH _
i (wg prefernaph ereghont of pricesarvarsivn hheecording ethni ingsitias, the reaction
: efined_.ahove, . is re ed. with,a hal ogen ., 20 co und :
10 of uf i AELrABHT firtulacRAl 50 Mo thigheR SR PP DeSiRpH tortula (xvI

- is carried out in inert solvent, preferably dichloromethane, in the presence of an organic

base as acid binder.

Resolution of the racemic compounds of general formula (I) to their enantiomers
15 can be carried out by chiral preparative column chromatography, or by other methods

‘known for the resolution of compounds of basic character. -

The starting diamines of the general fbrmulé (III) may be prepafed by different
- methods depending on the nature of the substituents R', R? an& Y. .' o '
20 |
Figure 3. presents the brcparation of amines of the general formula.(IH) where R* =
hydrogen atom, Y = i,3-pr0pylén¢, 1-methylpropylene, 2-methylpropylene or 1,4-butyiene
(R® and R’ independently represent hydrogen atom or methyl group,l p 1s 0 or 1), and the

meanings of Ar' and X are as defined above.

25
1.-Xs NH ‘ X<, .-H
ArT ot RV e T N™ o+ RGWCN
. . : R1 'RT
(V1) v | - W) p 0.1
&
R . Rr®
X
1.0 X
Ar T%CN + Hy e AF \NWNHZ
1 RY P ;
R R
(V) p:0,1 @) 0,1
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10

15

20

25

11) AMENDED SHEET 17/07/ 2007 Printed: 03/08/2007
}? the neanings of Y, HU2006000078
R2, Are and Z are as defined above and Hal neans

hal ogen atom and if desired,the substituents of the
conmpound of general fornula (1) thus obtained are
transfornmed i nto each other by using known nethods
and/or the resulting conpoutgg..of general formula (1)
is transformed into its salf or solvate, or |iberated

fr d"rinﬁlmslp@ahﬂs of treotonatab [Grald('6F) cae$elpreghréedbp nicti®yds known in
ically active

[ 1 h
oe P Lot e Trorere, o tne eplled Ty e
fornlfia ozlt ﬁ??e&&ﬁx@td‘rﬁ{ﬁéwﬁb dh %ﬁxﬁe??@c&%pﬁ a6l ¢ "Ilg) H]alcoho

eac In a preferre process vers

medhi), iackopeisaged of $dituh nyemitosshydtide (HebetdterU.: ¥ciofPharm. 1987,

the ami ne of general fornula (VI) and the hal ogen

320 &aﬁﬁ&éﬁﬂv OF byeriédlntic hulreprpnatigEIslpgen B. Tad rVed @‘mm i1981, 24, 2,
ef b di ch ane,. in.th
A L S

Soc R&‘&m TEanoN] 0f9g2h6‘3r BN O, Qﬁ%@hﬁﬁgﬁn&fofgﬁg QeAdral | formula (VII) are
formul a (I% to their enantiomers 15 can be carried

comuggiciably ewitadlle.p ﬂ@paﬂ@thﬂbs cof enerehriormatlg (‘&{Hﬁy areocommercially
t he reiolut 0

th t hod
wvait s B a7 BrePRER! v BREP A Foptm b Herihi g icamaguads of general
form@lfa 4@‘}3 cBi® 'B%H?&ﬁ&x@ﬁ A thd biind¥Byr %.gnepil BahLed (*W}1 with the alkene-

er ent ods dependi-ng on t nat ure of
Cyankd@ﬁbsf tht general FROMURR (éhidy h’terzﬁ&ei—‘anglmrgeesﬁ(l(mg BEentls JARS. 1946, 68,

1468 rebar et 2l §y6Rogiat.dbon 7. The Cmeryl bhgeneral formula (V) ar
| |

conre LRI 05 TV OB %8l BB v

catalytiet hyfrogrnatipn of ths cQalmdes]c)f gehb] EdStﬁmIﬂEHﬂ)l E}gﬁte&fttlx_lpgxr dnalogies, in

 apd X are as defined above. 25 Ar'i)(1-0 + R'~N
coh;g‘}p or h;(xz}qteHSQ ution IRt pIgsgnep ofremppnia and Raney nickel or rhodium -

catalyst, in a given case under pressure (Shapiro et al: JACS. 1959, 81, 3083-84, and

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

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.,

X H X Y
1NN LPEZa TN
A0+ gy -NH; AN N Ar'” 1?11’ NH,
R R
(Vi) (Vi) . (Vi) (i
Figure 4

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

analogy, in hot aqueous solution (Arz. Forsch. 1975, 25, 1853-58).
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N 1) (V1) (M) (V) p=.0, R6 Ar X NPCN + H
Printed: 03/082d9, 1! | V1) W SV BesipamB; T(1V) p: 0, 1 (I11) HU2006000078
p: 0, 1 AMENDED SHEET 17/07/2007 Printed: 03/08/2007
DESCPAMD HU2006000078 13 Fi%ure 3. The conmpounds of
the general fornula (VI) can ‘e prepared by nethods
known in the literature starting fromthe oxo
= . f e n I "
a2 T By 5E gl ShRBE S cbost R i i stancs or
hydofgegememal Y fior Buharh{tdpyldid @bephalithe SndMiddf KA and X are as
thg resence of sodi um cyanoborohydri de (Hol'zgrabe -
defiped 2D, Pharm 1987, 320, 7, 647-654), or by
catal yti c hydrogenation (El slager E. F.: J. Med.
Chem 1981, 24, 2, 140-145), or with sodi um
bor ghydri de i aqueous ghoﬁh JHmedium (Simg ©y.: J.
@hém o Soc ®ef Kiznm—Frans.' 1. §992+ 1391618- 16)|. The—
conpounds of the general forfula (VII) are
coqgﬁ?cially avai | abl e. The al dehydes of genera
formula (VI 11§%re conmrerci@hly 10 avail able or can
be prepared by nmethods known in the literature. The
conpounds of general fornula (1V) can-be prepared
fromthe arffnes of general formula (VI) wcth the
al kene-~cyahi deg of gener al m byH
M ter'&‘ture anal %gi géﬁl(k%i' ng M e’l"’tglt N"JACS. 946, gt
1468,Ror Surrey et al: JACS. 1956, R, 2573). The
cyani des of the general fornmula (V) are comercially
avai | d¥e. The di amines of the generalxfornmula (I11)
can be obtained by 15 catal ytic hydrogenation of the
cyani des of generals f0rpul¥aygl V) by literature
~analogies, in alcohol d& hexhne solution, in the
presence of ammoni a and Raney ni ckel or rhodi um
catal yst, in a given cqgﬁ under pressure (Shapiro et
al : JACS. 1959, 81, 3083-84, and Roufos I.: J. Med.
- Chem 1996, 39, 7, 1514). 2Ggube. am nes of the
eneral, fqormula (Il11), where in the fornula the

The LW&S gvn;@l %{gp}%}q ERD Ye SfringDbys Meamaéchf @ndeﬁsation from the
aminv%gc?i( %glgﬂil g’%%%l?%g’%&gg rgg?e{e}%rgxga‘felagg érgh%%gpﬁ(e.%)gﬂfezature analogy,
the re@ctiqﬁ( c¥n be performed in i-propanol under reflux conditions (JACS. 1959, 81,
10 2214-18). The oximes of general formula (X) are prepared from the compounds of general
- formula (IX} with hydroxylamine, by literature analogies, in aqueous i-propanol Solutién
(JACS. 1959, 81, 2214-18). The amine of general formula (II}) is prepared by literature
analbgy 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 (IIT) where

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

H H - [_5{1 éz
{Xi) XH
(xth) ()
20 | : Figure 6.
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0 + RL~NHT Arl X\ HR + Br~~~P[HZ Arv "N ~NHZ
Printed: 03/08/2 111y (M) (M) (11T PESEPHMBure 4 fromthe amnes HU?UO@OOGO?B
of the general formula (VI) with 2-bronoethyl am ne, :
by literature analogy, in hzk/anueous solution (Arz.
Forsch. 1975, 25, 1853-58). NDED SHEET 17/07/ 2007
Pri nt ed: 03/08/ 2007 'DESCPAI\/D HU2006000078 14 Figure -
0 re t f I o
fornu %T%F‘%C& \Mggt?lg ra fow?wlpﬁg%%eggﬁr}ig&% bygeaatm the
wn’f’ﬂffrcﬁ%mEhhMla@F@pb(ii@gtﬁm%smd}@ aad geealmganhags (8f) Avikh the N,N’-
and X are as defined above, Ar'~X'O + RL.NH= Ar' x, '
dimgfhylapipoallyl ((oyppcpg'lcka\,qﬂ 5en(:r\¢|[ Yormyds GLiD. in inprt-sgivengs, .preferably in

aceg%ltggaﬂﬁf‘l? P&‘isﬁﬁ?‘ee‘%‘la ﬁ‘ﬁée_%%@% éﬁﬁ‘é" rgl)%eng aIX 1I‘\I Ior mul a

5 (XI') are obtained by Mannich condensation fromthe
am nes of general formula (VI) wth paraforml dehyde
andhacetoremp@yndsi eethat gameradraimogy (VI heayelac preparedaby different

performed in under reflux conditions
me{%) ép rfg%ongie naltﬁpaf%pﬁe %@rouprhe oxi mes of gener al
: formula (X) are prepared fromthe corrpounds of

general fornula (1X) wth hydroxyl am ne, by
i ﬂ“ér:attamnccbatalthgge:mahfmmduéﬁﬂk) whprﬁdpmmbsescl L3-porpylene

' 1959, 8 4- The a er al
10 ngﬂ&J SEERNg O rp.lfeﬁacf%ae%gbqvet %a'rnralm%éamacﬂa&f BEYHbIn Figure

7. the oxime of general formula (X). by catalytic
" hydrogenation in the presence
X

X .
1
Ar OH + . | Cr,0, Ar 0o

xny | - vy
Fi igure 7. '
by analocrles in the literature (J. Org. Chem 2002, 67, 25, 8758-8763), from the appropriate
15  alcohols of general formula (XIII) by oxidation with pyridinium chlorochromate in inert

solvent, preferably in dichloromethane.

" The intermediate of general formula' (VHI), 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
0

0 0
cl + M T 1/\)]\
Ar

(Vi)

Ar' P

(X,

Figure 8.
by analogies in the literature (Powelret al: JACS. 2004, 126, 25, 7788-89), by heatinglthe
commercially available benzylchlondes 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 (II) and their esters are bommercia]ly

available or they can be prepared by methods known in the literature.
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. ) Raney- Ni ckel catalyst, in ethanolic anmonia
Printed: 03”08/2@5)7 ution. 15 Figure 6. Dgéﬁﬁ%%ﬂpat es the preparation HU2006000078 -

of the am nes of general forrmula (I1l) where R and

R2 represents nethyl group an&the nmeani ngs of  Art, . X

and Y are as defined above. "X, + RNY,NRL
AA'~XNy,NHHHR R2 (XI) (XIl) (111) 20 Figure

6. AMENDED SHEET 17/07/2007 Printed: 03/08/2007

DESCPAMD HU2006000078 15 The compounds of the

genghal behastiizal-¢ 2ldbppan badokinabhednBysir@RCdnndht M propriately
commerci al ly avai l abl e hal.ogeni des of the general

subsypygd g—n(;ypgpt%qihn@ el tnsigeni ¢l iamst v andadal ksdiing in toluene under
, ds. eral . formul Xl 4.) 451 Dy d NEY
TBSTRRUALS: PySPRLTL IO Ry 1) 2 DS o 1957, 37390, T
5  berpbeg@enee/lpfopRic agtids beRdiphthaidambe & na?}proﬁagﬂﬂﬁy OX@bstituted 2-
may be

conpounds of the general formula (Vi)
hydseepailiads.dy atiaideraithe preparhibors o fidp dnuliottgaom-2-flpropionic acids. The
' ature,of the.X.group. The interpedi ate the general 6 .
ben L 2T OMREHE R bt BeBR] oM JEARFEGATENGY pybstituted 1,2-
diaflrRUEn AR Whe SRANMNIOGcB anAdrides (Qndetefiidied. €

be obt ai nsed]a's pr esl,en%edaniﬁg rIlzi g&re ¢ srrlerﬂ/%\l(rij @?g‘(}c—}j&&nﬁal’ 24, L,

189¢r 268 otrLettrediet aD: Qhéim. | Ber( 84 1951, FA1gyr Bhe? thilolo[S,4-d]pyrimidin-2-
Chem. 2002, 67

10 IR A AOS L BLALE (r  S 200Zn imin«
bioB 1y Syl BN XL b SRS P! AT

“analdgich (Ml tndaomr@henT Rharmt Bultes]ilate, 101 ).gehar, dle factmi @kes place in
- and_ the neaning

gVIII_), V\,Pere X= - CH2- CH2- CH( CH3) . the n .
two gtepiyip thes igss steranhe thealbt@ereanto e l)skespric édidpy fomeed which gives
the %EhHGS&QQV}G}oHQCbegu651i§g in &tutSd hydrochloric acid. The thiazolo[3,4-

15 b}pYridin-2~y1propionic acids can be prepared By analogy with the preparation of the

thiazolo[5,4-d]pyirimidin-2-ylpropionic acids, from the appropriately substituted 3-
amindpyridine-}thiol by melting with succinic acid at high temperature (100°C - 210°C).
The 3-benzoxazol-2-ylacrylic acids are prepéred as described in the literature, from thc |
_ 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]triazolof1,5-a]pyridin-2-ylpropionic acid esters can be obtained as

shown in Figure 9.

o : 0
N = Xy ]
L, + e o — O oy —
= - P C
- RS cl N Rg NH, _
(xvy
i i @gﬂ/ 0
+ e _—_ \
3. TSOH /\OM ~ Ny
" NH &
o o

(XV) v

Figure 9.

[\
n
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-~ C + Are (XI) ! i gure 8. by anal ogi es :
Printec: OB/GB/E(ﬁ?]Tthe literature (POV\%E@P%@D%ACS. 2004, 126, 25, HU2006000078
7788-89), by heating the connercially avai |l abl e
benzyl chl ori des of general 3rnu|a (XI') with
pent ane-2,4-di.one in 25 alc sol uti on under
reflux conditions, in the presence of potassium
Th@@r X [ f neral foguul
2EBORBLS (A ReRARRNY) LS lpoh 89057 QheleOh MR cents patogen
arommﬁmdkbbgmmepwnelﬁb pi¢paRtags 2@!@%@;{) sifli&d¥with propylamine in the
literature., AMENDED SHEET 17/ 07/ 20 Pri nt ed:
Press3F 081 280 mE)EééPMTH@z%@om@mmd 26d PHigsylhydroxylamine resuits the

i- ar?lﬁﬁ‘)z@'i !n% lpg/rﬁﬁ r@rtg Qgg'oggg{?érit éla”lﬁ%ﬁérfc‘gg{%a‘ﬁeh ethyl succinate

fromt
givasi tie §b[d92 m]mmm d Saﬂ]t)yﬁﬁirﬂgﬂylﬂ?&fpxﬁﬁ@t k&g éﬁet%obpeg?:ﬁeral formula
nder refl ux condltlons (Babitschew et a
(XI¥him zh. 22, 1956, 211, CA 1957, 37399). The 5
benzoxa20l~2-ylpropioic acids are prepared fromthe
‘ appropriately substituted 2- hydroxyanilines, by
The anaippgyd0bf Fé&rﬂr@pﬁﬁ&t {10d) Biminbe marrower group of the compounds of
benzot hi azol - 2-yl propi oni ¢ aci ds. The
gengsd fermnladddl - 2- yI propi onic aci ds can be obtained from
t he appropriately substituted 1,.2- di am nobenzenes
with succinic acid an erlini et al.: Gazz.
Chim Ital, 24, 1., An894, 141 or Lettre et al.:
Chem Ber. 84, 1951 719). The
t hi azol o[ 5, 4-d] pyri m di n-2 1§)ylprop|on|c aci ds can
10 be prepared fromthe approprlatelw ubstltuted
5-am nopyrimdin-4- thioles by nmelt¥ng with succinic
wher@éh theadbrhiigh tenperature (100C - 210C) by Ilterature
A anal ogies (M Ishidate: Chem Pharm Bull. 8, 1960,
p19seniera é3,4-tinzolddctajpnritimkesr phzude]Si4+5]dywdist @o8p optionally

LN the . first ste
- substiipeq “ﬂg}%%ep?r&ner%ts%q%arm@cse@ G-+ allylorup simighi or branched Ci
alkox@l M8 osuriedip C bgitl | 0 ‘
i ﬁ%dﬁ’ﬁﬁ%’f”é%’%‘? o R G oo B SONRIR grop,
15 Wherﬁbpplyfrmdamngs&yﬂﬁ capuddhl araad difinedabde; pr epar ed by
: 7 ce W atlon of the
pFﬁF&% oF@pXeB ?P |n 2-yl propi ohic acids, from

W mdahg 2 2881 RRLBLE! gt
m il %opyrrl%gl a'r?g{/%, z%f% Iﬁg@%tnd all'stoeﬂlbﬁect of tP% present 1ﬂv%nt1g8i q

at high tenperature (1OOC - 210C3 The
-3-benzoxazol -2-ylacrylic acids are prepared as
described in the literature, fromthe appropriately

Y AL S ST SR I et

Flgurel%G 2578) .

Uh

Y O
Hal” ~NH Y Ar’
TN N

FIQZ W z Hal” zz
{XVil) (n
{(Xvin

Figure 10.
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n
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: ) T 3-[1,2,4]triazol of - i di n-2-yl propionic _
Printed: 03/08/2007" "csters can be obté‘ﬁ%@?/ﬁéb shown in Figure 9. 0 HU2006000078

Nit +1 Jl + +50 O-NH1L RO / cl RO NHz (XVI) C~I RO

NNHX TSOH + "~0 v XRO NN 0@ (XV) (XIV) 25 Figure

9. AMENDED SHEET 17/07/ 2007 Printed: 03/08/2007

DESCPA11lr 1D HU2006000078 17 The 2-am nopyTi di ne

der Fwalidr véetafs genge ainvialdiubha (XWbistradd¥ene |8 following exampies,

.represents hal ogen atomor Cl-4 al kyl group, can be
WO A+ EES fheoRy Rl ortbpyrargdlaes with™ propyl ani ne in

the presence of pyridine chlorohydrate. This

conmpound and o-tosyl hydroxyl anm ne results the

i -am no-2-im no-2H pyridine tosylate of general ,

formula (XV), which with ethyl succinate 5 gives the

3-[1,2,4]triazol o[ 1, 5-a] pyridin-2-yl propionic acid

esters of general formula (XIV). The conpounds of

general fornula (lla) form ng a narrower group of the

conpounds of general fornmula (I1), Are ~Z Il W 11

O 10 (Ila) where in the fornmula Arz' represents a

1,2,4-triazolo[1,5-a]pyridine- or ,

tiazol o[ 5, 4-b] pyri dine group optionally substituted

with one or nore straight or branched Cl -4 alkyl

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

hydr oxyl group, -NRIOR 1 CONR1IOR11 group, _

- SO2NR1OR11 group, - group, 15 wherein the neanings

of R10 and R' are as defined above; Z represents

1, 3-propyl ene group; and

AMENDED SHEET 17/07/2007
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Printed: 03/08/2087 CE{‘;%C%I‘@/'ESnt er nedi ate of Jgeneral HU2006000078
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the present invention

formula (XVI1) can be gained by the method shown in

Figure 10. O Hal-~Y,NH + xlhgArz " Y. _Ar Rz Wz

Hal Nz Rz (XVII1) (11) (XVIT) 25 Figure 10.

AVENDED SHEET 17/07/2007 Printed: 03/08/ 2007 DESCPAND
Exaii2096000078 1s Further details of the invention are

denonstrated by the foll ow ng exanples, w thout

N-(Bil A4 lHep bonebdnpybfmi tn Daoie e rexdgHGsiso pvENDED 2 SHEET
mm%é Oqggbﬁggngrﬂ- ﬁijpmggz/ngn%é £007 DESCPAMD HU2006000078

-(3-[(3,4-D chIorobenzyl)(nethyl)anino]pfopyl}-s-(

5 i sopr opyl am no-
In tl@qngxzml dpBnua tﬁ})pw istinds Zoryd 4o dybanpidnge grobip) K fohmethylene group,
3, 4-di ¢chl orophe

f t and
R BF SRR PP B, iy e P A K S o HAPH{ARS o, £ Har ethylens
groipgm;hﬁgoggxggﬁtgﬁmﬁ( tﬁ@iol&[s?zr PIRRYIeRS gloap. 2 for
5-i - propyl am no-t hi azol o[ 5, 4-b] pyri di n-2-yl group.

2) 2(% TP pC IRl b Y B Ay Bprpionis #eid hwl)og%ﬁhfende salt
nic acid hydrogen chloride salt 10 all.)
N- (6-i sopr opyl anmi no- 2- mer capt opyri di n- 3-yl ) succi ni c

a/l )aM(@elSQalﬁpgla(rﬁnﬁ -3~ mmahptopyndm 3-yDsuccinic amide
prop mnopyridin-2-thiol js dissolv
0.5 Bn@m@ ﬁﬁlmz# @5 rtﬁg ISORFRBEAMEIqPYFifHG2 thiok iy deszole/ed £ 10 ml of
tolud D hﬁd&%ﬁﬁlﬁ%@ %Cé ﬁ% gf) sHEcihR ﬂgpﬁ% Piak R€added to the solution
sol uti on xture’i’'s heate er T et fux for

and thehmintureTel heeteel wsledireflid Fedl dbdr, Tohene asddtiled 2l Bhe residue is

clys %I lized by treatnment with ether, the crystals
crysigiigeq By isaanen it Abeidin st d1e dntgiad, ofbam washed with ether. 0.5

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

LC-MS[MH"|=284 (C;H;;N;0;S 283.35)

al2.) .3-(5-IsoprOpyIaminothiazolo[5,4-b]pyridin—Z-yl)propionic acid hydrogen chloride salt
05g(1.7 mmo'l) N-(6-isopropylamino-2-mercaptopyridin-3-yl)succinic amide is dissolved
in 10 m! 10% hydrochiorw acid and the solution is boiled for 10 minutes. After evaporation
047 g title compound is  obtamed in the form of an ol

LC-MS[MH']=266 (C1;HsN;02S 265.34)

b.} N-(3,4-Dichlorobenzyl)-N-(methyl)propan-1,3-diamine
20 g (82.3 mmol) 3-[(3,4-Dichlorobenzyl)(methyl)amino]propicnitrile is hydrogenated at
room temperature, in the presence of 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/MS[MH"]=247 (C1HiCly Ny 247.17)

c.) N-{3-[(3,4- chhiorobenzyl)(methyf)amxno]propyl} -3-(5- 1sopropylammo-
thlazolo[S 4- b]pyrldm -2-yl)propanamide

AMENDED SHEET 17/07/2007



Brinted: itle conpound is ob the formof an oil.
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3- (5-1sopropyl am not hi azol o[ 5, 4- b] pyri di n-2-yl ) propi o

nic acid hydrogen chloride sapg 20 0.5 g (1.7 mol)

N- (6-i sopropyl ami no- 2- ner capt opyri di n-3-yl ) succini ¢

amde is dissolved in 10 mM 10% hydrochloric acid

0.28ndz t K@ 95 olmtiodn 3-65-bipk@e I dminothiazBionsiuesp "Mlh@r-yl)propwmc acid
47 g title conpound is obtalned in

hytfrva orgltol ﬁn P
OFTi B &< o7 15 deofusery mze@y CenzhuSNrarSagss 184) (112 mnol
N, RRa z

N ?30§y1 Dcluérﬁ dgr% e}lsz )e/tii?ed tcz | rpslgtgb ﬁs ftigea %ﬁ] heour at room
tcr'mar;gu(eBZtth modB) g (0.56 mmol) ]\.f (3 4-dichlorobenzyl}-N- (methyi}propan 1,3- -

Di. chl or obenzyl ) (nmeth )am noj propionitril
d‘aﬁ'ﬂ{ﬁ NGt ctimsgthyl P%Wt%nﬁe@ dr&opwise tand Efimasgnseonfmued for 2

t ethanolic a aso tio
ho“@nfyogl‘: aglg)gh rﬁ\ﬁt BleY 1% n%u\fa &F O {eVEET gRN ¢ %%Z@H. ‘f"ltg IN sodium
hydcazm@@lsadxtuoﬁ 6bdraﬁit¢’l£d/1ﬂhn3)t he ﬁPEfHePfthé“&onﬁh{ed ether phase is washed

[ MH+] =247 (Cl1H16C12 N2 247.17)
W“*N"{%ﬂf[ (gicq. Pj’férﬁoélﬁlébeﬁi’qlifyilte) (evepdreted dni m]lpmo[ayﬂ}pl,ﬁtf(eﬂ by column

chr AL AR A b o BF SpBitens! 10 IaBEm SR mixtures. 100 me

title 1O RA0% cﬂfthlﬂE@Qn tRSFQR 30Q4 EFEMEIMIYEA96900878 1, . CLN.OS

20 028 g (0.93 mml)
49449)-5- 1 sopr opy! ani not hi azol o[ 5, 4- b] pyri di n-2-yl ) propi o

nic acid hydrogen chloride salt is dissol ved in 8 m
dry dimethyl formam de, 0.18 g (1.12 nmmmol)
ExampNs@apbonyl - di i mi dazole is added to it, the mxture
is stirred for 1 hour at room tenperature then 0. 23
The §ompoadsnafol able 1. are prepared according to the method described in Example 1.
N- (3, 4-di chl orobenzyl) - N- (et hyl ) propan-1, 3 5 di am ne
in 1 m dimethylformam de is added dropwi se and
Tablgtlirring is continued for 2 hours. The reaction
m xture is poured onto ice-water and al kalinized with
- I N sodi um hydroxi de solution, extracDed with 3x 10
m ether, t combi ned et her phase i's she with
water, drie : i Umpg P in
vacuum and pur

by CP| umm chw—pmat ography usi ng
chl orof orm — pethasdl 100: 1, 100:2 and 160:5
m Xt ures. 16‘3 ng 10 title conpound is obtained in the
formof an oil. LC MS[ MH] =494 (C23H29C12N50S
494, 49). Exanples 2-21. The conpounds of Table 1. are
prepared-according to the nethod described in Exanple

1.
Example n ' Ar’ Mp (°C) [MH™

2. 2 UC' | | [MH"}=447
Ci

[#9)

)

T=2" =
=z =
o i

[MH1=447

4. 2 N |
. ~< | e
07 Me : - [MH"]=434

5. 2 _(N:@\ ' .
N Me 1 [MH]=447
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X _ Table 1. O C "' C%lll~~~ Exanple n Ar M
Printed: 03/08’23%% [MH] 2. 2 OL [ MHIERPAMD 3. 2 \M N M * HU2006000078

[MH+] =447 | / o Me [MH#]=434 | P5. 2 N 2 Y N M
[NAH Me AMENDED SHEET 17/ 07/,2007 Printed: 03/08/2007

DESCFAMD HU2006000078 21 [R6 N [MH]1=462 o /
61,5-63 C Me O 157C OC --89-93 C~NM O

6. 2 o
IMH }=462
o)

7 2 , 61,5-63°C
- \'N Me

-y _

‘ Cl
8. 2 _ ¢ 157°C
. . . Cl
. : E ) _

o .

9 2 89-93°C

10. 2 | 76,5-83°C
\N
| P
0

11. 3 Q 83,5-84,5°C
: ) o ' .
O
\g . .
N .

12. . 2 .
MH']=475
. 2 | | 66:68°C
(CH=CH) \Q\C!
14. 2 _</Nfﬂ . [MH"]=481
' | s bl‘,Me
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10. 2 ~ 76,5-83 C\N1 / O/l 11. 3 83,5-84,5 C
O 12. 2 N [M+ |=RESCHAMER. 2 66-68C (CH=CH) HU2006000078
14. / cl . 2 N~N[MT] =481 3 NJ' N Me Me AMENDED
SHEET 17/07/2007 Printed: 03/,8/ 2007 DESCPAVD
HU2006000078 22 15. 2 68-69C° Me s N NL Me 16. 2
[MH ]=437 N 17. 2 N 34-36C (CH=CH) / o 18. 2 ~N |
69-140 C[r > N ~ 68-69 °C
\S P Me
N
Rig
16. 2 N , X (MH"]=437
\ _
5 N
17. V)
7 2 | —</Nj© 34-36°C
(CH=CH) o
18. 2 ;4 A~ 69-70 °C
19. 2 _</N [ x 104-105 °C
§ N N’CHJ
H o
20. 2 D Ny MH*]=560
OO0
H
1. 2 N A~ [MH =480
SN NN
H
Exampie 22.

N- {3-[(3,4~dichlorobenzyl)(methyl)amino]pmpyl}-3-ph'euylpro_panamide

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

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

0.44 g (2 mmol) 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) phenylpropionyl chloride is added. The mixture is stirred for 1 hour under cooling

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

water to obtain the title compound. LC-MS[MH'}=271 (Cp,H;sBINO 270.17)

AMENDED SHEET
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10

15

20

Exanpl e 22.
N-{3-[(3, 4-di chl orobenzyl )(m;,ghyl ) am no] propyl }- 3 phe
nyl propanamde 5 In the genéfal formula (1) Ar'
stands for 3, 4-dichl orophenyl group X for nmethyl ene
b.) g\r‘-@ms 4- chhﬁ&bbé@gnyﬁletam%ﬁmoﬁm{; Vi gﬁ@panaln%g Y
ene

for 3- propyl ene” gr oup,
To fige WEW or 6ws. ga}.5 mmel) (3, 4-d1chlorobeﬂzy1)(methv yamine in 3 m]

dicb 43 Inje (g?rﬁg%)§/|5‘;§ﬁ$§ %ﬁ@x %gn%aggbgdgiﬁééégé tsglugcn of 0.4 g (1.5
mm@l)%@j %ﬁﬂnbﬁl—obﬂ? BSﬂeﬂ&g%}Jri&g dﬁe 10354 d'm&r)cm?&%yng% added to it

hydr oxi de i'n under i ce-wat
dropwiet.i Tip ®IB4regis (sBrredtianodgm p)dmpa’grh‘tpreom- dridure ﬁfmrdoﬁ&:nt & removed,

; tadde%. The m xtu is sti ”SrgfL | hour under
o UErIiG MRS HEUrT AR TEGRTTLHSLIE AR Thextracted with 3x15 mi
ethyl @8éthtd "!gle%%ﬁﬁi%l aha%é 85 fAdhed %t@?&t%&?ﬁiﬁﬁ?:g}qfﬁl sulfate and

water to obt e title conpoun

LCE{ g/hﬁ 3/ 08/ 2007 .DESCPAMD HU2006000078 23 'b.)
ﬁr 3% ool dRzy4 1+t hyl ) ani no] pr opy! } - 3- phe

nyl propanam de To the solution of 0.28 g (1.5 mmol)

(3, 4-dichl orobenzyl)(rrethvl)arri nein3m :
Exampletllor onet hane 0.2 nml (1.5 mml) triethylamne is

added and the solution of 0.4 5 mol)
3Bz Btk Sy I S-Preiayoinaphoneiby Bemiimolbropyppropanamide

di chl oronmet hane is added to it 5 dropw se. The

m xture is stirred at roomtenperature for 4 hours.

In th¥lgenaal feeniuld @) nehowed for 3,4- -dichlorophenyl group, X for methylene group, E

R' for methyl group, R* for hydrogen atom Y for 1 3‘propylene group, Z for ethylene
group, Ar® for benzothiazol-2-yl group.

0.2 g (1 mmol) 3-benzothiazbl-2~ylpropioni¢ acid is dissolved in 5 m! chloroform and 0.11
ml (1 mmol) N-methylmorpholine is added to it. The mixture is cooled to —10°C, 0.095 ml
(1 mmol) ethyl chloroformate and afrer 15 minutes of stirring 0.3 g (1.2 mM) N-(3,4-
dichlorobenzyi)—N—(methyl)p_ropane-1,3-diamine in 3 ml chloroform are added to the
mixture. Stirringl 1s continued for 0.5 hour hnder_coo.ling and 0.5 hour at room temperature.
The solution is washed with water, then with 5% potassium hydrogen sulfate solution,
dried over sodium sulfate, evaporated in vacuum and purified by column chromatography

to obtain 70 mg title compound is obtained in the form of an oil. LC-MS[MH"|=436
(C21Hz3CLN;OS  436,41).

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

Tabie 2.

AMENDED SHEET , 17/07/2007



the residue water and eth acet ate are added and

Printed: 03/08/24(3]% mxture is extr act@ﬁs\ﬁﬁ 15 m et hyl HU2006000078
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20

acetate. The organic phase is vvashed with water,
dried over sodiumsulfate and, evaporated in vacuum
to obtain the title conpound.”” LC-MS[ MH ]=379
(C20H24C12N20 379.33) 10 Exanpl e 23.

3- Benzot hi azol - 2-yl - N-{3- ((3, 4-di chl orgbenzyl ) (et hyl
) am no] propyl} prop an am de In the neral formul a
(1) Art stands § A for
nmet hyl ene group,{{ 15 R f methyl roup, IQZ,for
hydrogen atom Y_for A, 3-priopyl ene group, Z for

et hyl ene gr&ilp, for benzothi azol -2-yl group. 0.2
g (1 mmol ) 3-benzot hi azol -2-yl propionic acid is
dissolved in 5 mM chloroformand 0.11 m (1 mol)

N- net hyl norpholine is added to it. The mi xture is
cooled to -10C, 0.095 mM 20 (1 nmol) ethyl

chl oroformate and after 15 minutes of stirring 0.3 g
(12 mmy N (3.4 dichlorobenzyl)-N (nethyl)propane-

?

|

IaIBPm ani ne. mn 3{m chlor @frorm are addedpt(HO) he [MH"]

cont-bnuad. fAar ﬁ L_\ hnur ||n ar.

Ct
III )\l UI C ot —H S50t Rdea—+of \"al

cool i ngrkand .5 hour at /ﬁ n’pera}wdﬁé’ 122Tﬁe
I

spjution is washgd with w then mi th 5% potiassi um
hydr ogem sul fate isolution, dried ovler sodium

chr omat ogr aphy 25 to obfai ng tijtle conpound is

sul fate,| evaporatjed in and pul;i]fsgexgm@ ¢ol um
-ained in the florm of %an 61| mMeLC- NS| MHi ] =436

D™V

scrib S H; ? le 23. able 2. AVENDED $HEET
17707/ 2b0% Print ¢d: 03/ 08/°2607 DESCRAMD HU2006000078

{f‘")lH23"1’)II\IQm 436-41) —Exanples-24- pounds
of Tabl br epar ed-i ng tlo 1PRd %etnh gd
/

24 O OL NNJL'|Ar2 r1 Exanple n Ar2 Mp (O |M+]
2 120-1D2C S

‘Example 27.

N-{3-[3,4- D:ch!0robenzyl)(methyi)ammo}propyl}-3 -(7-ethylamino-[1,2 4]trlazolo[l 5-
ajpyridin-2-yD)propanamide

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

~ group, Ar for 3- (7—ethvlam1n0 -[1,2,4]triazolo[1, S-a]pyndm 2- yI) group.

a.) (2-Chloropyridin-4-yl)(ethyl)-amine

To the solution of 5.7 g (36 mmol) 2-chloro-4-nitropyridine in 100 m! ethano! 11.8 m! (180
mmol) ethylamine is added. The reaction mixture is stirred at room temp-erature for 24
hours, evaporated, to the residue 10 ml 2 N sodium hydroxide solution and 10 ml.of water
are added and the mixture is extracted with 2x15 ml dichloromethane. The organic phaée is
dried over sodium sulfate and evaporated in vacuum to obtain 5.5 g title compound as

crystals. Mp: 55-57°C

b.) (2-Aminopyridin-4-yl)(ethyDamine

AMENDED SHEET  17/07/2007



L H 159-161C 25. 2-S Me 2 192-194C 26. (CH=CH) 5 '
Printed: OS/OS/QOéﬁaan e 27. N (3-[3, 45 SEP6MBenzy! ) (et hyl ) ani no]  HU2008000678
propyl}-3-(7-ethylamno-[1,2,4]triazolo[1,5- a] pyrid
i n-2-yl)p ropanam de 10 In e general formula (1)

Ar' stands for 3, 4-dichlorophenyl group, X for
nmet hyl ene group, R for methyl group, R2 for
To ﬁiydiblbgﬁ%ﬂ (ﬁtﬁng(BcélOﬁmﬂol)gfﬁEHBVdp?ﬂgmgi 91’5%{}1}4}2{1&56 in 75 mi pvr;d;n@
ene group

t
28 myl %%V@}H’W% Cﬁ’@‘ﬂ@ 12 eﬂf}etrrswalz&oh@[drpﬁp@;ﬂ pyfteir die i 1k yolution under
reﬂlghl%lf R0 l'?ciu)r (223 l % ogbyr | dl gfec? éqc} Qg/ai)noairsncggtlr}u%d-l%or 2.5 hours.

e solutian of

‘The Zemﬁl‘ﬂfs%ﬂfrdﬂdeﬁr@pﬂﬁélrgégﬂﬁe 2y HJ{OQJWSO%MH?H%rO;;de%Omtmn and 25 m!
nmmol ) ethylan1ne i s added. The reaction m xt

(18
> ethapal 9§f3 ,aqiqi@d tha preoipitatedrmpestaltine eratavial PAfilthed g, washed wn‘.h ethanol.
i.um hydr oxi de

The SRRH BAR 15" Sabifecsy Miarsidio pu Sausdeary 1olimn chromatogrephy
Lsm@htﬂyﬂl heethts -exlfiaghed %&Bn@ﬁ#@c{%xﬂgl@gbm SOO{'E {Qﬁpeeas eluent. 3.8 g

The organic phase is dried SO
title eyaporatis @btamaddouberfarm efstmaiih BCBIG[NHE|=a 360PadAN; 137.185).

as 20 crystals. Mp: 55-57C .b.)
(2- Ami nopyridi n-4-yl ) (ethyl)am ne AVENDED SHEET

10 ¢) MUEQ-29Q%hdP hﬁin‘f%g%?f @%ﬁggeotgi CPAVD HU2006000078

25 Tothes Fution’ nmol )

The gglutgtn of 6}5&/g| (dll 12- dharyd) Oetdsy}l-l)}aiﬁa)x}eamimeﬁﬁ 140 BY rd'ldl‘l'ld}ﬁmethane is
ride in ether solution is

28 m,25 %h hi

droppgd, ples 1coepia gﬁif ngfqgﬁa 8ﬁé°§1éllol]tq foht un (e anrﬁ@lﬁ |(2r>annmpyndm 4-
n e |

AR Sy 22 T PLARA 15 (8 QNS A0 TS oo e

undet ¢®11mg$lnd (eh@fys ol robiPacsnsbiratiich YHE prelcfftaso] sl«ﬁite@éﬂ & dwashed with
5 ethanol are added, the reC| | t at e

£5 d”hl%froyéfﬁéﬂnﬁ A& ghitle cpmponad jsqbizip £ 2202B% wi t h
et hanol. The nother liquor is evaporated t he
residual oil is purified by colum chromatography

d.) Etsi Ag7etiplhmaeeflad,e]riarmblia5al] pyncﬂﬁﬂIDﬂ:];Hﬂbbelgfeox' de
250: 20:.5 mi xture as eIuNp 3.8 g title conpound is
To the gespenaen Ph42re (Bonmoby ﬁtlﬁil17'lnL®m’HW]4i€1§$dlamlne tosylate in

65 ml(e@lzﬁ&):ﬁhégg J(§57 r[i'rﬁg% water-free potassium carbonate and 10.8 ml (65 mmol) ethyl

20 succinate are added. The reaction mixture is heated under reflux for 8 hours, then 130 m!
| water 15 added and the mixture is extracted with 3x40 ml dichloromethane. The united
organic phase is dried over sodium sulfate and evaporated in vacuum. To the residual oil

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-DichIorobenzyl)(methyl)amino]propyl}—3—(7—eihylamino[1,2,4]triazoiot1,5—
| a]pyridin—Z-yl)propanami&e .
The mixture of 0.52 g (2 mmol) ethyl 3-(7-ethylamino[1,2 4]triazolo(1,5-a]pyridin-2-yl-
30 propionate and 0.5 g (2 mmol) N-(3,4-dichlorobenzyl)-N-(methyl)propane-1,3-diamine is
heated at 100°C for 42 hours. After cooling, the resulted oil is pufiﬁed by column

chromato graphy using chloroform - methanol mixture as eluent.
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O tosyl -

C.) MN4-Ethyl-2-imnopyridin
yl'ate The sol ution B%@%AMD( 31.2

4(2

H) - di am ne
nmol )

HU2006000078

hydr oxyl amine in 100 m dichl oromethane is

dr opped under ice-water cool Id?% to the solution of
3.6 g (26 mmol ) (2-am nopyri -4- yl)(ethyl)amne in
25 m dichl oronet hane. The reaction m xture is
g5Sthd r f t d ol X +y_
T
(Cmﬁsi\@i@Né@t h4631~51031 chl oromet hane. 4.9 g title conpound
i s-obtained. M.: 220-2229C d.) Ethyl
3-(7-ethylamno-[1,2,4]triazolo)[1,5-a] pyridin-2-yl]p
Ek&ggﬁg@gt-@ To the suspension of 4.2 g (13 mmol)
2-imnopyridin-1,4(2H) -dianine tosylate in
Thﬁ BOrnpomdsaﬂ dlableR . gre @pm lacopiing ic fheeretROd 8%k in Example 27.
carbonate and 10.8 m (65 mmol) et hyl 20 succinate
Tabjed added. The reaction mixture is heated under
reflux for 8 hours, then 130 ni vvater ds added and
the m xture is extracted vvlth 3x40
di chl ororet héie, The un iArdried
over sodi um sulf nd e\Naporat ed n v c am To the
residual oil 100 petroll ether is added t he
precipitatedCcgrystat’s are filtered off and purlfled

by colum chromatography. The resulting oily
bxatrpid al| i s arystallized iAr2petrol et perMp (&ther| 9: IMH™)
25—mixtdre—the crystals are filtere off - 1 17 g

147} 149C. e.)

title cdnpouRd is| obt aified Wp. :
xlnbeam o] propyl) -

£3-[3./4-Di chl orjobenz
t hyl am no[ 1, 2, 4] tjri azol o[ 1, 5-

3 Mir¥=463

a] pyri dijn- 2- yl)propanam de. The"“rn xture of 0.52 g (2
o) —etjhyt 25 \ /-et hytammof 2,41 trazotof 1,54}
pyridin-2-yl= 30 |pro atle apd 0.5 g (2 mmol)

'N2¢3, 4-di chl or obenzvl ) - L) Pr opans:ib73edilani ne
is_heatled at 10QC for 42 hours.” Aftjer cooling,| the

resulted oila1s gurified by um ichronmat ogr apnhy ,

using chl orof ormj- net ha((l/ I xture jas el uent.

ARENDED | SHEET 17/ 07/ 2007 ®riwfed: 03/ 08/ 2007 DESCREW=420
]

[N M eYaYaYa¥a¥:YaValwloe) 26 + i +
C

HU26066606++8—26-195 ug g—-s—ebtal-ned—in

C CCII’JUUI
the form of an oill . _A@ 463 |(C22H28C12160 |
4%3. 410). Exanpl eés 28- conpgounds of Tabhm@.]:“d(

are prepared according to the_met hod described]i

Exanpl e[27. 3 Tablle S.E(Nm/lﬁ\]n Ar. H | |
32, - NN (MH" =414
. i —(Nﬁm |

33. N ~F 113-114°C

34. . NT [MH"}=448
5 _<“-~ N

35. = [MH"]=448

Me
Example 36.

N~(3e{[1-(3;4-Dichloroph enyl)ethyljamino}propyl}-3-(5-methylaminof1,3]
thiazolo[$,4-b]pyridin-2-yl)propanamide

AMENDED SHEET

17/07/2007



‘ ' anpl Ar 2 2 NN 28. NN M
Printed: 03/08/20 E]Xaﬂ‘ése e 3 NN \B)Uzé@PWD NH2 125-127C- 2 N, N HU2006000078
\ 30. N [MH}J=420- 3 N N 31. ~N~- [MH]=434 3 /NN
\Cl 32. [MH#]=414 2 N-N\ CL33. 113-114C 3 N Me
34. [ MH] =448 3 N3N 35. N1 [WH ]=448 Me Exanple 36.
10
N-(3-{[1- (3, 4-D chl orophenyl) et hyl)am no}propyl)-3-(5
-methylam no[ 1,3] . th iazolo[5, 4-b)
In gy gf:reﬁr@! fprmy i §Fiobd semidd o rAVENDED  SHERT! 484 7X ZO0TCH(CH;)- group,
Rrinted: 03/08/20 DESCPAI\/D Hu%otgaoooms 27 In the
R B é‘i’ ot Rt 5‘2 %007 ExfrogeR Atrye r 3, rdrrisne gopiredy for ethylene

gen

n atom
grogiﬁ,%kg arfor)hgygrir%ghg é%’ﬁ'(r@?@b}hﬁ?@l‘é?ﬁ 4 %W&le e%]gé up, Z

5 for ethylene group, Ar2I for ; - ,
= IF ' th azaol o ridin - rou
a.) 55)3-@5\?3/&138/{?171?3&1’,3:} hla:floio[b 4- L]pyndm-f-)j/xl)proplomc a¥1d %ydrogen chloride
salt

According to the procedure described in Example 1.a.) starting from 3.76 g.-(24.-22 mmol)

3~amin0-6-methylaminopyridin-IZ—thioI, 4.9 g title corﬁpound 1s obtained. Mp: 202-204°C.
10 o | |

b)) N-[1-(3,4-Dichlorophenyl)ethyl]-propan-1,3-diamine

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

To the solution of 5 g (26.45 mmol) 3,4-dichloro-acetophenon in 66 ml methanol 25.4 g
15 (0.33 mol) ammonium acetate and 1.2 g ( 19.-1 mmol) sodium-cyano-borohydride are added -~

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

mixture is poured to 15 ml SN hydrochloric acid solution under ice-water cooling then

extracted with 2x15 ml ether. The acidic solution is alkalinized to pH 9, the aqueous

solution is extracted with 3x20 ml dichloromethane, dried over sodium sulfate, filtered off, _

20 evaporated in vacuum. Thus 2.7 g title compound is obtained in the form of an oil.

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

b/2.) 3°-{[1-(3,4-Dichlorophenyl)ethyl]amino} propionitrile ‘

To the solution of 1.1 g (5.8 mmol)' [I_-(3,4—dichlorophenyl)ethyl]amine in 11 ml abs.
25 methanol 0.4 ml (6 mmol) acrylonitrile is added under ice-water cooling, then the stimring

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;;CLN; 243.136).

30 b.) N-[1-(3,4-Dichlorophenyl)ethyl]-propan-1,3-diamine
To the solution of 1.2 g (4.94 mmol) 3°-{{1-(3 ,4~dichloropheny})ethyl]amino}propionitrile
in 20 ml methanol 10 ml 25 % ammonium hydroxide solution is added and hydrogenated

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

AMENDED SHEET | 17/07/2007



. ) >) . '
Printed. 63/08/2(}@?( 5- Met hyl am no[ 1, 3] ﬂﬁ%@gﬁgﬂ% 4- b] pyridin-2-yl)pr opHUEOOGOO()O?B

ionic acid hydrogen chloride salt According to the
procedure described in Exanmpbg |.a.) starting from
3.76 g (24.22 nmol) _
3-am no- 6- net hyl am nopyri di n-2-th| ol, 4.9 gtitle
33°@01T13@Bld51dt1b1$ Dbt atorre 1%0112&21&02@4@1 1.119 thle)compound in the form of
L 4-Di chl orthenyI )eth ,; (% opan- 1, 3-di am ne
an ol LE- M%ﬂl’ﬂ"@é A4di éntEhdpdny¥etty1 | ani ne To the
solution of 5 g (26.45 nmmol ) 3, 4-di chl oro-acet ophenon
in 66 mM nethanol 25.4 g 15 (0.33 nol) amoni um
c.) Acet gt g3 andichi@oghdnlDethyNaBido} propyl)-3-(5-methylamino[1,3]thiazolo
sodi um cyano- bor ohydri de are added under stirring at
5 {5 4rijoymdisrdopbpropreinaidd stirring is continued for 24

hou The re Xt ur I

5 s Bl a6t uCBs e S Do Baiut ot Rullropionic aci
hydztolgelm chixideaghieds Wistdlvax 1P 181 methfdrodsh@inggh@df@mamide and 0.35 g

solution is alkalinized to pH 9, the aqueous

(2. 1é@hmol)dﬁM~sarbam3rlmmmzwetﬂmd33@mlrﬂl léh mhiody Biedtylrmiae are added to

the SEUBORARLTF R doier Fhiom PRt Chin fEcglionef 0.55 £ .0
10 mm&&%%%ﬁd}cgﬁdg% B&Eﬂ]be@ﬁgl?ﬁm%hﬁ -1,3- &Ml Mats mil8@hethylformamide is
addff"f difop®ife3qntt Elumhcl barofpktbery ety (Tharreansiopriopiteni is pobeed onto ice-

To t h sol.ut of

watcTrlanci hal&?zg H’pﬁ@l%d}‘g'{l%yﬁjc}}ﬁo ggl}nﬁor} 1thﬁlil eéggcted %th 3x10 ml

ethefRhd ﬂl%’éd Ohér fﬂlu&@n DRAhe@GHM Qe Tdr=@ over aslkad supskerevaporated
i’ce-water cooling, then the stlrrlng is continued

in vi@un?dnd @uriiedtby culmmheripematography Tllamgsahlumofmm rsnethanol 100:1,
eva orated in vacuumto tain onrpo

15 100:¢n19¢i¢ mwwawgﬁmﬁqms@o Rl du@zgsﬂl WBEp pompound is
H'= 466 (CHasChLNsOS 466,435).
Obtaﬁﬁ%ﬁi&?@fﬂmﬁ% hnznc}llopce%ysl S\/Iet Ayl pr(onar%S 235d| am ne 1o
the solution of 1.2 g (4.94 nnDI)
» 3'-{].1- (3, 4-di chl orophenyl )ethyl ]am no) propionitrile
ExampleZy. i nethanol 10 ml 25 % armmoni um hydr oxi de :

S0 NS, 00 D AREPAGR ol S BE5o PR

20 [13]tbRablo ey piHitit-2 hayprapafiveeED SHEET 17/ 07/ 2007
Printed: 03/08/2007 DESCPAMD HU2006000078 28 35C.
The solution is evaporated in vacuumto obtain 1.1 ¢

In th%lg%xl'le(%‘ef f%i%%%?q&hg’ %%rexfl fér% m&?&sloﬁgh%)h 'grd‘u% Bﬁo%i—l‘fCHﬂ— group,

R' £t otitsl lorb8p ARPI foh hod @pbe aydm eY hist [1evbrpylene pydyp, 3 (f5r ethylcne
- met,hyl ani no[ 1, 3] thi azoio
group, Ar” for 5- memylammo[l ,33thiazolo]5,4-b]pyridin -2-yl group

25
a.) 3-(5-Methylarnino[1 ,3]thiazolo[5,4-b]pyridin-.?-yl)propionic acid hydrp gen chloride
salt -
According to the procedure described in Example 1.a.) starting from 3.76 g (24.22 mmol)
3—amino—6—methy1aminopyridin-Z—-thiol, 4.9 g title compound is obtained,- Mp: 202-204°C.
30

b.} N-[1 -(3,4~ldichlorophenyl)ethyl]A—N -methylpropan-1,3-diamine

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

‘ | AMENDED SHEET - | 17/07/2007



. . 54b|pyr|d|n2yl)roanamdeO.Sg(Z.Oan)I)
Printed: 03"08/2@9 5 (et hyi ani no) [ 1, 3PF ERaM 6 5, 4- bl pyri di n-2-yl ) pr HU2006000078

oplonlc acid hydrogen chlorlde salt is dissolved in
15 m anhydrous di met hyl formeyy de and 0.35 g (2.16
mol ) N, N-car bonyl di i m dazole and 0.3 m (2.15 nmol)
triethylam ne are added to the solutuion and stirred

ogmgestﬂarﬁ? gﬂ% ?ml%@ owlt W@bm@m&h&& i€ i$ elndhbiofte Qftded to 16 ml
nmo
' JNf{qlut?Cgl, of Wi diylaoniophe ﬁsha)leit ﬂhyfll B-got2d plénm;ﬂt@} diteditiHerdapetophenone

. 5. di nmet adstrre

5 R LT R e 7 BRct o8 1 IS 451 4 UpouieBgborobydride s

ad®AtihdeC ool Rt Bid antkdafokalim.zedpw H&ﬂxi}lted crystals are filtered off, the
sodi um hydr 6xi de sol ution, then ext racted with 3x10

5  ethpdolicetnhter ligher mc*te@draétmer vgohut aber e addstedofMater the reaction

e R IR S L1 apo 8L L e w20

ml %meP refeolcMic sgﬁxttitéﬁqg’ Lk 0i-da tcﬂ-?[glgﬂ Qheza QQS golmle)(r‘i W &8racted with

increasing polarity, as eluent.

BXZ(] nnll dwhtmpmathﬂne sdrisgbt e sediumsul faee, ﬁdienﬁa:fff mamrlated in vacuum to
MS[ M+ = 466 ( C21HA5CL2NG06, 466, 435). Exanpl e 37.

Othﬂ{%f* [“ile(CszPOBP MW&BH@R\?PI} etlhyl | ) (nethyl) ani no]

10 LC?\fgg\{Iﬁ: ‘g?z(é;f @Eﬂy{gﬁpy” yI ) propanani de In the

general formula (1) Ar' stands for 3, 4-dichl orophenyl
X f - CH R f t hyl ,
%zaofﬁr<3wy@?éﬁ@r@péwﬂieth»?lﬁ%é%y@a@m§qroa@1 oup, 2 for
To 3%/06‘{1:1 1oh o §?;5Ff Efl%?pyr f g [I (3“3 S1cméor%@~b@np@%th¥l]Snethylamme in 33 ml
‘ abs3n{e@1a|i@1 hyl & Ne[ 2 n3hblyi REQb6IHe 45 BHRYT Ldbe- ?ee}&bét@xr @Boling, then

ionic acid hydrogen chloride salt According to the
15 stimegdegoniénuidsar rassd tempeeturplfor 24ahqurst Bhe isatptionoim evaporated in

vac%grgﬁj? ﬁgt(agi ?Tétgh\‘yﬁl%ﬁg’m}%% igithe riypigp oily o g.title

LCMS'[%@H@L sy et anewN, V57362 204C. 30 b.) N[
1-( 4h]d| chl gr o%ggny )et hyl ]%N- met hyl pr opan- 1, 3- di ami

ne b/l.) [1 (3 4 di chl orophenyl ) et hyl ] met hyl am ne

A SHEE Pr n 08/ 2007 DESCPAMD
b) A o OTEtRPhee R Narh B onaal & AP 250,
20 To S&leutéc@ﬁh&i‘ Bydriaghlor izgy aﬁin%lbn3e[f[h@§1@1d1@;{18ro$ﬂ91%d)e&1%z1 (methyl)

33% sol ution of nmet hyl aimi ne "1 n ‘et hanol "t hen
&rmgo](pﬂdpldlﬁtrrfﬁrmh P03nimditahblotomt @6 Yphremonmm hydroxide squtlon is added

and hydrogenated 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 form of an oil.
 LC-MS[MH']=261 (Ci;HCLN; 261,2). | | |
25
) N-{3-[[1 -(3,4-Dichlorophenyl)ethyl]}{methyl}amino|propy!}-3-(5-methylamino
[1,3]thiazolo[5,4-b]pyridin-2-yl)propanamide _
0.5 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) -
30 N N-carbonyldiimidazole is added and stirred at room temperature for 1 hour.r Then the
solution of 052 g (1.9 mmol) N—[l-(3,‘4dicﬁlorophenyl)ethyi]-N-'methylpfopan-l,3—
diamine in 15 ml dimethylformamide and 0.3 ml (2.15 mmol) triethylamine are added and

the stirnng is continued for 2 hours. The reaction mixture is poured onto ice-water and

' AMENDED SHEET 17/07/2007



- - ] |.s, added at room tenperature under stirring. 2.64 g
Printed: 03/08/26(0}2 nmol ) sodi um cyandBEP&IAYPde is added under HU2006000078

cooling and stirred for 24 hours. The precipitated
crystals are filtered off, thegy5 ethanolic nother
liquor is evaporated in vacuum after the addition of
water the reaction mxture is acidified with 2N
alialidizod With i1&N actidmsipldutiidn sbutiphl fhehhemraepstiragh ed10 m] ether, the

wic[(h 2x15 mM ether. The acidic solution is .
unit§d SHHERi SPBHIA0 1 paghed: Matha Bk driedloves spdibm sulfate, evaporated in

&Xbf 36 ?91 { dah %Z{E}n ;gd 0 t hane,, dri.ed over o
“¥Sod urr%1 u r@a%de?yfl ! elltr‘nec dr%%}?:%‘g%g? gltge%lﬁ?rr?f‘?/rgkﬁumefl@mi 100:1,
1008t &S nidnged mﬂheineﬁﬁﬁﬁg'@diairﬁ}’,ta@%hfeﬂf.nﬂﬁfs)I@@ @gltille]&mpound is

LC %/E[ WVH J= 204 (COH1 1C12N 204,099). b;2
obigined i the farmiof RRGilophenyl ) et hyl | (et hyl ) ani no] pr opi on

IRy O ' 16. 2 |
Lcl[hgi[-gpiél?{d df’%@ﬁ%@ggﬁ@ﬁ%ﬁ h‘iﬁ%@?-ﬁyl el 33 |
abs. nmethanol 1.1 m (16.7 mml) acrylonitrile is

added _under ice-water cooling, then 15 stirring is
Exaupie PRued at roomtenperature for 24 hours. The :

NG RN Bl S e Tt ary B vy dopr hatymin
10 e 11 ; aMifie | :
. 3)Ej( 3@%@%&%&%3@@%@&] -hkN{i?ret hyl propan-1, 3-di am n
e 20 To the solution of 1.9 g (7.4 nmol) :

-[]1- 4- di chl o5 0phenyl ) et h thyl) anino]
in 05 Kol O 0RO aboume R-GHCE)- rou,
R' fordnexid | &% £ | a2k drhyids ager, bt
o e N S o o B BB b 2For ethylene
groym; ég'sior é-astclaBepylTinencd bB Ithiaanio{ 54-eympiiimt Bl grouyacuum
15 to obtain 1.9 g title conpound in the formof an oil.
LC- MS[ MH ] =261 ( C12HL8C12N2 261,2). 25 c.)
) Mg <D . i e S
®) TS SycldrobanfA R Mbiazolofs 4 pyridin.2-yhprapioic acid bydgpgen
chlopde sqlt1, 3]t hi azol o[ 5, 4- b] pyri di n- 2-yl ) propanani de 0.5

ACC%“% %%é@%nﬁla%ﬁdﬁ& ArssEBrb i Exmplsy k-2 isﬁrt@a/_frmr%aigoﬂi.b mmol) 3-
amiREE Sy Y 099?‘“’i“ﬁ’§’>'('?%*%%§% "eé-%l%ﬁ“%'@ﬁ%é“?%?%&&%?? 3.0

anhydr ous” di et
20 Mp:NR8-2abHonyl di i m dazol e is added and stirred at room

tenperature for 1 hour. Then the solution of 0.52 ¢

(1.9 mmol ) |
o) AL S ok AR S B A P05 o

thiazotugh ¥-#)piedinyl-ayprpagdrgidadded and the stirring is
continued for 2 hours. The reaction mxture is poured _
Accasiing 1o dlee pracedurgriesNENDEE xSRI 3 1 MaTng 60T P22ng @67 mmol) 3-
25 (5—C}QWp@%}%qg%o%%ﬁé%oqgggg]%gfgg%?ﬁyl)propionic acid hydrogen chloride salt
and reacting it with 0.18 g (0.69 mmol) N—{l-(3,4-dichlorophenyl)ethyl]-N-niethylpropan—
},3-diamine, 50 mg title compound is obtained as white crystals. | '

Mp: 150-152°C.
30 . Example 39,

‘]\f-{3-[[1—(3,4~Dichlorophenyl)ethyl])(methyi)amin o]propy!}-3-(S-piperidin-1-
y1[1,3]thiazolo[5,4-b]pyridin-2-yl)propanamide

AMENDED SHEET 17/07/2007



pﬂntd 03/ al kalinized with | ' ydr oxi de sol ution
© 08/208p th 3%@%@ er, the united et her HU2006000078

then extracted w
solution is washed with water, dried over sodium

sul fate, evaporated in vacugm and purified by colum
chr omat ogr aphy usi ng chl orof orm - net hanol -100: 1,
100: 2, 100:5 m xtures wth increasing polarity, as

- Inthg gmﬁral fcsm@ﬂbmﬂwmm fce x@dmtm@hesyz Gooptaised HITH,)- group,
R! he f of a 30| I I\/H-HJ ?80 (C22H27Cl 2N50S
g %‘i’ groyg, fogen atom Y 1,3-propylene group, Z for ethvlene

gro R i L hyl) 8,
g g{i gﬁg’z;%r%s ‘("gg?{c@o f@g{}fréz)o%n[% ga%k Wl 89.0)
(1, 3]th|azolo[5 4-b) pyri di n-2-yl)propanam de In the

st ands_for 3, 4-dichl orophenyl

> a) 3 @%Pef iRy [bmffbjﬁ@?lo [3yf-Glipyridime-yipronigningriddieingen chioride
sajtR2 for hydrogen atomY for 1,3- propyl ene group, Z for

et hyl ene group, Ar 2 for
5-cycl opropyl am no[ |, 3] thi azol o[ 5, 4-b] pyridin -2-yl

a/gwép..lfz.a.% ' L .
LBA-gtpiperidipr bl Pantimatengidinidadovetisicansfipyr i di n-2-y|

03 108 B S5 g, P L EREITR 1 i
10 and fOrZDﬁgQ22 @inidl) 3uddiBik)ackt anhydride is added under stlmn% and bcnled for 1

anl no- 6- cycl opropyl am nopyridin-2-thiol, 0.2
houg ghﬁéqjhﬁlq 1§ dgpit kg ipély resgblel\yp cmggﬂimd@utfbet)ler ﬁltered off washed with

eth.eN "fl?g[ Cyc otlgregcgé/ hde n%/ éﬁ%&n@él m"?lt llis?e 1n t e%o?i &qég reaction
wnhbmua?@@o[S 4- b)pyr|d|n 2-y1l) propanam de According to
Iz[procedure descri bed in Exanple 37. starting from
LC- Msﬁ 89% 7(Gmabli iN:8,S2391,35)
15 (5- cyploprop)llan1no[1 3]th|azplq-[5,4-b]pyridin-2-y|
) propi oni c acid hydrogen chloride salt and reacting
a.) usmeﬁdi(a 1.81[9,30Di £31198L ) pyridin-2-y1)
N[ 12 (3, TR grépheny AprieRy n%mﬁmbcr%c‘%hydmge“ chloride
salt 13- dlan1ne 50 ng- t|tIe conpound IS obtalned as
- Mp: 150-1 30 Exa .
07 GGG T@*Yi-anemasroaaﬁaﬂm@fquls it Kisobvas i 7 ml 10%
hydr@drdc 8cif i Ie" iothiior 15 Mdileh B) 4% AT
pyridin-2 yI)propanan1§e &NE NDED SHEET 17;%f?% 8$ﬂedchQMhne
20 prodwatiinfikered 08l @mmthmmmbbmwom@aa&mmound

Mp: 214-216°C.

b.} N-{3-[[1-(3,4- dlchlorophenyl)ethyl])(methyi)ammo]propyl} -3- (S-plperldm 1-y1[1,3]
- thiazolo[5,4-b]pyridin-2-yl)propanamide

25 0.4 g (1.22 mmol) 3-(5-piperidin-1-yi[1,3]thiazolo{5,4-b]pyridin-2-yl)propionic acid
hydrogen chioride salt is dissolved in 10 ml anhydrous dimethylformamide and 0.24 ¢
(1.48 mmol) N,N-carbonyldiimidazole is added and stirred for 1 hour at room temperature.
Then the solution of 0.34 g (1.3 mmol) N—[l-(3,4-dichlor0phcnyi)ethyl]-N-métﬁylpropan—
I,3-diamine (prepared according to Example 37) in 6 ml dimefhylformamide, 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 1N
sodium-hydroxide solution, then extracted with 3x10 ml ether, the uﬁited ether solution is

washed with water, dried over sodium sulfate, evaporated in vacuum and purified by
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Pr;meci 03/08/2()@}4 di chl or ophenyl gr &ﬁﬁc

10

15

20

25

30

In the general fornula &1 Art stands for
-CH(CH3) - group, R HU2006000078
for nmethyl group, R2 for hydrogen atomY for
1, 3-propyl ene group, Z for eghylene group, Ar2for
5-pi peridin-1-yl[1,3]thiazol o[ 5, 4-b] pyridin -2-yl
group. 5 a.) '
coligng Shipivmeedrephy- Usiyg pmosqﬁnhhazmtt@p,@u%tx] Dbyrikitrnaelybr)tp Thus 0.21
08 oni c |dhdroéﬂ hl or salta/l)
w N—Fﬁmﬁf’ﬂé‘f §ioRtagngd 1 Y aé‘p?} i di n-3-yl)succinic
LCan e 0= 53@ éc%sﬁ? st 534,553). o
3- am no- 6- pi peri 1=yl pyri'din-2-thiol is dissolved
in 15 n1 t ol uene 10 and 0.24 g (2.4 mmol) succinic
E amld Qa}nhydrl de is added under stirri ng and boiled for
Xampig,y The toluene is distilled off, residue is
crystallized with ether, filtered off, washed with
ether. Thus 0.7 g title conmpound is obtained, which
N- {3-$[1e(§etall}mhl¢ﬂm@hfe@yl)awl]g(mahﬁ)ﬁmmo]wdﬁg@}us (ﬂfpykﬂgidm—l-
|§S§: ]1=292 (C14H'N3QZS 291,35) 15 a.)
1 t("Lrsaziﬁ ‘Hét“] %Iwnﬂlm?mi)w]wma%%[s 4-b] pyridin-2-yl)p
ropi oni ¢ acid hydrogen chloride salt 0.7 g
N-(4-piperidin-1-yl-2-mercaptopyridin-3-yl)succinic
In thergederal forduks®) X€dtidds ¥3r FH-dAONoropyedso ghlup! KCfoﬁCCH(CH;;) group,
and the solution is boi | ed for 45 mi nutes.
R' g msilpiltazoens R7 iar hydiogen appn p¥ cfaudﬁ-pr@pﬂen@ @r@w & for ethylene

grou%/?&g%g_ gdf%%o g;.-g-yi [?,ﬁgiti%ioilo[9;4§g]p9riaiint 5%/1 %Pou ound.
N-{3-[[I-(3,4-dichl orophenyl )et hyl 1) (et hyl ) ami no] pro
pyl } - 365}5 pi peridin-l-yl|
a.) t31'(i52P2@I & hygﬂlpﬂﬂfhléﬁoﬁp[évﬁrbwldgaﬁaﬁpmlcﬂﬁc acid lgydrogen chloride -
salt(l 22 mmol) _ o
3-(5-piperidin-1-yl[1,3]thiazol o 5, 4- b]pyr|d|n 2-yl)p~
Accdr@Rik0Bi e afdtHod RS ARANNCRkAhHIEEIB Bkt @RS I %?d 3'6nrnrnoi) 3-
10 m anhydrous di et hyl f ormam de and d 0,24 g
amingrfppyrroiNlisdr Upnydisi 3-thiokZ g Itléelcsn@@dacﬁxsaib@blmd atsroe;dstﬂsxr
roomtenperature. Then the solution of
Mp: ésggk'ﬁ (?'1. 3 mmol ) ' '
N- [1-(3,4-dichlorophenyl)ethyl]-N nethyl propan- .
3-diam ne (prepared according to Exanple 37.) in 6
b.) Nr1{3'(ﬂiIﬁ@t‘hﬂlﬂdbml’m@é}eﬂvﬁ])ﬁhemﬁl)mmoépmsyl(}) -4 -pirrBlin-1-

dd d dth
yl[l’gﬁ)#‘%l%@ ‘ﬁéﬂjéﬂﬁwgﬁ@@}gﬁ%ﬁme hggf\g S'?’hgnr efelcf3 i on
Accoﬂamg ") ﬁlel SefRRr e POy Eﬁaxﬂ\@te & 3! f&ahidk éj‘gi 2\(1)4 hbhol) 3-(5-

sodi um hydr oxi de sol ut| t hen extracted

YUOZBﬁﬁQIM[Iét]mmzpld[ﬁ,é -bipiytigth-Byheropselivtacienhydogsashiedde salt and
d .over od| um sul fate, evaporated in.

0.3 g%ég ﬁd\? bhﬁ %dé%pl enyl)ethy]] -N-methylpropan-1,3-diamine, 0.2 g title

compound is obtained in the form of an oil.

LC-MS[MH']= 520 (CysH3 CLNsOS  520,526).

- Example 41.

N-(3-{[1-(3,4-DichlarophenyDethyijamino}propyl)-3-(S-piperidin-1-y1[1,3]thiazolo
{5,4-b]pyridin-2-yl)propanamide
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- chloroform- nethanol 98 2 m xture as eluent. Thus -
~0.21 ng title compound is ohtained in the formof an
~oil. LG MS[ MH] =534 (C26H33C12N50S 534,553). 5
Exanpl e 40.
In tNr éé"heb[i I%ﬁﬁslﬁﬂﬁip@hFtﬁg@ﬁﬁﬁﬂﬁdiemiﬁsdphbﬁwma Kaisr RQH{CH)- group,
- - rolldin-1-
[wdeqaenuaa@m é%sfomhbqkag@n giom: X {A0) bewpanvhincogroun.of |far ethylene

gm%{b rg%]reﬁr gl erz I—THI ﬂI(BL*t?uaAglﬁ f&%ﬁﬁ%ﬁ{lr&%yi grou%up, R

for nmet hyl group, R2 for hydrogen atom Y for
-propylene group, Z for ethylene roup, Ar2 fo
0. 445 ‘a0 281 ) | 3-43-ppeafionl 'aHd)J-’é%l glops, gybr]pmchn Azsdggromomc acide

SR8 R ik v e st 9 ¢ himml apbreu. dmsyhiferemids god 024 2

(1.48RRLDIV 67-aeh éirmﬂmgﬁ)e et dad sdfed 8lrt] GG QK idig temperature.
to the nethod scribed in Exanple 39. starting from

Then. ‘Bleg th}I‘a@tﬁ amB13) B{1.23 mmol) N-[1-(3,4- dlchlorophen ethyl}-propan-1,3-
rrolidin i\n- 2-t hi ol
dierhBiaRe Y S B e e F yBvaRe s yfobinils containing 0.4

(Q Q7 mrnol) triethylamine, is added dronxsc and thc stirring 1s continued for 24 hours.
-(3, 4-Di chl orophenyl ) et hyl | ) (net hyl ) am no] pro

Thepyzkc}tmﬁ r(lﬁmp‘y ns pbidtidronke ice-water and alkalinized with IN sodium-hydroxide
thl [5,4-b]p rldjn-2- r opanam . .
theniggit e Shif e poaaser sl M ifppashg, with water, dried

r 4 )
ove AL 2L ol i BBy iy rscgpoty. T

0.13qniide emnpoungdds obiamedhh e ﬂbens:sﬂan odind 0.3 g (1.15
| : : A
Le-RISMH T 5201 CartonGIRERS! 52026} N- et hy! pr opan- 1, 3- i

amne, 0.2 gtitle 25 conmpound is obtained in the.
formof an oil. LG M5 MH]= 520 (C25H31C12N50S

‘Examply, £26). Exanple 41.

N-(3- Hflr@,‘tr@; 3@;;;%%‘1'@;% openys )3?3&6 bk prgr?};ﬁ{d(i&-))fz[l 35 °

el AT OMASFRRPET, EoERoEE S

U2006000078 33 In the general formula (I ) Ar' stands
In th]:e gené%ral f_ogrlnglgl ((I))rigqug?a%%ls fgr 302 I?hchloroplflcnyl aroup, ;( for —CHPCH;) group,
R for hydrogen atom, R?* for hydrogen atom Y for 1,3-propylene group, Z for ethylene
group, Ar? for 5-pyrrolidin-1-y1{1,3])thiazolo[5,4-b]pyridin -2-y1 group.

According to the procedure described in Example 41. starting from 0.4 g (1.27 mmol) 3-(5-
pyrrolidin;lfyl[1,3]thiazolo[5,4‘-b]pyridin-Z—yl)propionic‘ acid hydrogen chloride salt and
0.3 g (1.21 mmol) N-[1-(3,4-dichlCrophcnyl)ethyi]-propaﬁ-1,3—diamine; 0.13 g utle
compound is obtained in the form of an oil.

LC-MS[MH'J= 506 (CyHaeCLNsOS 506,449).

Exampié 43.
_ N-(3-{[I-(3,4-Dich]oropheny!)ethyl]amino}propyl)-3-(5-m0rpholin -4-y1{1,3}

thiazolo[5,4-b]pyridin-2-yl)propanamide
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Printad: 03/08/2@3

10

15

20

25

30

for hydrogen atom for drogen atomY for
. propyl ene group, stehd tﬁene group, Ar2for HU2006000078
S5-piperidin-1-yl[1, 3]th|azolo[5 4- b]pyr|d|n -2-yl '
group 5 0.44 ¢ (1 22 mol ) 34
3-(5-piperidin-1-yl[1, 3]th|azolo[5,4-b]pyr|d|n-2-y|)p
ropi oni ¢ acide hydrogen chloride salt is dissolved
in 10 m anhydrous di et hyl formam de and 0.24 ¢

i BB M SR 81 1 9Ra0h ol POSE 8t s

R' 96l b droperDhidth, 3R Y férlhBos8M0Mdm Y for | e
N-[I- (3 4-di chl or ophe}ﬁgljet hyrln] procr)pajnpaOpg a gmupﬁez for ethylene

gfo(lpf%péﬁed mepbe diHey i 103 |Ekamaplogs, 36 pyridin 62491 group.
di met hyl f ormam de, containing 0.4 10 m (2.87 nmol)
triethylam ne, is added dropwi se and the stirring is
Ac&RBinEYeRk bRceddreNRYESoed (NS ahRACH] ! -
pourgd ontg fge &ater gné alfa |n|zggmﬁP?%Hhﬁ0§%g(lnﬁnODB(D
momhdhum Y 0B bliadelo[ 1, hﬁ&}p)&){hméejtlﬁn‘owohh &id rydtogeh h@foride salt and

0248, Wonttalsdrt bes dararastein adomn arigeine, £5 mg e
conﬁiéhhﬁh@@btmﬁeg%m}bg? lpERLAGr aphy. Thus 0. 13 g 15 _ :

title conpound is obtained 1n the formof an oi
LC-MS MEHR 22 mg}{z@wmmmc@mo 526). Exanple 42.
N-(3-{[1-(3,4-Dichloroph enyl) ethyl] ani no)
propyl)-3-(5-pyrrolidin-1-yl[1,31 thiazolo[5, 4-Db]
Exagﬁﬂ&@&ﬂ 2-yl)propanam de 20 In the general formnula
' stands for 3, 4-dichlorophenyl group, X for

| ‘N-{3-ﬂ3(43ﬂ3()hlogo‘lﬁuﬁyl)(lﬂipﬁo@?l)]ﬁtﬂﬂh@ﬁﬁ%p@l}ms B2 ﬁblm -4-yl[1 3]

rogen atomyY for 1, 3-propylene group, Z

th laé{ lﬁ{;? T@épylg#glu%-yl)ﬂrgpgnﬁmlde
5-pyrrolidin-l1-yl[l,3]thiazolo[5,4-b]pyridin -2-yl
group. 25 Accordlng to the procedure described in

In' thexgenptag f&hulﬁ(l@r}tﬂ Renfs on 04 ﬁlcﬂﬂtﬁé Rehy! D’gﬁlu}a R-foPmethylene group,
%hrrolldln 1-yl [,1, 3]t hi azol o[ 5, 4 gyrl 2-yl) propi
R' 180 1soPEuml gFﬂHﬂ’F r dnimgeaatenl Y falh 3-pyopylgng groRp, Z for ethylene

srou R RE (s S PRl sy AR £ 2B BIAR 3 Y5 R e,
0.13 gtitle conpound is obtained in the formof an
0i | = 506 (C24H29C 2N50S 506, 449). 30

a.) ﬁéﬂ%ﬁrﬂ“’e‘llﬂ@[bew}(fkﬁffFQP@BYl@f@a@hlt,%d@pm@nyI ) et hyl |
am nol propyl )-3-(5-norpholit) -4-yl[1, 3]
t hi azol o[ 5, 4- b] pyri di n-2-yl ) propanam de AMENDED

o/1.) SHEEL IS THIORIR0)iBoirthind 3/ 08/ 2007 DESCPAND

HU2006000078
2 g (11.43 mmol) 3,4- dlchlorobenzaldehyde 1s dissolved in 7 ml methanol and 1.3 g (22.86

mmol) isopropylamine is added under stirring at room temperature. The reaction mixture is
heated_ to 0°C and 0.22 g (5.8 mmol) sodium borohydride is added to it in parts while
keeping the temperature at 0°C. After the addition stirring 1s continued at room temperature
for 2 hours. The methanol is evaporated, to the residue 8 nhl water is addéd and extracted
with 3x20 ml dichloromethane. The organic phase is washed with 10 m! water, dried over
sodium sulfate, filtered off, evaporated in vacuum. After purificationr by column
chromatdgraphy 0.96 g title compound is obtained in the form of an oil.

LC-MS[MH']=218 (CH;;CLN 218.126).
a/2) 3-[1-(3,4-Dichlorobenzy!)](isopropyl)amino]propionitrile

AMENDED SHEET - 17/07/2007
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LC-Maaedl imdde diinHe

4-di chl or ophenyl
for hydrogen atom R2 for hydrogen atomY for
|, 3- propyl ene group, Z for edhylene group, Art for
5-nDrphoIin 4- yI[1,3] t hi azol o[ 5, 4-b] pyridin -2-y1

o BB 00 SRR AR e 1
metARHPIPbd Bmdeyid ilnrg’cllg mcﬁ%&hﬁ 15’19' agh&i’ ﬁh@érnlcg VYAt%rpEcQﬁ)nQ then the

nic acid hydrogen chloride salt and

stirtive] lmr@mamem tohlﬂrﬁ) hopisenn ydgre tdybdraguro pﬂacterbvapcmaam freyacuum 0.28 g
talned in the formof an

titl ound i s
“ﬂ%PPn%E E@%{’%ﬂﬁ’] the o p CSUPOC1 2N RS 522, 498).
E?%ga%?34ﬁ7](cﬁﬁ%?gﬁ zy?%%??bpropyl))anino}
propyl} 3-(5-norpholin -4-y1[1, 3]
hi azol o[ 5, 4- b ridin-2-yl)propananide 15 In the
a.) @éﬁéf%ﬂ’hlpm%% %"r')soﬁﬁgpy@f%ﬁsl -8#2ming - di chl or ophenyl
0 f f
To %eo Egl,ut?éa ?)or ) dg ogj:é]% %&%BY 3f@ (3 £ glcgfogg@ei%ﬁg](150propyl)ammo]
prop(m‘mmﬂe i 1o mlahbibesie’s gl Qups apﬁﬁfbnﬁlﬁﬁ hydroxide solution is added and

5-nor phol'i n-4-yl [1, 3Jthiazol o[ 5, 4-b) pyridin -2-yl
hydrgeenaged ipghe pyesence of Raney-Nickel catalyst under 30 bar pressure in a H- CUBE

| ©r obénzyl) I sopr ahine

compdmld)is 3bdhirtdGh ey Rhensahdghyde ls dissolved in 7 m ~
met hanol and 1. 3(%Héq2 86 mmol) isopropylamne is
at2 et enperat ure. The

reaction mxture is 25 heated to 0C and 0.22 g (5.8
nol ) sodi um borohydride is added to it in parts

b.) J\Mgsl[qa -(2ePiAbrbbézl BIRYIrap T 8mddo] Blopy ALt 25 -t d¥Bholin -4-

dition stirring is continued at room tenperature
i1, 3bh1azolhbi,n4~§]pmden ﬁéﬂhiamnamdeevapor ated, to the

03 RERlSLeRE gl SRS e ndded and oxtract el U B20. i i

hydr@é%nrﬂhlcyiﬂieesralt i¢ His@@lv@&ﬁ{ 7 SOy H %Y |dirﬁétﬁy1f6ﬂnhérﬁﬁg%d 0.24 g (1.37
of f, evaporated-in vacuum Affer purification by

mmoébwmrbefwidhﬁlmobgs aptyd sndgired for |l e rpuwnd tengperature. Then

the S%)]ké:il %g%liggg %qglf ol )(}{{fﬂgg & clzllllbrolﬁg:ﬁz'\){fﬁ[-w (lp:rgg'}%propan-l 3-diamine

in 3 @1 Bﬁn%ﬁo&aﬁhh@ raﬁ@@'f‘ZZSV i) %K g3 %QEX}xétﬁglaﬂﬁﬂl@fsoﬁdQQ 4t Epwise and
ile A DED SHEET 17/07/2007 Printed 3/ 08/ 2007

the sDEBEAANDN #HURA0B0 GBS 2 hours. The reaction mixture is poured onto ice-water

and alkalinized with 1N sodium hydroxide then extracted with 3x10 ml ether. The united

| THAI);%Sg?éQagétip fwigb@n%gé )sollﬁlfus)ﬁ 99 re%) or LQRE Q/a(éuu?fn (%Iiﬁr[h 0.28 g tltle

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 (CssH;:CLNsO,S 550.552).

Example 45. o _
N—{3—{(3,4-Dichlorobenzy[)(tert—bﬁtyl)]amino]pr0p3'l}-3-{5—m0rpholin -4-y1{1,3}
thiazolo[5,4-b]pyridin-2-yl)propanamide ' '

AMENDED SHEET | 17/07/2007



. ) To the solution of 92 mmol )
Printed: OS/DB/Z@?, 4- di chl or obenzyl ) s@%&@%ﬁg‘g@] neinlnm abs - HUZ006000078
nmethanol 0.09 m (1.38 nmol) acrylonitrile is added
under ice-water cooling, thedéthe stirring is
continued for 48 hours at roomtenperature. After
evaporation in vacuum 0. 28 g title compound is
In hpEapHalbiamutan® fAor st fan3drdichigrapbenggupen, X oy methylene group,
i 1 2 2742 189) . - } -
R G R eRR B B LR e Rehaigmon, o Somiepiens i Fefor etstene
grolg, Ahdos®lntighonn ot vi01 2hhigz410] 4-20@idin -2-y! group.
3-[1-(3, 4-dichl orobenzyl )] (i sopropyl)am no P
propionitrile in 144 m nethanol 36 m 25% anmoni um

c Xk sol ut | | s, added and .hydrogenated in
5 a) M SRR Rl R REr R L B der 30 bar
pressure in a H CUBE THALES apparatus at 45C. The
solution is evaporated in vacuum and thus 0.28. g

a/l iM(M-QJ’@Wzylé-zdbﬁ@bé}pe@pdnnﬁ-ﬁmef or m of ban oi I.
STt s e e L Y O

dichidrobensMddMyat irdheriftz it with 2.4 ml gzz.sa mmol) tert.-butylamine, 1.63 g title
~ yl[1,3]thiazol o[ 5, 3-b] pyridin-2-yl)propananide 0.3 g
10 comroudd iswiphined in the form of an oil.
L o-marpholin-4-yl[.1, hiazol o[ 5, 4-b] pyridin-2-yl)p
LC'?‘%%E@H%& gg‘éé&‘ﬁyﬁ-lriﬁéeﬁ%ﬁP&i de salt is dissolved in
7 m anhydrous dinmethyl formam de and 0.24 g (1.37
- ol ) N, N-carbonyldiimdazole is added and stirred.
- a/2.F Sr[13(3¥bictdvrob eyl Yl @enpéuad Jardno [pherioiile he sol uti on
, of..0.25 g éﬁo. 91 mml.% ) ) .
- AccRrding Jo Hichetiedutnsybed 1o FsyprispiA- greias-hoBed 4% maol) N-(3.4-
. B ( _ )
15 dicH ool D TR e iiie 30 o 1 kB, LM, 1.5 ¢ it
compowmtd iswdthifial infthe fdrer oRathaillr s. The reaction m xture
i oured oanto ice-water and alkalinized with IN
LC- IRydroxt uElithleN2 ex¥3-akt)ed with 3x10 m et her.
The united ether solution is washed with water,
dri ed over sodium sulfate evaporated in vacuum and 25
a.) NYBjdtdienlobybeaptvh(ted ol egpaph )3 -diatnlinec hl or of orm
Thus 140 ng title compound is obtained in the form .
20 0920t gan (BPR.  maals] M4l sl ilerbrnditnsbeigsmnapepionitrile s

R 34 oo msye) dessrbe e PR i gpdopy 08 ¢ e
comBort IFbRI 1A thdfothd df &loil.t hi azol o [5,4-b]

ridin- Z-él %‘jgro anam de AVMENDED SHEET 17/ 07/ 2007
LC-Ma{MEEd= 283/ (8): IDESEENMS ) HU2006000078

25 b)) N-{3-[(3,4-Dichlorobenzyl)(tert-butyl)]amino]propyl}-3-(5-morpholin -4-y1[ 1,3]
thiazolo[S,4-b]pyr.idin;E-yl)propanamide '
According to the procedure described in Example 44. starting from 0.3 g (0.91 mmol) 3-(5-
morpholin-4—y1[1,B]thiazolo[i,4-b]pyridin-2~yl)propionic acid hydrogen chloride salt and
0.26 g (0.91 mmol) N-(3,4-dichlorobenzyl)-N-(tert-butyl)propan-1,3-diamine, 440 mg title
30 compound is obtained in the form of an oil. |

LC-MS[MH"]=564 (C,;H;sCLiNs0,S 564.578).

; | _ AMENDED SHEET 17/07/2007
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, 4- di chl or ophenyl group t hyl ene group,
for tert-butyl group, R2 for_hydrogen atomY for
- 1, 3-propyl ene group, Z for et yl ene group, Are for

5- rmpholin 4-yl {1, 3]thiazol o[ 5, 4-b] pyridin -2-yl

Exalfpfis S a.) .
X p? 4- d| chl or obenzyl)-N-(tert.-butyl)propan-1, 3-di am
In khoven nwtihocbs the tablet of the following composition is prepared:
N- (3, 4-Di chl or obenzyl ) - 2- met hyl pr opan- 2- am ne
Actixg eam@PRRRtt o 4h@emet hod described in Exanpl e 44.

rting fro g (11.43 nmol) 3, 4-
Lac%lg%hl or obenza 5gmﬁyde reacting it with 2.4 m (22.86
Avigaol ) tert.-buptybamne, .1.63 g title 10 conpound is
obtained in the formof an oil. LC—I\/IS[M—I+]: 232

YOSG)@V@H%ClZN 2Bg152) . al2.)
hl orobenzyl )] (tert-butyl)amn no] propionit
Magﬁei[mmﬁfg %?‘8.?} o the nethod described in Exanple 44.
reacting 1.63 g (7.02 mmol) N (3,4- 15 -
di chl orobenzyl) 2- et hyl propan-2-anine and 0.92 m
Exaquplg 4%ol ) acrylonitrile, 1.5 g title conpound is

A btai ned i.n th mggtm@r%éRB}megﬁgm 285

N- (3, 4-di chl orobenzyl) N-(tert - butyl ) propan-1, 3 di am
ine 20 0.92 g (3.23 nmol)
3- '[Flle QBZ‘RB thcepiioo notegom v Offect of thebmwmbc)mﬂ's o6 ppticagi forrhhila (1) was

nated a to the nethod
exariipecE o FatrXh DRI 6! 8 PRSP FHRIBI0D AP Tng mecombinant K562 and

f i2s
RBLQH%@H%? fhegtg%@ c%%‘ﬁfé gage €4 LOM gf g)@ﬂvézgdbne) I- (2200 Ci/mmol)

was ed3- [ ( 3, 4 D| chl orobenzyl ) (tert-butyl)]amnm no]pr opyl }-
5- 1 1.3 th I 5,
yI§1 ‘&gﬁ'ﬂ‘rs ‘&DQp%ﬁaEﬁr%@é&@é@fibgzﬁge e 9} Bdddurie *I-Eotaxin,
1ncuﬂ§§fr5@%?inh{%s Exappice é(ﬁnpéstl@zgﬁ opgnef 55%5'} %ugfexg P&%fl?}@to medxum ‘
pH=1® (GIBCOR- donth{nln B30 RigpCBlAIS, Sﬂﬂkﬂmr(pﬁbtéksafﬁ(éb) goomg)(}etatme

: C ac hydrogen chloride salt and 0.26
3 ml E’rﬁﬁ’é LI%PE% in TO0 ml RPMI]. The test compounds are %msolved in DMSO, the

stock N-O lﬁ!’i}% 19'&1“&&%%99& %?C/)é %éﬁfﬁl’g%@ lf%l'%ii 5i ne OHC?rﬁré’lgP%lj%nﬂot more

than bf’/o afh® a:tsaysl_ﬁ‘el\ﬁ[rfvﬁlrﬂaﬂté 1D @ded-GR2NHI Bed. 2NRLP s504 i (BAted with the
AMVENDED SHEET 17/07/2007 Printe 03/ 08/ 2007 DESCPAMD
test qquomedDdord S Bynutes dhph éhqdabelled eotaxin is added. The non-specific

binding is determined in the presence of 200 nM non-Iabelled eotaxin. After 1 hour of
incubation, 500 pl ice-cold assay buffer containing 0.5 M NaCl solution is added. The
reaction is terminated by centrifugation in plate centrifuge (JUAN) at 3600 g for 6 minutes,
Th_e supernatants are poured off by turning the plates in upside-down position. The
remaining droplets were blotted with tissue paper. For solubilization 200 ul 0.5 M NaOH
selution is added to the pellets. After I hour of solubilization at room temperature the
radioactivity of 150 pl solubilized solution is counted in gamma counter (1470 Wizard,
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 '*I-Eotaxin and with the activity of the tested

antagonist.

AMENDED SHEET | 17/07/2007
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the foll ow ng
conmposition is pr eparﬁéskgg};@e component : 40 ny HU2006000078

Lactose: 35 ng 5 Avicel: 21 ng Crospovidone: 3 ng

Magnesi um stearate: t ng Exafple 47. 10 A:) Hunman

reconbi nant CCR3 receptor (hr-CCR3) binding assay The

recept or, antagonj st effect of the conpounds of

genetafPeCBinRingding § casalatedvaning sbifersneobatpean Biengtahgnd the non-

BSth; t [ Ag:.r Lhant K562 .
P o g e TR P PR st SRR Bl L e binding
and f@th GRediihaieg inodisied 12 e -prés2 2000 Gihk AL nisdacwaslsused.

I n_the assay 200000 cells are incubated in the

pr eEREEVEY ob thercomorpdy is chemrierized Wb ibalGsonalug0

m nutes at 37 C. Conposition of the assay buffer:

RPM - 1640 nmedium pH=7.6 (G BCO), [containing 80 ng

B.) I6HARS1i60 0f BOR thpbitibaamen e 3-REI0akih@ERIW 48 ccl1d
m 25 MM HEPES in 100 mM RPM|. The test conmpounds:
are dissolved in DMSO, the 20 stock solution is
di ith th / r. .. The final . n
oRC R 10 S RTE AL et 17 b e TBEY demsiy (umber of

cellspier 67 /R dfithe aaRrWRAl) Heal@Sred R SChbsaTBe cells are washed and
i ncubated with the test conpounds for 15 m nutes,

loadgdhuritht qrécibmbiericatbralyt §Kalnivns Phubtresay KiteMuevudgrdadvides). The cells
oe o008 P ARSI AEE: s SR RSRREP R, o8Bl piace. The ave

non-
is a SRQrdscéiecAuth AN WHiSE sERNLALIDI RGicRes M Iﬂﬂgcellular calcium

solution is added. The 25 reaction is term nated by
concgdrationf Ugatntovellnlaptatiencentcentratgm i6 AN ctatti@ 608 the fluorescent
. for. .6 mnutes. .The supernatants are poured off b o
signgf Qf H?%Sgﬁf*&rﬂ%gﬁ%%&nmn 4T BETABS PP M@ NOVRS TAR apparatus, at

excitAtesPANY 8isHoARN flefenpBie blotted with tissue paper.
For solubilization 200 .tl 0.5 M NaOH solution is

The sgtigtide agonibts used Ineths expfringentd ateour of sol ubi |l i zation.

at.roomtenperature the radioactivity of 150 |
sdFUBYM zed solution is counted in ganma counter

(i Wzard, 30 Wallac). The radioactivity of the
solution is in direct ratio with the nunber of the

r do@ptiors of the cells, with the anobunt of the bound
1@- %tixi n and wwth the activity of the tested
a i*st. AMENDED SHEET 17/07/2007
Following the addition of the selective agonist, the intracellular calcium
concentration in the cells significantly increases which can be monitored with the help of

the fluorescent signal. In the 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. ‘

The intensity of the maximum signa! following the addition of the agonist is
compared with the calcium signal obtained after the addition of the same agonist, but in thé
presence of the inhibitor. |

The acti-vity of the compounds is characterized with the ICs 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)

AMENDED SHEET 17/07/2007



Drirdad- i nted: 03/08/2007 006000078 38 The |
Pmﬂed'&anggxgggcific bi nding is Egﬁggé%%%ﬂ as the difference HU2006000078

between the total and the non- specific bindings. The
activity of the conpounds i s38al cul ated fromthe
specific binding and fromthe binding neasured in

. esence of .t,he antagoni st nol ecul e. The acti.vit
acch i BRI G SuH orBRs B ol G Ihe EordPTe of ebdral formula
(1) ¥bkiBng 1PclBin INTBSH 108} J-Qks Qe Eﬁtﬁ%’g%@ebéf* 0.2 N Q8 560 nM. Of these

hCCR3-RBL and hCCR3 K562 cell's > K562 and

COTHOEBRTS, RBE 2HB:cid M Bvpnred 0000cwed havewdlh vdbrsiteyween 0.5 nM and 15
nNﬁnunber of cells in one well of the mcroplate) are

cultured for 24 hours. The cells are washed and 10

| oaded with cal ciumindicator dye (Cal cium Plus assay
Kit, Molecular Devices). The cells are incubated in
the presence of the dye for 60 m nutes while | oading
takes place. The dye is a fluorescent cal cium
‘indicator, which sensitively indicates the
“intracellular calcium concentration. The
intracellular calciumconcentration is in direct
ratio with the fluorescent signal of the sanple. The -
experinments are performed in a BMG NOVOSTAR
apparatus, at 15 excitation and em ssion

wavel engt hs. The sel ective agonists used in the
experiments are: Eotaxin Eotaxin-2 Eotaxin-3: 20
"RANTES Fol |l ow ng the addition of the selective

agoni st, the intracellular calcium concentration in
the cells significantly increases which can be
nonitored with the help of the fluorescent signal.

In the experinents an agoni st concentration is used .
whi ch causes a 75% cal cium signal conpared to the
maxi mum at t ai nabl e signal. 25 Antagonists are added
15 m nutes before the agonist treatnent. The change
of the fluorescent signal is nonitored for 30

seconds, during that period the process takes place.
The intensity of the maxi mum signal follow ng the

addi tion of the agonist is conpared with the cal cium
signal obtained after the addition of the sanme

agoni st, but in the 30 presence of the inhibitor.

AMENDED SHEET : : - 17/07/2007
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Claims

The activity of the conpounds is characterized with
the 1 C50 values. On the basis of tests A and B the
compounds of general formula (1) were found

bi ol ogically active. The npbst potent conpounds are
t he compounds of general npula (1) AVENDED SHEET
17/ 07/ 2007 Printed: 03/08/26g$

39 according to claim2, which forma narrower group
of the conpounds of general formula (1) according to
claim1. Their 1C50 values are in the range of 0.5 nM

DESCPAMD HU2006000078

o 500 nM O these conpounds, the especially

1. The dcmymundschfitid goedab®rihalaél)] C50 val ues between 0.5 nll 4

and 15 nM AMENDED SHEET 17/ 07/ 200640 Clainms 1.

The conpounds of the general fornu I) O Art "-XN
LYNN z -Ar2 | R, R2KN_ 5 aher apés? f or
phenyl group, opﬁ’onal | y'N{bst | th't ed - one or two

hal ogen atom X neans strgight C| -4 alkylene group,
optionally substituted wigh one g5 nore identical or
non- identical straight or branched Cl-4 al kyl group;
Y nmeans 1, 3-propyl ene group; 10 Z neans val ence bond
or straight C2-4 al kyl ene group or straight C2-4

al kenyl ene group, optionally substitutegpyw th one or
nmore identical or non-identical straight or branched

where C14 al kyl group; Rl neans hydrogen atom or strai ght

Ar!

X

b hed 4 al ky d
0 aads Re Pt ERuP- i b i Wi n orhip R R

0 B{e'a%}a oht @FJP %léﬂét Qu;W'ofai!'brﬁ[l? sEHstiRIdwnitHeRdr @@re idlitical or non-
non-i dentl1 ca

c ddestienl ismajghsfor branehedifii+ 8tkybgihdhed C, 4

stituent selected fromthe group

means 1,3-propylene group;

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

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

5~ or 6-membered het_erocyciic ring containing one, two, or three nitrogen atoms, or two
nitrogen atoms aﬁd oﬁe oxygen atom, or one nitrogen atom and one oxygen atom, or one
nitrogen atom and one sulphur atom, optionally substituted with one or more identical or
non-identical substituent selected from the group consisting of straight or branched Cy4
alkyl group, straight or branched C,4 alkoxy group, halogen atom, nitro grdup, cyano
group, carboxyl group, pheny! group —optionally substituted with one or more straight or
branched C;4 alkyl group, halogen atom, or benzyloxy group -, oxo group, -NR"R" group,
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al kyl .group, straight or branched Cl-4 al koxy group,

hydr oxyl group, am no group, am no group

-substituted with one or two identical or

non-identical straight or branched C -4 alkyl

group-, trifluoronethyl group, cyano group, C-2

al kyl enedi oxy group, halogenzgtonl 20 5- or

6- menbered heterocyclic ring containing one, two, or

t hr eeCONRI®Ye Bradh 0180, NR R Waroup) tHEGRN R QI RANGh ®AGdently mean
oxygen _atom or one nitrogen atom and one oxygen

at omYSPEg oM el hraaehsth Gan alkshsowy ppdrﬂ;fPlo%ﬁ%ﬁ igyoup, benzyl group,
opt i QRRM Md RULSE foUied WML 1006xeR htoBDY Bol8 Ml LAl Wrmula (a),
non-i denti cal substituent selected fromthe group

consi sting of -strai ght or);r*ar‘@h’ah, R'8)_kyl group,

strai ght or branched C, 47al koxy group, \hal ogen atom

nitro group, cyano 25 grtup, carboxyl oup, phenyl

group -optionally substit oWhh o or nore

strai ght or branched Cl1 4 al kyl?'grouprifyal ogen at om

or benzyl oxy group -, oxo group, -NR OR11® gf®up, 41

- CONRLO& ..group, -SO_, NRLR' group, wherein R10 and R’

i ndependently nmean hydrogen atom straight or

br ancheR"” @d R" std/for hyydoepon 2108, & sicajgt onbrkydhediE ountky! group,
benzyl gro or 0 Cf to rw t

nitroge% a#gﬁ$% g?%%pn%PgFﬁ% gg%gbalq%&%%ulgwjd),qgmmn' ato,
(CH2) q »b{RﬂQﬁgTouprAcreE(MWd- forBy(Rg@) gorpajtraghepebmnched C alkyl

by ancnado o AP Py db k8480 BbAT 2 S e e
group, oxygentsgeom.sal phur atom - NR14-

group. - ' 4 stand for hydrogen atom straight
or braﬁ?%g%%%g};%alkyl 10 group, C3.6 cycl oal kyl

gr oup orrepresvzislzexyr bup-, q represents zero, 1, 2, 3,

r represeisndes:1:0 represents zero, 1, s
represen%@ z%rg? 17 15 the benzol ogues of these 5- or

6- nehd beradiohes erfabsse | e 1 ihperebartiehdienayelee wheregtheriynzene ring may
o5 ALY B, e 56y 240, 4 208 B9 i
t he sgegupfromnisi soiMEpnsiFtidgaifdgleerattom stsighiaighncier C,., alkyl group,
o e Sl LI, B2 ] BLAISEE G <o o,
Cyap;@rng)d ugoup, Crp alkylenedioxy group, hydroxyl group, sulfonyl group, -NR'R"
group, -CONR"R" 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 one nifrogen atom and one sulphur atom, comdensed with 6-
membered heteroaromatic rings containing one or two nitrogen atoms, optionally substituted with
one or more identical or non-identical substituent selected from the group consisting of straight or
branched C,4 alkyl group, straight or branched C,. alkoxy group, halogen atom, cyano group,
carboxyl group, hydroxyl group, -NR'*R*' group, -CONRR" group, -SO,NR!’R! group wherein

the meaning of R'® and R'! is as defined above;
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car boxyl group, Cl1.2 al kyl enedi oxy group, hydroxyl

group, sulfonyl group, -NRLOR' 20 group, -CONRLOR!

group, -SO2NR OR' group wherein the neaning of RO

and R" is as defined above; or 5- or 6-nenbered

heterocyclic ring containing,one, two or three

nitrogen atons, or one nitrogen atom and one oxygen
or one nitrogen atom and gne sul r atom

with 1 A AT SO BB SLE PR G Oh e et Eiqye. ¥ means propylene

group, GONTRLY RRURD %r tﬁmm@éﬁsr RERLAL QOB arfPOR@KAY for 2-hydroxy-4,5-
substituted with one or nore identical or

dimethpgyrphegehgroenl lsscilﬁgrtemmwalsmeé»@tl@d from the group
and thef2ARL %{glllvytgs Sld 3A L A 15Ok BASDSDEA fdredt, @ kY107 OUD,

y group, hal ogen atom
cyano group, carboxyl group, hydroxyl group,

- NR76R1! oup, - ou SCPN L qgr - group .
2. The g He o heEHEh R B O R e e TPoae | ped
Ar' ab;ih\ﬁﬂs foB Bhehd1 gdlup,foptibl g sabstified Widh orieforAwo halbgendsorhor
phenyl group, X neans ethylen roup Y nmeans
X meaﬁf, 5nggn%14 @1}(151856 gpupﬂ%pthga]ﬁbﬁ ‘ptu 0@ OF e identical or non-

hy @ @EAR LR B A O S LARA ro2- hydroxy 4, 5-
di met hoxy- phenyl group Z i's d| ferent from vaI ence

Y b anggns é,ﬁdJrQHYéﬁmpgS(alPts sol vat es and i soners and the

Z S%E%sasﬂglgﬁp Ffﬁ tﬁ%?’len% %O%g or C a:fken%rlllaﬁe 8@&%91{? gﬁ%sgiuéed with one or

t he gene ccordi ng
ArmostlécmﬁSalfoo nomhkntydal gtradght or oppbdhed &4.4 glkgldoeun; t ut ed
h, one means straight C -4
R meafy hyirGE oot perareR St AT ERES wi ¢ h-one or

R? ﬁﬁﬁl%ﬂydﬁjgbﬂl@tafn or non- identical straight or branched
Cl-4 al kyl group; 10 Y neans 1, 3-propyl ene group; Z

Ar’ nég‘ﬁésg’fplé‘i“éfn%m@4 al kyl ene group or C24 al kenyl ene
optisp %%élﬂbe?é’cbﬁ&th&b‘ﬁ@@ et dbn@REnObne, "1@5 Eorl BRRtHi®8Yen Afoms, or one -
non-i dentical straight or branched ¢l 4 al kyl group;
Rnitpasn gtomy adoge X B misn. 05 CPRNFTRECTHHO aah eprehlhus atom, optionally

al st ands

fggy%lﬂ'g n@#ﬂ%?%e{}% @Qgﬁa@é% 8%2%1}62 ltkéﬁ%r%[gl icring

C(D]lﬂi hemohguone! thewo 5- or GHhemlered ﬂlctglgnencl@t phere tbe bemggne ring may
one

d
at® B{H’%ﬁg ba:] %nf}}?ﬁ?mgﬁ %]%e 8?)% Itmg nﬁla 1denscg 2' hoggt?eéltlcal substituent

WistlBcted) o thegrdip Sdohdstipigtof Gialopsrnmome Gtrzﬁ:glﬂ odlbkankhed C,4 alkyl group,

ro
g amlillgo group, amino group -substituted with one or more identical or non-identical straight

or branched C, 4 alkyl group-; or



t he benzol ogues of these 5- or 6-nenbered

het erocycl es where the benzene ring may 20

optionally be farther substituted with one or nore

identical or non-identical substituent selected from

the group consisting of hal ogen atom straight or

branched Cl A al kyl group, anmi™no group, am no group
-substituted with one or nore identical or

non- kG@RiHefd! hetd bRt ing S RERNERSdr BracniBbded | atoms, or one nitrogen
group-; or 43 5-fenbered heterocyclic ring

cont &P 3RE CRHRFIEEN PPY OAF TiETegETIGR erdeone gl atom, condensed with 6-

Ni t I 0GR Rerct 1B GACh ARCHAXY B6RaiAHO MncObr ME MHrideRI88ns, optional
aton1andﬂgne salphur a?%%l co%de%séﬁ Wﬁth 6-rﬁ§nbere% optionally

5 het efbaiBRAMIE f AysoEIHEFA PhieTodentisr selsstuatitselogeshiron the group
at OMEynsRffd AREhiad @ bEMBRHIC YRR Ml st erbrgﬁ%g& C,.4 alkoxy group,
i dentical or non-identical supstituent selected from N
t he ¥easp atogbnSPAR By Bours tiR| Yhierayp -Bherie tedn@ings of R and R
al kyhre 9§ QiRed Sitdiahght or branched Cl-4 allcoxy group
hal ogen atom - GONRLIOR11l group, -NR OR' group )

and.thkelis, solvHes apd demsgeod the RAD aaseplrtes thgreslas def i ned

10 inclaiml-; and their salts, solvates and isomners
and the salts and sol vates thereof. 10 15 20 25
30 35 44 3. The follow ng conpounds according to
Cains 1-2:
3-(Benzot hi azol -2-yl ) 1-N-{3-[ (3, 4-di chl or obenzyl ) (et
hyl ) am no] propyl } propanam de,
N-{3-[(3, 4-di chl or obenzyl ) (net hyl ) am no] pr opyl }
- 3-(6- et hyl benzot hi azol - 2-y1) - propanani de, 5

15 N-{3-[(3, 4-di chtorobenzyl) (meti hy)ani no] propyl } - 3- (6-

met hyl benzoxazol - 2-yl ) propanam de,

3-(1H Benzi m dazol - 2-yl ) -N-{3-[ (3, 4di chl orobenzyl ) (e

t hyl ) am no] propyl} propanam de,

N-{3-[ (3, 4-di chl orobenzyl) (et hyl ) am no] pr opyl } - 3- phe

nyl propanam de, N-.

{3-[(3, 4-di chl orobenzyl ) (et hyl ) am no] propyl }

-3-(7-methyl-[1,2,4]triazolo[ 1,5-a]

pyri di n-2-yl ) propanam de, 10

20 N-{3-[ (3, 4-di chl or obenzyl ) (et hyl ) ami no] propy! } - 3- ( 5-
di met hyl am not hi azol o[ 5, 4-d]
pyrim di n-2-yl) propanan de,

25

30

35
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N-{3-[(3, 4d|chlorobenzyl)(nethyl)an1no]propyl}
- 3- (5-di net hyl am not hi azol o[ 5, 4- b]
pyridi n-2-yl) propanam de,
N-{3-[ (3, 4-di chl orobenzyl) (et hyl ) am no] pr opyl } - 3- ( 5-
isopropylaninothiazolo[5,4-bh 15
pyridi n-2-yl) propanam de, é-
1- (3, 4-di chl orophenyl ) ethyl] am no }propyl)-3

3. "ﬂ(eﬁ‘oumutydo s Eicol;rcﬁlg]to thitazpbo [ 5, 4-b]

ﬁﬁn{zeth{am 2(%)1?4})@ ﬁ? glfrgébﬁ&%wi)@?qaw)ﬂﬂ{%myﬂ}rg?ﬁaﬁw&? 0
N- {QMt?}!l-dlghlex%b ﬁﬂﬂﬂ%@}p%yl} -3-(6 methylbenzothlazol 2-yl)-propanamide,

thlazolo ro anam de, 20
fﬂfflﬂoreben&y Hhﬁaﬁlalﬁﬁ@ﬁw &t y%af]ﬂ}szlﬁl?éwwc)l AniREPpRagLde;
3. (IH !anz%ni(i@zoﬂlﬁ%[]\f gz q3la= d&ﬂ&oM(ﬁ&@l%ﬁﬁmﬂprd%},d}propanam;de

W B e o e hoareRBtor opy! 1 - 3
N- {@E[CBW&E%QJ)I‘OB’énﬁyﬂ(m\é{h&l)%mﬁ&)]&)fﬁrl\)l?l?@l L@LtihA-[0} 4]triazolof1,5-a]

pyridin-2-yl) propanam de

PWH@T%VQWEW@ﬁP@?OphezyI)ethyl]an1no}propyl) 3- (5-pi peri

N- {dlﬁ[}(’s 4- dlCIMJ)I{)ﬂeng_x}lj(Hie ?Q:Lxﬁlno]%ﬁ)pyl} -3(5-dimethylaminothiazolo[5,4-d]
b] )propanani de, N-(3-{ [

Pﬁliﬂlil%‘zﬁi}ﬂf@ﬁ‘ll"@’rl%henyl ) et hyl ] ani no}

N- {@E@%}hzé’roﬁe%zﬁ)(fn@@rm&!nﬁo]lpmpyﬂ} .3 d%llétﬁ‘}l'lﬁﬁiﬁl)tﬁlazolo 5,4-b]

pyrid ) pr opanani de,
pynwnc%m{rqnae@ﬂée di chI or ophenyl ) et hyl ] ami no
N-{B J@(3ledi&}:)10rébe§1§y1m@ﬁl9ﬂ)anﬁino]ﬂrogh[} 5, 3liiBiREQBotHiBeibrd 4]

pytidin-2-yl)propanam d
Py Bylrrapanargideh| or obenzyl ) (i sopropyl )] ami no] propyl }-3

N(3- g[ﬁ iwfd@ﬂﬁzlr('gﬂefyl))é fardih Hr&%BL0s n%yiémnou 3]thiazolo[5,4-b]
] pyridi n-"2-yl)propanam de,

PYU{i{’sl-Z[ (B renagmgie.or obenzyl Y(tert-but yI )] ami no] propyl! }
N-{3- g[q 54%%@4 fhﬂ (hethyBrtifd J%ﬁﬁp L3-(5-methylamino[1,3]

) pr opanam 5 and théir salts,
‘hm§8ﬂ§ét HHZV ﬁ%W@nﬁﬁd the salts and sol vates

N-{8 e afdichbro Eﬁ%ﬁ@l f(ﬁEthSrlP‘ﬁmﬁcﬁ]?x%@ﬁ%l( V\ﬁlﬂéﬁdﬂlh%ﬂ[l 3]th1azolo[5 4-
compounds of tHhHe gener al 1 ere
blpgidie@-yhmopangiideAr - have the neanings as defined in

N-{ﬂ[ @l(ﬂhih;&fb%pﬁ@&ﬁ)%ih;ﬁjémktﬂ%d@ﬁﬁﬁo]pr%?ylﬁs,)(séyﬁldﬂﬁm ﬂzll[l 3Y\th13,z010[5 A-

onpound thé ‘genéral formula

pyrﬁgl -2-} )prppanamide,
N-(3-{[1~(3,4-dichlorophenyl)ethylJamino } propyl}-3-(5-piperidin-1-yl[1,3]thiazolo
[5.4-b]pyridin-2-yl)propanamide,
N-(3-{[1-(3,4-dichlorophenyl)ethylJamino } propyl)-3-(5-pyrrolidin-1-yl[1,3 Jthiazolo
[5,4-b]pyridin-2-yl)propanamide,
N-(3-{[1-(3,4-dichlorophenyl)ethyl]amino } propyl)-3-(5-mopholin -4-yl[1,3]thiazolo
[5,4—b]pyﬁdin—2—y1)propanamide
N-{3-[(3,4-dichlorobenzyl)(isopropyl)]amino]|propyl}-3-(5-morpholin4-ylf 1,3 }thiazolo
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(I'tl) where the nmeanings of Ar', X Y, R and R2 are
as defined in daim1l is reacted wwth a carboxylic
acid derivative of the general formula (Il), Ar2-'-~
ZW O (Il) 15 where the neanings of Ar and Z are as
defined in aim1l. and Wstagls for hal ogen atom
hydr oxyl group, -O(C _4al kyl) group or
-OCO Z- Ar2-group, wherein the nmeanings of Are and Z
[5 artdpyaidineeflimaednimide] aim 1, or b.) an .am no conpound

.gen f.or |
AT N L N AL RS AL i o
[S,ﬂrb]}ﬁnéjnm gl)prapahaaﬂt:ed vvlth a hal ogen corrpound of the
ne "N/\ Ar2 R2

505 S soReBpd o i R e hertotar s g 7

are as defi ned in Caiml, and i f deS| red the

esu nd t he n | 2
+ PSSR P atrorRnar rr 8! cimpodf OEhF bk Bl 0 S gy v 2 R R
and AGMavd t8e Siadningg s §efineaineClaindl dnracteset wedat nto its

optically active isoners, or the optically active

isonmer is transforned into the racem ¢ conpound and

i £) dekdnfiedcdntpeusd siltbd gehak! fosaef®), are 5 separat ed

fromeach other. 5. Process accor d| ng ng? Caim4 a.)

characterized in that J\ t he gener al

formula (11) the adropri aNe carbbb(yl ic acid

chloride is used. 10 6. Protess acébrding to Claim5

characterized in that the r%ction is carried out in

the presence of an organi c base. 7 Prgﬁgss accordi ng .

to daim4 a.) characterized in that a he conpound
of wheregeneealindsarfmad ax (Y1} anﬂl‘lé BP P dqftnedireClaim 1 is reacted with a

gonerir iR S skl
Arz” z \I( '
. o
(i)
where the meanings of Ar* and Z are as defined in Claim 1. and W stands for halogen atom,
- hydroxyl group, -O(C,_salkyl) group or ' —OCO-Z-Ar*-group, wherein the meanings of Ar’
and Z are as defined in Claim 1, or |

b.) an amino compound of the general formula (VI),
X
A" SNH

| (V1)
R‘l

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

compound of the general formula (XVII),

0
Hal” NN )kz/ Art
’

RZ
(XVIT)
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15 of an activating agent. 8. Process according to
Claim7 characterized in that as activating agent

di cycl ohexyl carbodiimde, pivalyl chloride, ethyl
chl orof ormate, isobutyl chloroformate, carbonyl

di i m dazol e, benzotriazol -1
yl-oxy-tripyrrolidinophosphoni um hexafl uoro phosphate

is used. 20 9. Phqa ceutical preparation

wiene temeanipgyofl Yo Rhar and Zconterhscd i laim hotd of the
i B8Ekal f {sBansRSEBIn®Y its saffor solvat
if desue%ﬁ{gggéﬁﬂq% (%tnptonlsd oﬂt‘ﬁ Eaﬁaltfﬁg% g)nl K gags ttire fnI n1 esdsa or solvate, or
llberatectfra:nmﬂsaltmrcblotylatd ¢I’E‘I/QT rs-@:sll‘teé inwolls entesllo pctive O RBRES, o dlhe optically

active 158m8: Satéaﬁ]tsg CZ Olytg ttl"‘l:}e L hegnrnp res rnﬁgc o Fl’? ¥, glrdeg?%:p thte stru ctg}gll 150@ers are

wmmawaﬁnmﬁhatﬂheeutlcal preparation according to C a|n19
characterized in that, as active conponent, it
contai ns one or nore of the conpounds according to
5. Proce$d REFUBe tSC1Ah 4 aﬂ-ﬂ-chak&ﬁ:m@éd fnlBat GO MBS u@f oftthegeneral formula (1)
general formula ( where Ar', X, Y, Z, R, R2 and
1h6ﬂmmmﬂﬁﬁﬁﬂ?%qﬂﬁa%@%ﬂ?%%§sﬁ?ddef|ned in Jdaim1 and their
salts, solvates and isonmers and the salts and
sol vat es thereof, for the preparation of a
6. Procesredradmene Claom & ﬂ@rmt@eimmnﬁ t difie ngantionlioefraed s lieteggesence of an
or mncgg(nn asthma, 5 allergic rhynitis, atopic dermatitis,
BAMC X% emn, inflammatory bowel di sease, ul cerative
colitis, aIIergic conjunctivitis, multiple

scl ergsis n di,sease, H V-infection an se
7 Proces; foQBRLRLERGH MR 1 e ooty b ERRET ormuta an
the appr&S1ReS @kbdxQieMiad i fdadted RItAHRGNENS 8f the Werierd] rfotaulOfITY hﬁhe presence
conpounds of 10 general formula (I1), Are /Z I

of an act{yafing agiere Are' represents a
1,2,4-triazolo[1,5-a]pyridine- or
tiazol o[ 5, 4-b] pyridine group optionally substituted

8. Processi achording to Claor &clrackirighd inghattasapidyrsids @gent dickglphexyl carbodiimide,

pivalyl (?l ol etf?%l c%lo%]t?m&%c b ‘Eﬁ%ﬂ %Ifoﬁlla%é”&{ %@&?Méiﬁ‘%ﬁ%zebéhzomazo}—l-

ngs o roxy group

yloxynmSﬁNBHﬁEbmgpmnmnnh&@muaqubqgamupmmb R10 and R' are
as defined in claim1;

9. Pharmaceutical preparation characterized in that it contains one or more of the compounds of the
general formula (I), where Ar', X, Y, Z, R, R? and Ar? have the meanings as defined in Claim 1
and/or their salts, solvates or isomers and the salt or solvate thereof and one or more excipients used

in the pharmaceutical industry.

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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Z represents 1, 3-'propyl ene group; and W neans as
defined in daim4. 20 : '

47

11. Use of the compounds of the general formula (1), where Ar', X, Y, Z, R', R? and Ar” have the
meanings as defined in Claim 1 and their salts, solvates and 1somers 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, ulcerative colitis, allergic

conjunctivitis, multiple sclerosis, Crohn disease, HIV-infection and diseases in conjunction with

AIDS.
12. The compounds of the general formula (Ila) forming a narrower group of the compounds of

' W
Arz’/zY

O .

general formula (IT), -

(lla)
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 C,4 alkyl group, straight or branched C,4 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 claim 1;
Z represents 1,3-propylene group; and
W means as defined in Claim 4.



