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WO 2008/ 149168 PCT/ HJ2008/ 000063

TRI AZOLJ 1, 5- A] QUI NOLI NES AS ADENOCSI NE A3 RECEPTOR
whb@NBE6TThe present invention relates to the POPHT008800063

A3 receptor ligands of the general formula (1),

within them favourably to the antagonists, to their

salts, solvates, N-oxides and 5 isoners, to the

phar maceuti cal conpositions containing the conpounds

of the general fornmula (1), their salts, solvates,

N- oxiTHERZOEAE - PSHREBFLINES fhePEHOSIHT 23 HECEUIRP deRFaRPSof

the general formula (1), their salts, solvates,

des and i s reparation
n‘éigﬁ PERSeRgIny mé é%étle%? # %lnog n{zl 3 re%ﬁgéo?rllgégﬁt of the general
foﬁlﬂha/ al,esthid\thexi fdesirgbgtol tﬁ@m’emmsastowmf salta,SOIvate‘s e oxides and
i ntermedi at es of the eneral fornul a

SN O RORTPCCUIE BOPOOT ST Ear At FHRPOYS ofrihe keneral

foARN AT (REr dabis BoWaleh - HBRWBs £ANRANLY) to B useyRethlcompounds of the
bi ol ogi cal | y active endogenous no| ecul es (ATP,

NAD+,
generel formuladiDe gheir BHs| sgbvates; §-oxidsy gndaﬁomﬁsaopttgﬁprepmat1on of the
co(‘n%g{ﬁllcgt dtlidle %é}lleﬁl kdtmu MYS%RQ|s99’ht€§'N—9}E1Qé‘sea§ﬁQ§omeT§1 &s well

enosi ne on heart function was di scove
as16 tiwl neeamyermﬁdlatgggf the Renargl fomenladBn€\g)digy (X1 a%@%\{ Jofnd to
68; 21 The identification of an increasing
'meﬁm alrﬁ(mf]@lgj%y5|oIoglcal functi ons nedi at ed by

adenosine and the discovery of new adenosine receptor
subt

v 0 bilities for )
app AR Gy PRy chmpatir S RATREeRl gotivg eqdosenous
m&bules, (AP, NATB, melgﬁdels)irB:ést;llﬂcpm;asl mtrmgﬂatﬁmggole in

1998) o.date, the_receptors . for. adeno ve been
BT CIC TS B ST i
alEh@y A 1900tYRe kil PRtk %@ﬁblbé&’,,fzmo n929r) hit emtification of

t he adenyl ate cycl ase coupllqg %g G, nenbrane he di
arpinereasing Nygaker P?Phsfﬁqkeﬁé SEicppsdpedig %adﬁﬁ%%%ﬂ’gt © discovery
ofbRt a%gﬁosm-g}@ce st RLRE p§§ém1]YtE& f@r&ﬂer@&uﬁ@l E{Siﬂﬂéhtdﬁlcbf specific

into two further su ]g pes - Ala and A2b -

ligaadefovise, S and Quianifvd. Bverspnigread Wé}cg@b%@mpw §:19, 1998).
The 3 n(%e ? In[gg ré%fe?tlaggiﬂ? S8 B AShERAREE 9fa§51ﬁéaaﬁiﬁ) B8 MNnain classes:

rece ent i romrat testis cDNA |ibrary.
Al, wtzeandum mApmdv%@d it peartly respasibisolior s@ﬁv@mhq edeaylgis\eyplase by

OB e e 2O RR0 Bl RRE b hencID AL MR rhBerr §yEmms. The

coniy
As egoptdr mmemga rbessybdleldsd nmfstvfm ﬁnﬂmssmmes ik loind iAon-, which

of aden t|on of Li
e USRS, BB L, GRS 835
h&VeORBE rédedtly edtiaé® flohetat tdstn @DNM HibraryBdtater At wan qbroé\deét that it

receptors pl i nporta roles in e central erv
COFSRRNF 1 HR0VED fe%w%ﬁ%amr%&g}grrte“ﬂ? oqF AR O ARG TeEPtors s

cRHBRES NG WhRI Ridrsl tend-BlegRBRr QfysteyiBlapy £ mstance inhibition of
transmtters which effect is nedlated by A receptors.

adenylateecynlesgrand simalstipn af plo Sl?l@lzléft?ﬁ &r&@d edi ate the

negafyy g e#x@ﬁ%é Pe@é ors %Pé' Rﬂﬁ& K0 Bdveraf BEhafd SPiE@ReGheir functions.
effects eno he adenosi ne A2a receptors,

Bothi éh dmic&baecbcpléblat pl‘axeuylppﬁaxﬁ 1hleg Har tha rasoisal neTVQUsesystem. and
c%%%lg%t%g} sggénsip Igythg (lelgCtt 0@@411051%] eif)ﬁiﬁfté glEEi ‘g’élv%e of synaptic

tors'Inr e U € Syna
tr2081idrd S eFfféH HUﬁélﬁﬁé(DBﬁ)@ﬁ&eceptors In the heart, also the A; receptors
mediate the negative inotropic, chronotropic and dromotropic effects of adenosine. The
adenosine A,, receptors, which located relatively in a higher amount in the striatum,

display a functional interaction with dopamine receptors in regulating the synaptic
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2 transm ssion. The Al a adenosi ne receptors on
endot helial and snooth nuscle cells are responsible

wo erosadlasosi ne- i nduced vasodil ati on (Baral di PP@/au2ei8/000063
Chem Rev. 2008, 108, 238-263). On the basis of nRNA
identification, the Alb adenosine receptors are w dely
5 distributed in different tissues. They have been
identified alnost in every cell type, but its

treRNRs6iss. Dite s, hdeodihdg Resptodsnont Et&lo'th&hﬁSatﬂdnﬁndi)‘ﬂld Iﬁd@ﬁe cells are

RO 1P COISA RO RBRa 81 ot ot FBrot RO0S, 108

23%usel.e tone of the blood vessel and plays a roIe in

the functjon of mast cells (Volpini R et al. Curr.

TopiQs thenbasisgol mtkin identifigation, they Ao adeposing resepiptss F offidely
dibBYRESinf ffeB t?sg@égoﬁﬁé}%a'if@ BERLIAE Jﬁf ed Qhﬂ(ﬁ% 1EHvelyOMI type, but its

corrparl n to ot her Su types an Specl es
exgespdprtlisrihe hixbeside ﬁ@sunﬁ:etmee@éﬁh@blgd@z eT}e& p}ﬁé:ss:edobably also has

ok AR L at{ng fuh&ga Cﬁ”rhé ?égtu&%g%{ Q¥ %’ mels?ﬁ b o8 blood
Fmmune system an i nvVo in e
venwet andoplpye wle mgbé ﬁino’uorr(ﬁl reas ecl B r(Wnipma R etak| Cwr. iTopics in Med.

i iat.e sensitivity reaction and in
C%%ﬂ??%g%r??%ﬂgpanulocyte mgration (Y.Chen et al.
Sci @ExpeesA0f) Gevdlkdfol 29 2addd@he. reddptdro fret tacien o tcotipatigy ot other

s essenti t 0. ensu that the .nol ecules are
T TR G WA SR A S P
thél @&Eral AbrvhhEhstedl, t&mgl dan@rﬁn)’ndne sth@n Gasg gﬁa‘ar YEBY iffoBARd in the
concentration to the , Ala and Al b sub-types. of the

modEA 98 of et pelgpse ﬁ‘Pﬁbmﬁ?é celli1a dumediple hypsrseusRiviy &getion and
in n@ﬁtrdpiﬁﬂicg%ar}uldc?{e@ﬁlgfaﬁoﬂ%i' €figh §tQ1.! §i§eridE Q01633 191792-1795),
| avonoi des hydropyrldlne derivati ves,

t hi &9 F}@FP@BWtCh‘&GF it sesential ki enseredhaf thapealeeides arg eelegtisie towards
o REISHHENOLRES heFRUE VBEs ndfs OF HddCorR! ORI LS Bry high

to the geno I ne subtypes sel ective antagonlsts are of
cogtentragdnytolthepdpHizh ami &h aulatypesrqf tmdsecmu@rrbctemort hey have

poOr, agu Kty.. Thi 0 der hei

in Vido 25P g % 15ikga/is‘f’ ]‘(lgrs%lsgheenPl%ﬁtt%r 9Pt tzéré\l F graups of
flaviosoidesirid aFdlbjdrsﬂswdn&sdedlivatﬁ@B etﬁlalzoiondphthynémesr ahipovopytimidines

ter so enosi ne A3 tor antagoni sts,. i s
artn SRt e, HoeSar, Py b5 S PERAGE fB9BR b bsink Subtypes
seﬂeéﬁ%éé&ago%%g%ar@%g s@ﬁglyﬁi‘;iblﬁhﬂletchaﬂact\e/\ro \l:oréfivggcélﬂgéﬂﬁy have poor

: at ent i cati on i ,
aqas%r%OI%@&lw rTla% @rca?e&m.wo £ Snibelg di jviR; $RpLEatioy. 26\;%}5 seen in the

litSatuks; ke RIm ik B Pru@iks 8fdceditth VIR BERRARLNE Wit soluble adenosme A3
antagonlsts The conpounds of the general for

regepjor ARGy, I@fncpe@ﬁléat(%ﬁoll\ﬁlékﬁ Eo#- \J@bé/@@ggéé 3&4% 2002; A.

95)1n¢ M1 @t R0eNt Sg (M%th hi gh select|V|ty VO
2008/ 149168 PCT/ HU2008/ OOO 3 3 R3 (CR1'RT) "

( CRIRjent application WO 03/053968 describes trlazolo -quinoline derivatives, a novel

structural group of effective adenosine A; antagonists. The compounds of the general
formulae (1) and (1a) of patent application WO 03/053968 are adenosine Aj; antagonists
with high selectivity.
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Xs" " 1R46" 9 RX6 | RR~R10, 1 RNNRN,'N
N={ R11' N={ R7. RT la Patent application of

w@umBileats on nunber WO 03/ 053968 cl ai ns conpouPdEHDR008/000063

the general fornmulae (1) and (la), -wherein 5 R
stands for hydrogen atomor a straight or branched
Cl. 4 alkyl group; R2' stands for hydrogen atomor a
strai ght or branched Cl-4 al Byl group; R3" stands for
hydrogen at onger a straight or branched Cl_4 al kyl
group, or a gﬁenyl group, thienyl group, or fQvyl
group, optiongRrgzpubstituted by one or nore hghgpt
or branched _4 alkyl group, straight or bra n
Cl_4 al koxy g%pup, or hal ogen 10 atom or far 5- or
6 menber edshefer oamsomatic ring -contai nj,ngRoneX

three ni nMs or one nitrogen RlomlandQner
oxygen atom ne nitrogen atom and ong

atom opty I ﬁubstituted by one or1@mge $trailght
or branched G1_4Nalkyl group, strai ghR or]braNchen C

hydrogen atom or R’'cyano group, ami nocarbonyl groug
Cl 4 15 al koxycarbonyl group, or carboxyl group; '
stands for ﬂydrogen atom or a straight or branched

Cl -4 al kyl group, or a phenyl, benzyl, thienyl, fu yl
group, optionally substituted by a mnethyl enedi oxy

gr ouga,tem; epplisatorort pubhieatioh mainy et Wer 033033064 eldinGleompalikdsl of the

i } nched Cl1.4 al koxy group,
g%%?%)?ﬁ“%?@%%@ (fap’i ?{hgrg%nonet hyl group, cyano group or
Rhal ogeds &irduygirogen dtan 028 s@aibhtor benerRatosy, elityl group;
het er oar tic ring -containing one, two_or three
Rnitr%%@%%gggﬂggmﬁ?g%ﬁﬁa ??g@ﬁé%agagﬁﬁéﬁamﬁhﬁ°ﬂﬁygen
RA&t onstanils Gorehydidgen @i 8t AMtaRE: QNBatubdY) st gﬁhp, or a phenyl
opti onal I@Xsyﬁbst ituted by one or nore strai ght or

br arféhidh t SR AT Ty g ups entenaliyrubgituted By erreer madre ftraight
al k ofyorgcBeP C, P hikhiabRas Nstalc@Mbr Blnehe R, a’gg??y éﬁrcﬁﬂag oﬁﬁalogen

" independent |y nean hydrogen atom strai
br arfi¥fRPrEeL 5 o miepappred hefgpparomatiairight-captaiting nud édlo or three

Cl- 4i@d I ato or

VO Saad S sr e N 052 4R gt B8 Bl Aou & ctom
st arf@dfose sHpkircen: entiomalingibRguted gt oRE OF nong)ettdight of GFdithed
a gt hyhen Ex@hﬁ)%aigﬂ{&%’énched C14 alkoxy group, or halogen atom;

R® stands for hydrogen atom or a cyano group, aminocarbonyl group, Ci4

-4 al koxy grodh<or, hal ogen atom R6" st anqy'qu:(%

alkoxycarbonyl group, or carboxyl group;

R”  stands for hydrogen atom or a straight or branched C).4 alkyl group, or a phenyl,
benzyl, thienyl, furyl group, optionally substituted by a methylenedioxy group, or
one or more straight or branched C;.4 alkyl group, straight or branched Cy.4 alkoxy
group, hydroxyl group, trifluoromethyl group, cyano group or halo gen atom, or for
a5 or 6 membered heteroaromatic ring -containing one, two or three nitrogen atoms
or one nitrogen atom and one oxygen atom or one nitrogen atom and one sulphur
atom- optionally substituted by one or more straight or branched C; 4 alkyl group,
straight or branched Cy.4 alkoxy group, or halogen atom,

RY, R?, R and RV independently mean hydrogen atom, straight or branched Ci4

alkyl group, straight or branched Ci4 alkoxy group, hydroxyl group or halogen
atom; or



X stands for a -CH2- group, -NH group, -NR8' - group,
or a sul phur atomor an oxygen atomor a sulfo group

WwWo@r008/1$21b% oxy group -wherein R8' stands for a BCT/HUQGINE/000063
5 or branched Cl1_4 al kyl group or C3.6 cycl oal kyl
group-; n has a value of zero, 1 or 2 and their
salts, solvates and optically active isoners and the
salts, solvates thereof. Thdse conmpounds, too, have

R he J6hRbagheT fos hjdoginsasty ant ®JeantiiFal todeeer thirmpahsthylemedioxy
10 water very poorly, sonetinmes not at all, what
ren@&®: their drugability difficult. W ained to

X Prepahgs AR adanoshis AR HeapdNRA-t fosideal kiighur atom or an
skeleton, wthin ~them favourably antagonisis, which
hav @X¥ZencHem an e AgEnEetp 61 FYIEEY 0P -SbereeR e sEndpglor g straight
t he t i ev..Likii ne A3 receptor in
muc g SR Al o o O O o 0 15 ¢ he AL

n A2a handvdl@bofzoeptoos. We al so ai ned that the
tabi |l i.ty. . bioavail-ahi])itly, - j jeC

oot et et G inaly e Pt B B, oA AREA
all ow their devel opment into a drug substance. A

further aimwas that the c ounds, .due to thei . :

f avoulsh F‘&npoélﬁ%se e Lh%es g’repc?‘g%ﬁt,er ! qlﬁ ndlﬁag V%né?ﬁentsgtt té?ye dissolve in
10  waedydry poczld, Yéndtiaes nbis all, Wizatentiére tteompagabitisy diffiqubie

generar formula (1), R3 1 (CRLR2)" | X R4 RI3 N

N N=-RR5 () - wherein Rl stands for hydrogen atom

or fWt Shi@tdplepe RHAMEREHNLCA; fgalds Witlg gaitgline Releton, within
stands for hydrogen atomor for straight or branc
S

( . g ged
theyp-favearably anfaaenists: phickbawy Hiens ABEOHE CHER ARG AGHF Ve to the

Al L ﬁ&{, Eégﬂé RhibR & ﬁgei)@r'iﬂ nRicK ¥ allr QURoen®iticads @ompared to
cycFoa yl ﬁ}oup, or 008/ 149168 PCT/ HU2008/ 000063
15 th§ Aa, pheng sy reeepidrs.aiy plso aimed that fhe sebBiip, biesprilabiiy.myetabolism,
substi t. d, Wt . [ ' i £
BB S 40 S R Piys 0ok l fek
idos antrhedutStance. A further aim was that the compounds, due to their favourable

enteric absorption, can be administered orally.

20 We have found that the compounds of the general formula (I),

(CR'R?),

- wherein
R stands for hydrogen atom or for straight or branched C;. alkyl group;
R stands for hydrogen atom or for straight or branched Cy4 alkyl group;
25 R stands for hydrogen atom or for straight or branched Ci4 alkyl group, or Cs.
cycloalkyl group, or
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4 al koxy group, hydroxyl group or hal ogen atom or a
5- or 6-nenbered heterocyclic ring containing one or

WO amsanotbhr ee nitrogen 5 atons, or a 5- nenberBdI/HU2008/000063

het erocyclic ring containing one nitrogen atom and one
oxygen atom or one nitrogen atom and one sul phur
atom optionally substituted wth one or nore,
identical or different, straight or branched Cl4 al kyl

gr QUBy . Bt Jraﬂh&ﬁﬁ- Obr hﬁgnglbepi &ptiodalpl kbxtjtutgd owigh one or more,
hydr nP’ gr oup hal ogen atngpb ?ﬁ St andsstgal ht%rbran ed Cy.
phedgﬂtwal dmérfﬁe}'ﬁrni SU@!EP%‘PT ranc fu ]5(73( &1 8up pt | onakﬁ

sub |tut bl gqtomgbrgroup, or vvlth one
g?glng yi%rr‘bﬁglffefg;ent strai ght or ncgl@rggen

o1 ASank)ﬂ-mgnlmm heteroayejist rieg CHRARIRR RTC OF | ‘X“Oa?"ké‘f

ar Ougm h dr embg{eﬁl‘ﬁ%terocgfzﬁcf hh'g E&Hﬁhﬁﬁ'ong rnﬁtt@ﬂn eypanand one
gr otipY™ at om bstituted
het gty@ey aiom; of iong nitmigta ateih gﬂ%me %ﬂphu?i\ﬁtogb OP‘H?I@gyogP s
four_ nitrogen a [ and, on&yl group,
oxyHER ORE i MYF H\%ﬁu?ﬁlt f g?%eﬁergt %t?ra?gggbrgﬁgmgne slﬁl gﬂurgr

at 04 Rbi Baadhky Cslbikbkyt gx'oep)j hyiltotyl@nepor haigge, atom;

dent | di ff t itute
Réal kgtnds ionh PhETs-a PO o P A e (IO QP sufttud with

or %g@%@dﬁ%ﬂ Bou! o v@fhotue of ntone ienialadr ﬂxfferpg,t astra1ght or

o Wh TOu
i ndémﬂ@érﬁllﬂi’ﬂ@’s éW&PSfZ sglialﬂ%a’srer e| g?bﬁ]&%g%r N hIydmﬁ](1 o

gro ﬂuoromgﬁ}ﬁgy upJERHB orolb. cﬁhélogm@hﬁn @r branched Cl1-4
al ky ptlonally substltuted W th am no_ ﬁ{‘& Br four
ani mos gomdpnmuhsrmdl beiereely oiF (20 FRABTIE \i5° | YR Xa

diff er el t slr &l gfut trg%:/é ol aAN 6REEkyedn 4tod, by bngnicugen atom
hy drS3RFFE™ §1°8tip, Carboxyl group or strai ght or tentical or
br arhﬁ&&ﬂle@.l Iphua lakoo,yomgfonally - subsfitugedgEly P0G fOTt Ere, e

g en %éi%riﬂ f 0 r%}l%% r?ir k{%ancw ?fé&é’ ?&z@ﬁ e Hls? BR841RQ006,3alkoxy
group, or halogen atom, ot

a group of the general formula (a),

- wherein
RS and R” independently stand for hydrogen atom, Cs. cycloalkyl group or
benzyl group, or |
a straight or branched Ci4 alkyl group, optionally substituted with amino
group, amino group substituted with one or two identical or different, straight
or branched Ci.4 alkyl group, hydroxyl group, carboxyl group or straight or
branched C;.4 alkoxy group -, Or

a group of the general formula (b),
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(RO)P (b) -wherein R8 and RO independently stand for
strai ght or branched Cl-4 al kyl group, C3-6

wey@Boadiky| group or hydroxyl group; 5 Z meansPORWGRIV8/000063

atom sul phur atom -CHR11-group or NR12- group -
where R1' and R12 independently stand for hydrogen
atom straight or branched Cl4 al kyl group, C3.6

cycl oal kyl group, benzyl group, or -CH2-(Cl_s

strai ght or branched acyl)-grdBp, -CH2-CH2-O (Cl-4
straight or branched alkyl)-group or C1_5 straight or
branched acyl group; 16-(@HggaQs nitrogen atom or
-CHgroup; inis a value of W-2(eH,),3;, o is a value
of 1, 2 or 3; p is a-alcwg, zeroor 1; r is a
value of zero or 1; 15t iS a ,ue of zero or 1 - ;
RS stands for hydrogen atom st %ght or branched Cl. 4
al kyl group, or a phenyl-, benzyl-, thienyl-, or furyl
group, optionally substituted with nethyl enedi oxy
group, or with one or nore, identical or different,

st r avlgi¢inor  branched Cl1-4 al kyl group, straight or

br anchegs Gl §9 i?hgﬂﬁyengf/ Qi4Rd fdryehigKybr tgtmtipd C.28lkyl group, Ca-
trifluoronethy roup, cyano group, or hal ogen atom

or a 5-cystoalikyhgmbeedtydrs/bEBR:cl i ¢ ring contai ni ng one

or two zr thr §8ar rox%%elﬂratorﬂ,i s'ﬁfp‘ﬂgleé?coﬁE mlligfqup e —-NR'- group -
nitrogen atom and o

oxygen atom _or one nitrogen_ .
atom amtleronR' sarldpRUfr indepandenshyt sephI Py hg&n@gqq p@?rbdstralgh’f or

with ong or e jdent ] ' { bernS{Ir @b br OCH,-(Ci-
br anchegra@ﬁheg%gﬁ l?jskP'F%rP %?362??1%@%& (girﬂ’ bern?r,]c%eﬂhCl- i hlg
al KOXy @A, or BEnthedrayigrgpouEThrChiaPdgen skpghh ORPENche
stands for_cyano oup,. .am nocar I oup,

-CO- O ( éﬁh—&w&rg{w Stgq"g%roﬁﬁr@ﬂ%g 8%%@% group or

car boxyky gr ougieaV¥Ri26£8/alohd AGCHREIPYJ2008/ 000063 7 X
nmeans -CH2-- group, -NH: oup, NR10- group, or
sulphurn&ton11%%V%%V§3n2°g%on1 or -SO or -SO2- group

- where R10 stangg.d &1, sbf & ght or branched Cl-4 al kyl

group or C3.6 cycloalkyl group-; n is a value of zero,
1lor 2;p is a value of zero or 1;

r is a value of zero or 1;

t isavalue of zeroor1 -;

R’ stands for hydrogen atom, straight or branched Cy.4 alkyl group, or

a phenyl-, benzyl-, thienyl-, or furyl group, optionally substituted with
methylenedioxy group, or with one or more, identical or different, straight or
branched C;4 alkyl group, straight or branched Ci.4 alkoxy group, hydroxyl group,
trifluoromethyl group, cyano group, 0r halogen atom, or

a 5- or 6-membered heterocyclic ring containing one or two or three or four
nitrogen atoms, or one nitrogen atom and one oxygen atom, or one nitrogen atom
and one sulphur atom, optionally substituted with one or more identical or different
straight or branched Ci. alkyl group, straight or branched Ci. alkoxy group,

hydroxyl group or halogen atom;
R  stands for cyano group, aminocarbonyl group, -CO-O-(Cy.4 straight or branched

alkyl) group or carboxyl group;
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5 and their salts, solvates, N oxides and isoners, as
well as the salts and solvates thereof, fulfil the
w@bwsa4uass teri a, they have better solubility tPErIHUR@S/000063
known triazol o-3- cyanoqui noline derivatives, and at
the same tinme, they retain the strong adenosi ne A3
antagoni stic effect and the selectivity. Furthernore,

we have found that the conppunds of the general

x for r'ﬁ?in@ {dn,- dQupcogndigngpt ONRHe groweniri suiphex hiob, tor oxygen
outstanding anti-infl arrma\torié1 effg

. A.furt
advatomhage-SoF- ot H8Or EFRIBUMIHCTS otsf?é‘ %]g’ﬁ éfi?\aéghl%][o BFr%u{lThaed (Cllf alkyl
Lfo%fg}%% P%gg_gﬁ_}%g%?( rlgt(z%g%;f avour abl e net abol i sm

2 ring is stable, during its
n et gholiwmrf zérbel onrfdesi red aromatic ani nes are not
formed, Another, adva t QPP HeNGss 8fd §ddertes thereof,
an‘b@Wgr%}ts’fSBE’ﬁGF’JV'(Oﬂdegé%gg%@nra’ %gwt.he 15 present . . .
AulENVieL | SHav Scrithad, theeyhbay betfeay saivkibitye thena ten KBRVRTRE 0"

properties. Detaile ani ngs. ROV st denosine A3
cysnpesinplinfefRryaliyss. ?toﬁlie ORe" :gst'érgé’ ﬁ%%ﬁfgeen at om we mean
an&?&ggtf&'e;ffeédalﬂal‘ﬂs;brsele'b@ﬂﬁ/-. or brono atom By a straight

0 ranched Cl_4 al k

_ yl .group we nean.ne - hyl sula (1
or ofthermores G é‘ﬁW _f(’,m,gu{_}m %}e F%%B?ﬁnf}? _o";fh@ﬁl: gen@r&l Ydrnula @
AR ALY WRUE M rexh iR dsBlnin U inflanpitzadrp ety ot hy! -
or thy 20 group. By a stra% ht or ﬁ.r an ap gis%ét“theyhave
al ko&ﬁn@ﬁbwmgqm&ﬁe FETPRYYS © %ms&%ﬁ, OB?‘gpgl V- -
| SQPr oppXY- s erthe3 OPRE @4¥ole ring GO Baile,ydubding Gisymgtabolism
V%%’P'ﬁ%@%ﬁ%ﬁ%}%@%?pgﬁe%abI y et%gxy-g or met hoxy group.
thByindesital domoyted apaihdsydre getdepede nean cycl opropyl -,
cycl obut yl - cl - Gdrahexak QugprdiBy to the
a Cﬂ@ﬁ%ﬁvﬁﬁ%ﬁgﬁéﬁ%ﬁouﬁ%c&%@?%aéetyI , gglgpi onyl -,
p%Séﬂ?ﬁlh%ﬁonﬂf&gﬁf t!hgg/ha,vte fmu;abgc!phm@?acvlan@win@@ﬁ&ap. By a
- or 6-menbere I Qc . ni ng one,
tvvo,D?thllleélén??ngBBﬂ%ﬁ?‘i’?vgég%ln&g{l%%%a\%ganoggn an aromatic
ri nggPhal R tve dae dhlopay fluoyo-siatierabeanatony| | y

saturated 30 heterocyclic rin e.qa. } -. propyl-,
i mi dBydl &m@r%zWF%c?le%,clé;4 I é*% Te%‘{ %ﬁﬁyﬁg@ P p;l 1
: 74 - BAIBLEA-N SocoRdary-Bingli-nertiapy bitgdlazpreisrablyy ¢tz AeMeny
1#§%Eglﬁu?%2?§r?gh@l 3,5-tri azt?ne 1,2, 4,5-tetrazi ne,

gmoppr ol i ne, i mdazoline, pyrazoline ring. The ring is

opt gy %lsjtr%i gt%sbﬁ'ein Hied, Wikdky Glowp vad fiydr methaxy-adthoayy propoxy-,
gr oup” or § roxyl group or with hal gg.en atom \%%erabl ethoxy-
| 2R0PbONEBGPCFUZ0BSEOTTeT UG Y THE AR BEGR )y Jra ey
cont.ai ni ng_one nitrogen atom and one oxygen or one

e é%ﬁmg?'om and one sul phur atom may bel an aron%ti c;[yl .
i NgByUN$ak wyebalklyl grawp ives Iyans SYUEREORYE> G¥oIQB Yl SPERPTY! ©

het er ogg{gl e, for exanple oxazole, isoxazole, thiazole,
Gyelgheya88re, 1, 2- oxazine, 1, 3-

By a Cis acyl group we mean formyl-, acetyl, propionyl-, 2-methyl-propionyl,
butyryl- or valeryl group.

By a 5- or 6-membered heterocyclic ring containing one, two, three or four nitrogen
atoms we mean an aromatic ring Or an unsaturated, partly saturated or fully saturated
heterocyclic ring, e.g. pyrrole, imidazole, pyrazole, 1,2,3-triazole, 1,2,4-triazole, tertazole,
pyridine, pyrimidine, pyridazine, pyrazine, 1,2,4-triazine, 1,3,§-triazine 1,2.4,5-tetrazine,
pyrroline, imidazoline, pyrazoline ring. The ring is optionally substituted with C14 alkyl-,
or alkoxy group or hydroxyl group or with halogen atom.
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oxazi ne, 1,4-oxazine, 1,2-tiazine, 1,3-tiazine,

1,4-tiazine ring. The ring is optionally 5
wastiatiog ed with Cl_4 al kyl or al koxy group 0OPCT/HU2008/000063

hydr oxyl group or with hal ogen atom G oup (b) is

preferably pyrrolidino, piperidino, piperazino,

4- met hyl pi perazi no, 4- acetyl pi perazino,

4 acetyl met hyl pi perazi no, 48 ethoxyethyl pi perazino,

> gﬁ%@é&&%@@l@ & htHiRing oAB hikdgbd dftOszhd one oxygen or one nitrogen atom

phol ino gr oup. lts of, th turated
and:mmolphdsat@:n mab@eg@ 1c1n@|gnxms tux(a? an%éat?d or saturate

hetgrgﬁci V\%: e{xﬁgngle' RQLARN i€o:x3le OBGBRICE 1@611116&16 Pt @2foseziesd 1.3-

e given with phar naceut i cal accep
ox@Risla B, il dsimince 1y eSS ot ro it g fe Stionally

su a%lfu?qdcwelhacé&eaifyl& hP Bi{&xy‘;%b% or ﬁ{o%fl' oxﬁﬁdrdmth Rl ges at@ai. d,

mari C sforrred dg}@g 4
pur ckhpab) Qrpreferabsfopmhdmoeplgendlmmp&%glei $- G P ELPSITEO

tetrafl uorobor te also,s i Dpemi
acqylpysTagRpes? ﬁ)ﬁ? DIRSIAZII0, £ 42 éflpd Z%W&ﬁltag%ﬂ ougﬁgy pferazino,
mo‘r‘@t‘a{hﬁ%ﬁ% gﬂiﬁrnitﬁitjlmoﬁﬂfoﬁﬂ@ grﬁupt Ih 15 wat er
-€ - Ketone ano r éh with
t heBgyrqagg @%[ gleqcmnmgpp ﬁée%efal P’S lQ g |‘§€9 ?%a@tsﬁﬂsgl Wi
mc%_go)“ lér;d@ §1§c adih PBferféﬂ sEifs di’.fa’gl‘loklﬁgmen \d]rtlzﬁdmn@ceutmally accepted

I Soners we rre St ruc {1}
acils @i 60 m@tmeshydmbloglﬁ agid: § a UriC A FEANR

ag“%g fifc Q&& aﬁc ed4i Theodalty mr@léd th&‘x)/g pmyﬁcbteon sokelatEn €.g.

rops, are al so subje O ofﬁg
méthuesilfonates atdetemﬂnmlmpéewre glpfes Fa (1)

mﬁwﬂ&a @@w&mg agfon irstafes gith
depeéVd?oivéil[egﬁve e rr%lggtlre%&ay‘ R R, and R3), thus,
whid€ Ynetlg@etheXkkeone an ethleolf or m of opt i cal

i somers,
ZE gn’hl}eo n&é&@g{ (gjg%%f i‘e [ S9LR2 ﬂo‘-ime HheR opBARANY iif FRS substituents

as vve as théir m xtures,
R NElHEP Baybbexidpeemalesidenr e  al so subj ects of t he

i'nvention. 25 A narrower e IRQREISisEheds HBay b
geneBﬁIlSOFT@FSrrWFém(dP)Stmg 6% %PQB%OF‘%Q Tﬁﬁose -ngle\he?el N )

on‘?‘e,tr.ﬁl %21 uifp iR Qrﬁﬂleﬁh&mbe Iisotaﬂn’d cklsmahrcgm whjeh are also subjects
ed Cl1

ranc al ky I oK r
ofitiemingentfopr The FaIF: %l e, B gai?f giﬁ a& %f{ﬁ%agré;ijh@r ril;:re
us, they

S@%ﬁ‘:ﬁgﬁf c%oxﬁ‘)ﬁﬁgﬁﬁqgﬁ @égﬂm@g gﬁ glteoliléfmgg lmirf;?é
c21€)(k8{/15141916$ foemy p@z@(t}gql()gg@]e@ eganjlo %ﬁé% c&éste%m%ers These

group,

thien 9 Q4P ﬁ%lt@dhainhmubﬁdlmmgﬁﬁmmtes are
eaﬁloﬁrsr%jd ({lasftel%%%énotn%gal ci‘)Nre di fferent, straight or
AMoanbjeasiolhe tvahtiont group, straight or branched Cl- 4

al koxy group, or hal ogen atom or

I'f(bmc acid, tartaric acid,

A narrower group of the compounds of the general formula (D) is formed by the
those,
- wherein
R! stands for hydrogen atom or for straight or branched Ci.4 alkyl group;
R® stands for hydrogen atom or for straight or branched Ci.4 alkyl group;
R’ stands for hydrogen atom or for straight or branched Ci4 alkyl group, or Css
cycloalkyl group, or



a 5- or 6-nmenbered heterocyclic ring containing one or

two or three nitrogen 5 atons, or a 5-nenbered
whedoengaygl i ¢ ring contai ning one nitrogen at oPCEHHU2@8600063

oxygen atom or one nitrogen atom and one sul phur

atom optionally substituted w th one or nore,

identical or different, straight or branched Cl-4

al kyl group, straight or b%anched Cl-4 al koxy group,

or p %hﬁ%‘? No2tHRdHy1- R(’ar Fhugh dsoubooptionpline sybstifutddewitly [one or more,
thie ,

{
10 rdemiwl @%ffm&ys@éﬁ Erp Brapﬁa\gp?ﬂa'glﬁl Y bs%ﬁr&é‘ﬁt%? oMt Cy.

Iﬁﬁg%lk‘g%%gﬁp’ %%lf%ﬁré{m%gral ght or branched Cl-4

t or branched Cl-4 alk r.0 .
hyds d%ydr Gmembsred theterdoyelicoHBE FHTRETEHe Bﬂfﬁ‘ﬁ% gﬂ“‘%’e" nitrogen
or haI ogen at o phemed heterogyickdn and one

3 rm@OH’S’n? ?ﬁrmn%}l%eg%i%?éoc {lc ?%reeng%four n|t ogen
1{ %%%S ituted

at 0QRygeAratdfcornire rigegen aawmaad] @n@a AEPHEARIR: Ot

one nitrogen ato nd Ab@Rh @m odiigh | group,
sub&tith: eReetf Wofehn%eﬁl c%rorn%lﬁgéms ?Ilﬁ{:%l or differ ent ,

St irgibt R bradtivactiadikcky éroabqulhalggmﬁjomst rai ght or
ranched Cl-4 al k gr.au g’:@' td ith
Rgr oWpney for [fephy éﬂé?@%zﬁ PW&‘FYA )ﬁ%l a3 V\EIZ r@iﬁeﬁgﬂ %ﬁb ml 7
10 i nd E1Rbio% Sgr S)rfv@llth loyiel roegmre,atd@mmab@r @hfferent stra1ght or
cycl oa kyI grou 0 benz yI
br arbeimsbiedcd: Aalb}’lléy?upg? °6B%F§}‘?§ﬁ i‘%ﬂgf‘ﬁht dyl group,
W t *&gﬂ&rﬁ&e&?f)égeup, %M%rafpommﬁwombed vvl th one or

two 1Tdentic

different, straight or nch
al kyd 5goo uﬁﬂpelhb@cd)klyﬂemglf%pm% &PB 6‘%}’1@ §Qhrgel€{1 four
strai.ght or kY 6n6 b n-axonﬁgrora)ngmﬂmgen atom
of tHECEFBFED a{ %Fg?ﬁgﬁtr&%%at wher ef nﬁjégé: R8 and dentical or
15 i ndeaﬁnd@mtshlphm‘t atouh, fO@tlomﬂiYaﬁi@ﬁ‘%m’@ﬁ With R0R ey Efre ween

al kyl rOUD URiaidht TR By genalkoxy
at ondli ’i?P*pﬁH?lglétt %k\)ran%ﬁ%fo M&gﬁ@ NRLD- group -
wher gro ﬁi&l)rﬂﬁldgdﬁlai’om,miependently stand for hydrogen

atom straight or _ _branc al kyl group, C3-6
cycl v&IoRp P %F@E‘t?fallﬁ ng Svglp]?feﬁbr - CH2- (Cl-s 30

st r ai ghtROEdRARGREshdasy Jtaglsdiop hydrae@- @b, Gs-¢ ercloplkyl group,

20 ?Jtr ;ﬁgﬁggbe;r@xlgcggg%%d a kég,]%rmﬂtﬁlf:cr gbggllqg'#rél Sgﬂti%hg.w suBtituted
L3154 47 oty s e ot
val ue of differeot, giraight or b branched 81 4 gl/kyl group, dgoxefl g?ou@ carboxyl

group or straight or branched C;.4 alkoxy group -, or
a group of the general formula (b),-wherein
25 R?® and R’ independently stand for straight or branched Ci. alkyl group or
Cs- cycloalkyl group;
Z means oxygen atom, sulphur atom, -CHRM-group or ~NR™- group -
where R and R independently stand for hydrogen atom, straight or
branched Cy.4 alkyl group, Cs.¢ cycloalkyl group, benzyl group, or —CHz-(Cis
30 straight or branched acyl)-group, —CH,-CH,-0-(C14 straight or branched
alkyl)-group or Cys straight or branched acyl group;
W means nitrogen atom or —CH-group;
m isavalue of 1,2 or 3;

0 isavalue of 1,2 01 3;
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r is a value of zero or 1; t is a value of zero or 1 -

; RS stands for hydrogen atom straight or branched
w@lebsahdys group, or 5 a phenyl-, benzyl-, thiREHU2008/000063

furyl group, optionally substituted with

nmet hyl enedi oxy group, or with one or nore, identica

or different, straight or branched ClL 4 al kyl group,

strai ght or branched Cl-4 abkoxy group, hydroxyl

group, , trifluoramEihyl @noup, cyano group, or hal ogen

atom 8 a 5- or 6-nenber ed heterocyclic ring

cont ai mi ng ofred WU kIS T thr ee or four 10 nitrogen

at ons, or on%?{',atlﬁeo&ez@magrqm;and one oxygen atom or
one nitrogen a

om and one sulcﬁgcgr atg\{rp optionally
RS s Ubsdrids firagidwperhatomestrighier wanchebhit 48y &P & f f er ent
strai ght or .branch . 4_al 0QbP opEibiiadliyg Rtbsdtuted with
br ahc 8}'101_{’4?&&}11#(0)%3611%?0%%,% Eglgge_n atom. RI3 . .ht or
St apgylasdieyapougr oupithaenenacartsoigantigh oypdifferent, stral

_CO O (Cl. 4 i ght or. ’ u,
o bRy o AT 3 iR SRS E5: Al drodl Buiionfl erove

Or OYBuoR metiil Broup, Glatdproap, cokslgesn ateigify or - SO or
-SO2- group - where Rl st.ands for. ' r hgdf:
Gl vy b e BFCACHe O SAFRHE Spaus. o SRgnadion

val ldﬁrggén Z6h9; orlorRMmitfogen Abbna At diiveoxygs@AOE), on e Riiregen atom
N- oxXI1

s and 1soners, as well the.salts identical
ol ek G gben ot PGl PR Wé?’oﬁ%e 5f Mhre, iden 1:11 .
co n . general cf pamdl @otp,)strighf or beedchieg Ci4 alkoxy
thg‘gjgf?qrgl\?\hée%{aé%hg%% Rl stands for hydrogen atom or for
st r grgipt oxdraldgematohied C1-4 al kyl group; R2 stands for

pydr n.atomor far 84yl QFoul! a0OlR(C Glstright ley branched
Rgr o&%,%gﬁgorsﬁy%%gr%gf a%h%ﬁéényly- %ooru?t hi enyl -1, or furyl

gr oUflkyloBbignsrakatbpxgligieup; t ut ed with one or nore,

i denti cal di fferept, ai-ghto_ P hBHuCltodh, or oxygen
Xal kyPeags ot ,—sﬁr?%ﬁ’g_ﬁﬁ oﬁisoglé’r aﬁ%he%%% al.kg%y gr ug, iev]

or habRaensat eMm-SO- gifipa- wheroR Gtangydoe peadety 6F B‘ia%%&? (Grg alky

ring containing tﬂé’ge nitrogen atons, or a 5- nenbered
het egroe/el Ces FHG IO H i ng one nitrogen atom and one

20XY 081 3te ¥ Hro, 106t€; ni trogen atom and one sul phur atom
optionally substituted with straight..qr g fdredf
and togit sajisoiobyatest V-9xisks anghISHREH AR Sjﬁﬁ éﬁ% Saélfs%%;a( 3818 roup or
hal ogen atom WO 2008/ 149168 PCT/ HU2008/ 000063 11 R4

stands for a phenyl -, benzyl -

, L hi | -, f .
gr oup, funmimngwg%rg%gﬂthq g&né}a)uWSs( qﬁﬁé’ genera? {"ormﬂlray(b is formed by
those

- wherein

R stands for hydrogen atom or for straight or branched Ci.4 alkyl group;

R stands for hydrogen atom or for straight or branched Ci.4 alkyl group;

R stands for a phenyl- or thienyl-, or furyl group, optionally substituted with one or
more, identical or different, straight or branched Ci.4 alkyl group, straight or
branched C1. alkoxy group, or halogen atom, or
a 5- or 6-membered heterocyclic ring containing three nitrogen atoms, Or a 5-
membered heterocyclic ring containing one nitrogen atom and one oxygen atom or
ong rﬁtrogen atom and one sulphur atom optionally substituted with straight or

branched Cy4 alkyl group, straight or branched C.4 alkoxy group or halogen atom;
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nmet hyl enedi oxy group, or with one or nore, identical
or different, straight or branched Cl -4 al kyl group,

wa@tooaitghss or branched Cl_4 al koxy group, hydr oRg1T/HU2008/000063

group, trifluoronmethyl group, cyano group, or hal ogen
atom or 5 a 5- or 6-nenbered heterocyclic ring
containing one or two or three or four nitrogen
atons, or one nitrogen atorhland one oxygen atom or

rAONe NI L 1OOLRNAL AT eBHH, @RAYS UMty gidupipptipeilo seistigited with

subStituted ™ w th one or _nore, identical ,or .. r

st r adetpiytenetionyr arsuheer ®ithaong Ry Mog dﬁ‘?ﬂ‘?w%lt ?raﬁhgfﬁ{egg rs‘?rgfght ot
branched ,¢1. GHoQUE brMchBBEQIER0:BE @onp, bydroLylaroup,
gro Bng}edt%ﬁé%lg@%é‘rag% Sforgﬁul ar( ac), - wherein R6 and R7

i ndeffnedentthy} gstuaneyah@gronp.dr H3eETAYM °IC3_6 cycl oal kyl
group_or _benzyl .gr St 0QE OBt Cdrethréelord four
al k?ls'g?ro@'ﬁ}emé%{eflg%eg#ﬁc Cg%kggltgl %Oﬁft ecﬁgvviot h am no a‘%r oup, .
am Rer@Ee HpmS Ursdrietnitr ein widnh awheneoexyeebatPee At PREF roFen 2o
different, straight 15 or_br 4ol dYho@! §déptical or
hy deg%kPre g Eb‘, afgﬁlr’ b8RY n"‘g}fo%&g?‘%%t ﬁat% ht or

br angiagehs Chrafah@lok Gxaackidop, alkylogrowp, graight of brepghed Ci4 alkoxy
general formula (b), -wherein R8 and R9 independently

st armoupept klqesR g19P%: 8 branched C1_4 al kyl group or

C3_ eké@ln Al RURuladd), Zwheeins oxygen atom sul phur
at o%gqy%—ﬁ%% gr_gup or Ngelz- rgﬁg{g - _Wwhere R1] (?&qkﬁ]g%ﬂup or
i ndepen®&nnd R’ sndapandesily ﬁ‘%‘i‘gﬁ TRFHFORY raf Ght or
branche group, C3_6 cycl oal kyl group,

benzyl g?%g%&oé%%d—ﬂ-(m. 5 straight,

or.. branch . .
acyl ) - gmotipight CHDrageledC(Calkyl s1orR iongly 5‘&’5“%%@@7“& amuno
al kyl ) -group_or LehbvitR bndbmeheshtiaf ok diffeeanp;straight
25 Wrre%ﬁ%uphl lrngéénﬁl%gtﬁ%{%ﬁ%%%mnr oup; mis a value ..
of 1, 2 @hradchad € akylagrowp, bydroxyloeresp, garboyyljgzoup QF gt of
of zero or 1;. .r is a value of zero or 1; 30t is a
val ue of°r %@%‘r“aiko-xy;gr%'s?rands for a phenyl -,
begzgtlgfou{, bfd'l{hé_lgyﬂ;]eral fmﬁ]xﬂalufby,l -whemwimp, optionally
substitu wWwdh. ne enedi 0x : | £h, 9@
nore, i d%gﬁ%qdc%l m@lppe&ﬁéi:% r oY ,f%§¥trr%é}§ﬁ bcr)éHCh{)&r ag%hegl %bup or
-4 al kylc%rc%qgalkgtg}@jrght or branched Cl1 4 al koxy
group, hy

roxyl group, trifluoroneth [ VR0 i

O o, o ol s arsse A EPSUORT A TR -2l of YRRO- group
PCT/ HUZO‘gﬁérQ 090634 R independently stand for hydrogen atom, straight or
branched Ci. alkyl group, Cs.s cycloalkyl group, benzyl group, or —CHz-(Cis

straight or branched acyl)-group, —CH,-CH,-O-(C14 straight or branched

alkyl)-group or Cy.s straight or branched acyl group;

w means nitrogen atom or —CH-group;
m isavalue of 1,2 or 3;

0 isavalueof 1,2 or3;

p is a value of zero or 1;

r is a value of zero or 1;

t isavalue of zeroor1 -;

R’ stands fof a phenyl-, benzyl-, thienyl-, or furyl group, optionally substituted with
methylenedioxy group, or with one or more, identical or different, straight or
branched Cj. alkyl group, straight or branched Ci.4 alkoxy group, hydroxyl group,

trifluoromethyl group, cyano group, or halogen atom, or
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12 a 5- or 6-nenbered heterocyclic ring containing one

or two or three or four nitrogen atons, or one
woResogER at om and one oxygen atom or one ni t POOEN2008/000063

atom and one sul phur atom optionally substituted

with one or nore, identical or different, straight or

branched Cl1-4 al kyl group, straight or branched Cl-4

al koxy 5 group, or hal ogeri2atom R13 stands for cyano

gr OAJB é)r% _FEABSed Meter@¥eliepsing costamingabneeontwe @r ghreq ogrfour

their salts, solvates and isone ¢
o i gECR L1, P OB TRETEEPT ﬂnﬂc?“ixﬁé%%‘ﬁ“%?‘#%&é?‘%?%ﬁﬁ om

of t 0 dsoQf obitshade netsdtinfiar mﬂﬂhaoz(el pr moref odendigal or
by *thd O&e %8%%?% r?least?ands for dr,0 g)ﬁ grge alkoxy
f or dmtehylstrglgbﬂﬁpr brandheRe 19 t3HFY STIBr S ‘%3;} ?Pé om-bt

for nmeth up, <3 st ands for a phenyl- or thienyl-

or gﬂ?}‘?/l&é?’lgﬁ% elQop’cl onal |y substituted with one or

RWOr gtandsdendyes@groop; di fferent, strai ght or branched

Cl 4 al k gro straight or branched Cl.4 al koxy
groH‘ﬁans Blgn atom or a 5- or 6-nenbered
n het @Srgp@ay\gadfczelro ngr:c,ont ai ni ng one or two or three

B Bt R IR AR B o

oxygen atom or
one nit rogen atom and one sul phur atom optionally

substituted wth one or rmre, 6L €8Hned b
st r aingther pRerdyes BERSPL 6 ‘ZPI‘}:HOEWS %%g%%en%ia d;nélqg (g) : oe Y

th bsreanched Cl -4 al koxy group, or hal ogen atom R4 st ands
?5t a 6- menbered het erocyclic ring containing one

- wher¢iogen or 25 a group of the general formula (a), -

gﬁr‘le[js agﬁ%gﬁ%?g%?ﬂ?rﬁg{sﬁ?%%%%@t ands for a straight

gr oup- or a group of the
R@en&ﬁtealkisfcmmyddogen(abqrnorﬁvh@re&%gmpand RO i ndependently

st and for st ral ape ol gﬁ&ﬁﬁued&&t}Zone or
Rrpandand glmor lﬁklg Hﬁgog%up?o\%wer e R12 stan

for mbﬁéd ﬁd}&ﬁﬂﬂ airOd[ffexshtr a;trgight or bimmghrshEd+ @lkyl ggqqpy |stra1ght or
g[ gunl?ranc%gcrl] %3)1/!4 algg)?yué%oup, of ﬁeﬁoé/en atH QYP; Wreans nitrogen
a 5- or 6-membered heterocyclic ring containing one or two or three nitrogen
atoms, or a 5-membered heterocyclic ring containing one nitrogen atom and one
oxygen atom or one nitrogen atom and one sulphur atom, optionally substituted
with one or more, identical or different, straight or branched Ci.4 alkyl group,
straight or branched Ci4 alkoxy group, or halogen atom;
R* stands for a 6-membered heterocyclic ring containing one nitrogen or
a group of the general formula (a), - wherein
R® and R independently stands for a straight or branched Cy4 alkyl group-,
or
a group of the general formula (b), -wherein
R® and R® independently stand for straight or branched Ci.4 alkyl group;
Z means oxygen atom, Or NR'% group - where R stands for
hydrogen atom, straight or branched Ci.¢ alkyl group, benzyl group or acetyl
‘gfoup;
w means nitrogen atom;

m is a value of 2;
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mis a value of 2; WO 2008/149168 PCT/ HU2008/ 000063

13 ois a value of 2; pis a value of zero or 1; r is
wa2mahiwaeof zero or 1; t is a value of zero -PCT/HUR®S/000063

stands for a phenyl-, benzyl-, thienyl-, or faryl

group, optionally substituted with nethyl enedi oxy

group, or with one or nore, identical or different,

straight or branched Cl-41al kyl group, straight or

branchgd Cl %@{,&{@@(@f@roup, hydr oxyl group,

trifluoronethyl g, c%gn group, or hal ogen atom or
a 5- om 6- menfb@aVEIe ®Ycyclic ring containing one or

two or three lggvggygfzeg@oﬂltrogen atons, or one
nitrogén atom and one oxygen atom or one nitrogen

atom and ones sualphgfzemom optionally substituted "
with t heal1-06 1f dr @ Bptioratly autghtutecdrm

Rsbr aﬁﬁ‘ﬁgg‘) ggng?l’(y &gpotp, lyst rrallcug};}tgfrorp?br an}g%gd Cl1- A ont or
al kaxihylegediony, gouphat Sg@none oo Joeigplyd f5EreDy %Sg

group; ns NH Yigbxeer8tp, hgdoxyllgroup,
or Qranclgadhﬁﬁg%?gg)gﬁ a%ﬂﬁpbr?%g bc‘l{l-cgil de%e%m i Z oner s
and yifiRraadihd geng, Sehy atoes, driheloget oAt her nar r ower

group of the conpo r 1 dréeSor f
f or et 886 W“teg%sﬁetemc)(/éfg rréngng(%%ﬁlﬂ% Ofélg c{‘}r('jdrwr@)hé/d)rhcgge(rjlr o
at 03&9& geh %ngesmyﬂe Igfr@gem atoriRnd b oey gk ROy @F BB UaEFFIO™

nmet hyl ~group t an 0 y. u or
L
ni t RG AN R 134RA6S Cfpeiksl ploepystrajghbenbysnched Ciy alkoxy
t hi eny uryl group, optionally substituted with
met hyrbwm edhadogengiodtip, or with one or nore, identical
ar dlffe ght or branched Cl-4 al kyl group,
Rstraﬁtadlﬁf §%1r§%5%éd Cl-4 al koxy group, hydroxyl
Xgrou;ﬁeansLNiEﬂgnmporret hyl group, cyano group, or hal ogen
atom or. 30 6- menbered heterocyclic ri ng
ncontlélal’{?]ﬁﬂﬁogﬁeéoolrot\i\/o or three or four nltro
LA BB sal@] sobvages IN-bxidgend ioomrsand terreltoanggelvaiss 510
one nitrogen atom and one sul phur atom optionally
substituted with one or nore, identical or g ib
Another narrower group of the compounds of the general formula (I) is formed by

those,

- wherein

R stands for hydrogen atom or for methyl group;

R stands for hydrogen atom or for methyl group;

R stands for a phenyl group, or
6-membered heterocyclic ring containing one nitrogen atom;

R! stands for a phenyl-, benzyl-, thienyl-, or furyl group, optionally substituted with
methylenedioxy group, or with one or more, identical or different, straight or
branched Ci. alkyl group, straight or branched Ci alkoxy group, hydroxyl group,
trifluoromethyl group, cyano group, or halogen atom, or
a 5- or 6-membered heterocyclic ring containing one or two or three or four
nitrogen atoms, or one nitrogen atom and one oxygen atom, or one nitrogen atom
and one sulphur atom, optionally substituted with one or more, identical or
different, straight or branched Ci4 alkyl group, straight or branched Ci4 alkoxy

group, or halogen atom, or
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di fferent, straight or branched Cl-4 al kyl group,
strai ght or branched Cl-4 al koxy group, or hal ogen

w@e@ail4ass WO 2008/ 149168 PCT/ HU2008/ 000063  14PET/HUQWNE/000063

of the general fornmula (a), - wherein R6 and R7

I ndependently stands for hydrogen atom C3_6

cycl oal kyl group, benzyl group, or a straight or
branched Cl1-4 al kyl group, 1éptionally substituted

Wlt hIbQERI fAMURQaYF opreLbst i t ut ed vvi t h one or
Jk%rg@r}t % or 5 dlfgere

Cl 4 a|R<yal,ndga OFEPRGHIH tﬁlf%rufyd?%ggflbao%%l gr oup 8’} group:

straig CQr Qiptienaglyoupstituted
of thel%tﬁnzro?'cﬁe?lkB Eﬁ;bg?%fﬁlgﬁté)@%mr%aﬂ@@gmup Yroupe

i ndepervdénaﬂnylosgranld @0 SETP @‘Fﬁsuﬁfequhé’ﬂ%om@ 0 jidentical or
al kyl Qal K Y| a10f1 04Bup, MY dbxpe ansap, carboxyl
oxygengtgﬁ%%t Y, lgﬁu@ grt)égér% - 4Re}Lg{ggr%oupp or NR12- group

- wher exrfip @m&a1@®r|bredep@¥@1e1rﬂlk%3’§foélﬁda For hydrogen

atom str ht or e A& alkyl group, C3_6
cyc?@&%“Rf?hgrgSﬁeﬁalfB uﬁa@ggvo% or -CH2-(CL_s

strai ghg® id kY arlepedenslyystindgfoo siraightaypbrayhedCy calkyl group or
straight or branched alkyl)-group or Cl1_5 straight or

br anche@“ef‘d(joalgi” W¥IBP 15 W neans ni trogen atom or

-CH gr o;gp Minbdhs dxy@ntgornf sulphuatam, FHR igeoun oy aNBe - §FoUD -

1, 2 or |sayalueof roo I ht
of zer oWb¢fe 1lg 2dy Ry 5“5169%1‘1 ta’%‘ir%lf h?’&rfégh Ao’ seadeht or
st ands {n%c}@d@jlnlegm r%m@le@gyélcggloﬂhﬂgmdp benlzyl g‘rom;ylor —CHz-(C1s
group, optionally Substituted wi en d
group, ehraighittdr briaechsg w})eroqua%tffﬁﬁf é?& fsg %{r branche
strai ght,. ox +4 gllamﬁedge}mggbupet rai ght or
branchealkglé-gﬁfgél%go@xygt(f]e?r%tlljp,r hydr oxyl group,

trifluonomet hmeammmcpgen@yalnor&%ﬂﬁpupor hal ogen atom

or 25 a 5- or, ueoque? e terocycl ic ring containing

one or ho orlstw € or’four’ nitrogen atonms, or one
nitroger atonhsemohhoertﬁlongén atom or one nitrogen

atom and one .sul phur. at om,.optionally substituted

with ond or ﬁ?ed%qﬁefcall or different, straight or
branched Cl 41§ékahe@€rzamr Istrai ght or br anched Cl-4

al kox roup, or _hal to 30 R13 stands for
cyanoygrtgup p1sava1ueo rooral Al

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

methylenedioxy group, or with one or more, identical or different, straight or

branched Cy4 alkyl group, straight or branched Cy alkoxy group, hydroxyl group,
trifluoromethyl group, cyano group, or halogen atom, or

a 5- or 6-membered heterocyclic ring containing one or two or three or four
nitrogen atoms, Or one nitrogen atom and one oxygen atom, Or one nitrogen atom
and one sulphur atom, optionally substituted with one or more, identical or

different, straight or branched Ci4 alkyl group, straight or branched Ci4 alkoxy

group, or halogen atom;
R®  stands for cyano group;
X mean‘s._—NH— group;
n is avalue of zero, 1 or 2; -
and their salts, solvates, N-oxides and isomers and the salts and solvates thereof.
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X means NH group; n is a value of zero, 1 or 2; and
their salts, solvates, N-oxides and isoners and the

w@ ado8a4€ngl sol vates thereof. WO 2008/ 149168  PCT/HU2008/000063
PCT/ HU2008/ 000063 15 Anot her narrower group of the
conmpounds of the general forrmula (1) is fornmed by
those, - wherein R stands for hydrogen atom or for
rret hyl group; 5 R2 stands Ifor hydrogen atom or for

th&flfaﬂawef?oﬁg anes chmpoumdpbbrhygeneal fotmwdn () is fogped by
fury group, optionally substituted with one or nore,
thosglent i cal or dlfferent strai ght or branched Cl-4

gll kﬁal group, straight or branched Cl.4 al koxy group,
" al ogen atom or a 5- or 6-nmenbered heterocyclic
Rlri ngamisrfmdlydrcrggn@mm o LU ee nitrogen 10

at ons LBy1aeME): i ¢ ring contalnlng
R'one tﬁ?qs%rgkgﬁroﬁfngm an(%q()lhﬁ JI9ENE),

one oxi/gen atom aqr OB | % tﬂ M or
Riat oma@dsdfo@n@hmynmumemlomr ExonRd 9RjLoBRSTPETEY W

wi th one or nt Q dned ent,, algg1r )tst@fght or
br amo%eddeyt w%o erea’F Ltﬁl?éhtsC{rrl(zi\{Jlmflht ?r] brgic Cl. 4

al K xhcidauin alkeky Eﬁiupgﬁmabgmtomorst ands for a
phenyl -

, b | | e
sub@t Ften égf?e\%btel??d Yieéerﬁ‘"éy hﬁll n%}%}‘gg rgfééa gp ‘ﬁ?%t&@a thitfogen

one
%R{rﬁ,( ot 48hbsBre® heteﬂofzfrc&mrtintg, cc&tanran@ bue pitrogdsr parARg one

group, straight or  br an
gr oulrzygdmym@)@r | ong rSfgpEen ett‘?rP e c?rn8 E%lpou% %&%Subsututed
gr OUbin Bk Gplnﬁ)g‘? N ofifRrent, saight ﬂf:‘lbbmclmd Ci4 alkyl group,
het erocyel ic riRg containing one. or two or three or
foursﬁa@tm&gwhaiﬁwlkwm P e ABGR AR om and one .
PXYyQg Lr &rGliy] 2fdupNébtionsilysubgtituted wit
Rat onj %lrorgngl'l?ﬁn;pgﬁebﬁ*ll ttgfgg%l Wi th yo%% gr@b ode traioht or
I derhhbﬁﬂlen@]l[oxl}h grbaw, eort with tong| HIOEF idsnteat 108 litigrent straig

al kylgfﬁlgﬁrﬁogﬁ&: eéf %%Vla%gﬁ}} '%%IWCQ rﬁ? Serkd@d Atk Rxdtp, Ejfdﬁ@b{y,l group,

the general formula
(a) trrﬂuwtaﬁfe&iyngﬂaﬁp wymofgrommdeb@mmqny 08t ands for

hydr ogen at om al k - "
gr ou?)% oF 6&“’§F‘P%FF6 ﬁi‘i‘g%?cyol%ca%% %ﬁ%%ﬂ% l?{\)op%gfédag , ee or fout
opt i QRAkdyatsmb Jrichel httbgembtom ant ore ogymmtommrr@legqa%qﬁgn atom

substituted with one or, t al ..or__.d EMldentical or
st r abrghtone rsulpheh ¢eY @Poﬁ;ﬁg’ ﬁ‘%spg’}eguﬁqtgho rg{(y gr oﬁ%lc

car bafff%!rent ARt Bf baherREgh, dkylhfreuns lsewlglﬁlombratcmw

gro -, or a group of the general formula (b),

- Whelgmup, or halogen atom, or

a group of the general formula (a), - wherein
RS and R’ independently stands for hydrogen atom, Cs.¢ cycloalkyl group,
benzyl group, or a straight or branched Cy.4 alkyl group, optionally substituted
with amino group, amino group substituted with one or two identical or
different, straight or branched Ci4 alkyl group, hydroxyl group, carboxyl
group or straight or branched Ci.4 alkoxy group -, Or

a group of the general formula (b), -wherein
RS and R’ independently stand for straight or branched Ci4 alkyl group or
Cs.5 cycloalkyl group;
Z means oxygen atom, sulphur atom, -CHR! -group or =NR'*- group -
where R and R' independently stand for hydrogen atom, straight or
branched Cy4 alkyl group, Ca.s cycloalkyl group, benzy] group, or —CHz-(Ci.5
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30 R8 and R9 independently stand for straight or

branched Cl1-4 al kyl group or C3-6 cycloal kyl group; Z
wore@nag4axy/gen at om sul phur atom - CHR11- gr oupPOT/HNRDR/00063

group - where R11 and R12 i ndependently stand for

hydrogen atom straight or branched Cl_4 al kyl group,

C3-6 cycl oal kyl group, benzyl group, or -CH2-(Cl-s WO

2008/ 149168 PCT/ HUJ2008/ 000063 16 strai ght or branched

acyl ) - Qﬁagpt of %‘c@dza@i)(é%_ﬁ, s@mzacgbo @+ btaigbhed branched
al kyl) Cl 5 straight brﬁnched acyl group;
W rreansalk}’i)t-gr@@e@f Guesspight Or%ﬁ?’ﬁ VL8R s a val ue of

1, 2 orgs; 5n9eah§n@rog§{éi&n%f—@H2ngp,3 pis a value
of zero or I; val ue of zero or 1; t is a value

of zeramor 1 isayalRgokt.@d3; for a phenyl group,

optionally sub th met hoxy group, hydroxyl
10 groub, orlﬁgﬁggghﬁgggﬁﬁ or a 5- or 6-nenbered

het erogyclic 1sawg1ueoﬁ1wmhg one nitrogen atom or one

ni trogen atom an Zer?\ﬁphur atom R 3 stands for
cyano gfoup; Sﬁ group; 15 n is a val ue of
zero, 1gor 2; 1saalﬁlﬂlebhﬁ&rdﬁoshl-ts sol vat es, N oxides and

R%Z?E@Qg?sgf%g @ppl%gﬁy]f gr@ug,oanlzgﬂ% su%:]st?t{,nﬁ:& %Ehﬁglre% o@ E rr:iﬁ gffdroxyl

(I)ng AR eR Htomt Bpse 20 - wherein R stands for
hydro n atom or rreth I

2 stands f
atom 50 or ﬁﬂ%&here&r}@@@cyﬂg rg}géﬁa‘gunli%gr grgangtﬁo%,e]n 8{ong ¥95r%qgﬁ]o gen

thi enyl 2, &{esﬁf;ﬁ:hﬂtja’[&floup’ or a 5- or 6-nmenbered
heterocy I'C ring containing one or two or three

Rﬁltrsmgémformnatng; or a 5-menbered heterocyclic ring

cont aj n| ug trogen atom and one oxygen atom or
Xone Iﬂ‘?aﬁ oge at 6m and one sul phur atom R4 stands for
na 5-is @kalGe ofebgried 2het er ocycli ¢ ring contai ni ng one or

a@ttgqﬁo %ﬁgggﬁ@te&@ 8}é1§ u% atng ﬁ%oﬁ%?se%ggﬁégs{ift? glgié sr?%%s Rictdo@gen
A further narrow group of the compounds of the general formula (I) is formed by

those,

- wherein

R' stands for hydrogen atom or methyl group;

R? stands for hydrogen atom or methyl group;

R stands for a phenyl- or thienyl-, or furyl group, or
a 5- or 6-membered heterocyclic ring containing one or two or three nitrogen
atoms, or a 5-membered heterocyclic ring containing one nitrogen atom and one
oxygen atom or one nitrogen atom and one sulphur atom;

R stands for a 5- or 6-membered heterocyclic ring containing one or two or three or
four nitrogen atoms, or one nitrogen atom and one oxygen atom, or one nitrogen
atom and one sulphur atom, or
a group of the general formula (a), - wherein

RS and R’ independently stands for hydrogen atom, Cs.6 cycloalkyl group,
be@l group, or a straight or branched Ci4 alkyl group-, or
a group of the general formula (b), -wherein

R® and R’ independently stand for straight or branched Cj.4 alkyl group;



atom and one sul phur atom or 30 a group of the

general fornula (a), - wherein R6 and R7 independently
war@adstbor hydrogen atom C3_6 cycl oal kyl gr oR@I/HU2008/000063

benzyl group, or a straight or branched Cl al kyl

group-, or a group of the general formula (b),

-wherein R$ and RO i ndependently stand for straight or

branched Cl-4 al kyl group; O 2008/ 149168

PCT/ HU2908/ 0GRQA3 ox}denZatorans aXRerzratpom whsre Ng] ztands for

group - where R12 stands .for dr n 0 j

or br akshwgeTatams SESIED 3’6‘?51,‘:}1’(%%’64 a6 by o Sﬁ%@éﬁm grow,

benzyl b%%}f gtmu?[ of GH8s- 1%%—0@[ OQH,-CIGHR-CEATH gBil> @HBetyl
cety

group or gr oup; nmeans nitrogen atom or
-CHgraugyp; mis a value of 2; ois avalue of 2; pis

a val ueiof ze b en btoinSoraCy¥edidep:of zero or 1; 10
5 t is a Val ue rggangélrt%o’g_en_ ORSrstﬁéds@% or a phenyl -,

t hi enylm, or ifsarvyluegf%;ub, optionally substituted with
nmet hyl enedi oxy group.,or with one or nore, identical
or differ ent,1¥§?’|a§ufa%ﬁ%’ or branched C 1-4 al kyl group,
strai ghy or bisanahedf@resr &l koxy group, hydroxyl

group, trifluoropethyl group, cyano group, or hal ogen
atom of 15 alS%Vé 02-%??8%627% het erocyclic ring

10 cont ai nf ng ONg sBfaldewd zed -t hree or four nitrogen
atons, or one nitrogen atom apd ,one Qxy 0 d with
Rbne stibds dgert 08wl aliFShe °§uﬁﬁ#uﬁro§$brﬁgﬁ%@&s%ﬁ§@te_ W
for CNRAGHoRY RiroupX JFBRiES ondlidr 1g6eL aen@@l ror diffeyenta Bigadght or
of 1; ang their salts, sol v%t es, I%g\)é’hdes %r&g ﬁy%?&&[@roup
and tiehehCtsaliyldrew, sEied of RERE CIARKOFE §THE Powe ’
gro of ben gadh, bormula (1) is
RSk CRERRSOMS hus Benigp

for wher ei n stands for_ hydrpgen
15 at ong 5- R2 Gsmembered (hetergmnalyg@p,g é:p@tﬁﬁmng one Or two “Of tﬁt%e or four

nitrogen atoms, or one nitrogen atom and one oxygen atom, Or one nitrogen atom
and one sulphur atom;
R¥®  stands for cyano group;
X means —NH- group;
20 n isavalue of 1; -
and their salts, solvates, N-oxides and isomers and the salts and solvates thereof.

An even narrower group of the compounds of the general formula (I) is formed by

those,
25 - wherein
R' stands for hydrogen atom;
R? stands for hydrogen atom;
R} stands for a phenyl group, or
a 6-membered heterocyclic ring containing one nitrogen atom;
30 R stands for a 6-membered heterocyclic ring containing one nitrogen atom, ot
a group of the general formula (b), -wherein
R® and R’ stand for methyl group;

12
Z means oxygen atom, or _NR!. group - where R™“ stands for

hydrogen atom, methyl group, or acetyl group;



R3 stands for a phenyl group, or a 6-nenbered

heterocyclic ring containing one nitrogen atom 30 R4
wGer@sde1bor a 6- nenbered heterocyclic ring cone@Ei/HUR@S/000063

one nitrogen atom or a group of the general fornula

(b), -wherein R8 and RO stand for nethyl group; Z

nmeans oxygen atom or NRL12- group - where Rl12 stands

for hydrogen atom nethyl igroup, or acetyl group; WO

2008/ 149168 BT/ HRORB/EHP063 18 Wneans nitrogen

atom mis a value of 2; ois a value of 2; pis a
val ue of zerwsmvahle,Of?’é r is a value of zero or 1; t

is a val ue of. -+~ RS stands for a phenyl group,
optiondl |y s&%%ﬁl?eu?fezd wi th methoxy group, hydroxyl

group, pr haliogeduatcimeo @rl;a 5- or 6- menber ed

heterocyclic.ring.c | iing one nitrogen atom or one
ni t rogén 101%?3%1u%n§;e§§n5eyléul phur atom R13 stands for

cyano group; is XvaleaoszerdNH- group; n is a value of |[;
and their salts, solvates, N ox] 6 LS o@Rdhydroxyl
R®t hestgegdst for grifeny) %78‘(1%s°p?1ﬂ%alngosf%éﬂ%d epr es e%?ratgri vgs of

t he wadseoftoesrer al formula (1) are e.g. the
f ol ERar g Cor

nmpounds: -. . - : itrogen

2- (35t briwpbREARFOPYrdiogIRRPRIE S PR ALY B ho- 1 -
0-c s dnb 5@5RrQkoka:5- @] qui noline, 20 -

2- (ﬁg)%%rido&%ypﬂgnyl )-7-(morpholin-4-yl)-9-benzyl am no-1
R®- cyands for ¢yanagwup] 1, 5- a] qui nol i ne, -

2- (4- met hoxy yl)-7-(2, 6-trans-di net hyl nor phol i n-4-y
Xy &%ﬁ?ﬁﬁa%&ﬁg’-l 0- cyano-s-triazolo
nl 1, s a}guwe ofdll;F ne, -

2-(pyridin-4-yly-7-(4- InB §1eA&ltdantl solvates thereof.
s gt SRt At e e S

triazol o[ 1, 5-a] qui nol i ne,

Representatives of the compounds of general formula (1) are e.g. the following

compounds:

- 2-(3-methoxyphenyl)-7-(morpholin—4-yl)-9-benzylamino-10-cyano-s-tr1azolo[1,5-
a]quinoline,

- 2-(4-methoxyphenyl)-7 -(morpholin—4-y1)-9-benzylamino-1 0-cyano-s-triazolo[1,5-
a]quinoline,

- 2-(4-methoxyphenyl)-7-(2,6—trans-dimethy1morpholin—4-y1)-9-benzy1am1no-1O-
cyano-s-triazolo[1,5-a] quinoline,

- 2-(pyridin—4-yl)-7—(4-methy1piperazin-1 -y1)-9-benzylamino-10-cyano-s-
triazolo[1,5-a]quinoline,

- 2—(4-methoxyphenyl)—?-(4-methy1piperazin—1-yl)-9-benzy1amino-10-cyano-s—
triazolo[1,5-a]quinoline,

- 2-(3-methoxyphenyl) -7-(4-methylpiperazin-1 -yD)-9-benzylamino-10-cyano-s-
triazolo[1,5-a]quinoline,

- 2—(3-hydroxyphenyl)-7—(4—methylpiperazin—1-y1)-9-benzylamino-10-cyano-s-
triazolo[liS-a]quinoline,

- 2-(3-methoxphenyl)-7-(4-acety1piperazin—1-yl)-9-benzylamin0-10-cyano-s-

triazolo[1,5-ajquinoline,
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2- (4- nmet hoxyphenyl ) - 7- (4- net hyl pi perazin-1-yl)-9-benzy

wo 2008ne1b®- cyano-s- triazolo [ 1, 5 -a] qui nol PEIEHU2008/000063
2- (3- met hoxyphenyl ) - 7- (4- net hyl pi perazi n-1-yl ) - 9- benzy
| am no-1| 0-cyano-s- triazolo [ | , 5 -a] quinoline, 30
- 2-(3-hydroxyphenyl)-7-(4-met hyl pi perazi n-1 -
yl)-9-benzyl am no-10-cyano-18- triazolo [ 1, 5 -%
qui ?—F?Jn@ﬁxiféni?ﬂ(-@i erazin-1-il)-9-benzilamino-10-ciano-s-triazolo{ 1,5-
- oxphenyl y-7-(4-acetyl pi perazi n-1-yl)-9-benzyl am n
0- 1f)Jggiypalmes- tri azol o[ 1, 5-a] qui nol i ne, WD 2008/ 149168
PCT. 2008/ 53_ 1Yl Qbenzylamino-10-cyano-s-triazolo[1,5-a]quinoline,
2. (4P g‘ii(%g“%??-ﬂ- (B?nﬁglr azin- 1ol ) 9-benzi | ami ng- 0-
Ci apgharl-7i(daodtigflgipSaziad] gi-fré-pridylmethylamino)-10-cyano-s

2- phenyl - 7- ridin-3-yl)-9-benzyl am no-10-cyan-s-tria
zol B"[ai%/l?)[laﬁ'gﬁl}iﬁlgﬁriwhe, -

2- _pQq?yxlleaﬂoxyﬂhmmgx?pﬂmﬁfué)[-ﬁir(‘%-py&}iéykpetb?%iﬂo?ﬂ%ﬁ@?r?y|

am no) - 10-cyn-s- .5 triazol o[ 1, 5-a] qui nol i ne, -

2-( m%‘t’%&%ﬁﬂ'@‘ﬁbﬁ’ 7- (pyri di n- 3- qu) - 9- (4-pyri dyl met hy
onh 18180, $Qvade) NSoxides kazisbmers add thg saltsjand solisps therofand

therr salts, solvates, N-oxides and isoners and the
salts and sol vates thereof. 10 Representatives of the

sal tﬁp%%(ftﬁﬂﬁ/eé:%@wﬂtg sf 0F coapamas of grnenal farmuly (Bee ee: e

t he oW ng conpounds: -
foRewidg venbasydphenyl ) - 7- (mor phol i n- 4-yl ) - 9- benzyl ami no- |

0- cyano- i 0of_dn Srh@indiLi IOl bengyliryinn-dOklyand-siajazolof1,5-
2-( %@e@%&%ﬂéﬁ@l ) en%(-i.[)rmr phgllyi n-4-y1)-9-benzyl an no- |
0- cyAqondint hydedilefide, 5- 15 a] qui nol i ne hydrochl ori de,
- ; -7~ lin-4-y1)-9-benzylamino-10-cyano-s-triazolo[1,5-
27 (AR BRORheRY T ooty Dt y For phol i he 4. y1 ) - 9- b
ﬁnéyd]qtuhcﬂmlelfh@dmyhimdes- triazolo[l,5-a] quinoline

ydr o a

ens e, .- . Jamino-10- -
22 By PO RRRE 7 (RS SRR g b iy by
| N0- @ ¥@F-Gquibsliragtnpdysbia}.qui nol i ne mal eate, 20 -
2- (4. et POy pReny] ) Lo A Bt POREEARbeb ablcafb-benzy
tri agglabf, Raghavinahiiege,herm f umarate nonohydrate, -
|2(;§n-3 M”f_tgg?@%fegﬁl)-ﬂln(m%ﬁy B IR B 85 lamtho- 10 RE04Y

L '( ga&lz&kﬂnsi-aﬁhﬂﬁhﬁboﬁémm foreliydtese, heri hydrate, -

- hy d 2 %yppsttimnyphenyl) (74(-4n@%thxlpiﬁFrﬁ@fl—al_zsﬂ}i?-f@rgﬁy}a_ngr_xgé%—g{,ﬁng-rﬁ-
hyd L0 DXL 05 il @R @hiBlolerfie absiibyaetd ne
- 2-(3 -hydroxy;,)henyl)ﬁ -(4-methylpiperazin-1 -y1)-9-benzylamino-10-cyano-s-
triazolo[1,5-a]quinoline hydrochloride,
- 23 -Methoxyphenyl)-7-(4-acety1piperazin—1-y1)-9-benzylamino-lO-cyano-s—
triazolo[1,5-a]quinoline hydro gensulfate,
- 2 -methoxyphenyl)-7-(piperazin-1 -y1)-9-benzylamino-1 0-cyano-s-triazolo[1,5-
a]quinoline maleate,
- 2-Phenyl-7-(pyridin-3 -yl)—9-benzy1amino-lO-cyano—s—triazolo[l ,5-d]quinoline
hydrogensulfate, )

- 2-phenyl-7-(4-methylpiperazin-1 -y1)-9-(2-pyridylmethylamino)-10-cyano-s-
triazolo[1,5-a]quinoline hydrochloride,



10

15

20

25

30

2- (3- Met hoxyphenyl ) -7- (4- acetyl pi perazin-1-yl)-9-benzy
wo a0msne18®- cyn-s- triazolo [ 1, 5 -a] qui nol i NECT/HU2008/000063

hydr ogensul fate, -

2- ( 3- net hoxyphenyl ) -7- (pi perazin-1-yl)-9-benzyl am no- |

0-cyano-s-triazolo[1,5- a]quinoline nmaleate, 30 -

2- Phenyl - 7- (pyri di n-3-yl)-99benzyl am no- 10-cyn-s-tri az

ol of &, laRl-AgLy:layds S9enebyril Ryethylamino)-10-cyano-s-

5. %Q@%@%ﬁﬁ P g Ty} 2 (2 pyri dyl met hyl

ami triedold[0;5en) auigolinerhygegenspats.- a] qui nol i ne

hydr ochl ori de, WD 2008/ 149168 PCT/ HU2008/ 000063 20 -

2- (3- Met hoxyphenyl ) -7- (pyridin-3-yl)-9-(4-pyridyl neth

| amh go)didd)-toyamtlssr of itz aipefty, Qleapﬁfé?qﬁo}qvﬁ‘g%n alto "Rl to

hydr ogensul f ate. Accordj SERES 19 contppuadsngaliegeneral
Ph‘%rﬁéceb‘%%aé é?ﬂ?lp?%%ﬁtcf)%t%m%gg% a%tg‘ieg%}esgt 0 5 ® e but
forRRBY (NBSekKi Sathers aaNOsid sobmts.culkithainprreraldly 4edl Fompositions, Ou
_ principles the compoun of 1.k ieckO6MME vehtlon. The
inhglableppareniprab st ‘g?ng@wgfsogﬁalaé&(}f%vag?eglg(? §\L!lv\}/)l’]ﬁcch are
abWee%}%'Erﬁg?éeﬁti&l onpOIHeE fxpits, solidt or iliqghids.asich, as tablets, pellets,

parenteral and transdermal fornul ations,. : first of all
capsuls aetobes SoluHens, FHARFRSIOPH O ﬁ‘ﬁ‘élswgsogf\}/‘ee D @%an cg%]tg Peal o "

ta@&%&abé\ﬂ&ﬁr@rt@&é pREerl ﬂhﬁﬁna@éuﬁc?ﬁﬁﬁm , S ILIC[] ~as
abl'ets, pellets, capsules, patches, soluti :
sus fibe sbaowespharmassyiiios] 6PTEPOSTIRES 815 HrEPeL o%l?ptlﬁg% g]flmaceutlcal

first of 4 . abl £t 5.rARctuE SN SHBEy ainé Byhesual technological
CXHPET r?oér&n%h%r‘%rg%télﬁ?}l cgl forns. The above
opehdibticeut i cal conpositions are prepared by applying

pharmaceut i cal XGLA QiR BdrHing 36 fhe ipPestrt@nvention can be
pharﬁ&%@??‘g’gf Oﬁﬁlg%‘é%ag@%ﬁlgﬁby ugégal gt echiol g%%al cof
1OP Y Ald teAsmenT bEpatimipges e fAsrérspigeplay s Tl iR dpvglppment 0
according to the present invention can be 15 used for
the §iseasteat nent of pat hol ogi es, where A3 receptor plays
a role in the devel ppnent, of ' b8 may be useful in
con@'{?ﬁ@?ﬂﬂm%h‘%ﬂabgg assee}eg%‘fel %/fge%teﬁ ‘21%?% gﬁce? he A3
HeQRERQE af®: RveaRhUE disfundines of Sathvemt(Yafoqy al., J Mol Cell

prevention of disf ti.ons .of. the t ol Yes. idn
Chidiol. SPouB -G8 e etk o dobyt 365 gRb ol Yes-BIR % the kidney
(1%‘5 :‘,Jee Legcﬁ.c,taﬁ{ﬁ?? Q%Rsﬁiliﬁﬁl@ Tu)p, Physinl. 20GS, ROHREY-98). the
'T. Lee et al. i ol Re r o
rddhiyatony| sysieoQ@inty - Kadol égygmqtﬁe%](%e%lg%d?%t t(l)lr Sl&/og%teés%nd tract
(%.géq%rﬁolg %‘t Mgl el obe7 RO T6,34 R2BadGyk titvé. Gastroenterology

ofntestinal tract (L. Antoniolj e | nfl .
2BOTES 2(Sipp] 220674 6Noand1he centraRperyeys s, Qﬁajj Chenl ¢t ﬁ%emf
Gast r.gent,er. Batioly 86 mast delie inhibit the
Rc?é'nwogl’ %ﬁgﬁ%ﬁgy s@%y ce%%nm%%%géghegﬁn e%tl al ., ?)e Neur 0[5;? . . £
Rt @006 theSdytdlBns; BBJreasT Hbs TINGhPEFTE A Tef¥oin I aiieBH ™ ©

‘ ﬁ;ﬁé} E];ieqq]gga’ﬁlte dég{lalé‘g% élll %ciéi?/:iatgontﬂ %hezgzﬂlroﬁfjéﬁat Hefito gr hrifocytes, and

'nner pressure in the eyes,
&ftbqhér'lﬁﬁ&ﬁibht%h @&dlls, inhibit the constriction of the airway smooth muscles and

hinder infiltration of the blood plasma through the blood-vessel. By inhibiting the
adenosine Az receptor, pathologies which are related to increased mucin production (e.g
asthma and COPD), can be healed.

Mast cells play a key role in the pathomechanism of not only allergy, asthma but
Trritable Bowel Syndrome (IBS) too. Mast cells translate the stress signals that has been
transmitted through brain gut axis into release of proinflammatory mediators that can cause

stimulation of nerve endings that could affect afferent nerve terminals and change their
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TNF z, hinder the mgration and activation of the
eozi nofil and neutrofil granul ocytes, and of other
WO pdoBasares i on cells, inhibit the constriction BET/HER008/000063
ai rway snmooth nuscles and hinder infiltration of the
bl ood plasma through the bl ood-vessel. By inhibiting
the adenosine A3 receptor, pathologies which are
related to increased nucin 2roduction (e.g. 30 asthma

er@%)qo s infodindD enJiB), afdreabdiatestiel bapgimeybilityleayl, insheseptible
PR e pat]horrech_ani sm of nﬁ} ni atlrl er gy, @t B3R oBHE0). A
individids bhaluBengie Dilaamgaen ( §§§ 3?’8.5 %@?‘X'c% 8 '

§ rta%s laﬁ% s %ﬁ’éte Sk 98crsds8d ahmibdr Ranakaglleeie colonic mucosa (Gut
sugspL At Rae T L P B i

rough brain gut axis into release of clate
2008, Gi7 BB -aAHAMargo VAR di tiatsdsnashealls nproXEEEO cRlomHAELRR S

.of rve . endin . C 3 t i biehantvithedi¥@hea in IBS
withe AR Pty %ﬁaﬁlg%*%lh%‘ﬂfg&%f‘%%}% 9168 - fnl .
(GRETLABNQ8/ 000 625:63317(Fe dc@ptiooreroh Heeatel 3496621 L2k 171-8.)

nmotility, ipcrease,intestinal ot ihd partl
MR el ETb P PO e i R EEE TEE Mo o Bl dpartly
o Indlst deCashb GRNABE@EPIOR007, 22: 3027-30). A subset

of patients | BS have an incyeased hu f s eel b

*h ek Giiote b e et oSONE Ay gy YRRhishIh be
thgﬁée%ﬁ}{eﬁfy’ uééa}ﬂi wat gﬂia_gmﬁltaﬁ% ghﬂtﬁschfmi@r qmtiﬁéna%ssm enfiaghygmic,
nerves correlate 5 with abdom na in_and vjscer.
acigsomstnamiElEgion HEPTSRCS i BEaPFALDY |4 BhRble o
(Gastr 0 200400 126i603; 03 eCagingp entif@righson an
dlfg—fe%gegt g‘?&g%g%’, lkgmil%).rl Pt ﬁl: 1-68. ) . l\/obr ?r cel | ar e lflnolneﬂremt or
cdghiivh Grtetipm staoviahes medicamense iRy @fﬁoahﬂilﬁfﬁ%fn ¢ tred
adenosi : - @bdrt ARNEINO8I rfusion, acute
PIEEREpt 8 f ﬁleggg%‘g%% g th%ﬁsgy'ggjg \g;ggdtetfhfg ects, ade nlth)rgi%npsﬁeAS

rekSiERRY diste st sygdmninst GARRS), plaronig @b@tﬁ)@pi‘éepglg}{qoggpq d}yseage(ﬁﬂPD) -

.as antiasthmatic, . antii ] | depresfamtkathing -, allergic
IngHEmgr ‘Fll’i?/’%‘ﬁ:;%@,’cghghtpilﬂr%%u ng}tn%; %YSQ%%tC??I auconi c? ne -
r@Pddnls E b armirati Epéipsjgﬁ iiﬁ)ﬂgﬂdam?emo;a_sean@ptﬁ a-risk.atleaodsER arthritis),
| seases, anti . ki dne unek:i \C AR di
B ety g
al?%hl@%&la@e't d%ﬂti:‘t,'f?ﬁjﬂiﬁm%ﬁ{’vﬂ sty_iliﬂleme;(ﬂ}saazﬁ%ﬁ?dyehvg@ﬁ pioripgis, diseases
e treatnent or prevention of. 0 .
oflj the dowds, hWFﬁ?Waaoﬁbrtcﬁ@a Qg\ilrf)l%ﬁﬁglc l%éncgall%sl, \r']\%l%oma and diabetes
SREY {é&&h%ﬁberggumhlﬁhm&u abDpg2, A0Sy S VARG, GIAG0, Am. J.
, chr

A onrc obstructive pul nonary di sease (COPD) -
Rese Celti Moy ik 3554964088k hi ti s, pul nonary enphysema or

(rjlhlf L:fog lgém%or &l b¥ g feseng bl vehitinCean ER@atablyt® vsed B the treatment of

| or'son 1vy-induced responses ﬁéﬁl e-rush,
Eetlueiono ik pstamt (€1 Exp. Alres2 8ot oid Rl ek et dmmuno.
ot o L i ed., 175081 D0E) KRDS, ¢l
s N T i i
%ﬂaﬁ]ggaﬁﬁe OpREmolgslids Visudi Srase, Vst 2A4s ,tur@qrs%légs (Wor
of the jolpts, r.t gni . , 105, 2006),
 incracais SRR/ 20 s e BRRRARLORPHER AR ER105, 2000
Tl’él%iémzﬁg-a%‘%ﬁ% SJS g%éﬂhaolf‘\?éi’iﬂ-g?ﬁﬁ@ﬁaisdlemliaég/p.g)glg,, arghythgnia of the
: ) MY, . R=esp. S .
B4, diswe)of ﬂmbldeafr%wa%d S‘Feﬁs%e&g?% FYR Porih, Pusihed on April

5 aupy AlhofT Re1 498Gt 1071 bRseby. eat ment - of

According to another of its aspects, the present invention relates to fche use of the
compounds of the general formula (D) in the treatment of the above pathologies. Suggested
daily dose is 1-100 mg active ingredient depending on the nature and severeness of the

disease and on sex, weight etc. of the patient.
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di sfunctions |like asthma (Cin. Exp. Allergy 32:824,

2002; J. Allergy. din. Imuno., 25 114:737, 2004),
wCoRB1§9A8 J. Respir. Crit. Care Med., 173: 398pCRE0B)08/000063

ARDS, gl aucoma (I nvestigative Ophthal nol ogy & Vi sua

Sci ence, Vol. 46, 2005,), tunor, IBD, IBS (Wrld J.

Gastroenterol. 2007, 22:3027-30.), allergic and

inflammatory pain (Pain 121:5505, 2006), rheumatoid

arthritis (J. Rheumatol. 34:20-6, 2007), ischem a,

hypoxi a, arrhythm a of the heart, diseases of the

ki dnéyfusther sudet of Sk swsntiiahPEThE gaepapdionsaidthe pompPpwie Pl the

girﬁgaA%%%Jé%;lg aﬁg 8£§'1&1nte edPa%ﬁo #ger il'cﬁ#éﬂrrglzate (CIt) (III% (V), (VD),

a&ngsen@aymXHmKRm%)mﬁKXNBS to the use of the conpounds

of the general formula_.(1 the tre e
abové pn oo e g etasht= arny R ERDERL ) LR 0o
(RO CMB, (9 @b ev) e aitHt pocan addoedingtouheinaetion is novel.
severeness of the disease and on sex, weight etc. of
the patient. WD 2008/ 149168 PCT/ HU2008/ 000063 22 A

f uptdagds HUtioaFinyttioh Reoutimeg i te@cf’udnfschdh& p(feglae a} i on of
t he conpounds of the general fornula (

th
i nBeeqredigde Brocey s Ogéﬁléfﬁlg}onffgrr%|pgé)a1(appl} o %‘a |CP1}1p0undS of the
g%ﬁé)ral fgﬂﬁ#la (If)1 (lygfereid ¥, R B4 RY, l@qua X b YhadHe (¥dingsDs given

e i ntermedi ates of the ?eneral fornul ae
abcwe) a [2-diaming-wginiuggply of the gynergl Jgrmulg Gy . (X1 1), (X1V)
and (XV) used in the process according to the
invention is novel. Process A of our invention is
outlined in reaction schene R¥(Figure 1). According to
Process A) of our invention flor the preparation of the
conpounds of the 10 general(GR3RHula (1) - wherein R,
R2, R3, R4, R5, R13, X and nlhave t he neani ngs as

gi ven above- a 1, 2-di gm no-aginiumssalt of the
general formula (I1) [ f% 4 RI3 R N N NH2
TsO NH2 I'11) -wherein R3, R4, R13, X and m
have the neani ngs as gi and TsO meansp- 15
tol uene-sul fonate anion - is eayﬁed with a conpound

of the general fornula (Iv% rﬁ5 Y (1V)

(i
-wherein R}, R?, R, R, R5, X and n have the meanings as given above and TsO™ means p-
toluene-sulfonate anion — is reacted with a compound of the general formula (IV),

o
Y (V)

RS

wherein -the meaning of R’ is as given above and Y stands for hydrogen atom, halogen
atom or C,.q alkoxy group- preferably with the appropriate acid chlorides or esters (D.W.
Robertson, J. Med. Chem., 28, 717, 1985) and if desired, the substituents of the compound
of the general formula (I) are transformed into each other by a method known per se,
and/or the resulting compound of the general formula (I) is transformed into its salt,
solvate, N-oxide or liberated from its salt, solvate, and/or is resolved into its optically
active isomers, or the optically active isomer is transformed into the racemic compound,

and if desired the structural isomers are separated.

SUBSTITUTE SHEET (RULE 26)



wherein -the nmeaning of R5 is as given above and Y

stands for hydrogen atom hal ogen atom or Cl4 al koxy
w@e@an491ps ef erably with the appropriate aci d cPCDHUA@S/000063

or esters (D.W Robertson, J. Med. Chem, 28, 717,

1985) and if desired, the substituents of the conpound

20 of the general formula (1) are transfornmed into

each ot her by a rret hod knownsper se, and/or the

A[ﬁg}hie]s of &PS 00 Feof q? Q%ge Fl%'surg Org¥u Ic?cl&fn)g heent, preferably

sal vate, N oxide or
trletty®méhe th dmthyﬂﬁ)ﬁnasmﬂd: parsb)d arplied, tah dthsy agents efshat e, known

intop its optica ctive is t
fra@ttﬁq, grgaglﬁp poys b-ythréalé ? %eél ?EE o?(%hﬁeg{orna%g rlg?@%xlf&‘ﬁ{elcﬁ{n a wide
re 08B0 A eratudd) drdfrale Sbtiveeh 2heC-sisOUCt ural i sonmers are

separat ed. SUBSTI TUTE SHEET (RULE 26) WD 2008/ 149168
5 PCT/ HU2008/ 000063 23 Al dehydes can al so be used for

t h?rof:%s@ %g%keéx%@enu&% isYiBink & iga B8 REhenr2Fasuadd y
triet mne in dlrrethéforrramde can be applled
e

ot heAccan@ng go ofr irtygetianyfee thelprepgatiqry nthe H:@mgimérglﬁl of tﬁ’e general
forpn%P tr% n&@n al so be used. The cyclisation can be
0 In a wde range of tenperature, preferably
Hﬁet weems2fhe@yl-, 150z, thieRrlomeduryBproyp S@bfi’ﬂt‘ilt?fs éﬁh.r@ﬁhﬂ%ﬂedloxy
outlined i eactl 0 c alkvl
0 o VRO D RS TRl SR, Buoe s 4 sl
t he lﬁ)ﬂp,r ai‘alg}ftafrrfﬂ)rhﬁnh(ed 1= alikeexy egriRdp, rhsdrrsybigeayp) trifluoromethyl

benz thie r fur%/J a}roup substituted W|th
met h Toé‘H’ecé’F‘B‘g( 0“118“8%1 % th one or nore,

i dengiscad G%en%bfeﬁeléﬁfﬁcyclﬁtrt@l lgited diroughaneited a@iv, cahiiping one

group, straight qgr branched Cl1.4 al kox ou

Ry r BAOTO bt or i PIAGBFBAEERYT” OB PUURLT BBNBgPB s SP 2o
15  hal 0geRKaLAMgeRratdin and @ne GuipRikbALAI ob@drﬁﬂ@ Csylbxltlltuted mg one or

i nked through a carbon atqom containin

or t ose ldpntfcéh or rﬁ’ﬁf?f%‘&e gl n, gRcsA e P&?S]g gWuB’t BtFﬁlght or

and 1% flogn s fi b ogen atom and one
sul p%h?lcge:&g(%n rh(l)l%k?g} Ipi y Sl,(l)bst | ?ut ed wth one, or tgolk@i means

i dentigrap of theigeherrleformule ((bki-ghere F theraferdqt &1k
gr oup trosg;{rl ato%!‘& O(EH é?&%n 81h§ Qhehe Clade & lf@sxfy tﬁérPmeeé}Hs —CH-group,

hal od eneral fornula (b),
20 - wheneditfe mdmmngabﬂ@ of ofp, . R end Rnere apdaBieadebovi-t r ogen

adsercis oLy 1 Bo Rl R B llehed §olhr 110

if prdd8ssaBYd) 1RO trizelealsricefve e gbmva fornaﬂw(\f)he meani ngs
ofp R, R, R3, R5, R13, X and_n, are as defined
above-, in process B/1) the Briazole derivative of
the general fornula (V), R3 (CRIR?),

13
N"ON
N=( 5
R
V)
-where E stands for halogen atom or trifluoromethanesulfonyl group, and the meanings of

25 RL,RLRLR, R, X and n are as defined above-, and a compound of the general formula

(VID),

SUBSTITUTE SHEET (RULE 26)



(i RIR)n XERL3 / I \ NN NNC5 R (V) -where

E stands for hal ogen atomor trifl uoronethanesul fonyl
w@e@an49iend t he neanings of 25 R, R2, R3, RS5PCREHB2008/000063

and n are as defined above-, and a conmpound of the

general formula (VII), SUBSTI TUTE SHEET (RULE 26) WO

2008/ 149168 PCT/ HU2008/ 000063 24 R4-B(OH)2 (M) -

where the neaning of R4 is ‘aﬁ defi ned above for

process B)- are reacted Qﬂ@é@ﬁ conditions of the

Suzuki reaction (A Kotschy, )(%i mari,: Heterocycles

fromTransition Metal Catalysis. Springer, 2005), or

5 in process B/2) atrial kylti(v"yri azol e derivative of

the general formula (VI), R3 1 (i RR)n X (R14)3
-StheR 13 thedning oNRN is @s Nefind® &bové \bn) process B)- are reacted under the

conditions of the Suzuki reaction (A. Kotschy, G. Timari,: Heterocycles from Transition
Metal Catalysis. Springer, 2005), or

in process B/2) a trialkyltin-triazole derivative of the general formula (VI),

R3
|
(CR'R?),
X
(R'%). sn R™
3 ~

NN

N:<R .

(vn)
-where R™ stands for a straight or branched Cj4 alkyl group and the meanings of R}, R?,
R® R®RY, X and n are as defined above-, and compound of the general formula (VIII),

RY“E (VIID)

— where E stands for halogen atom or trifluoromethanesulfonyl group and the meaning of
R is as defined above for process B)- are reacted under the conditions of the a Stille
reaction (A. Kotschy, G. Timéri,: Heterocycles from Transition Metal Catalysis. Springer,
2005);
and if desired, the substituents of the compound of the general formula (I) are transformed
into each other by a method known per se, and/or the resulting compound of the general
formula (1) is transformed into its salt, solvate, N-oxide or liberated from its salt, solvate,
and/or is resolved into its optically active isomer, or the optically active isomer is

transformed into the racemic compound, and if desired the structural isomers are separated.

Process C) of our invention is outlined in reaction scheme 3 (Figure 3).
According to process C) of our invention, for the preparation of the compounds of the
general formula (T) — where the meanings“of R, R% R, R*, R%,RP, X and n are as defined

above- a triazole derivative of the general formula (XII),

SUBSTITUTE SHEET (RULE 26)



-where R14 stands for a straight or branched Cl4 al kyl
group and the neanings of Rl, R2, R3 R5 R13, X and n
ware@saieef i ned above-, and conpound of the geP€r/alU2008/000063
formula (M11), R4-E (MII) 10 - where E stands for
hal ogen atom or trifl uoronethanesul fonyl group and the
nmeaning of R4 is as defined above for process B)- are
reacted under the conditionisof the a Stille reaction
(A. Kotschy, G Tindri,: Fﬁﬁerocycles from Transition
Metal Catalysis. Springer, 72005)13 and if desired, the
substituents of th&ompauath o he general fornula
(1) are transforned nto pach other by a nethod
known per se, and/or i ng conmpound of the
general formula (1) is transforned into its salt,
sol vate, N-oxide or |liberat®dfremits salt, solvate,
and/or is resolved into its optRcCally active isomer
or the optically active isoner is t{Xdhsformed into

the racenic, co : il f desire he structur

- jvdsHReths mEARINGS gg?{gﬂ% d?“%rgo > Bsci?rgle%)a%%‘fe ® &Péjf‘ﬁ\?rélﬁ??r%ﬁin"f the
g&%mﬁq$ﬁ&ﬂ§@ﬂhﬂ reaction schene 3 (Figure 3). According

to process C) of our invention, for the preparation of

t he conmpounds of the geneRal fornula (1) - where the
nmeani ngs of R, R2, RS, R4, | R13, X and n are as

defined above- a triazoléggggﬁwative of the general

formula (XI'l), SUBSTITUTE EET (RULE 26) WO

2008/ 149168 PCT/ HU2008/ 000 25 4 Cl RI3 RN~ N
=( N\ R5 (XIl) - where the neanings of R4, R5 and
R13 are as defined above - ,(Xdipd a conpound of the

SERBC AT BRI o (0 0 RN i
Behd ebvwabRY e (N EhahgaBiddes. hyd ded. Chem. Lett., 10, 2825, 2000) and if
desired, the substituents of the compound of the general formula (I) are transformed into
each other by a method known per se, and/or the resulting compound of the general
formula (I) is transformed into its salt, solvate, N-oxide or liberated from its salt, solvate,
and/or is resolved into its optically active isomer, or the optically active isomer is

transformed into the racemic compound, and if desired the structural isomers are separated.

Process D) of our invention is outlined in reaction scheme 4 (Figure 4).
According to process D) of our invention, for the preparation of the compounds of the
general formula (I) — where the meanings of R, R% RYRY, R>, R", X and n are as defined

above- we can also use a compound of the general formula (XV),

R3
|
(CI'R‘RZ)n
X
R 4 R13

N i
RS
Tso- NH; (27_

(XV)

SUBSTITUTE SHEET (RULE 26)
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met hod known per se (Nan Zhang,, Bioorg. and Med.
Chem Lett., 10, 2825, 2000) and if desired, the

waadestiidieent s of the conpound of the general fPCTHIU2008/000063

(1) are transforned into each other by a nethod known

per se, and/or the resulting conpound of the genera
formula (I) is transforned into its salt, solvate,

N-oxide or liberated fromits2égalt, solvate, 10 and/or

- SNhEEStlhti‘: weehings of X tR', BAt RE aRI”,)RSaRf3 iane nidai?@ Hﬁi‘cﬂeﬁnﬁtﬂ abdR and TsO"
optical, tive isoner is transforned into the

racen ¢ %o%‘g%ﬁ%suléﬂﬁtelafmo@esﬂf‘ éﬁgi’czﬁ% 13 the, pregenge of an organic or

| sonetmeraane e prodérasly trléﬂﬁﬂé‘rﬁiﬁé‘ opbyrﬂfmeo WAd if rdl\éﬁfétfi' @e sb.bcstltuents
outllng%_ln reacti on schene_ 4 Flgure . Accord

pr oce2sMH)CopPos, of the grrsraformye (Misee prusfumat |1@ﬁ e %1 other by a
the cpenedRASWR bt beaRrédJ‘& € %ﬁl@hlg}%%ln@ o(fltﬂe n@ﬁ?fb@mula M is

t he neani.ngs of R
as deF?rﬁE‘Hme‘éHBQ/@S solee selyeal oridgss hher@@d}fmnds sﬁﬂt Bd!ieate and/or

0°1rg) g gy AL B B gl e

2008/ qmmw@w mgzmg@nm@au@aundz @nd ifidveired theestrreani igmers are
of X, ¢ Eg §2 , R4, R5, R13 and n are as defined

above ﬁ' sO neans p-toluenesulfonate anion - is
cyclized in the presence of an organic or inorganic

base, bl y. t.rieth ] ne, or ridi ne,
desir e%r g{aﬁ{é@srﬁl fetiplp L}léﬁ‘%l % 2Py %ﬁ?ﬁ&‘ﬁ'nﬁndoﬁ‘efrh@eparauom are
denewsabted ag follbas.(1) are transforned i nto each other by
a 5 nethod known per se, and/or the resulting conpound
of the general formula (1) is transformed into its
sal t, TislowbandsNNf el gdgerdl fobhiig(@ted fromits salt,
solvate and/or is resolved into its optically active
i soner, or the optically actlﬁ% isoner is transforned
into the racenic compound, and f desired the
structural isoners are sepaK?Béﬁ 10 The starting
materials used in the above ppocesses and their
preparations are denongtratet as fed | ows. The
conmpounds of the gene 1) -

'f NH,
150" NH,
()
where the meanings of R', R% R®, R*, R and n are as defined above and TsO™ means p-
toluenesulfonate anion — are new materials and they can be prepared by several known
methods, among others e.g. as outlined in reaction scheme 1 (Figure 1), from a compound

of the general formula (III),

SUBSTITUTE SHEET (RULE 26)
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R3 (i RR), 4, XR13 RN | NH2 TsO NH2 15 (I1)
where the neanings of R, R2, R3, R4, R 3 and n are as
waledsnedesabove and TsO neans p- tol uenesul f oNBCBEHERI08/000063
- are new materials and they can be prepared by
several known nethods, anp others e.g. as outlined
in reaction schene 1 (Figure 1), froma conpound of
the general formula (I11), RBSTI TUTE SHEET (RULE 26)
WO 2008/ 149168 PCT/ HU2008/ 000063 27 R3 (i RIR2)n R 4
RI3 N NH2 (111) -where théCREi ngs of X, R1, R2, R3,
R4, R13 and n are as defined|above- by the N
am nation reaction known in Xhe organic chemstry (
E.E. dover, RT. Rowﬁbtton, . Gﬁén1 Soc. Perkin
Trans |., 376, 1976; Y Gy. Hajos, S. Batori
and A. Messner, 5 Chem o, A25, 929, 1992). As for
N-anmi nation agent preferabl yNO URslyl - hydroxyl ani ne
(TSH) is applied, but other conmpounds known as
N-am nati on agents can al so be used. The conpounds of
the general fornula (111) arg“[)artly known fromthe
patent application of publication nunber WO
-wh2QOBL 0088606t K&/, RAR bR pREpand dry asndafingg abeye- by the M-

with the_ nethod described.therein. T d
B L e

CheRl &3¢ }ger}cﬁaeﬂ%k L, 3581 B78! 6. Tahak UGy HeoeuR, Batori and A. Messmer,
substituted wt nmet hyl enedi oxy group, ar one or

ChefBey., il 380396 2992 Adiferf Mrarinaticat agsnigrelesbly Qsios ey drapgylamine
Cl.4 al kyl, group, straight or
(1S suappli e GrBbeTRbo Ph as PR et be ed

group, or halogen atom or a 5- or 6-nenbered

heterocyclic ring |linked through car bo to
conflwi nci);mgoxmoj@ ofgthe general formulg (II%) are parr’gly o@n from the patent

application of publication number WO 2005/009969 or they can be prepared by analogy

with the method described therein.

Those compounds of the general formula (III), — where

R* stands for a phenyl-, benzyl-, thienyl-, or furyl group, substituted with
methylenedioxy group, or one Or more, identical or different, straight or branched
Cia alkyl group, straight or branched Ci4 alkoxy group, hydroxyl group,
trifluoromethyl group, cyano group, or halogen atom, or
a 5- or 6-membered heterocyclic ring linked through a carbon atom, containing one
or two or three or four nitrogen atoms, or one nitrogen atom and one oxygen atom,
or one nitrogen atom and one sulphur atom, optionally substituted with one or
more, identical or different, straight or branched Ci4 alkyl group, straight or
branched C;4 alkoxy group, or halogen atom, or
a group of the general formula (b), -where
if the value of tis 1, then W stands for nitrogen atom or ~CH-group, or if the
value of tis 0, W stands for ~CH-group, and the meanings of Z, m, o, p, r, R®and
R’ are as defined above-,

and the meanings of RLRZL R RS, R, X and n are as defined above -
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15

or two or three or four nitrogen atons, or one

nitrogen atom and one oxygen atom or one nitrogen
w@t@silanes one sul phur atom optionally substit PCBEHUM0BI000063

one or 20 nore, identical or different, straight or

branched C1_4 al kyl group, straight or branched Cl4

al koxy group, or hal ogen atom or a group of the

general formula (b), -wheregif the value of t is 1,

{ ihd O8Es AeRMBNOB/1) GEKIgr ugtionrbyivsing a 6-
carf i€ Breflipd BRloechRly 16/ h¢ PGS )

stapds for - ro :
halopauoiangsoquinofine derivetivgkngwn frgm Hatent %Cﬁﬁe%waﬁgoa@&&w or 1ts
efined a - d the nmeanings of Rl, R2, R3, R5,
an %{es’ﬁsétﬁlgﬁ%%%eéﬁgs defined above WO 2008/ 149168
PCT/ HU2008/ 000063 28 can be prepared anal ogously to
t rocess version e invention by using a
GHﬁ%ICBGQﬂlg{dgﬂf %S%a?er?%%%%ngﬁadép ivative known from
patent application WO 02/ 0968R® or its anal ogues, as
starting material. 5 Those compounds of the genera
formula (V), R3 1 (i RIRASR®ERI3 / I \ NN
.( N\ 5 (V) - were E stan&s for hal ogen at om and
t he .neanings of Rl, R2, R3, R# R13H X and n are as
defi ned above are partEy } F oR'? nt er nat i ona
patent application of pu on nunber WO 03/ 053968
or can be prepared by anakoe¢ ' ﬂ t he net hod
descri bed therein. 10 Those coggg\nds of the genera
formula (V), - where E stands TON_s
trifl uoronet hanesul fonyl group an® the meanings of R1,
R2, R3, R5, R13, X and n aré&)as defined above, can be

repared fromthe appropria co degcyi hgdgisn
o e SR oD IS DR PRTGE. Bl oa & T andn
ard W RSN MG O/ %@ g%? klﬁéwﬁ oM i%ﬂéﬁiaﬁom @htggumlication of publication
containing a r ox roup for, grou , .
ke 055 1968 o g rrolare v rly B B e P A therein.
S0BSce OF g@ngﬁ’ oA alessnEs; fhrmbiacs@)and dherbblhastands  for
§. “REf: em

Bi oor _ 3
trifluoromethanesulfonyl group and the meanings of R}, RZ, R, R’, RP, X and n are as

defined above, can be prepared from the appropriate compounds described in international
patent application of publication number WO 03/053968 or from their analogues,
containing a hydroxyl group for group E, by a method known from the organic chemistry
(G. Timari, T. Sods, Gy. Hajés, A. Messmer, J. Nacsa and J. Molnér, Bioorg. Med. Chem.

Lett, 2831, 1996).

The compounds of the general formula (V D,

R3
l
(CR'R?),

X

13
14 R
(R™),Sn m
i N N
N~< .
R

(V)



Lett, 2831, 1996). The conpounds of the general

formula (M), R3 1 ( RR)O X (R14)3 Sn R13 / I \ N
wOR149M6R 5 (VI) WO 2008/ 149168 PCT/ HU2008/ OPODEB2008900063
- where Rl14 stands for straight or branched Cl.4 al kyl
group and the neanings of Rl, R2, R3, R5, Rl13, X and

n are as defined above, are new conpounds. The

intermedi ates of the generapgfornmula (VI) can be
ﬁ&vﬁé}@ﬁz@‘dstQHdsSfSy ﬁfa‘?éht ‘69 Qmoﬁéaté}qda%yl @rdlp AAGRY HleiindsQof R', R,
reag ? schene gure , froma conmpound of the
l@eﬁe rRal, X endml aae ewlefw BPOEe B WARIUITURG- She fpsermediates of the

[
%_é%gl:ygxgrygl%]gm)?%% }rfﬁz ﬁar&%f&n&a ﬁov& rHe?cﬁéds g accordmg to reaction

nsi t’ on

sSipmien?) @rigur2 QSFo\@ cROP GUrdISHE. SMelgenefﬁb fd@smmlad\(/t) o processes known in
ri al kyl st annat

gar, r bl
S AT ST Rr L A R BT AR Metcrocycles from Jransition. Metal
©eaesial an(il’(gml a05XI WO 2006/G51341R1Bo  tdld\ the 'tr;all{yllstarmate group,
--C 10 1), - where fhe neanings of R4, R5 and
H—*&fgraggé"eé%m%@lfiﬁgama{%5\}189&'ar e new conpounds. The
conmpounds of the general formula (XII) - where the

neani ngs of R4, R5 and R13 a@& defi ned above - can
be BF@B%‘P%‘&@PBW&‘*% Dt he general formula
(XI), OH

10 (XI)

- where the meanings of R, R® and R are as defined above- are new compounds. The
compounds of the general formula (XII) — where the meanings of R* R® and R are as

defined above - can be prepared from a compound of the general formula (XI),

\
N=( s
R
(X1)
15  — where the meanings of R*, R’ and R' are as defined above - by methods known per se

(D.L. Leysen, J. Heterocyclic Chem., 24, 1611, 1987) according to reaction scheme 3
(Figure 3).

The compounds of the general formula (XI) — where the meanings of R* R’ and

20 R" are as defined above — are new compounds. For their preparation a 1,2-diamino-

azinium salt of the general formula (X),

SUBSTITUTE SHEET (RULE 26)
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R&A RI3 NN NR (XI) 15 - where the neani ngs of R4,

R5 and R13 are as defined above - by nethods known per
wa@eoos(1idi1ks Leysen, J. Heterocyclic Chem, 24, RGLHU2008/000063

1987) according to reaction schenme 3 (Figure 3). The

conpounds of the general formula (XI) - where the

nmeani ngs of R4, R5 and 20 R13 are as defined above -

are new conpounds. For theirsgpreparation a

1, 2-di am no- aziniumsalt of phe general fornula (X),

SUBSTI TUTE SHEET ( RULE,26) WD 200&:&11?49168

PCT/ HU2008/ 000063 30 O B

- where the neanings of .R13 are as defined

above and Ts0" stands for uemesul f onat e anion -

are reacted wth a conpound ofl the general formula

(1V), ~O RBY (IV) 5 - ¥Ws@r Hehe nmeani ngs of RS is

as defined above and Y standg, for hydrogen atom

hal ogen atomor a Cl.4 al ko group-, preferably with

1 BBe@PME OREdnAR FCRY aal | 0P i e ss Alefiged @bsve ffd WSO™ stands for p-
Robertson, J. Med. Chem, 28, 71 985 AL ?
telypnesenalsenipETaTE STacich dthiagmpR rﬂ%‘: cRgra % YXlé ﬁ’g}

agent preferably triethylamne gn dinethylformanide is
applied, but 10 other agefts<gf the type, known from

the organic chem stry can al so e used. The

cyclisation can be perfor rre&e}gn a W de range of

tenperature, pref er ably bet n 20 G
- where the meanings of R’ is as defined above and Y stands for hydrogen atom, halogen

atom or a Cj4 alkoxy group-, preferably with the appropriate acid chlorides or esters
(D.W. Robertson, J. Med. Chem., 28, 717, 1985). Aldehydes can also be used for the ring
closure.

As cyclising agent preferably triethylamine in dimethylformamide is applied, but
other agents of the type, known from the organic chemistry can also be used. The

cyclisation can be performed in a wide range of temperature, preferably between 20 °C-

150 °C.

The compounds of the general formula (X) —~where the meanings of R* and R are
as defined above- are new compounds, they can be prepared by several known methods,
e.g. according to reaction scheme 3 (Figure 3), from a compound of the general formula

(X,

4 OH R13
R | N X
A ~

N 'NH,
(IX)

- where the meanings of R* and R" are as defined above -, by the N-amination reaction
known in the organic chemistry ( E.E. Glover, R.T. Rowbotton, J. Chem. Soc. Perkin
Trans L., 376, 1976, G. Timéri, Gy. Hajos, S. Bétori and A. Messmer, Chem. Ber., 125,
929, 1992). As for N-amination agent preferably O-tosyl-hydroxylamine (TSH) is applied,

but other compounds known as N-amination agents can also be used.

SUBSTITUTE SHEET (RULE 26)
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150 C. The conpounds of the general formula (X) -where
the nmeanings of R4 and R13 are 15 as defined above-

wae@shessgsonpounds, they can be prepared by seRE€r/HU2008/000063

known nmet hods, e.g. according to reaction schene 3
(Figure 3), froma conpound of the general fornula
(IX), R&A OHR13 N NH2 (IX) - where the neani ngs of
R4 and R13 are as defined abgye -, by the N-am nation

r eact TNcondfbubO¥NthE Rehdis BEARRI(CX)CHE Faftly’ bhownEr&n international
dover, R T. Rowbhotton, J. Chem Soc. Perkin Trans

patent apglicationy gf publicatioggimberdy O H5EH9969 ormap e iprepad Ry analogy

VRS SHBfeth&h RcriBEY in infetmati gp%%): i icati

N- ami nati on agent pr eg%?‘ 318?%%%{661 t’ésyl. -%tildgf%{g@%g%tlﬁg mumber WO4

£0051909P&Y, agipiting dirompihe Btitisobenznip st Fokianing dke appropriate R
g 1 : ts can al so be used. SUBSTI TUTE SHEET

(NQ%E@%&%%§B%@%8/ 149168 PCT/ HU2008/ 000063 31 The

c onpdwredsipofinds o€ thg gpesral lfofrilangi ), (1 X) are partly known

frominternational patent application of publication

nunmber WO 2005/ 009969 or can bg prepared by anal ogy

with the nmethod described in i ﬁ{}&a)ti onal patent

appl i cation of publication nun‘qer 2005/ 009969,

starting fromthe 2-nitrobenzoic acid containing the

appropriate R4 5 substi#uent ijh poshiion-5. The

conmpounds of the gener , RB (" R R2)"

R4 RI3 N+ H5 R TsO N - where X, Rl, R2,

R3, R4, R5, R13 and n have~¥heénteaf}i ngs as defi ned

above and TsO- neans p-tol uenesul f oyna anion - are

new conpounds. The i nternegigt 8H,0f /t he general 10

formula (XV) can be prepared by se®ral known net hods,

e.g. according to reactigw scheme 4 (Figure 4), from

a conpoun f the neral formula (XIV),
- where X, Re Rq, Rg, R4, %g R1r3 and n have the meanings as defined above and TsO"

means p-toluenesulfonate anion — are new compounds. The intermediates of the general
formula (XV) can be prepared by several known methods, e.g. according to reaction

scheme 4 (Figure 4), from a compound of the general formula (XIV),

R3
|
(<TR‘R2)n
X
4 13
R
R A
~
07 "R
(XIV)

- where the meanings of X, Rl, R2, R3, R4, Rs, R" and n are as defined above -, by the N-
amination reaction known in the organic chemistry ( E.E. Glover, R.T. Rowbotion, J.
Chem. Soc. Perkin Trans 1., 376, 1976, G. Timari, Gy. Hajos, S. Batori and A. Messmer,
Chem. Ber., 125, 929, 1992). As N-amination agent preferably O-tosyl-hydroxylamine

(TSH) is applied, but other compounds known as N-amination agents can also be used.

SUBSTITUTE SHEET (RULE 26)
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R3 (i RIRR)h R4 R13 NNH ORS5 (XIV) - where the
meanings of X, R, R2, R3, R4, R5, RL3 and n are as
waledsnedesmbove -, by the N- am nation reacti onPRIENR008/000063

the organic chemstry ( EE Qover, RT. Rowbotton,
J. 15 Chem Soc. Perkin Trans |., 376, 1976, G

Timari, Gy. Hajos, S. Batori and A. Messner, Chem
Ber . 125 929, 1992) As N2anmi nation agent preferably

O t ?ﬁ élg%k QW RITbORral (drdle CIVRRRY pegilly kivokn Bdth @rternational

npoun nown as N-am nation s can.al so
aﬁsia&qbph@UBSﬂff FutieatopERmbeRWOE2 %? SRS eicar o4 Qieé’éreg by analogy

with e B qus 08%%899@% pal %é}ﬁllgnom eﬁca@f)nm@b@ene)rzﬂOS/OO9969

are “part rom i nternational
fropadhe Bémpguats afthé gamewd fopmblai(B&t i on nunber WO
2005/ 009969 or can be prepared by analogy wth the
nmet hod described in patent application of publication
ngg}teedlﬁ)mcﬂﬁ@ﬁﬁ@&gaﬁﬁonoﬂvomdthe conpounds of the

eneral formula (I111). ra d PBA
o o4t PTBFOTHE 1R (TS THEL My BERFFCHUS RS of mePDA ves
addb S RAoHEGh. nffe hhﬁﬁ@ﬁﬁfomrﬁiﬁdxpemmesﬁ)r Sf hawGrBA resaEon Mikdeg was

In portion. After stirri mte

extrocb with Olctedimspronnice ot Bt B PR o T <1t The
soﬁg gésﬂﬁg Wapﬁlﬂﬁ{e@ b5 Shiéla@Hd gﬁdﬁﬁy tohgvethg dedied Nayedeswas

porated. The "10 solid residue was purified by
chromat hography to give the desired N oxides. General

g%ﬂ?r &Jrgcefh?lre B £0REALh 9ptekathe salts: To the

appropriate base, dissolved. in
t et redighd rsolﬁltwmnfe appuopstth dAtsh Hissoles) HriFERydelfans, an ethanolic

uval C yhebufihriaatid, maleic
S‘S‘&W&rqunéﬁ u&fale %a(gw&gg[%am ‘;S%gséugphgéd and stirr %&i ® -
adid) WRAYécmdetiatd aaoofﬁnanp@smret Theyrqsnléiag preeipitaie s filtered o

filtered, off nd .was pld ethanol give the
angbunshedrich peld gl EDG S é“{]

a3 accordlng to the
i nvention of the general fornulae (r)y ¢y, (rer),

e I‘%’é%wﬁl'aé,) SO R e 'd?g - X ANrkdd @ ap, @),

activit

! ), Q&) ahd (OV)nitheir ptopamiien, and the blologlcal
agfmgg?d%gg;tggmgégﬁége exa?é%f%@pgﬁpﬁé gxeméetnllqo%gt%atéd Hi' B Wamples

below, without limiting the claims to the examples.
Examples

Example 1.
2-(3-metoxyphenyl)-7-( morpholin-4-y1)-9-benzyl amino-10-cyano-s-triazolo[1,5-

aJquinoline

In the general formula () R! and R? stands for hydrogen atom, R3 stands for phenyl group,

R’ stands for 3-methoxyphenyl group, R* means group (b), where W stands for nitrogen
. - 13

atom, Z stands for oxygen atom, the value of m and o is 2, the value of r, pand tis 0, R

stands for cyano group, X stands for NH group and the value of nis 1.
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25 Exanple 1. 2 (3 nmetoxvphenyl) 7 (norpholin 4
yD- 9- benzyl am no- | 0- cyano-s-triazol of |,5- a uinoline

wo pooshe@igeneral forrmula (1) RL and R2 stands fBCT/HU2008/000063
hydrogen atom R3 stands for phenyl group, 30 R5
stands for 3-nethoxyphenyl group, R4 neans group (b),
where Wstands for nitrogen atom Z stands for oxygen

atom the value of mand o 33 2, the value of r, p and
aj $ 2% §3- Udﬁoe {anGY&B -4 1 hia :
ue of n is 1 ?i 16811 line in 20 ml
ToRITIOHIRO08H eobeeglo Bgragoy- bﬁnéylérplélﬁi 7 0@ A GRS

dlIP%E);lg lé:i%umminl e ) %%g bptgé’;llﬁ)rﬁi‘é‘xyﬂrﬁ@él HisQlVediin D3 fmbﬁi}thlatometﬁﬁne is
ad&ecbdfbmséatdp%(hméﬂ Sbengfbb arfien & beursw piverg s psinigief fersiafiine
l ounda 1s o aine
m@qa&gﬁl‘%&ﬁ%&ﬂyﬁ 05&%‘(1@@% fth@ gaf génzl% d is obtained (ME*:376).
5 0y1) -1 aiber

D B ¢ a7 yvdamingrd04cia prs-triazolo[1,5-
m nut es. After 5 hours of stlrrlng the precipitated
cryﬁ%ﬁl—ﬁ% 5 material is filtered off. After drying
% ﬁgg 20c{1aﬁ1fr]16 3f-¢y*ah@-4%@@1ﬂdo46€(mmm1méeyqulngm) tosylate is
dikre

- met hox pheny
9|na$ﬁ mbethpano ﬁ%tostL% (ﬁlétgoéll ag%) i&%igd IZFIUI ngﬁml/hter cor}centratlon
so%hu?n men B &h&ﬂ@ NothtiBe Nay | p @ 6103 -ﬁxethmymmmqhydl& kayequctmn
I NI

mtos [ate is dlssolved

|
mixpure ischegist gt re@p,x sqaperags dorbhoprs. 3?'16 i)rercrmnﬂe& %@1% 1in® 'i]rgatenal is
ﬁ%ﬁ%ﬂc %ﬁ; a(n?# fe stal .S @il BnRi oAb Anide. Afbtadeingsos gt obthe title

oxybenzal dehyde. The reaction m xture
cdrﬁpdmeditseﬂtmedl(M&ﬁMl) enperature for 4 hours. The

I‘Eé@ﬁ%@b&ﬁ&%@ﬁé’ égl ®E %55“8?@ daiH)' 3 793‘7I é4t;ﬁme91 wf%. and

ter _drying
7%&% f5. 1t5ttm) Bl8e(s, mrm@mnas(m,mmsaaznw(m@ 491). 1H
, S,ppm 8.68 (br,1H); 8.23(d, 1H);
7.79-7. 64(m4H) 7.43- 15 7.05(m 7H); 5.15(d.2H);

E‘%r@ﬁl@%ﬁ"b 3.80-3.78(m 4H); 3 32-3.30(m 4H). Exanple
2 (3 met hoxyphenyl) 7-(n hOll(I) 4 vyl :

=\ MogRhoHR-4s 1-‘ ano-
?g@ g,&g,n%g To the sol ut| on of 0.4 g

| 7- hol b
’[@r tley aviotien: t)(/)fl Qig of 23?[ @—Iz(r;lgg]r)%m%?éﬂl) ]]g%?x%.?hélgx Aﬁ;}yﬁ %rr['?ﬁ%ino 10-

cggltﬁ)t s fr%olo 1, %]ﬁenéhdng 3l he&thPioReRR! 5 akl i mbylﬂtbﬂgnﬁmantrauon

r solution is added. The eC| Lis
15axgtmichioride nmtedrer ablukign 1§ iaddesk élaleo?rfimpl,bﬁt FIYy glrﬂﬁ e eria

f the, tit
Bty Mok BSicbll s GUPRUNG gl punbLabede (WtudDL).
TR rﬁ&s@m@mppﬂl ¢.88 (R HJ; OE{(h1 1) 7.8%57- %@4@47

72058(;41&(78}1)?@15@ 5152 $1 50y HD3 7t iin?s 29! (3"5‘061{')4}1) Exanp' e

Example 2.
2-(4-methoxyphenyD)-7-( morpholin-4-y1)-9-benzyl amino-10-cyano-s-triazolo{1.5-

ajquinoline

In the general formula (I) R! and R? stand for hydrogen atom, R3 stands for phenyl group,

R’ stands for 4-methoxyphenyl group, R* means group (b), where W stands for nitrogen
. . 13

atom, Z stands for oxygen atom, the value of m and o is 2, the value of r, pand tis 0, R

stands for cyano group, X stands for NH group and the value of nis 1.
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2 (4 met hoxyphenyl) 7 (nornholin 4
yl ) -9-benzyl am no-1 0-cyano-s-triazol o[ 1,5- a uinoline
wQ@ooBn4q1be general fornula (1) RL and Ra st andP€DHU2008/000063

hydrogen atom R3 stands for phenyl group, R5 stands

for 4-nmethoxyphenyl group, R4 neans group (b), where W
atom Z stands for oxygen atom

i's

NH group

stands for nitrogen
the value of mand o is 2, 4he value of r, p and t
0, R13 stands for cyano group, X stands for
and the value of nis 1. WD 2008/149168
P /2Hwaﬁaﬁé>&ewﬁa -7-@dprphd) AIrhs BT
ho Xl) 9 benzyl am no-1| 0-cvano- s- trlazolo 1, 5-
ala = To the solution of 3.5 olin-d
Toll ;ghedu g(mllﬁtgr Sof:yam- 4g be]nz ﬁiammm&cﬁan@rﬁob%ﬂgﬁnﬁloé (;’5‘;11’ O~
yl)quinol1ni umt £d rhél/liter
ylEganebiniamy tosylats lPd ﬁ?ﬂﬂ?/ (? rmed?%%%%g%l{e rlatellszgi%ll sodi_um
coj&;g%laﬁ&? sgm%{’]@[ﬁ‘ﬁé mS&lhdmbl eiutiomcknd 2gg of 4-methoxybenzaldehyde are

oxybenzal dehyde are dded. The re W Bitated
addsd HBtet tgaktion misfre¢ heaftd af sehliy dempgre hou%glb ’grmexﬁI ifitate

1n9 %ntaﬁﬁﬂs d\ﬁ ¢ Bﬁ |ahdi RRryFRllERd &bm dméthyifemenhidsf Aftendrying,
lze

rom di net hyl f or mam de. After drying,
155@5)fg1eaﬁ1etchmpomd41@olzt@n%@fﬂé Jobt ai ned (MH+: 491). 10

1%@{@)&%9@%&@ @p@}?l%%?%g&)mﬂwm 86423 (48T 1 H)3-

7?05%6,673) 3-)3(d. BHR BB (7RIS 864B; 78311321—),33 303 (mvﬁ% Exanpl e
2.2." 2 (4 met hoxyphenyb 7-(norpholin 4 yl) 9
benzylanino-IO-cvano-s-triazoIof 1,5- 15 al guinoline

yyoride Title compound is prepared by the
\opye addi NG 7S i dsblopns Of

: ° 1 accordi ng
go.gggﬂggpgrﬂogd—el- NI\/R (DMSO-d6), 8,ppm 8.81 (br,1H);
Fitld b§ralpcRial is Igelg@%dzbygﬁg gg:rgz% gle@oég](ls&{o&;_ﬁf agbmve addmg a solution of
3:438; dg toERE 1) 7 (2
SRR ke e ey e T e
e NSO (IMBOL), Sabrg 8ish Gbri 158 83 (HEDNESHER ﬁf%%(ﬁ} gr | a

9 Bt ds f
bk TG a2 DDt 3 e Y T R e

group, R4
means group (b), where Wstands for nitrogen atom Z

stands for oxygen atom the value of in and o is 2,
ExanplaPue of r and pis 1, RS and R9 stand for nethyl

2:'( -t&%th$%l?&e}{ﬁh-vﬁzz.@fcﬁmétﬁ {horfRbAn St dRbdef hrCYAIaT
S tTor NH

triazolo[1.5-a]quinoline

genéra[

In the general formula (T) R! and R? stand for hydrogen atom, R stands for phenyl group,
R’ stands for 4-methoxyphenyl group, R* means group (b), where W stands for nitrogen
atom, Z stands for oxygen atom, the value of m and o is 2, the value of rand pis 1, R® and
R® stand for methy! group, the value of tis 0, R stands for cyano group, X stands for NH

group and the value of nis 1.

a.) 2—Nitro-5-(2.6—dimethvlmomholin-4-vl)benzoic acid:

The mixture of 5 g 2-nitro-5-chlorobenzoic acid and 15 ml 2,6-dimethylmorpholine is
stirred at 120 °C for 6 hours. To the reaction mixture 150 ml of ethyl acetate is added. The
precipitated yellow crystalline material is filtered off, dissolved in 15 ml water. The pH of
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group and the value of nis 1. 30 a.) 2 Ntro 5 (2 6
di met hyl nor phol i n-4-yl | benzoic acid: The m xture of 5
W@ 2@8ni416%- 5- chl or obenzoic acid and 15 m PCT/HU2008/000063
2, 6-di net hyl norpholine is stirred at 120 C for 6
hours. To the reaction mxture 150 ml of ethyl acetate
i s added. The precipitated yellow crystalline
material is filtered off, dissolved in 15 n water.

Hﬁ)%t&]é' i9%et R Gz%ﬁlaé&ﬁlé@ﬁl RGE/prdda R B0QAAGED is HHeredeff, washed
ure is set to 6 with acetic aU%S m§e0| pitated
wittewetei sk drisd.ftp bbteingt &pF the fifls AIBPOURE ( and
dﬁbé %%t%o 9@%@9&7%%81@9%11& _henbidzb® ss@mpound

(
TH- dhinmidydfmeT ghGhiitioS-QU6ydamthalneorslelia: -4rRbeRrRiE upddorls ™!

cyg]@gax%ng ég%% g g%g dd)ﬁ)g})%t lﬂa\é{e g}of'ehﬂx 4 Ef |h))Q1§nIHé Got reaction

ene a Pd/ C
mbix@at ediltenciethrough | a,laehfemad6AftgnﬁV9porm ¢fdhe ﬁ@rg 4} %E title product

mxture tered through a celite pad. After
QYIF%nzgé# the filtrate 4.8 g title product is

0 t;ag f% &mlmgéﬁg}hn-&hl)&a’tb& anhydride:
Tmth@lt gep:gn@p?g r9&ho| I%qgmfrno- -(2, GQ' gltrr?elﬂ'(x:ylr?lgr% 0 1n-&j Gfll)bégﬁoﬁ: h€id in 60 ml
%%1 @Ouéreﬁ Mmg i@ LD E Qated <dolitlg) Tem? of diphesgeng is added

of di oxane, under tirrin xt ern 0
dlwaWsp Eb@ |m1]q@rre1gs hq:atqg]f u@ﬁebﬁ dlltgonagfg%g ko af‘lrom !hg cold
rq;%gt on mi &Hé fhels 11(111 ?n%f EQI NHefed ro@ff leelé‘hea QA 30 ANSE efdmr "Fhe product

omt e Cco reaction m xture the

1s"mt~real f(HIS mhigufes it e adxtgfefof Saald ansiranpl a@é Srﬁ'ﬂ fomglﬂz}%rpme then
Th ! 1UC IS
ﬁg;f:re%(?%nléc\fyas}%ecf i 08 & 8f g{etrlﬁﬁnél‘ RUELEyide 1 Borhedkitly froduct

hano of triethylamne, then
oEﬂainte@(MH*m‘m) and washed with 30 ml of nethanol. After
dryi ng

2-2 o 0 ime A uedihdvH:
2 ) : yarmo yar OX dr meh
Iﬁaeiutrne 4s &ilss)omum@tso ﬁﬂ of dugetmﬂfonammdpﬂq the splgtion, in several
|ssolved|n050 | .for mam _de. lution 8
i ot ol BT STl o oo

@%ﬂn@th?lrﬁd?@dlﬁﬂﬁ?ﬁb&&c adnByyéritidesl add'Ed atdhthe ohitare is stirred at
SOl u

g a2 IRLAR S 3 o
ea;ggg%dt ngﬁp g Bﬁﬁ(ﬁ‘ﬁl? of &5¥l]aget5@ UTISs aqhib®us rpﬁmtm; Mpuatedum eaqusm the

wat er and _extr ed wit
swolid osidiehy|disclvedie 20 Theoh Haes A RE D ;Ssse(g\}% &, .Iﬁf é)&empltafEd

| n ge s Biysz06.9 @dofl the 2Bledompbund is
%’F%a?, g% ?hrbgf’ p;%%ésdd\ggﬁ%\kao 6. Theypr eci %Idt at ed
SRdigddl VIH299) | tered of f, washed with water. After

S6%) Batih sl 4:1%1&'0%'@60@11: 406 o1 00U B Rne VH

@hedl ARty | erphogl of 42-y1{n)rglﬂ3-nyﬂn|0fﬂehyd1'¢1@’ -6r{2G-gimethyfmarpholin-4-
%)%OHBG gnd(:%,gl%l of phwp%qglcbéor 1% stér:ed att I%%/ (r)r% ?OFI; Iéloholu%s_ The cooled

reaction mixture is poured onto 30 g of ice, the pH of the mixture is adjusted to 8 with 10%

(¢

sodium hydroxide solution, and the precipitated material is filtered off. After drying 1.5 g
of the title compound is obtained (MH*: 317).

f) 2-Amino-3-cyano-4-benzylamino-6-(2. 6-dimethylmorpholin-4-yl)quinoline:

3 g of 2-amino-3-cyano-4-chloro-6-(2, 6-dimethylmorpholin-4-yl)quinoline and 6 ml of

benzylamine are stirred at 125 °C for 3 hours. The reaction mixture is poured onto 30 ml of
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yl)quinoline and 3.4 m of phosphoryl chloride is

stirred at 120 C for 4 hours. The cooled reaction
worRooBnsw\e6s s poured onto 30 g of ice, the pH of PETYEHU2008/000063

m xture is adjusted to 8 with 10% sodi um hydr oxi de

solution, and the precipitated material is filtered

off. After drying 1.5 g 30 of the title conpound is

obtai ned (M+: 317). f.) 2 &rino 3 cyano 4

wepcg ?ﬁé @f@cﬂ)ﬁa@d (Puibrafisnmidhod s rphndd witd 29 Imlaafiwetdri A8er &ying

22ganﬁthecb}t13wma¢1md4s etrinineMEH ( 389 di met hyl nor phol i n- 4-y|

nol.i ne 1aRERZY 2 iRR IR BrPhblin- 4D @dindlZbum
C% 13%%0?29%?18? ?eg]%%tl on mxture i s poured onto 30
mtosQlfateV‘D 2008/ 149168 PCT/ HU2008/ 000063 36 water. The

T%Ec}gge%o I Lat ?q tog? 1nc§ 5- cﬂdﬁ %E&le%fn{n -W@ﬁf#nét‘ﬁy‘lxﬁo@ﬁolmA-

he title conmpound

12) u‘i&@l’h@'lﬁeﬂ) &M‘H‘lmeﬁﬁ'&)mnag;m)ie 122 ghoérﬁ)mj;y@yég%hla@me in 25 ml
d]cglgé)%aghrgqtg ?stqﬁgp;%' hfq g’e in g# rmr@ ozkft%} S stiftiddhe $r0&ipitated

xifsﬁmng Qriaderfzy ¥ fikerbE BEY IAdiet doyirty: 3 2, Sofithesittey¢ompophd iy phtained

yl)quinoline in 20 n dinethylformanm de, 2.2 g of
(BH 0%y | hydr oxylamine in 25 ni dichloronethane is

e precipitated crystalline material is
flltgxéem_ﬁj}_lgm drying 3.4 g of the title conpound

(53% é’? ‘?ﬁm} %%ﬁlé , ‘mzﬂgmﬂm% % d-dird¥Riylponpdlart-bhduidolinium

n-4-vyl enzyl am no
tésylaﬁezslch)isdlvai a1 Huinh ethprd : azg)tqsth@s u’uyon 12 ml 011 1Omo¥/?concentrat10n

2- di no- 3: n I SiamRbhiiel Ao rapi. The
SP@H*M“@’H%% b r?&axﬁl Sl??ﬁnlt{a? g@ Zgg]ﬁgslﬁedtlﬁg?%eved |§r?1dé50 o
reicham elixtards theated asreflok metmm\am fet 4 dpurs. oy precipitated crystalline

t di ¢
SR B AT SR bbbl mends o
tﬁ@ﬁ@éédﬁ%boﬁildqs%bﬁme& (Meﬁﬁe&) at reflux tenperature for 4

hour s

N GIMOPHnRPRe B o) ot P 5 Bihin) .43

( d 5.49-2088 1.2(t1/68)
(Al ARE a?%%é‘ﬁﬂ L e o)
6, ppm 870(br 1H) ; 826(d 1|—|) 7.89-7.64(m 4H) ;

é543; ;315(m 7H); 5. 16(d.2H); 3. 90(s 3H) ;
4(m4H); 2.41- .38(m2.|—|); 2(d, 6H) 20
Exammdtiox3pin!) {74(2rtedimethy fuherplydlin- l_tzyl@;ﬁ-t@nzylammo -10-cyano-s-

di met hy r.phol i.n I benzyl am no- 1| 0-cyan- s-
m@g@é&%ﬂ%&?, )r”%l;eg[ﬁydr ogensul fate: Title
¢ARREPEudSS prepiad by ﬂmgenml methest disclonsd Bbryediy#eHigg @golution of
SRaeis g nthe hepar L e TGRS 4757 @ O

'H-NMR (DMSO-ds), 8,ppm: 8.70 (br,1H); 8.42(d,1H); 7.91-7. 64(m,4H) 7.53-
7.25(m,7H); 5.26(d.2H); 3.92(s,3H); 3.97-3.76(m,4H); 2.51-2.48(m,2H); 1.25(d,6H)

Example 4.
2-(Pyridin-4-y1)-7-(4-methylpiperazin-1 -v1)-9-benzylamino-10-cyano-s-triazolo[1.5-

a]quinoline
In the general formula (I) R1 and R2 stand for hydrogen atom, R3 stands for phenyl group,

R’ stands for pyridin-4-yl group, R* means group (b) where W stands for nitrogen atom, Z
stands for -NR'2-group —where R'Z means methyl group-, the value of m and o is 2, the
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"H NVR (DVMSO-d6), 6,ppm 8.70 (br,1H); 8.42(d, 1H);

7.91-7.64(m 4H): 7.53-

7.25(m 7H): 5.26(d.2H):

w@2@8(%918H) ; 3.97-3.76(m 4H); 2.51-2. 48( m 2H) ; PCT/HU2008/000063

1.25(d, 6H Exanpl e 4.
met hyl pi perazin
1-vl)-9-benzyl am no-10-
uinoline In the genera

30 2 (Pvridin 4--v1) 7 (4

cyano-s-triazolort,5- a
forgula (1) RL and R2 stand

BL 2 Spd gcqgloeﬁl@ ggamg?fmsg}@ﬁ@gmﬁprx pagdmytor NHQteup anR%he value of
or pyridin-4-yl "group, R4 means group (b)
ni&here Wstands for nitrogen atom Z stands for

NR12- group -where R12 neans nethyl group-, the val ue
of mand o is 2, the WO 2008/ 149168 PCT/ HU2008/ 000063

87 lyadia@imf3-tyanp-

gr oup, sta dsfqr Nngoup andthe value of nlsl
a. Wﬁﬂ—ﬁﬁé@%&%—%é%o yano 4

T@%%}zﬂuﬁﬂiﬁ B3y (F- Bainit0- 34e)mﬁd)-l45hepz}p@nmméﬁ(Mmq‘:tblﬁplperagn-1-

b e ot B3 G M AR DBl o

d@ﬂ)fﬂﬁﬁé&%& Nedied &Bpwise gl 208¢ byl lﬁfﬂm&m Aer Shotrsepf offirring the

t osyl hydr oxyl am ne i.n

5
prdgieedeypalise materislgefijter efg Bginé\’?‘i oé\gtge?‘h@e tﬁ‘}aeuc?)énpg’fnd '

tAHe) precipitated crystall|ne material is
?t&in%”; % oifbf) After dryl ng 3. ?i bof he title conmpound

—‘ VY !.(! &

rTgt I1 ln%ram n 1l
I) | am no- | O-cyano-s-triazol of

3621 ©jof lr,mtiianﬁno BcPang-delhenzylamino-6-(4- ammo—4-methylp1perazm—4-1um—1-
Yﬁg@p Ziltﬁ}’?ﬁél/ 15F§‘lvgde1975wnﬁ'&ﬂ’éﬁcél6ar{d4tom E@mfﬁn%tﬂﬂwf P

ui nol i ni um

itosylate is

H1 589 lc¥@@ntratiod QodiimetHytatoin efindoltsolutini end 3l wtof eFridiny4n
r concent

f 1
cgqbﬁlgﬁ]@{degbq adé];:%::r & H ctéonlmlé( ?15%%’(%(3'99 r{gﬁﬁwgeﬁ%lax]@%ugeh{?f‘éhours
1% %r&%k%d chRRILR &ekdrRaNis Hilteted roﬁanﬂ révepstalzedtfromef | ux

St e e, D wLesipa shptaldion
19f Rt @y@b@gbgﬁm é\fﬁ 4 1 1@1))/8 JZB.?[d 1H;£"8 ® Db4(h6H); 74Be

compou

BORALDSS. TFAbD); 31&4;<s 35) 23”(6d3 mn 41D); aéi‘% 4@2@%@ 268)(%3%
20 7.05(m5H); 5.13(d.2H); 3.86(s, 3H);

3.46-3.34(m 4H); 2.53-2.
Bragnpl4.ppyridin 4 yl) 7

46(m 4H); 2.28(s,3H). Exanple
(4 methyl Piperazin 1

NPy8d B PAhatl 10%%@1-9—%&291'0“@

[)-9-ben ya
pkies s e b

TS pr epared by the general

fRtiRGhdhaehesed above by adding a solution of maleic
acid to the conp éj Qy thpre e%lerge SE &isc%sgg aﬁ&e%%ﬁmhg adolution of

Title compound is prepare ¢ ge

maleic acid to the compound prepared according to Example 4.
'H-NMR (DMSO-d¢), 8,ppm: 8.78 (br,1H); 8.24(d,1H); 8.12-7.64(m,6H); 7.43-
7.05(m,5H); 6.3(s,2H); 5.15(d.2H); 3.86(s,3H); 3.46-3.34(m,4H); 2.51-2.46(m,4H);

2.31(s,3H).

Example 5.
2-(4-methoxyphenyl

alquinoline

-7-(4-methylpiperazin-

1-v1)-9-benzylamino-10-cyano-s-triazolo[1.5-
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"H NVR (DVMSO-d6), 8,ppm 8.78 (br,1H); 8.24(d, 1H)
8.12-7.64(m6H); 7.43- 7.05(m5H); 6.3(s,2H);
wG208(eb18H) ; 3. 86(s, 3H); 3.46-3.34(m 4H); PCT/HU2008/000063

2.51-2.46(m4H); 2.31(s,3H). 30 Exanple 5. 2 (4
met hoxyphenyl ) 7

(4met hyl pi perazin-1-yl)-9-benzyl am no-10-cyano-s-triaz
ol of al gui noline WD 2008/ 149168 PCT/ HU2008/ 000063 38
In tﬂe ég}l@rag BRfLAl (I)fl@lrfﬂiﬁllg stahll £5% hyﬂfUéeBato&i, &A dtahdw for phenyl group,

ogen atom 'R3 stands for phenyl nds
Rsf ﬁandé-fneﬂ{mcexl}optmﬁmyyl @p@mr}{ IPRANSSEND (g gr (‘g) ?%ﬁ%?er Rjrogen

i A st o i

2,itBe vadue bive pwal wes QfR'? stapdsafaricyanp grayp, R gropp and the

cyano group X stands for NH group and the 5 val ue of
vl S 15 ) 2. (4 net hoxyphenyl) 7 (4 neth
pi per azi n- I-yI)-9-benzyIanino-lo-cvano-s- triazolof 1
5-alquinoline. 3.2 g of .
1,29- HH{REREXEPIE L5

| per gzl dlof:3- éﬂﬂ%ﬁkohrﬁbo yl QUI noI I ni u \ di tosyl at e,
31 ot bl -darner st ETEBRE TS oo B e S
R A e ey %ibﬁ*%iﬁgiﬁé‘aﬁ%mﬂm ?mhr"?afﬁo i
and #t thisesolugion @atngldnf étmcpléfte;rﬁncqngﬁtbcg\, %:gmetpglp fe ji ﬁtthanorf solution
a%cﬂg £ nglrgéﬂ%\c%ﬁtyﬁl 174 gé‘lﬁ&l@laké NMieABTRY ireﬂbtldnsmf}dtdué esﬁ achtaf it reflux

Crys on1d|nethylfornan1de &ﬁr & and
tetnpeiratgre Ior14gh®irSt fike trredigitagasmsdisiadines ma‘ﬂ%‘a]oﬂi ilfgieg off an

2 6 : di
rg:r%sis(lﬁz é) om NBWff%%g%gAﬁ %%78015 &ib{h:e ]{H)a compound is
obtaird mﬂ)s04;3 81(s 3H); 3.36-3.34(m 4H)

MM&@M&@@ ‘oo £55 LD ORI 7.77- ?63(mﬁ% 9464
71?%9%“@; DeNAYHAM 8Qs, b, VBB Hmi4H)a2 68-AH0(BAH); 2.26(s,3H).

i ne-heni fumar at e nmonohydrate: Title conpound
is prepared by the general nethod disclosed above by

;§dd ngs & solution of fumaric acid to the conmpound

accordln to Exanple 5. 1H NR DVBO- d6) , .
B(hmathoBSyphenyll gth ;ub,g_‘/ - 1) -9- _. h O=cyang-s-t AZBIY 1.5-
§5-7a9%&W Z : 5% g Jﬁ@ 5. 14(d 2H) ; 3 84(s, SFD

= (m4H); 2.33(s,3H). anpl e
Bitle compound is prepared by the general method disclosed above by adding a solution of

fumaric acid to the compound prepared according to Example 3.

'H-NMR (DMSO-de), 8,ppm: 8.68 (br,1H); 8.23(d,1H); 7.81-7.64(m,4H); 7.53-
7.05(m,7H); 6.75 (s,1H); 5.14(d,2H); 3.84(s,3H); 3.36-3.34(m,4H); 2.53-2.49(m,4H);
2.33(s,3H).

Example 6.

2-(3-methoxyphenyl)-7-(4-methylpipera zin-1-v1)-9-benzylamino-10-cyano-s-triazolo[ 1,5-
a]quinoline

In the general formula (I) R! and R? stand for hydrogen atom, R3 stands for phenyl group,
R’ stands for 3-methoxyphenyl group, R* means group (b) where W stands for nitrogen

atom, Z stands for ~NR*-group —where R!2 means methyl group-, the value of m and o is
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2 (3 nmethoxyphen lam 7 (4 nethyl pi perazin
1-yl)-9-benzyl am no-10-cvano-s-triazol ofl,5- 30 al aui e

wo poosheigeneral formula (1) R and R2 stand f oPCT/HU2008/000063
hydrogen atom R3 stands for phenyl group, R5 stands
for 3-nethoxyphenyl group, R4 neans group (b) where W
stands for nitrogen atom Z stands for NR12-group
-where R12 nmeans nethyl grosgp-, the value of in and o

2 t}? 2 AR2H é%@‘;g% ROTéd3 Q&Séy@.ﬁmgﬁﬁp, R StaRds fohdlH/goue and the
or’ 1, p ah Is 0, R13 stands for cyano group, X

vabteafidss f.or NH group and the value of nis 1. a.) 2-(3
nmet hoxyphenyl) 7 (4

nmet hyl pi perazi n-1-yi)-9-bgnzyl ani no-10-cyano-s- 5
t el &chfmé%hdx@h@y@tﬂymm) @Ihﬁgp ggygg ggl -gk-9-b egzyyammo 10-cyano-s-

1,2-dia Q 2no: 4- benzyl am no- 6- (4- am no- 4- et hyl p
|peﬁ§¥?§kgr@iﬁP§“—y1)qU|nollnlun1d|tosylate pr epar ed, !
3.8CGOrdi NE-tiammeEspyeod- benzﬂamlr@sﬁa(“v@@mpﬁ'rﬁ ghyjpiperazin-4-ium-1-

Y]ei t hana g{ uph@lfoé}ﬁla?gﬂl{e%%%ﬁ%) Q[n 29m P“]ﬁ 2 alss{BWe/dlm 50 ml ethanol,

in e aﬁo sol uti on and
art tb t8ls S lutfor B M%ﬁ/bﬁxﬁﬂﬂ&dﬂlehmdﬁomswhm d‘@mla‘fe‘ﬂh stherel splugen and
m xture i s heated at refl ux

O
2houeg . 3rehasybezpldeyde gre A alTFl?ﬁ grgn%tué% s hﬂeated at reflux
te{rjﬂplef onLf 1Rgk. TIRC hy&htateld e@slﬁ]hﬁm matenal is ﬁltered off and

T e o Ahon it oA kSl fponnd i
b 1 8. 23(d, 1 7 79 7.64 4

BB SBal O, 1H) 8 230, 1H). 3 (m4H);

‘B mR%DME(muM,pprﬁ 568 @rABy; rwm; 1H>g TSR AED: 143

TESGRT B ey S SR 8 B QAR peseain

al gui nol i ne-hem fumarate hem hydrate: Title conpound

is prepared by the general nethod disclosed above by

E%@@PW§P solution of 20 fumaric acid to the conpound
. IR B yH-9-tehkivEino DIRE@au6y-triazolof1.5

. 8.23(d, 1H); 7.79-7, 64(n14kb

19 £ pitypidra , 1H); 5.12(d, 2H); 3.84(s, 3H);

’Jé’g(le gor?po%.ﬂé 1] f‘}%'%amd%ﬁ %erfk%(l Mty dischsal{toy8 bl addg a solution of

oxyphenyl) 7 (4 nethvlpiperazin 1
ﬁAin)m@adJ)@t@th mmpmmd prepgrash according f&ﬁi‘la’br’]p{el 5. a uinoline

@%@ﬂﬁgﬁ LR, ST (. Zﬁ(@qfi% - Srﬁd(nﬁ ), 743-

SYRBAT] 015 & fH’)dISQXMDﬁBW B3 268 SHebiD: 3By D:
%@ﬁggHsttands for nitrogen

Example 7.
2-(3-hydroxyphenyl)-7-( 4-methylpiperazin-1-y1)-9-benzylamino-1 0-cyano-s-triazolo[1.5-
a]quinoline

In the general formula (I) R! and R? stand for hydrogen atom, R stands for phenyl group,
R’ stands for 3-hydroxyphenyl group, R* means group (b) where W stands for nitrogen
atom, Z stands for ~NR"™ group —where R!2 means methyl group—, the value of m and o is
2, the value of r, pand tis 0, R stands for cyano group, X stands for NH group and the

value of nis 1.
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atom Z stands for NR12-group -where R12 neans net hyl
group-, the value of mand o, is 2, the value of r, p
w@pasii491s8 0, R13 stands for cyano group, X st andBEHUQWE08/000063
NH group and the value of nis 1. W 2008/ 149168
PCT/ HU2008/ 000063 40 o-s- a.) 2 (3
hydr oxyphenyl ) -7 _(4- et hyl pi perazi n-1 -yl -9-benzyl am no
-10-cyan triazol of| 5- a]qU|ﬁ6I|ne 3.1 g of
1,23 L\ AR REcyDh EWRTF- -t 7ipip L-G1){(9dbeany oy ényd-§
perazi n-4-ium1- yl)qurnol|n|un1d|tosylate prepared
accd@@ﬁﬂ@lﬁ@ﬂg%&ﬂgke 4., is dissolved in 50 n
3§t I'?ngf: 1,20 BQyiﬂb‘-éﬁb&ﬁMﬁnﬁr@ﬁ6 243arﬁin001f m&thmp[p’efarzirm -ium-1-
concentration sodi umethylate i a al solutlos gﬂ
P cthanol,

yhqujnainign Hijerlsey BeRoal ARyHRS Qr , 15 ¢seolyedn

aﬁrrc}]%pt #HsSolufiol Qéhg%f qtm&lﬁlftér%ncehﬁmlﬁirs%ﬂiﬂrhﬁetﬁﬂﬁte4n Bibbiics solutmn
€ precipitated crystalline material is filter

amh@ g ofrhydtoayhenzaldehy o mecadded: ket RTHEN BEUALY E“rated at reflux

d 0 .
S50y %, o8, HE ARSI ol s o
&rﬁ;&llﬁz{eﬂ fidd) ; difBetRPfatmbidide. Afmg_dvylggg( 511g) of the title compound is

7. 05(m~(H; 5.12(d.2H); 3. 36-3.34(m 4H) ;
gt déM%g{ﬁoi H: 2.26(s,3H). Example 7.2. 2 (3
Mk 8,ppm: 9.61(s, 1H),868 (br 1H); 8.23(d,1H); 7.79-7.64(m,4H);

4 nmet hYpi perazi n-| - b triaz
oAb G T A iAol 68 SRGB Dot Gry ALTDY & 28 e Bdune
Is prepared by the general nethod discl osed above by
adding a solution of hydrochloric acid to t he

Emampbdﬁd prepared accordlng to Exanple 7. "H NWR
. (

Y .Emi'fﬂd)l#) I_Byano -s-triazolo[1,5-

; m
gg;@men@mcmom@ 3. 34( m 4H) 2 552 49(m 4H) ;

R %19 gsit ol LRUPABT. D) adlifl 2 solytion of
}Q/Biocﬁlonahgd itdthk Icﬁkﬁp(ﬁﬁd fprepbied ag@rchngto Boemplida (1) R

and R2 st and f hy r I
SO OYEOsien ey 300 IRRE A PER i Sl St
ﬂﬁ@# B%élrmHm%ﬁd Mhs 8 3884 QM) 1.599e0(m, AN M 365, Eands
7 where R12 neans acetyl group-, the
value of nrand ois 2, the value of r, pandt is O,

%¥§5§é§nds for cyano group, X stands for NH group and
P&l ue of nis 1. 30

2-(3-Methoxyphenyl)-7-(4-acetylpiperazin-1-y1)- 9-benzylamino-10-cyano-s-triazolo{1,5-
alquinoline

In the general formula (I) R! and R? stand for hydrogen atom, R’ stands for phenyl group,
R® stands for 3-methoxyphenyl group, R* means group (b) where W stands for nitrogen
atom, Z stands for -NR'2-group —where R'? means acetyl group—, the value of m and o is
2, the value of r, pand tis 0, R stands for cyano group, X stands for NH group and the

value of nis 1.

a) 2-Nitro-5-(piperazin-1-yl)benzoic acid:
To the suspension of 50 g 2-nitro-5-chlorobenzoic acid in 750 ml water, 86 g of piperazine

is added and the reaction mixture is heated at reflux temperature for 20 hours. The mixture
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a.) 2-Nitro-5- piperazin-|l-yl)benzoic acid: To the

suspension of 50 g 2-nitro-5-chl orobenzoic acid in 750
workoosasass 86 g of piperazine is added and t hBCT/HU2008/000063

reaction mxture is heated at reflux tenperature for

20 hours. The m xture WO 2008/ 149168 PCT/ HU2008/ 000063

41 is then neutralized with conc. hydrochloric acid

and the precipitated crystadline material is filtered
is fe§1 n@ﬁfiah%d §h LohOR§RbIMER @id dridltke predipiatediciybkHine 2BRyial is

2-nitro-5-(4- acetylplpera2|2%{4yg%$en20|c acid: 30

filtgred-off andairisd (qoliair 42 Biule compaed AN d is added to

2?9 W+ 8SEh e %rzindle-l 4ibgcidd m xture is stirred

e reaction mxture is di
30ng DiB&0-(pipaiagie-1- yw:teezow e¢ié ippddedgp 2aP apl FYS ?%?WH{ ﬁf‘e and the

m{}zﬁrer | %% dS tflbb t’? rﬁ&_l Hé% ?Héj E;gEﬁ(ﬁF{nﬁxQur@ ks aile2HitB 350 ml ice-

-am no-
watérd 19 pieyilpﬂatpds casialing -npatyrivd rig Giltered caffl andrdiedrii phfRIR Bf & title

(4- acetylplpara2|n 1-yl) benzoic acid, 15
“Wﬁmevkﬁéﬁéggﬁé and 10 3 g Pd/C (10% is heated in 120
me. Qteﬁmho.gl(cpals@blp@gramﬁfll-ﬂ)behmmecnat ure for 6 hours.
The reaction m re j | tered hot.t d
ThsmR R G 718 ¢ PRS- Eel TS UBPUBIH L 48 Ty by iBhdiene an

g'ftd/@ (EPAPRURG e Mt20 &641)hyﬂal):ohol at reﬂux temperature for 6 hours. The

4-acety| pi perazin-1-yl)i at
reﬁq:tmun@u@%/ is %@tg@d hot througl){ cehst pad, fe'l ate 1s evaporate8 to Qbetam 464 ¢

2@y yl pi perazin-1-yl)benzoic acid and 60
t@%é%%oxan 15 %O n1 dlphosoeqe i s added dropw se

ooling. The m xture is

TQ gkbe] mlx%g% ﬁg 1 SagIZ a@&h&% (jr S&g?ﬁﬁliydﬁﬁ— - Pibedzd1O b8 and$( BRI dioxane,

materiral”1s filtered off, washed .
w\llrrtll?ﬂlpﬂﬁsg&le &t duded dnogwise uader siuing ami cvlﬁéwqtffrtqoeh% ABowture is

ﬂ{eis}g‘%gtteai ﬂvgi}x% % %er%t&r%;fgre l?. %o ?Jﬁ Séﬁg gk%hglg t}_le SOhdul?aﬁ‘%mﬁl is filtered
off, GadiBll ith 150 irhl@tHes areli daied] 2Aeglofithe B edmpound i 1s obtained (M}F 290).
dumthlfmnmnd-a d| evral t ifolihed 20
gdl & Q Ay diox perazin quifolinie;

aaded O o the
4c¢ ﬁr?a‘loﬁtﬁh&is‘ cﬁghoﬁ/e@ 1155()4n1 diﬁeﬂgylfprrmmdz iand 1 y¢v)3raé aodions 2.4 g

L g T AL Ee Lo P ahes P s
aget#;ifp%gziﬂ-f ?1)@5%0@1 aMifde andidexd raadt ¢ mittde B xir8@ ai room

acet a The aqueous phase j.sS 0 d

tenpargss fat 1@ boure-ckhe rszpcélgg mq_gturet lﬁéhlgts: IV&B?', Jé(&ng Wg%er %nd extracted

d{ht 2 %é@ %Oac@?a 1 e €T Bdks th@sePtd dvap@etiedist Qeyress & reduced
ace :

I'C acl The precipitated nmaterial

drésirey thel sofid resie vimdisesdvod in20vial weter Ard & RE ¢ ﬁigusteé. t§ 6 with
%ﬁt?({q?)cti el"hte ;}recefpfa?eraprgé{%l iS nfbbaioped d(Widtied J4Bhwatdr. Afté drying

&ygﬁfﬁmQMEeﬁmpﬁnﬁASdﬂanqﬂ@I@%ﬁé@rn | -yl gui nol i ne: The

oro-6-(4-aget 1 1 erazin-1-vlquinoline:
erazl n- 1-

THeoxhi}d'ﬁlﬁe 08Q.7 gh- @ﬁﬁé-@myﬁﬂol-ét-hychmdy 6—(4amty1p1ipmndrxlglqumohne 50

tglhllc%’[olngu(?ﬂel a%dge4at ‘fghoas%)hor?lfc o)§1dteels eea%e%t At e%lufxqgméergﬂtlérfﬁr 4 hours.

The cooled reaction mixture is poured onto 30 g ice, the pH of the mixture is set to 8 with

10% sodium hydroxide solution and the resulting precipitate is filtered off. After drying ‘
1.5 g of the title compound is obtained (MH": 330).
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30 The cool ed reaction m xture is poured onto 30 g

ice, the pH of the mxture is set to 8 wwth 10% sodi um
whyasoxilee sol ution and the resulting precipi t BEBHU2008/000063

filtered off. After drying 1.5 g of the title

conmpound i s obtained (M+: 330). WD 2008/ 149168

PCT/ HU2008/ 000063 42 g.) 2 Amino 3 cyano 4

benzyl am no- 6- (4- acetyl pi pedazin-l-yl)guinoline: 5 g

g 3. Rﬁn@bdﬁlégé]% ﬂ%&&h@x{hﬁm%—(mﬁﬁ@mwrmmé@gu_mﬁ@I ) qui
nol'ife an enzylam ne i.s st :
5 ¢ Zraminpd-qyeRi fHeblerar-¢-agety PIReAAEH %ﬁﬂ‘} %%Mﬁhmme

0 ht irBY rRkB& Rittateds itenf dufeﬂr@ﬁo 06 fpl water, the
15%%531:55‘53 CE&SP vvatér and drledstonopbt

reBulting blecltpljutp wﬁl@r@\mﬁ, wagharh with 20 T vigiT %&91‘1?@ o6ob%a4n 5S¢ the
yl)-4-benzyl am no- 3- cyanogui nol i n- 2-
t?f%%‘f@g@ﬁ\gﬁz@othe solutlon of 129 o
2 1ayi-Methdx g-Walive 4 4ctigining § 1)¢l-Tge

yl)quinolLine in 20 m pyr| di ne, 1. 593 rret hoxybenzoyl
cﬁéﬂ%@d—eﬁ added and the nmixture 10 is heated at

Toefthdixsd@imperodt ure § oe- aﬁulﬁmmwsano%bem@amooﬁﬂdfﬂ%tymlﬁﬂfﬂm'l'
oured_onto e nd, th

shonbatnogt ab Puipyainds 1 & e BB eikel [ G, M ERES o piscure

id RBtddi o b luxGonpestagd foss abhug) Tidrefdtdh misBE is po)lrei oA‘m Zﬁbg ice-

Wﬁ@l&ﬁ@ﬁﬂﬁsh@@?}tﬁﬁﬁ B @ateg)%}dé ﬁ,jfteﬁgrf)g,l Affer. gryéng(O 45 of tFe title
P&{rf‘aqg th?l;lecyd%\)[gtuﬂg)j iniumtosylate: 15 To the

ofution o

£ D=4 g KYQeE L) AN 2! )

3-, ¢ 4k no yI ] benzam de in 20 m

di%‘%ﬁ@{%ﬂmﬁs‘g%ﬁ 0.6 81 of O tosyl hydroxyl am %eﬁzﬂ

25 tid sollutibr crfofdR harfemietoartdeld-Eraspiirgsragti- by gnino-3-
m nut es.. e ou rr |p|0t6at d of O-

SRR R TS 2D, Shl Lpappg Rhtel Pt g0 ¢

t8s dg)x@fanﬁllitemt%t mbdwkﬂnnmnﬁwness alsled dropwvisent20 @5&)15 minutes.

hen

Kokt bt B pEPAS TR PogPYet Sanalips ey . By off Afer dovine

665 éépt'h@htléc&n}ﬁiuﬁwimwlm (Mfﬁessbl ution of 0.7 g |
1-am no-2 > hox ezeo I‘ano_) - GYano aﬁuﬁ’e- _a%

Nsh
m p){ﬁ%w%a&ml&l@em DBU i s heat ed at refI ux
tenpérature for 8 hours. The reactjon g1l3xture

Prurcdationrafd 18 IntminePelp BRI DL G S sl o (-

f arfdl 0.5 @l DBU és heated at
ﬂ;%%}[ of&e@%z ih-§- y@g‘g%@%ﬁﬁ&n%&laté\ 5 Qﬁl) ﬂfrifﬁ[é%m ( DI\/I%I? q és heated a
Bflpp mrn;&r@@e (Etrr § hogyrs. @h@,@@@pog.q}uxmge gfQpOjr 4c(nftﬁ ;_En water and the

L e atased, 2 8ot afied d 0.35)g title compound is obtained
%Ie“‘slgﬂ%’e%%‘?{dn%z—ﬁfwialé?@% 59( m 4H) %zé 45(kl)sg 3H). 30
BHMH3e).8. 2.

'H-NMR (DMSO-dg), 8,ppm: 8.68 (br,1H); 8.33(d,1H); 7.89-7.64(m,4H); 7.53-
7.05(m,7H); 5.15(d.2H); 3.82(s,3H); 3.38-3.35(m,4H); 2.63-2.59(m,4H); 2.45(s,3H).

Example 8.2.
2-(3-Methoxyphenyl)-7-(4-acetylpiperazin-1 -y1)-9-benzylamino-10-cyano-s-triazolo[1.5-

a]quinoline hydrogensulfate:
Title compound is prepared by the general method disclosed above by adding a solution of

sulphuric acid to the compound prepared according to Example 8.
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2- (3 Met hoxyphenyl) 7 (4

acetyl pi perazin-1_yl)-9-benzyl am no-10-cyano-s-tri azol
W@p@®sH49168 ui nol i ne hydrogensul fate: Title conpPCHHURES/000063

prepared by the general nethod di scl osed above by

addi ng a solution of sulphuric acid to the conmpound

prepared according to Exanple 8. WO 2008/ 149168
PCT/ HU2008/ 000063 43 1H NMR (DWVBO-d6), d, ppm 8.78

lﬂmw de)sé %;}%Fﬁ %sﬁgb&%r) 28’3(?8‘{&'1 T H)91 764f(ﬁr4H), 7.63-

7.88518; mmma 8825, 8]; 8,63H) 45(m$¥3n%§%2§9(1%4§) ekl
oxyphen ) 7 (piperazin 1l yl) 9
benzylan1no | O-cyano-s-triazolof 1, a guinoline In
igeneral formula (1) R1 and R2 stand for hydr ogen

m R3 stands forr .phe b FOUR: o0 TR %%%Fio%[l 5-
MSEIQB YRS g ‘-é—Jaﬁ—#ggﬁs—thnnrié ere
ﬂa&ﬁ for nltrogen 10 atom Z stands for NR12-group
R12 means hydrogen atom, the value of mand o
is 2, the value of r, pandt is 0, RlSIétands for |
cya Ha[ rSRepdsr® andl\ﬁst BydRogRnanh, (RTetandafon ghefyl group,
tﬁ %enegaﬁ;? %i)rsret hoMhen 7 (plL%e&22| n 1“)

Rbetatdsafot Blﬂndtlibxaylmwl wons i Bbrs BB RS L ihpdt far nitrogen

— drogen atom—, the value of m and o
mﬁm(é %@gﬁg§yp ngyE 7 ?%Bg%egﬁ?gﬁgér52|n I :9 §H§F dthe
13@1}1'&%1&-0@){,6111&(13-15 0.8 éztencts[fmr &/289 SHPOL Pﬁ%@@/ A ‘}iyﬁ{}

concentration hydrochloric acid solution is heated at
V?B?Pﬁ&mﬁenperature for 6 hours. The reaction m xture
is neutralized with 10% sodi um hydroxide solutlon and

t he oreC|;|§a_ed sglldTngti kgfs_
1 “ lniglvrSOda) S, ppm 8. 68 (br, I—I) *g. 33(d, 1H)
osmsg 0 OB P @ng%wﬁ%% il > B8R lino-10-cyano-s-

| @n&n#atictbh c(cmdnletahd)@wphlenys heated at
[?5%34@ g%é%%%?nnnonlg g)lla,n %htrl az( B

raﬂhqu emgletatiere rfal 6aoars. Tihe | TEAGIGRBRIAEE IS MBI, R y O godim
NS rc%' sgfg‘?tax?%% @h éf%lc%?&tgd ahRMBatbYa] AEliaE] GFf St tinomg @f g title

npound prepared according to
doxaaphdis Obtained MK (490BO- d6), 6, ppm 8. 68 (br, 1H);

d(]:%m?%f:h g;@zﬂa §%’g')§br2ﬁi){)8§g§(fg?§”8 b, 1H)?>6 89 7. 64(m,4H)

ﬁ;}f)%@(&%}”ﬂ% Hgd 212),632&,3&@( BB &B35(m, Eﬂarﬁpﬁ@ ‘EH
enyl (p)ai 3 yl) 9 benzylam no 10
cyano-s-triazol of | 5-al qui noline

Example 9.2.

at

2-(3-methoxyphenyl)-7-( piperazin-1-y1)-9-benzyl amino-10-cvano-s-triazolo[1.5-

a]quinoline maleate:

Title compound is prepared by the general method disclosed above by adding a solution of
maleic acid to the compound prepared according to Example 9.

IH-NMR (DMSO-dg), 8,ppm: 8.68 (br,1H); 8.33(d,1H); 8.02(br,1H); 7.89-7.64(m,4H);
7.53-7.05(m, 7H); 6.32(s,2H); 5.13(d.2H); 3.82(s,3H); 3.38-3.35(m,4H); 2.63-2.59(m,4H).

Example 10.

9 Phenvyl-7-(pyridin-3-yl1)-9-benzylamino-1 0-cyano-s-triazolo[1.5-a]quinoline
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WD 2008/ 149168 PCT/ HJ2008/ 000063 44 In the general

formula (I) R1L and R2 stand for hydrogen atom R3
wGer@sde1bor phenyl group, R4 stands for pyri dP@F/BU008/000063

group R5 stands for phenyl group, R13 stands for cyano

group, X stands for NH group and the value of nis 1.

5 a.) 1 2 Diam no-3-cvano-4-h dy

roxy- 6-i odoqui nol i ni um tosyhate: 0.62 g of
Inzthél g&d&@a ?Grﬁ%?a!’(iﬁRhétﬁllﬁWanﬁ “fordtidepgen atonn &’ is;nds for pesyl group,

mnutes in 10_j |.for 13d
Rpﬂ@@é Tering ¥l gom R ﬁ%}}dﬁ%ﬁaﬁi’ﬁ%\{ BBna é?anfl%fe‘)tﬁ g eroun, X
s‘f{m@ﬁ 20 fheFafe bPs W 1- hydr oxyl amine in 14ml
orofret hane i s added dropwi se. After stirring the

reactlon m xture at roomtenperature for 4 hours, the

pr.6C] irkiAh & 154 BBABLY-BliodohubBiifilitsyede;of T and
drai% R & 0 o{Tr tlcr)}e FI tlle conpound ( MH+:
082¢)of 2-tamino-3- cyano-4-hydroxy -6-iodoquinoline is stirred for 40 minutes in 10 ml

dgneglfy%pﬁ%pljidg ng{)thg pr%%eql o 5%’ T &Qolfﬂy;%@asﬁuﬂlrda%ﬁi@ [tflen the solution of
0%, 2odbgvhpdredlayia m41-4|rql dichioyerBethargdgjeddad Hiopwipg After stirring

tosylate is dissolved in
tisgrastion i BPRroBTFTa g F bys he BRAIRN ol odoib i
fRbRY batad uﬂecettowaei 0. ss g bfithe amemmpeurmlvg{*osm)

benzal deh t ur&. i, is heat ed

atb-} &ff el iOieY, G ot e BTECT pi t at ed

DY, rrsai 8 dn@M-H d‘ 16—1@6 xmiﬂ‘mlmnd)sy]ashredissnivteth in 15 ml
OCBZth ﬁ] i gfr%gn wat e}l; Af tyg Xgr &gl(l) 34 of

ethengloand do jths SOIEHIM @pl(qs@H.,_m %1@) congeI)tra 101 SO 1um etthyﬁate in ethanol

N ' &¢anohe éaEﬂlcﬁfZﬁhﬁ)@ﬁre Xs heated at reflux
SR b

taﬂmﬂmse' feﬁ 1 boudTig-tseifritgle crs@teélwrr@at@mtl i Blgestdopth an washd with
Ig}n??%]:, L ater %&@91%0 8f ﬁ%?ﬁ]).'ettllﬂle L SmpSind iPORSREOIVAL: 413).

e mxture 'S heated at reflux

Rl Sty LS N IO b
oppetdtoniiile, %38 bhosptloryl ehlpdteny hddedi emd ¢he mixture is heated at reflux
tgmggtgé%/el %rrnth%ulsnge\:/ adtion r£11rx|t11areza ?sl ;%ureé or% ) ﬁﬁlléen\%ater the solid

Iﬁat%haﬁné’hn&ed &8 anPirfeh k@ b16taih G-goafahotitie doipazod O 338} qui
d|)ne and 10 g¢ 90f benzyl
t ) opisy glyids el

%t o &2 gl H S RD. Wi 1@L<grtnliwls-netzble[1 5- a]qamamea nindt U0e g of
an B Ipitated solid material Is étered

Weénzgemiheyiragnixedged atirredhat 190m ETRRSHNEE TR g5 @E’ reaction
r%ngﬁrrf: 159&S gl)t ) difth glhelﬂ‘ﬂ%l hgx;flﬁ)fﬁlkﬂﬁ@and the L_)Lrempﬂated solid material is

amn cyano- s- triazol O
ﬁhahdqomfmﬂerm@zmgbssmf tb@@‘fﬁ%@@mmﬁmbrs optagneg (MH+ 562).

g]_ % it ? 1!) i 5-Br b Rhihobne:
tret a3k kwspersicah eﬂy@ @h@sbphm}mdoaa}bwmmo Ebcmgggnfgpb[l 5-

p éghg?e H’? 1 02%5 tﬁ qﬂe,ogérg %fg?r Tbag{%sé%xgﬁgla{lﬂl'}lftogggﬁne&palladmm(O)

@@@ @¢ pYiEind-£86Horhcidl askiunani of Strob/lietlcometeratian gotium hydrogen
at rms ﬁere at  refl ux terrperature f.or

pesbenviap 1 aiaBcEra AR 61T BEPRIOTIE 1 3 S Wi afe%%;??m"s%h“e o

?{f@&acirﬁ tﬁ% fof @%ﬁfst ﬁ%ﬁ@t i§ QUigdrded &id @b réskiubiid trenelwith ethyl
Pe ryrn g of the title
acetate. The prec1p1tate sohd material is filtered off After drying 0.3 g of the title

compound is obtained (MH": 453).
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conmpound i s obtained (MH: 453). WD 2008/ 149168

PCT/ HUJ2008/ 000063 45 The above conpound can al so be
w@e@gasdds in the foll ow ng way: f.) 2 Phenyl 7PCT/HU2008/000063

trimethyl stannyl 9 benzyl am no-10-cyan-s-triazolo[1l

5-ajguinoline: The solution of 0.25 g

2- phenyl - 7-i1 odo- 9- benzyl am no-1 0-cyan-s-triazol o[ 1, 5-

al qui noline, 0.6 g hexanet Md di stannate and 0.1 g 5
Th%%&@%ﬁ&hﬁﬂdﬂi&ﬁramb Bbpﬁpm@ﬁbthafdlbwlwm in3m

|oxane i's heate a E ux, te aturetrl de
nf): A 1 15 enzyla an-S— L

Th%e”s%‘ﬁﬁf?; ange t 695 r G%SI Q%ehﬁ 7- ioﬂ@-@t-‘tfedzyMrhilnodoeiyh}d s-tnazolo[l 5-
%he precipitated solid material is flétere%1 o

dqﬁmmHM¥ter 8yi ng, 20. 24 eﬁ“??b?é”@ﬁﬁﬁ%und 8% obt ai“hed

tetgagéthsémlpg%y r%lgf%ur?e%fahgcﬂ% 05 ik BYl diocRar® ¥Ihe@ed at reflux temperature

rlazolo[l 5-al aui nol | 8
uﬂdbuenmogeﬂ atorosmifereQfop Sghours. The solvent is then remove and the residue is

trqafq% g%/ %]}[:T}Ly]gert% %Félﬁl@ﬂé@ $0 ak?ﬁﬂ@r}éll afiiResd & GMBRdArysng, 0.24

di net hyl f or mam de,
g@tlé)&)ng)oaﬁd1sto®taﬁr&kt|(hfr53;9b1enyl pal I adium(O) and 0.1 g of

iggronop |n|n: af & oded .Th%'ﬁP_.Bég”'¢£k>§§b- ﬁgmﬁg

el e E f ofvent IS

6 ERRY e idon @Quoed g pfz@hmyﬂé-tamdﬂtyh@nnﬂsﬂ -hwaylpgino- 10- -Cyano-s-
treated with_ethyl| ate. e d s

triggelelli aplquigolines § i1 ¢ eﬁéd oft . A’l’ﬁ%tscl r ylta%&o 1%d titFe of

te&%ﬁ&%ﬁﬁ@w&éﬂﬁ?ﬁrﬁ{{)%@ﬂd (OMHg &ﬁﬁbromdﬂyhlﬂ»ﬁe (aEE\/S@:edB)Fhe solution is

8. 33
stitre@Oat ]70064( r:m%mtrqgegga‘trpo % t51(s Oﬂllé{r'}em ed at Ireduced
plbeg)suge F&p %’l%.@ s tfeatcR Wikl bﬂﬁy}?’adéka):eg The prec1p1tated sohd matenal is
am no- C

enzy vano- s- trlazolo 5-al u |ne
filtyreld offeAser drping 0.1 titleecompapastis aéle b T by t he

S NRIPMEL A0 B ft %@?@Qﬁggﬁ(@mﬁ\@%%@m fut.gmn of

prepared according to
7®4§HJSH§‘7153705anNB SDBEQHG) . S ppm. 8,78 (br, 1H):
8.43(d, I H); 8.32-7.96(m4H); 7.89- 25 7.74(m 5H)
7.53-7.05(m 7H); 5.17(d,2H). Exanple 11. 2 Phenyl 7 (4
ExRhpylpiperazin 1 vl) 9-(2
pyrldylneth Ian1go)-1o

1
o
<
sRe))

hg&h%gghs{f te: ydrogen atom R3 st ands for pyri dl n-2-yl

R4 Treans group (b), where W s f t T ogen
Tt ommusd MQoar@rmeagelﬁfaé Psth hod et CLS T‘rﬁ%\ﬁ@dl?'?e? %%ﬁmn of
gg)gu{fc acid gﬁh%{a@nlﬂfouﬁ(fl pith 08 alot@ngto BxB@plealue of r, p
'H-NMR (DMSO -dg), 8,ppm: 8.78 (br,1H); 8. 43(d,1H); 8.32-7.96(m,4H); 7. 89-
7.74(m,5H); 7.53-7.05(m,7HD); 5.17(d,2H).

Example 11.
2-Phenyl-7-(4-methylpiperazin-1-y1)-9-(2 -pyridylmethylamino)-1 0-cvano-s-triazolo[1,5-
a]quinoline

In the general formula (I) R! and R? stand for hydrogen atom, R3 stands for pyridin-2-yl
12
group, R* means group (b), where W stands for nitrogen atom, Z stands for -NR“-group —

where R'? means methyl group—, the value of m and o is 2, the value of r, pand tis 0, R’
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WO 2008/ 149168 PCT/ HU2008/ 000063 46 stands for phenyl

group, R13 stands for cyano group, X stands for NH
w@e@ap4eansl the value of nis 1. a.) 1 2 D am POI/BU2008/000063

cyano 4-hydroxy- 6-(4-am no- 4-net hyl pi perazi n-4-ium 1-

5 vy uinoliniumditosylate: To the solution of 3.7 g of

2- am no- 3- cyano- 4- hydr oxy- 6- (4- et hyl pi per azi n-1 -

yl)quinoline in 20 m dinethgl formam de, 4.4 g of

re@eu! RF b For2Qardl groel, shdtaide et N eotipsnd the value

St&é%?%yﬂé@%}gv%?ﬁ gt 20C in 25 n%nlﬁjt es. After 5 hours of
ofstisdring the precipitated crystalline material is

filtered off and dried to obtain 3.1 g of the title

10 conpound (I\/H+ 315 . b ) 2 Phenyl 7 .

Vi .5-. 1 oéa% 3. 1 g of
11’%)9%?@?\%% 0- 4- hydr oxy- 6- (4- am no- 4- net
Tazihe- é’olutwii} b y3.Jqgi ofol i2rimine-dicyeyt-Bydoxsodt- wé;ﬁélaﬁrazm-l-
in 5 anol,. and.to thi | yt jco
Yla%“? WFe‘ln é‘g eﬂlln}e %ﬁna%lglg ufiﬁge héf I gitésglllt%?dr& lai‘mne1§h 50 ml

anol
dRhBréhetRRBIa lamhydiepvam ataliﬂ@dn IPheinueachftans kpws of étnirglg the

heat ed i
pmig£$d rearsing ?I?% ST f B P ud (3 qeEIE 3.1 2 of the it

Cgﬁgg%gt(mﬂﬂ 7ey. f rom di net hyl for rmm de. After drying

c ) G et ier RO L o P AL (50 P82 -

L Riger azin-1-yl)-9-chl oro- 10- cyano s-triazol 011, 5
ne: 20 The m xture of 1.

32 pheny bf 7- { 2-dieseingBpivpes-42y roky-§1(4- WF@WPRF%% dom-1-

R fighii A UiBlkar2 S LRUAIO! Sy ENdeAndl itk BRABRRRAYA 20 m of 1

rﬁcﬂ&ﬁdxlcmenﬁattomrsedmsl giigiate ih ohane! asl g of benzaldehyde amdgfd The
: ine
rga&p%mpgﬁtﬂgcﬁlalh[seﬁtg %ﬁr@ iter ﬁgf)etrﬂur%qpc{? 2 Q@b mfﬂé’ﬂlre%itgt@d crystallin

recipitate 1s fil
R4térial A ﬁl@dred 6lff yihdh gacry]staﬁu@d diforrt dhmethyﬁbmla@n@m dngng 1.15 g of

obt ai ned 2 phenyl 7 (4 neth
t&?ﬁ%"e?"é%oﬁn )Plbsal@zl@éégyﬁs | met hyl ami no) - 10- cyano- s-
tr b?g-@'h@r{vl—"? @Tﬁétﬂsﬂmﬁéljazﬁ; 1gy19P-chloro-10-cyano-s-triazolo[1.5-a]quinoline:
’E;het rlgg{ftlgf-: 0[0%4 grgg; gﬁ@%@gﬁ-@% #metgylﬁipergaz&m -}91 -hy9r0%¥q6%ymo -s-
% cﬂg&lﬁaﬂ&e RYAI30E B phesphbiyl Elgeridd isreated e ﬂrZIB?@tfmrrééhours
ours, then the reaction mxtu Qfd g
’W;q ch)ogd redctiof migtveeris pAEret wgtop}()e% P]%’rcf’ eeahi th&a mlxture is set to
m%h %p‘% %od!'uﬁn 2‘%!1&?%1@ %olu%gn ahd theAfersﬁlﬁnQ %Vdcﬁﬂtate lis Kil@redf off. After

€ conpoun t al ned H NVR

m@a mg)ofts: wmon@oa@d (s@btaml 3@( H) :

(
S 5 B3t
20@[&(23;1439]1%]@(55&11@2008/ 000063
1 g of 2-phenyl-7-(4-methylpiperazin-1 1-y1)-9-chloro-10-cyano-s-triazolo[1,5-a]quinoline

in 5 ml 2-(aminomethyl)pyridine is stirred at room temperature for 2 hours, then the
reaction mixture is diluted with 20 ml of water and the precipitated solid material is filtered
off, After drying, 1.1 g of the title compound is obtained (MH': 475).

'H-NMR (DMSO-ds), 3,ppm: 8.68 (br,1H); 8.33(d,1H); 8.19-7.64(m,4H); 7.53-
7.05(m,7H); 5.15(d.2H); 3.38-3.35(m,4H); 2.63-2.59(m,4H); 2.26(s,3H).
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47 Exanple 11.2. 2 phenyl 7-(4 nethyl piperazin 1

yl)2-pyrid | Ynmet hyl am no) - 10- cyano-s-tri azol of 1, 5-
w@b@aitmabs ne hydrochloride; Title conmpound i s PCEHER@E/000063

by the general nethod di scl osed above by adding a

solution of 5 hydrochloric acid to the conmpound

prepared according to Exanple 11. 1H NMR (DVSO d5),

S, ppm 8.78 (br,1H); 8.43(d41H); 8.29-7.64(m 4H);
E)Z?@%-lﬂz.%(m 7H); 5.15(d.2H); 3.38-3.35(m4H);

; 9( 4'.")’ .2- 3 : FX 2 'ng;?m_cxpang (tﬁazolo[l 5-

A RS Zins | wi)ef-(2-pyridyim

aWLRBERAa L ereHaR0- s-tri azo o[I.5- aIgU|noI|ne In the
;%eneraﬁbgﬁrﬁﬁ¥§4(l) Rl and stan? 9 gro ¢
TiR8 cotipnad i prOpyd bithe-sangyil meghefpseiaes gty 2pge 58 ion
h oclhgorﬁﬁ%g% g&BOTESPfrW ch@t‘hg@G &yRphenyl

ano group, stands for NH
1mm4tp (BISOL a,f@kme Bf(bnlHs ¥ 113(da15) 8§29 Ti4emitRY 7-

g Bl LA e e T R e e ﬁfﬁloom%
di methyl formam de is stirred MAth 1 g of solid

pot assi um car bonate for 40 minutes. Then, 0.6 g 0- 20
Exaspif Aydr oxyl anine in 14 ni dlchloronethane i s added .
jazolo[1.5-

fe I's continued for 4 hours. The precipitated
abuywling | i ne material is filtered off and dried to

obtain 0.57 g of the title conpound (M+: 327). b.) 2
(3 Met hoxyphhenyl

I tecm@ehfocclon()- RoangyRihwans. for hydregsyaiom. B dedidpy maidio-4-vl

-3- R’ stands for 3-methoxyphenyl group, R" stands
ng@ %'gﬁwﬁgbﬁpgggh%yhgﬁugrof?mlSlodqu|neﬁinlum

fb1aS¥hagreup, (X eals éat N grapd afktheprlee v0nisk di ssol ved in

15 nl ethanol and to this solution 2 m of 1 nol/liter
concentration sodiumethylate in ethanol sol uti on and
0. é‘-ﬁ IQ-DfanﬁndTE—E HS YAl : QUINg mddsvipte: The

reaction mxture i heated at flux e

Houe. 2-TREOpr SRt thé(fhe’éy'63181k?q3mr?§ et d HP%F %Hier eg)%?%x de is
AR Werhed g drhstahpa@bsian deariiinate. fobf B@rmimydsndhen. 8% g O-
tgsyjolr]:ﬁgc(xglaﬁt@ée}qllgil)%b ggu;])(rjonlle%hagg 1s‘rjla<ﬂl(:"£tj dx(opvwse to Lh@ teadtibn mixture.
rl‘n? & rgorft I?étfﬂ;e?attng 1§3 YoaRanst fof i as@kolte fredpigddnaystaiine material

e solution o
ﬁﬁ(t@redefﬂmo& #anbymmg 5baet te e FaRyed ML AT ¢ 1 azo

lo §2 Rl x9 f10 %@@trta&blb .5-
ph 'S a e mxture is
ezt gdofi 1 wfahmno-semehzdaexyr@ﬁodsqm@ﬂeémm@ﬂa?acPlieB%’fed in

g@ﬂ%;gogs/ %e% %nif nﬁogchmol laG& tM\Qh%O%ttl)ﬁgﬂ-Qﬁ of 1 mol/liter

water, the precipitate is
Ednbéraaen eddiuanthytité adethmobbelation &1dg0.56 & ¢e3-mpthpgybenzaldehyde

grg ggc?elilln’lqhe( r%ton mixture is heated at reflux temperature for 1 hour. The precipitated

solid material is filtered off and washed with ethanol and water. After drying, 0.33 g of the
title compound is obtained (MH': 442).

¢.) 2-(3-methoxyphenyl)-7-iodo-9-chloro-1 0-cyano-s-triazolo[1,5-a]quinoline:

To the solution of 5 g 2-(3—methoxyphenyl)-7-iodo-9-hydroxy-10-cyano-s-triazolo[l,S-
a]quinoline in 50 ml of acetonitrile, 9 g phosphoryl chloride is added and the mixture is

heated at reflux temperature for 5 hours. The reaction mixture is poured onto 500 ml ice-
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461). d.) 2 (3 Methox~henyl) 7 iodo 9-(4

pyri dyl nmet hyl am no) - 10- cvano-s-triazol o[l ,5- a]
w@oiosokdiee: 5 2.5g of PCT/HU2008/000063

2- ( 3- net hoxyphenyl ) - 7-i odo- 9-chl oro-1 0-cyano-s-tri azo

o[ 1,5-a]quinoline and 10 g of (4-pyridyl)nethylam ne

are mxed and stirred at roomtenperature for 15

m nutes. The reaction mxtuge is diluted with diethyl
W&E{j é‘k@ SRR [0 At EofRAd Hhed fr eiipist @bl thesiilei @mpound (MH":

erl s filtered off. After drying, 1.88 g of the

44l)t 1 e conmpound is obtained (MHO 533). e.) 2 (3
Dﬂo'dg@ 4-pyridylmethylamino)-10-cyano-s

ylam no) - 10- cvano-s 10
t[kgmgmggl 5- ] U|noI|ne To the suspension of 0.6 g

-triazolo[1.5-

e L Aslire 1@ 10
250 Z-Bo D RDOY D 0B SR icte ol Sﬁ"f T @‘ﬂ; e
g @if T’(prﬂékﬂ)iﬁd‘ﬂ]@ﬂﬁmn@ aﬂe pixefl and stirred at room temperature or 15 minu
Ttbg Eqra%il&}l%%l%!mg gl%lpgg ?1 dillel’éhﬁg %%r/% me) lal?d the prec1p1tated solid
n{a@e@ﬁ?@&'ﬂt&feﬂ Qff. AfQeh dmng,yldssogeﬁtheaﬂdammoan@ Bl qbta‘xre«;ﬁ (M&E 533).
aed T_e reactuon m tu e 415

ISNEX' @%Q}ﬁ Sd: fhe re3|aue is treated aﬁth et hyl

ace e preC|p|tated sol erl IS f| )
Tof the smﬁpe@slon Rfy§-hce G- gnqj Wp{lq»{lé’ga} ltoflg %nu%gqteﬁgﬁ%mo) -10
c?/%&o Alﬁbigoléw ]gﬁﬁﬁéﬂn;e 1Hn NVRo( DMBO- dfinethBxyefiiane,8. 881 g of

8.29-7. 84( m411); 7.79-
t&reﬁ:ﬁ(ﬁphﬁﬁﬂ)lpallﬁd@@(@b, 086 q7f|_])yr1 gej%?qi'ogp_l)amdgng ZﬂPSm]S?—B 1 mol/liter

! ctdnvinjxture is
cgnc(e& %&n}}) | go)c# glﬁdll% {3 NBLDRX YRRESY b Jddé@vrheﬂtda tBnvin)xt

n1no - 10-cvano-s-triazol o[ 1 4 and
sﬁhedll tudzk arzen Iat;mﬂ)"sp]mcn stmeﬂlm empyiatyrefox é@g@n@ep ét is evaporate an

tgé éee g tgk%qe g%‘f:harf 5 Fg% g)l tﬁﬁh 9&%&@1‘%}1% fi¥ered off. After

¢ acid to the
OQB%&E&QMeeﬂm@mld obtgmbcb(MHarﬁSH)a 12. 1H NMR

@Wm&@r%ﬁ@?m 548 lini bttt &) Mgt 1
%ﬁip)Z'T%B 7?05 5038 By BEaedIve procedures, using

fopri at startlng naterials, the follomnng 30
conpounds of the general fornula (I) shown in Table 1.

Eave 51 prepared: WO 2008/ 149168 PCT/ HUJ2008/ 000063
e 1. R3 HN) R4 CN
2-( 3-Meth0xvvhenv1)—7 (pyridin-3-y1)-9-(4-pyridylmethylamino)-10-cyano- -s-triazolo[1.,5-

a]quinoline hydrogensulfate:
Title compound is prepared by the general method disclosed above by adding a solution of

sulphuric acid to the compound prepared according to Example 12.
'H-NMR (DMSO-ds), 8,ppm: 8.78 (br,1H); 8.3 8(d,1H); 8.36-7.89(m,4H); 7.79-
7.69(m,3H); 7.63-7.05(m,7H); 5.18(d.2H); 3.91(s,3H).

By the above procedures, using the appropriate starting materials, the following

compounds of the general formula () shown in Table 1. have been prepared:



1\V\ N~N NRS M} Exanmple R83 R4 R5 LCG-MS Mew 13.

\ N-~475 [/ 14. Mew \ N N 475 15. \ M, , N~ 490 /
w@ebosafpiede, N -~ F 492 Mew 17. N 474 WO 2008/ rdPHE&2008/000063
PCT/ HU2008/ 000063 50 Mew 18. \ N 492 / F 19. N\

460 N~ |1 / 20. \ '\ \ 580 W 21. I \ I \ | \ 483 N Ww
22. 1 V1V 1\ 483 / N W

49
Table 1.
R 3
HN)
4
R X CN
NN
N:<
R 5
MH"
Example R3 R4 RS LC-MS
Me_
13. @ N 475
N N
Me
14, @ XN 475
N
~ Pz
Me
15. N/\ 490
LN
OH
Me._
F
16. N/\ 492
k/N\
Me
17. N/\ 474
|\/N\




23. 1\
61 ~ |

w@roos4gaes Ve 27.

Me N29.

\

\ 453 N 24.

\ 01-1\ 477 1

[ OH 25.

/WD 2008/ 149168 PCT/ HU2008/ 000063 51 26. \

0 J-~\ 489 NI

\' Mg, N~ 475 N 30. N Mg, N~ 505 Owve Mew 31. \
"~\ 505 NOw 32. 6"J |

N Ove WO 2008/ 149168 PCT/ HU2008/ 000063 52 484 34. N

\' I\ 454 /N /

33. 6", 484

Me Me 519 PGI/HEUMB/000063

60Ve 449 50
Me
18. \N/\ 492
K/N\
F
H
19. \N/\ 460
K/N\
20.
K/N\ OMe
21. i é @ 483
=N OMe
22. © 8\/\ @\ 483
s,
N OMe
23. © A @ 453
l 2
N
24. O/\ 477
OH
25. 0/\ 461
'K/N\




35\ ~-N 6

Ol / 36\ N

449 37 \

-~ N 477

\0 38 N

477 O - Exanple 39. By known net hods the tablets of
5 AcPCT/EU2008/000063

w0 b@sfigdib®w ng conposition are prepared:

i ngredient 25 ng Lactose 50 ng Avice

Crospovi done 3 ng Magnesium stearate 1 ng

21 ng
10 WO

2008/ 149168 PCT/ HU2008/ 000063 53 Bi ol ogy Met hods

Human adenosi ne A3 receptor Shinding 5 Preparing

menbr ane 9
hanmster €

uspensi on:
Xpressing hu

ovlari um cel | s of

4&n ég/reﬁeptor
el y jcul t ur ed.

golden

CHONA3) are apprapri at Achi 468
confl uent [cel | the JuL%}NaLing iq
renmoved friomthe_c by washi ng them wi t =387 C IPBS,
then the cell are suspended in ice colld PBS, washed 3
times wthl PBS, 10 centrifugedMelO00 x g 10 ym nutes)
(Si gna 3K30) and|honogenat ed udi ng tefil on honogeni|zer
(B. Br'aun Potter~Sxat 1500/ nt ati on spg for |15 489
sec. in the fol ng puffe 50/ mM Tri s,
Md 2, 1 nM EDMApH 8.0 g genat e i
centrifuged (43.000 g, l% mn). The precipitate is
spended | n the above puffer, otein co centratic
0.1 nmg/ M (Bradfard nethod). A guot s
prepd-atun are e at|-80 hA3 519
preparatiopn fro rki n| El mer] was! used
Bi ndi ng prptoco ncubat @ ~Er
preparatiop (2 .tg prot econtent)
of —thetest—materal O 5 N[ 1251]
(4- am no- 3ti odo enzyl Me
- Ne§vet hy arb de adeno 13271(100.000 in 475
i ncubati on| buf nmM Tri si_ 10N
~
Me._
30. Sy N 505
L\¢/N\\
% OMe
Me
31. @ 505
N
OMe
32. A 454
N
3. A 484
~N
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WO pooshe1ps esence of 100 MR- PI A (N6-[L-2-

mM Mgl 2, 1 nM EDTA, 3 U nL adenosi ne deam nase,
8.0).

pH

Defi ne the non-specific 20 radioligand binding
PCT/HU2008/000063
phenyl i sopropyl ] adenosi ne). Total volunme of the

reaction is 50 L for 60 mn at room tenperature.

Filter the reaction m xture over Wiat man G-/ B gl ass

fibre filters (pre-soaked 58 0.5% pol yethyl eni mi ne

for 3 hour[s) under 25 Hgnm vacuum wagh 4x with 1

ice- cold

mvl BBTA, p 484
Har vest er

(1470 VWZ#

100-((actiyity in the presence of test

MoN=—SpPeCi ] activity)f(total activify - jnon-speciific
activity)) denosi ne Al receptar binding

30 Bi ndi ng cubat & menbr ane rate of 449
humed® Al a eptor/gggressing cells
(protein c (source: Perki n<ELPE 70N

the presepce of “the test material and 10 nM ﬂ%H]DPCPX
(8-eyetepepthyt—t3=—dipropytxantthime) (200000 dpn

in incubat|on buffer (50 MM Tris HO, |pH 7.4

WO 2008/ 14 D8/ 000063 54 adenosi

deani nase) hon-speci fic radi ol 449
bi ndfthg in of 10" M R PI A

(N6-[L-2-p ] adenosi ne) Taqta

the reacti 3 hr at room tenpegnature.

Filter the ure over What man G-/ B gl ass
frorefitters (pre-soaked in 0.5% pollyethylin ne flor

3 hours) under 25 Hgmm vacuu wash 4x

i ce-cold washi ng-Ruffer |(50 ris HG a 477
96-wél | Brandel Har vest er.  Det ec

radi oactivity iq beta-counter (1450 M|croheta

Wallac), in the TJpresence of 200 L H Safe-3 cogktall.
HhtbHtonFA—100=((gctivity Th the presepjce of

test conmpound - non-spegific activity)y(tota

- non- specific activity))* 10 Humgn ad

receg% bijndi ng~8.ndi ng protocq_:_| ncubatg 477
pr eparat um,of Al a |adenosi’ne recept or

HEK- 293 celll s ( g prjotein content)} (soufce:
Perkin-Elmer, in the prgsence of the test ngteri al

and 20 nM [|3H] CGS- 21680

(Z-Tp-(2Z-carbonyl et hyl ) phenyl et hyl am no] 15

5' - N et hyl car boxam do- adenosi ne) (200.000 dpm
i ncubation buffer (50 nM Tris-HC1,
EDERampledon L adenosi ne deam nase,
non-specific b|nd|n in the esence of, 50 M NECA
( 5'ByNenewhynhaslzads d)@atﬁ‘? efd of g @@wwomwmlav axs FrPAEdof

in
10 MM Mgd 2, 1 M
pH 7.4). Define the

éhf" Iyed 1%&%{%1681“ 100 | 23 e

90 m n at

Yoassean GFB gl ass fisboe filter (pre

Avicel

Crospovidone

Magnesium stearate

21 mg
Img
1 mg

roomtenperature.
reacti on mxture under 25 Hgnm vacuum over
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20 soaked for 3 hours in 0.5% pol yethylimne), wash 4x
wth 1 nL ice-cold washing buffer (50 mM Tris HC1, 10
workoRb®18s 1 mM EDTA, 0.9 % NaC, pH 7.4) on 9%cmEUR008/000063
Brandel Cell Harvester. Detect the radioactivity in
bet a- counter (1450 M crobeta, Wallac) in the presence
of 200 L H Safe-3 cocktail. Inhibition [Y4 =
100- ((activity in the presefAge of test conpound -
B3R specific activity)/(total activity - non-specific
actYV|ty))* 100. 25 Human adenosine Al b receptor
bi ndVe§o®i ndi ng protocol : incubate menbrane preparate
of human A2b adenosi ne receptor expressing HEK-293
cells (protein content: 10 g), (source: PerKkin-El nmer
), i Humireadeaosipr £geerpeor#indinge test material and 32. 4
nM [ 3H DPCPX (8- cycl opent hyl -1, 3 dipropylxanthine)
(800. 000 dpm) in incubation buf f er (50 MM Tri s-HCl %Q
M NeyepRing] memrdOT Ayspeusionmvpseinardes nef, conegd ngolden hamster

adenosi ne deam nase f fi
CASERER et RO ARl BED B¢ i sapaslAmion
cérlueit R11 hyleg ahdbaiavaidg tiqed esrn&fmone) froﬁliaheaq:elle &V weehipg them with
the reaction n1 ur e: L for 0
37 apRPas e e bao T PATHES This LA GAST ORoES] Haass with PBS,

cEﬁthﬁ@éd 600 &aGt 10 NmiHuxks) r(slgmad eK3Q)5 ah@nhnnmcmnnerﬂ awigg teflon

VWhat man G-/ C glass fibre fi
hpongeatsg (B e Taer 8 Hol 00y et RPsRct 1 e o 2 o
h e EDTM, 80HF]1 h @entrifuge
bgga\/\g?ﬁéﬁzﬁﬁ)die%méﬁ E\I/Iggter -gle{tec G pidgbus) I

(4310{10(mdﬂ|mm) \VE he iprecipitats 1% %pﬁnéed {nlthg ebq\'y]e&)pgfsre pla)tem concentration
(Przﬂjlf&ﬁ?% 0%2 ﬁ‘[ﬁ%\@é o?@x@ rhen@rar® frbpaddt@m3re store at -80 °C.

((act|V|ty in the
M%H@Gﬁerﬂiraﬂeqsbpmlmp duprdP erkm, Flmes pag pyed @lternatvely.

2118 E) [ ﬂ,&ﬁ%&éﬁt ll,lns?leﬂt)artr% gh?b %n%a%ﬁﬁﬁg I;nfeg&ﬁ]t‘"i’(g{e GZ\é}lgt Mb'r)aln content)

if) thROstysened ghthe a¢se maseidl drair0.§ ndl EX fb]érB NG (4 FIREo- 3-1od0 benzyl-
am—g)glh‘sxg‘g&g)x ) r S erﬁlélln? rag% 8 %Ifr%)zmq}{ﬂb Bleret '{‘ﬁﬁmM Tris, 10

mn |nJect|on
AeMe0¥01 v ED'ItAQ 3tlb‘l’ﬁlleadéﬁd$sl1nmﬁhm1r®sc 1pH98 Q{)a@eﬁlﬁe 1jhh gon—spemﬁc
experiment the m.ce re treat ed

ragigbgande ntbiidingat i aF °( oPTRFIH t§? ve% cI e con a| ni ng\I AL

ﬂh%nﬁﬁBb%ﬁ v 8hAeHeR Nokal volllied ofttHeekadtion Us aklle foneiOt mmgat room
eri1 od

are narcoti zed S
inperatySe. Filkee Fsareaction eI p RN D5t b LI (Ble-soked
m(H é*’/to pggrge%ehﬂhﬁgﬁ &4 lﬁdﬁ&s‘? whig Jsrasheaacthie wahtdkobith 1 mL ice-

rves ve

Icle 8hy5|olo ical salt s%% 3 well
oM oraifing busioiéd mW T 1Dsuigieel, £t e R 8 o 96-we
fss g‘?']ec?‘ gj&‘ &¥e?aﬁe§§c@Eheg£d15&‘ﬁvwiﬂ‘ganuﬁil§o@wr (BI79 Wiizrd, Wallac).

er their usual life condltlons
ﬁmrbn% hos] Akt 260- qa‘:tivmarm ttttee paﬁnﬁml of gp6 compound - non-specific

over cotized, the trach «@pened again and the
P‘ﬁ]h’&?ﬁ OTﬂfﬁtl‘ﬁgsﬂéO& S\Rne‘ilﬁ u § 1?gl uti on. The buffer
solution is centrifuged, the cell sedinent is

Human Adenosine A receptor binding

Binding protocol: incubate membrane preparate of human Al adenosine
receptor expressing CHO cells (protein content: 10 pg), (source: Perkin-Elmer ), in the
presence of the test material and 10 nM [PH]DPCPX (8-cyclopenthyl-1,3-
dipropylxanthine) (200.000 dpm) in incubation buffer (50 mM Tris HCI, pH 7.4, 3 U/mL
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resuspended again, and then the cells are counted. The
total cell nunber is determ ned and the different

wo ewkoeybes are sorted on the bases of the norptiyHDQY08/000063
To determne the effectivity of the experinental
material, the inhibition %is calculated in conparison
to the control group. To determ ne the significance
of the effect, statistical é¢aluation is carried 25
adkﬁbsm@ﬂ@h@@se)a DefRas thetron-spérifo mslicndﬁganchbindinp dwthg presence of 10

bl0|0 ctive if a 0 _
MM@ b{ éﬁ) hé%ﬁ%?y ﬁé«mogp%r%ﬁgl volur nes& tﬁ){ regfctlr(])!hM 00 uL, for
3hhg r@brﬁ%rﬁ‘;%r@xﬁretﬂlﬁerr tBélicattioganstukooteh & HatmanGF/Blass ﬁbre filters

geceresine, A5 rbcsplots v ancel ke b gher ot B
mg AUCRB Ga8ha¢ Yais (56 mBdEatEhac, pHANMM. ofla 9(6 w%ﬁaﬁrandel Cell
ci. 51:660, 1949) the d|SSOC|at|on cons g gﬁg) h
Hetvestem ot ghn dadipaetinity Ap-hotaceeugier Rl ashae r‘f‘b‘?@néﬂ e
p eﬁé?tﬁ%%)?tzﬁo 9 ﬁl@%}%rﬂ&%l ﬁﬁl?d?ﬂl&hﬁﬁ]@ IU@J(M@@HY 1&@195 Yiekegice of

eng- Prusoft equati on

tdRe mqfofund Biaedpesific mvzmz@sttal@mw P@WS}H@E@@WU@@@MO 56
Phar macol . 22:3099, 1973) the affinity constants (Ki)

of the test conpounds are calculated fromtheir |C50
Hiplanestenobine Agoepapumdindyig t he general formula (1)

di splay in general an 1C50 value of |ess than 500 nM

The favourabl e conpounds, shown by the exanpl es,

POS S B phrbtebd): MahHae: mémbrand mparhthmmf hOMam Kb, aleosinggeceptor

active conpounds of the ener r mul 0SSES,
e;;pyﬁg;mnggEIgg?% sekis@o %%t lé)fCOftaeHm {28111'%% a}’ﬁ{lﬂﬂ % et iotRe Bésence
g@f{megf neserf add® QanEN@Gs Dresul(B [1-()-cdivsrglegat)ghenylethylamino]-

mbﬁ%%?%&?%é&émaﬁgm% U g e OB B 70 Vs HCL
1(0’}5)1\/1' L&QL/PEDTJSI% CRAD QURLSinG flednliBasagrier.a). for rrul a

ng fo the 10 invention reveal ed that ey
Bafmemxyonae@emﬁebmﬁlngmthe igeserice10f 80 i NEfie®l -Dinet ylcarb xamido-

ag&?o%{enseg ﬁ%ga% ol L PR frpat ﬁ(?ﬁ Sl ms% gdri: gg I?l‘gﬁ gpfo@m tbiferature. Filter the

ron o e co gener a
rfeﬂjtmulmlx(uke undeoIZISd\igmg Vastiwa \vavieo (Yshadmen &F@ glass fibre filter (pre-

sp mdntjor %gig{né gﬁ? 8'3% %?q ghrpé}mlgé)é % Qx \%}"f‘thui quecdl@Waﬁﬁﬁjg buffer

| es are
(adw@ntlag&mmo M RepCan leJxMrEﬂ)"EA a wo NaClu QH To%) anthg-well Brandel
adenosine A3 re

di
T RORHR B CHSPBnh  f WAS L Ay e

ﬁ@é%ﬁéeﬁbf Foor ! RS 4fd-3 cda&@i[ ithidition [%f}mmﬁ @sctivity T tharmesence of
are denonstrated as

tsmcgmppmdy@ﬁ@ﬁpquwﬁvmé/%@iﬁ i aAPbeLER v B0

mgration !ot

Human adenosine Az receptor binding

Binding protocol: incubate membrane preparate of human Az adenosine receptor
expressing HEK-293 cells (protein content: 10 pg), (source: Perkin-Elmer ), in the
presence of the test material and 32.4 nM PH]DPCPX (8-cyclopenthyl-1,3-
dipropylxanthine) (800.000 dpm) in incubation buffer (50 mM Tris-HCI, 10 mM MgCl, 1
mM EDTA, 0.1 mM benzamidine, 2 U/mL adeﬁosine deaminase, pH 6.5).Define the non-
specific radioligand binding in the presence of 100 pM NECA (5"-N-ethylcarboxamido-

adenosine). Total volume of the reaction mixture: 100 pL for 30 min at room temperature.
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20 1. 38 500; 0.2; 2 81 17. 7.7 3000; 0.5; 5 88 18.
11 2500; 0.5; 13 57 * Oval bum n induced cel

wor@satiies, % inhibition (full), p.o. mce 24 PCT/B02008/000063
ng/ kg CMC. 25 The above data are showi ng that the
compounds of the general formula (1) according to the
i nvention are potential outstanding therapeutic
agents. WD 2008/ 149168 PCT/ H32008/ 000063 57 C ai ns

Eﬂter Tieresion minte widet 2eHganevaiuh ovenWaatfray GF/&glasg fibre filter

GerSaa s 4% RS HRITAOb M BPpoP R Parihet B E-fold wasting

vhfaN ¢4e dnEl This-M Ay lhHO 63y p@n OB2vsl BigiRlef @ellhHdvegem Detect the
atom or for strw

t
rSieAH IR BB e (MSrhBrorah Wit Jhhe Prefh Gipo L of
I—ﬁﬁafé 38l okighil. MHRmn(E%] G31'()@ ((&Mﬁk}oﬁﬂ tk/ breSen@é! Bf teSi coddpodind - non-

- or thienyl -, groug optionally
SBQ{tl)fsft 40¢1Mﬁlé(itm1tahﬂ‘@We D@FI'SHQ% acliyigantlP@al or different,

strai ght or branched Cl-4 aIkyI group, straight or
branched Cl- 4 al koxy group, hydroxyl group or hal ogen
Alleegiy monseandsiel or 6- menber ed heterocyclic ring

containing one or two or three nitrogen atons, or a
5-menbered heterocyclic ring containing one nitrogen

Mﬁle Bathtimiveenf 2082 50 yg@nwangbmre asedofoe thei wﬁg@mtaﬂibm aaivepls are

%ﬂrglﬁgnwlgéfal Og’ltﬁlhf; ﬁ’é%%/ S§$ Sagte ﬁ‘fe%%ﬁ Fanc egl%cuon they

ded irfo el Yilto BieOdkPerim8itr eh gl dr oftthe@ quimdleﬁl.ﬂﬂ.é nab&k aneytreated (per

grou hydroxyl roup hal ogen t ands.
R T e R b R g e
tﬁéip§ﬁértélgﬁfiibl’é‘ ﬁf@ltmg period they are narcotized. After surgical opening of the

trachea, 10 microliter of 1% ovalbumin solution is injected into the trachea.

The control group receives vehicle (physiological salt solution) into' the trachea. After
surgical closing of the trachea and treatment of the wound, the animals are separated and
kept under their usual life conditions for 24 h.

After 24 hours the animals are overnarcotized, the trachea is opened again and the lung is
washed with buffer solution. The buffer solution is centrifuged, the cell sediment is
resuspended again, and then the cells are counted. The total cell number is determined and
the different leukocytes are sorted on the bases of the morphology. To determine the
effectivity of the experimental material, the inhibition % is calculated in comparison to the
control group. To determine the significance of the effect, statistical evaluation is carried

out.

Biological Results:

We consider a compound biologically active if at a concentration of 1 pM, under
the above experimental conditions, it inhibits the binding of the radioligand to the human
adenosine Az receptors with an activity higher than 80 %.

Based on the radioisotope saturation curves using Scatchard analysis (G. Scatchard,
Amn. N. Y. Acad. Sci. 51:660, 1949) the dissociation constant (Kq) of the radioligand
[*TJAB-MECA on the CHO-hA3; membrane preparate is determined. From the K4 values,
applying the Cheng-Prusoff equation (Y. J. Cheng and W. H. Prusoff, Biochem.
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nmet hyl enedi oxy group, or with one or nore, identica

or different, straight or 20 branched Cl_4 al kyl
wQ@e@ap491sg r ai ght or branched Cl1-4 al koxy gr oupPCT/HU2008/000063

hydroxyl group, trifluoromethyl group, cyano group,

or halogen atom or a 5- or 6-nmenbered heterocyclic

ring containing one or two or three or four nitrogen

atons, or one nitrogen atom¥®nd one oxygen atom or
PaReraboll 2DYENY, 29 TBNtheauffinign@nstartp (k) ofthengst ophpamndd dry calculated

sub tlgﬁ%eggmnth one or nore, identical or 25

£ ai ght or branched C1-4 al kyl group,

St r airgh Eo%tﬁﬂ@ﬁﬂh@ @Gefetal FoRhBOWY disHle b gerfal hﬂlI@gezralue of less

atom or 2008/ 149168 PCT/HUZ 08/000063 58 a group
thgp Spﬂél\@ahé fayoumblefgmaoyndy, shpy gy thegxgmples, pgysess an1Cso Value of

1R8] 1'@)0 R&. aﬂg: st hBHRRAS I ds Yo HeAgtSral BrmAMATOEREss an ICsp

atom C3-6 cycl oal kyl roup, 5 benzyl group, or a
value & Ghrange obf acthéd ndi- 4 al kyl group, optionally

subs t
SUDSL UL O A0 Ul IR0 IR YRS Rd are
stleetivith edmﬁﬂrecﬂtoahkwmgr e@@msimwdr BHxypind grolgpepta SEDTRGH|

O uRnglin Sl ks B RRBRERRGIHE e nliAD scooflpeito the
ififeior rex(eﬁleﬂ)tﬂat(ﬂ@;) @re izéi*y(in:)lve \mlliebmm of RBe amfthniR@ation processes
i ndependent |y stand for straight or branched Cl-4
CEPQVglﬁﬁ%ﬁ% - cycl oal kyl group or hydroxyl group;

Z MEFB/hMMVEL mheaﬂtﬁﬁﬁonscbﬂ &ﬁUﬂi oﬁtt&Mom;ﬁhRislefgth@ \gpnenal formula (T)

NR12- - 15
fp]éqwqqg %{%&@}pué%ﬁpmpai @&rﬁ}n@wﬁuﬂ 18 I?%nzg, It}pegr fbes? gf Het:sl e};e ?tv&a Qx?d their

toxicological and side-effect profiles are advantageous.

As an example, the values of the adenosine Aj receptor binding, the solubility and
the anti-inflammatory activity of the compounds of the general formula (I) described in
examples 1, 17 and 18 are demonstrated as follows:

Example: ICsp [nM]  Solubility[mg/l] pH:1; 6.5; 7.5 Inhibition of cell migration
[%]*

1. 38 500; 0.2; 2 81
17. 7.7 3000; 0.5; 5 88
18. 11 2500; 0.5; 13 57

* Ovalbumin induced cell migration, % inhibition (full), p.o. mice 24 h, 10 mg/kg CMC.

The above data are showing that the compounds of the general formula (I) according to the

invention are potential outstanding therapeutic agents.
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branched Cl1-4 al kyl group, C3_6 cycl oal kyl group,
benzyl group, or -CH2-(Cl_5 straight or branched

wa@eoBl4gsoup, - CH2- CH2- O (Cl4 strai ght or branktEHU2008/000063

al kyl)-group or Cl-s straight or branched acyl group;
W neans nitrogen atomor -CHgroup; 20 mis a value
of 1, 2 or 3; ois avalue of 1, 2 or 3; p is a value
of zero or 1; r is a valuespf zero or 1; t is a value
of zero or 1 - ; 25 R5 st agnggsf or hydrogen atom

strai ght or branched Cl4 alkyl group, or WO

2008/ 149168 PCT/ HU2008/ 000063 59 a phenyl -, benzyl -,

t hi |-, or furyl ”&@{'I nal ly substituted with
L et ﬁ@%éﬂ@&?‘&?&%@f‘%gﬁ&%%m d)gne or nore, identical

or different, straight or RPFanched Cl_4 al kyl group,
strai ght or branched Cl-4 al\koxy group, hydr oxyl
group, trifluoronethyl gr Q@RiREyano group, or hal ogen
atom or 5 a 5- or 6-nenber'ed ﬁet"erocycl ic ring

contai ning one or two or thr)‘@e or four nitrogen
atoms, or one nitrogen atom’jand ope oxygen atom or
one nitrogen at omR*and e sy phBr™ atom optionally
substituted with one f dentical or different,
strai ght or branched group, straight or
branched Cl1.4 al koxy group,NhydNoxyl group or hal ogen
atom 10 R13 stands for cyan ﬁg@up, am nocar bonyl
group, -CO O (Cl4 straight or bragchedl) al kyl) group
or carboxyl group; X neans - CH2- li;qroup, -NH group,
NR1O- group, or sul phur atom or oxygen atom or -SO
-gvhere@2- group - where R10 stands for straight or

I?rs anchag i&lhyfdr@éek%é{om & mﬂ$11ra®g‘n’f é%blﬁn@lgd Coaklkyll ergipoup- ;

n'i's a value of zero or._2: a eik S :

Rl v ateads foNRSRoEFBEIoRhEF 105 St O el IR o

d %ﬁh&%?ﬁ%ﬁ%’éﬁ%ﬁom o2 -foCotmantnstsbrafichid &1 g eaiestt agroup, or Cs
a c

or mu cording to claim1, - wherein 20 Rl
st andsclbadkylgyawegfen at om or for straight or branched

Cl-4 alkyl, qgr ol n ,0dptiapalyo gebstimtednwithe oheor more,
straiagﬂ]féﬁgfqg&g%%lés&cm %I%EI%I %lr oué? R3 st ar.ﬁgl for 4edC

hydr agemicaitodifferert,ctraight er typrchest Cior RSP P P’R@ﬁa -
9" OUP; iy %rso'u%, hy%¥o%<|y? Aok br BHIGUER atd?, or

a 5- or 6-membered heterocyclic ring containing one or two or three nitrogen

atoms, or a 5-membered heterocyclic ring containing one nitrogen atom and one
oxygen atom, or one nitrogen atom and one sulphur atom, optionally substituted
with one or more, identical or different, straight or branched Ci4 alkyl group,
straight or branched Cr.+ alkoxy group, hydroxyl group or halogen atom;

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

methylenedioxy group, or with one or more, identical or different, straight or
branched Cj.4 alkyl group, straight or branched C;.¢ alkoxy group, hydroxyl group,
trifluoromethyl group, cyano group, or halogen atom, or

a 5; or 6-membered heterocyclic ring containing one or two or three or four
nitrogen atoms, or one nitrogen atom and one oxygen atom, or one nitrogen atom
and one sulphur atom, optionally substituted with one or more, identical or
different, straight or branched Ci4 alkyl group, straight or branched Cj4 alkoxy

group, or halogen atom, or
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a phenyl- or thienyl-, or furyl group, optionally
substituted with one or nore, 25 identical or

waledoBasmps , straight or branched Cl -4 al kyl grpCpHU2008/000063

strai ght or branched Cl14 al koxy group, or hal ogen
atom or a 5- or 6-nenbered heterocyclic ring
containing one or two or three nitrogen atons, or a
5- menber ed heterocyclic ri ngsgontaining one nitrogen
atom g g@ﬂxﬁﬁgqh%or one nitrogen atom and
one su ur atom optionalTy substituted 30 with one
or nnre identical or different, ﬁﬁralght or branched
Cl-4 al kyl group, straight ar_Qgfanched Cl-4 al koxy
group, or hal ogen atom R4 stan for a phenyl -
benzyl -, thienyl-, .or furyl group, optionally
substituted with nethyl enedi oxy(ayroup, or with one or
nore, identical or different, straight or WO

2008/ 149188/ HU2008/ 000063 60 branched Cl- 4 al kyl

group, Stgeai@hR7 Hiefthadeledn@l s @dk&@éﬁ HRUO,;. 5 cycloalkyl group,
hydroxyl group, trifluoronethyl g@qﬁcyano

or hal ogdsnzi stepp.cr agtrgighiayr bﬁnﬁ]ﬁ@t{ém etoup 6@9@41511]5 ‘substituted
ring Contv@{hn hrﬂglo é}gl&? antlﬁ%’ r%%u { Mbgt%u%ﬁ Wrone Ett%ggﬁéhncal or
atons, or one nit én ato it

d one oxygen atom or
one ni t r ciffsrerds emmigs @ridawhed Sk pﬂk}/ﬂ gaoupnhy dyoylogratip.ycarboxyl

substituted wit e QL di fferent,
stralghtg&wmﬁFgﬁ%qg rgﬁmgP ﬁﬁ?l g%g%aﬁgtralght or
br anchgdufdf the gédeent Yormgtan®p, or hal ogen atom or a

group of the general fornula (a) RS wherein R6 and R7
i ndependent|y stands for hydrogé htonl C3 6

cycl oal kyl group, 10 benz%#”gr , or a straight or
branched Cl14 al kyl groupg, Op#i

gcﬁubstltut ed wth
am no group, amno gro subst Wt h one or two

i dentical or dlfferent\\ﬁFﬁébéﬁgﬂ%r branched Cl4

al kyl group, hydroxyl group, car yl group or

strai ght or branched Cl4 al koxy group -, or a group of
the general fornmula (b),-whergin 15 R8 and R9

i ndependently stand for straﬂ t or branched Cl4 al kyl
group or -w&&eh cycl oal kyl group; Z means oxygen atom

sul phur atom_ _-,CHRL' NR12- group - ere R11

and R12 .%f?@ﬂéﬁq d&WP@&§§%W4W Sﬁ‘}}ahtdﬁgfﬁnﬁ?f&:ﬁ*l ali group, Css
Stfalghtc?&omﬁﬂ%ﬂ&ﬁﬁ§h§ém§w§#&¥J group, C3_6

cycl oal kyl' group, benzyl group -CH2-(CG1 5 20 .

strai ght %r br awn@wmyaeongﬁéalw aioemC ~goYrar ANR - group -
strai ght v%erc%) RNGheR 2 %H%Jcﬁde%ﬂ Weardl fo(;lh-ﬁlrééeﬁaét&lﬁt sBhight or

branched acyl group; ns ni rogen atom o
- CH- gr oupbranched Cy.4 alkyl group, Cs.¢ cycloalkyl group, benzyl group, or —CH,-(Cy5

straight or branched acyl)-group, —CH,-CH,-O-(C;4 straight or branched
alkyl)-group or C;.s straight or branched acyl group;

w means nitrogen atom or —CH-group;
m isavalueof 1,2 or 3;
0 isavalue of 1, 2 or 3;

is a value of zero or 1;

is a value of zero or 1;

isavalue of zeroor 1 -;

R’ stands for hydrogen atom, straight or branched C;.4 alkyl group, or
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mis a value of 1, 2 or 3; ois a value of 1,20r3; 25
pis a value of zero or 1; r is a value of zero or 1,

wo 2008/18919@l ue of zero or 1 - ; RS stands for hpdr/ayers/ 000063

atom straight or branched Cl_4 al kyl group, or a

phenyl -, benzyl-, thienyl-, or furyl group, optionally
substituted with 30 nethyl enedi oxy group, or with one
or nore, identical or differegnt, straight or branched

Cl-4 al }ﬁhéhylg,r MeRzylSt BRdnght Qr ngﬂ%ﬁg %ﬁémﬁgrkgff%tltuted with
group, droxyl group, “trifluorfoneth roup,
gr oup® tBY e%FéF%‘geﬁowa Wik ome3r mpregidentitad rceddlfferent straight or

het erggyhbd €, § hi &EH %Qgﬁ{% PR & atH?c{ny dlpolﬁ)fcfroxyl group,

four nltrogen at ons ne nitrogen a
oxy getriflaeromethat gronm cmmorgyw oliabrgeEoR) 08/ 149168

PCT/ 0Q8/ one._sul phur ato tionally
cubst tuted nt RO shArsREEROtig ofdiing OB br RS o8 MERr or fou
st r aimgiegeoratimsa e hedniGbgeh abﬂqyalnd @BO URygeflatadn, gﬂton@ hitrogen atom

ot ancetr gt el G sPictil hetiiag ol Gup,or mo. identical o

- CO- Cdai(fﬁm straiglitgitt brachéd @np Bl gfoup Kddight @F %%c&ﬁ Cr4 alkoxy
car box group, -NH group, NR1O-

groupgTXLB’rﬁ%‘%?’g’ﬂﬂouﬁt"bﬁ?lo%ﬁn%gen atom or -SO or

Rgm-st@ﬂ@@& Cyaﬂ@ %E&l RaQirdt ARSI | St@@-@-'f@ §tra1ght or branched
br an group or 6 cycloalky

C al k
nis ag(y 70D ??fca@@?‘ﬂ grquppgr 2: 10 and their sal ts
X0l vah@ss -NOXigas argl 50 ' _ﬂrﬁ r %IRES (ﬁe@J&Jé o?ssu{pﬁﬁr §t%£1t dr oxygen

and sol vates ther éof . e general
f or m#eE,(F FSQceloriizn gropp @tharerR i stendsofpr strajghe pebrandRad Cy_q alkyl

st an%?%q;r @y&rggg&{%t[@ or for straight or branched

Cl-4 stands for hydrogen atom or
¥ or Sw*aalgfh@fzgro broaBched Cl-4 al kyl group; R3 stands

i BET 20 ATASTH g, L RSB BB

strai ght or branched Cl-4 al kyl group, straight or
nched Cl1.4 alk ro hal ogen_atom or a 5-

?baglpﬂ%r"g‘sé’ @agﬁ%"tf%%?ﬁ%ﬁag%ﬁwgéeﬁ{%gm ng one or two

-otheteii ee nitrogen 20 atoms, or a 5-nenbered

lgleteroc C%Hg i ng contaijning one nitrogen atom and one
Xy g OgRENR Pt iopurrisht enbranched fes allyigion; at om

Pt | eRaadd fr ﬁy@%ehtawn?& for straight or branched C,4 alkyl group;

R’ stands for hydrogen atom or for straight or branched Cj4 alkyl group, or Csg
cycloalkyl group, or
a phenyl- or thienyl-, or furyl group, optionally substituted with one or more,
identical or different, straight or branched Ci.4 alkyl group, straight or branched
C14 alkoxy group, or halogen atom, or
a 5- or 6-membered heterocyclic ring containing one or two or three nitrogen
atoms, or a S-membered heterocyclic ring containing one nitrogen atom and one
oxygen atom, or one nitrogen atom and one sulphur atom, optionally substituted
with one or more, identical or different, straight or branched C,. alkyl group,
straight or branched C;4 alkoxy group, or halogen atom;

R* stands for a phenyl-, benzyl-, thienyl-, or furyl group, optionally substituted with

methylenedioxy group, or with one or more, identical or different, straight or
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with one or nore, identical or different, straight or
branched Cl14 al kyl group, straight or branched Cl-4

wW@bkdwesyo1egs oup, or hal ogen atom R4 stands for BCT/HU2008/000063

phenyl -, benzyl-, thienyl-, or furyl group, optionally
substituted with 25 nethyl enedi oxy group, or with one

or nore, identical or different, straight or branched
Cl.4 al kyl group, straight or0branched Cl-4 al koxy

grou pbrallm}ldd ny hlkgjr gyoum, strztlglntfdr lbfﬂh@]m‘;lt Oy allgyx® WRoupC MAReky1 group,
gr oup,.-0r n_atom or 6-nmenber ed

het er ocy%rlofng hlyP%rﬁu%Sﬁ?n& Y %I??éogﬁfl 2%R/b %br three or

four a 6 tor GgREMBdredTheteRicydliterifd thRgiaMhodbRMbARMND QP Qhree or four
oxygen atom or one nitrogen atom 30 -and one sul phur

at om BRI GHRERS ¢F SRHEHIPESH Hera0e R0 AEYESR aRFR.©F one nitrogen atom
I dentdndabneo Eulﬁl‘n.frf 68N toptl&laﬂ?' QlBEtlt@tEd %ﬁp SRe D Cﬂ'lérea lihkical or

group, straight or branched Cl-4 oXy group

hal ogdéﬁerélﬁto ﬁﬁrmg}rt of byanshier 614 ekl g@nm giaighd pnbraack(ed)cl .+ alkoxy
wher el de})%[@p PCT/ HU2008/ 000063 62 R6 and R7
|ndepend3entl stands for hydrogen atom C9_6

cycl GelrRyn ofgﬁmq@eral f@elnzlﬁl(a)gfwhqzmmor a st rai ght or

branched I o

with ani r};{o@ ]aﬂ?gg lm%"feg&e?ﬂ rsgagigs golf b g)% *H B ﬁ]é’algyl group;
two ide nbcnzal growp, oda kgt braﬁd:hrealcgla rau@r gIbﬁ;@ I@ph@dllfz?&u%tltuted

al kyl gr hydroxyl group, car gr

St ra gt AR AR o Broed 2P, R b G dgsntioal o
of the géﬁﬁr@k dratgihitilod bedhkhed B RRYN g{%%paﬁﬁdra%l group, carboxyl
i ndependent 14

and for or branched N
al kyl gr&?ﬁpéfm 1t gr rgg ?’6‘5% fm(‘@’ifycﬁiﬁup Z%eans oxygen
at oma goldTuKe g%h@r@]fonﬁiﬂﬁlm Sheddm or NR12- group - 10
where Rllg g@cﬂ Rl2 i ndepen ently stand for hydrogen
atom st RaphR grdepgndapibn standcior strgight/pr breaehsd (T3 abkyl group or
cycl oal kgl . &fcRidikyl yl group, or -CH2-(Cl1_ 5
strai ght org%ragcghggﬂgcyl) group, -CH2-CHz2-O (Cl4
strai ght Zor br BRERedyseal dgh,)sulphougiony - QRS- gsmpaxrgNR”ergroup-
br anchedyag¥! RUr QUPR2W IR t
-CHg gr oup; 15 |ér¥11ld| £ Ak ﬁé}l ge%%y Etg&g% h§5n° ghogp, straight or
val ue of branched €h.4 8lkyl groiurs Ca.¢ vpdlendkyd gravgy benayl g?coup, er'rCSHz «(Cus

a val ue r a_val
R5 st and%af%‘r? d 19r Y e<|-1 acylzgﬁoﬁﬂ _&%ﬂ%{%n@](&“ Sﬁral@ﬁr YA gran‘:hed
group, 0¢ky1¢gmhb pr @Ubﬁiallghlﬂblebiawhédlacyl group;

w means nitrogen atom or ~CH-group;
m isavalueof 1, 2 or 3;
0 isavalue of 1,2 or 3;
p is a value of zero or 1;

is a value of zero or 1;
t isavalueofzeroor1 -;
R’ stands for hydrogen atom, straight or branched Cj.4 alkyl group, or
a phenyl-, benzyl-, thienyl-, or furyl group, optionally substituted with
methylenedioxy group, or with one or more, identical or different, straight or
branched Ci.4 alkyl group, straight or branched Ci4 alkoxy group, hydroxy! group,
trifluoromethyl group, cyano group, or halogen atom, or
a 5- or 6-membered heterocyclic ring containing one or two or three or four

nitrogen atoms, or one nitrogen atom and one oxygen atom, or one nitrogen atom
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nmet hyl enedi oxy group, or with one or nore, identical
or different, straight or branched ClL 4 al kyl group,

wa@reoaitghss or branched Cl4 al koxy group, hydr oxRCT/HURWE/000063

trifluoronethyl group, cyano group, or hal ogen atom

or a 5- or 6-nenbered heterocyclic ring containing one

or two or three or four 25 nitrogen atons, or one
nitrogen atom and one oxygen6itom or one nitrogen

at om angnoneondplwl ghuy oatiomlly opbititnt | yitls wWast ért tibeg identical or

Wi th , denti 0 different, straight or
br an c‘ﬁggre%; 3 ﬁggﬁ%kofl bra}%ﬁ% ,aé 141(3} TP o FLralghs 08 éa@cl%%_ Q14 alkoxy
al koxgroumyoohglogenratdngl ogen atom R13 st anlds fo][ cyano

nis a value of zer

poup;, .30 X nmeans - NH- . group; zero, 1
B Paangd dor gh Koy SniRETYRSA BTN oKD G tE benched
and tdlieyls@blsorathosfl gt@ipes t hereof . WO 2008/ 149168 '
CT/ HU2008/ 000063 63 4. The conpounds of the general
or mUPEEE e 8P ndHo 2®Mp. OFRCt agrpp, ortsylpdur atom, or oxygen
wher eitéin Rk -sba 0 dr, @ d
group; R2 st agﬂ?ézorgm%dr‘%%g{?a%%@%m %tg‘{lg%{ ﬁﬁc}le’d Crsallyl
gr ouEow ¢3Cxse @hleslkylgroep-phenyl - or thienyl -, or furyl

' OURg 2 9L bstituted with one or nore,
e I o?f%ﬁ’?é)?ght, straight or branched Cl-4

I denti ca
adihair hegplvatss, Napxjiits apd isobresnahed] SlHe sdltk and/sorates fhereof.
or hal ogen atom or a 5- or 6-nenbered heterocyclic
ring containing one or two or three nitrogen atons,
Br a Berembeunds ofht gereey Cbrula ([ypcerdiizad Tldng 1aRe,
_nvivﬁerré) en atom and one 10 oxygen atom or one nitrogen
atom and one sul phur atom optionally substituted with
Rhe atantDfoe hydrogtai@@br F stehi#H f Biahehed (T, 2 LGYE orOiip;
]g;anchegﬁ%l 4 al kyl group, . straight or branc ecf Cl-4

| koxXlngs Shpydrageniainy geior stabsht oRaranghsd G« plyl goup;
1" merbedetbr ReIheRACYCIlGyL] AFuBR RN i
or a group g%h t}ge. dg%%?,%l J%f or W%F%p( %} g)n%@%%@%g‘i@th one or
R6 amPR7idERHehendifareny, sraghisor branchedt Cai gyl group, straight or
br an 4 ol oup of the general
for HEF%G%{)&)]C,I'4-%§¥2{O%E ’R%mlgﬁge%o@hgépendent ly stand
for $t¥-apightmesibetpdarrtdrecyclii 4ingl doplaign®ope of tweamsthree nitrogen
oXyg t C - where R12 stands for, 20
v s S sthebbta nakBLR L iR oRiatt S R e . 22d one
benzykyggnoipn or oaeeftydgen atom and one sulphur atom, optionally substituted

with one or more, identical or different, straight or branched Ci.4 alkyl group,
straight or branched C;4 alkoxy group, or halogen atom:;

R* stands for a phenyl-, benzyl-, thienyl-, or furyl group, optionally substituted with
methylenedioxy group, or with one or more, identical or different, straight or
branched Ci.4 alkyl group, straight or branched C;4 alkoxy group, hydroxyl group,
trifluoromethyl group, cyano group, or halogen atom, or
a 5- or 6-membered heterocyclic ring containing one or two or three or four
nitrogen atoms, or one nitrogen atom and one oxygen atom, or one nitrogen atom
and one sulphur atom, optionally substituted with one or more, identical or
different, straight or branched C;.4 alkyl group, straight or branched Ci.4 alkoxy
group, or halogen atom, or

a group of the general formula (a), - wherein
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group; Wneans nitrogen atomm mis a value of 2; o is
a value of 2; 25 pis a value of zeroor 1;, r is a

wo al08a4ab8 zero or 1; t is a value of zero - ;PEBHU2008/000063

stands for a phenyl-, benzyl-, thienyl-, or furyl
group, optionally substituted with nethyl enedi oxy
group, or with one or nore, identical or different,
straight or 30 branched Cl-42al kyl group, straight or

br aplc hed Ré1and ]fﬂ lodxpendenty tanty dorobgyirog@h Qtlttfim, Ca4 cycloalkyl group,
tri uor onet roup, .cyan roup, o al ogen atom R

or a 5- Fnzé’? gﬁg H’%é) ééﬁﬁgl%/té’f g@%ﬂqgéjlﬁiahﬁp %Hfaaﬂpﬂ?rf?g}y Shfstituted
or two ofwithhirB®io Ofrodi) Wimind)igtFuP I&MBstRH@A Byt bn®RE two identical or
ni trogen ne gxygen atom or one nitrogen

om and,
at om antﬁlﬁi s THFAERG OF BT b+ gHal Iegoudy bedoxylt reup, carboxyl
Wi th one offup ¥R Etaight deBah@RYE Q% a6k 14p168
PCT/ HU20(%8/ 0006?1>g 64 di ffngJr‘}t,_ s}tzér}g%ﬁt or branched
Cl- 4 SRR ofghoggnera formplgib). ovhaseianched Cl -4 al koxy
group,  ORShAY GPGAIBEAEHRn - OURky) 2
means -NH group; é% lgdglhtsl a v‘gﬁ(ﬁrg@% gérr g@%%%z%éﬁam or
t hei r salCsscycdelkphewspN- oxi des and isomers and the

salts ang solv eof . . The C unds_of &

gener al ? or nul ?eﬁ%&gg%noa:%%}]hsél §pe}11r111§/gt8?1’ g?@?nig“i@t% _53\3% - group -
wher ei n $0eR1RSt antR'F dudepgrdenttyestaad ofor diydfogen MBIRY btraight or
group; t s for hydrogen at or for nethyl

gr oup; %né}egn dg aikg{ grgx% ﬁ%ﬁ)‘ip’d&?l%ﬂ]ﬁm@r 8@%@ 8~ CHa-(Crs
h tet e I(rj oc%/sﬂréightrd;]rnbrafmeﬂ 3405‘1)@?0@“ terrgm'zml@zgmcm ?ﬂ%iglllﬁ%r branched
stands fo enyl -, benzyl -, ienyl-, or fury

group, oﬁﬁ‘?’@'ﬁg‘?"lpfrgﬁbgﬁlélﬁP@&mWhFﬂ ac}fylgroﬁ‘ﬁt hyl enedi oxy
group, OWW t hnRRR MfoddRhR®m érd_@}tgﬁ)ab or different,

straight or branched Cl 4 al kyl group, straight or

br anched™C1- 4 HIa&@¢ %4l oligr,3:hydr oxyl gr oup,
trifluorgnet hyls GrLaKRF1CY&MH0 group, or hal ogen atom
or a 5- or 6-nmenbered heterdcyclic ring containing one
or two oP t hre®adRledbreront ty ogen atons, or one

ni trogen,.atom %rédvaﬂfa%f%%gleﬂ atom or one nitrogen

atom

t isavalue of zeroor 1 - ;

R’ stands for a phenyl-, benzyl-, thienyl-, or furyl group, optionally substituted with
methylenedioxy group, or with one or more, identical or different, straight or
branched Ci.4 alkyl group, straight or branched C.4 alkoxy group, hydroxyl group,
trifluoromethyl group, cyano group, or halogen atom, or
a 5- or 6-membered heterocyclic ring containing one or two or three or four
nitrogen atoms, or one nitrogen atom and one oxygen atom, or one nitrogen atom
and one sulphur atom, optionally substituted with one or more, identical or
different, straight or branched Ci4 alkyl group, straight or branched C;4 alkoxy
group, or halogen atom;

R®  stands for Cyano group;

X means —NH- group;

n is a value of zero, 1 or 2; -

and their salts, solvates, N-oxides and isomers and the salts and solvates thereof.
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20 and one sul phur atom optionally substituted with
one or nore, identical or different, straight or

whrea@sakmaes Cl-4 al kyl group, straight or branchedr/@U2e08/000063

al koxy group, or halogen atom or a group of the
general formula (a), - wherein R6 and R7 independently
stands for hydrogen atom C3_6 cycl oal kyl group, 25
benzyl group, or a straight @ branched Cl-4 al kyl

¢+ Thepomppirids éthe gesadd Sointuld @paccwididy taamynef daims P to &M NO
grgr substituted with one or two identical or

ar llnent strai ght or branched Cl-4 al kyl group,

Rydr Omhadds @j’rmyﬂrolgﬁrﬁitbm%y lfor rstRrdp; Strai g h]E OL
panche al kox or a group of the
generséi %F g;‘l?ﬁfi@g?lbé}txm ‘\R%é'rné‘itlwl SPURS and RO

RAdepgade fdd o/ pl&tnﬂj Gr ftlﬁény@-t 6@ LorBip, Qﬁﬁ&%ﬂ? dubstinffed with one or
al kyl gro Z means oxygen

rou
at om MeI§ p(fﬁ)‘»al'flcaét%n@'l fel@PIRlS’frmg %ep% €14 gikyligroup, straight or
wher for hydrogen

at omebrg%cgl gﬂ{lé ﬁ%(g)&%@@ﬁ?ﬂﬁ%&ég}li aﬁ)hglrag group, C3_6

cycl caPkyr 6gn@nberedoéntzwcy@momg ccmta@uag -qnElorStwdor three nitrogen

oy ) SH50D ¢ TE e TR B o g g ol A one

al kylgxygeroapmoor Gk ﬁtmgenaeittgﬂntandroriarsatphhsdtom;pbﬁ@faﬁja Bhbstituted

\1N nga\gl?h gl t rg? eor}e alf,gce))ixr}ngia[] ar g?fe it 2818’}8 | rc]>rI Sanlcge\:/dgli pﬁs&l group,

of zetmight or]ljranched S -Pal@dy poudf oleﬁllldgeﬁ?étoﬂn t is a value
ands .or. a phenyl -, benzyl -,

I zero.o
ﬁhu en‘g‘}‘"’r“ds %061‘"1 ﬁr’BF?ﬁer@‘f Poexs ?Fl%‘é‘?f}t%}n@& 58% mfrageéloprw th

10 mefdyhesald gongradfRmila (2, - Whékinone or nore,
i denti cal_.or dlg)?‘h%erent stﬁ’fral ght or _branched Cl. 4

al kyl gr &usnd &’ rafgred eBily Btia%fﬁcﬁ%él steaight of| anehedyEoupkyl group-,
hydr oxyI offroup, trifluoromethyl group, cyano group,

or halogen atom or a 5- or 6-menbered heterocyclic

ri ng cupipeiithngeneré asmulad), ovhartinee or four nitrogen

at ons, 8 n

one nitr cﬁ}g gﬁda%t gl%éﬁ%g&ﬂgé&g% Z&%ﬁ o‘%)ﬁ}(%%ﬂedaéljﬁkg naloty
substit ued wi mamexmennnmm, otrdé‘iii’lzc &houpr - dNHeieslPéﬁtstands for

Etr iaﬁlcﬁgfjh%% ger aﬁﬁ 05(y JrlF4r g ed %14 38%’%3%?%1@#n2}'1 group or acetyl

i
'CGFC:S

group,

W means nitrogen atom;
m is a value of 2;

0 is a value of 2;

p is a value of zero or 1;
r is a value of zero or 1;
t is a value of zero - ;

R’  stands for a phenyl-, benzyl-, thienyl-, or furyl group, optionally substituted with
methylenedioxy group, or with one or more, identical or different, straight or
branched Ci.4 alkyl group, straight or branched C;4 alkoxy group, hydroxyl group,
trifluoromethyl group, cyano group, or halogen atom, or
a 5- or 6-membered heterocyclic ring containing one or two or three or four
nitrogen atoms, or one nitrogen atom and one oxygen atom, or one nitrogen atom

and one sulphur atom, optionally substituted with one or more, identical or
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R13 stands for cyano group; X neans -NH group; 20 n
is a value of zero, 1 or 2; and their salts,

weoiosatdass N-oxi des and i soners and the salts BEHU2008/000063

sol vates thereof. 6. The conpounds of the general

formula (1) according to any of clains 1 to 3, -

wherein 25 R stands for hydrogen atom or for nethyl

group; R2 stands for hydrogé# atom or for nethyl

gr oupdiffei8nts tsawigs drorarchpd €ny latkybgrauhpj straydht or dranfthedyC; 4 alkoxy
group. 0 tiﬁarjally substituted with one or nore,

ident$r8 > 9% %geflfaéof%nt, strai ght or branched Cl.4

Ry | stgrdetyr cyaior@oghit or  branched Cl-4 al koxy group,

r hal ogen %&om or 30 a 5- or 6-nenbered heterocyclic

i ng BERfalhi #°%he or two or three nitrogen atons,

Al a 9aRBRberfeo,hedrer ocyclic ring containing one
nitrogen atom and one oxygen atom or one nitrogen

apddheibsnds orbyates Notdes sad P meis e fhgispis andiselyateyhergor.

with one or nore, identical or different, straight or
branched Cl-4 al kyl group, straight or branched Cl-4

& Tosepmgewendp of Ge gprera Jamuda Gaccudinzeog pideinsd to 3,
PCILEJ2008/ 000063 66 R4 stands for a phenyl -,
benzyl-, thienyl-, or furyl group, optionally

Blibst stands &t hydiropen atettoy Femedhsd gyougr oup, or with one or

re, .| ti or _differen straight or branched
T S P s Boa el bt B B od 1. 4 ai Koxy
B oupstardy thraxphbnydemup, or trifl uoromet hyl group, cyano

gr oup orbhahggten atom or 5 a 5- or 6-nenbered

het er SEYERPPEY PRRG XN R SPHEBISOS PIHORER BP™E hr ee or

Rbur stamidk & phedyPNBenzglr, tBiREyYINI drfoEe BrabOsptRAS 0Dstituted with
oxygen atom_ or one nltrogen atom and ane sul,igf)hur )

at om MEBY PRy ySeYh 3T itk ede Tt HOtsn ddegHcah i editferent, straight or

| dentirg@the®t,., AiJIf £6@N tst’rai%ﬁtr(ﬁ‘ bRt C B ARD @ebuplhiroxyl group,
al kyl i%roup, strai ght or branched Cl_4 al koxy ~group,
or haridyermgthghgrown, cygoLren aphabdgen gy eher al f or nul a

(a), g sWe rﬁh&nﬁ@e@'ﬂ@teﬁ%y&{égﬁf REGRhlng %gaa&dﬁvg Qf three or four

hydrogen atom C3_6 cyclda gr oup, nzyl group,
or a Wreggngiampor branitdogeh @in aafllopk ogygsopfonnptricnaaltiogen atom

bst | d i 1.h i . ] bst it
ot b bl B WBuRBl P SRR R Re MPBRLE JiiBical or
br ancdiffered] 4tragitydr amwbpd Chy dikyk gtougy airgight eabkmxhdd Clbalkoxy

G ol S byl 0T O L2l ko grow - o

a group of the general formula (a), - wherein
R® and R’ independently stands for hydrogen atom, Cs.s cycloalkyl group,
benzyl group, or a straight or branched C,4 alkyl group, optionally substituted
with amino group, amino group substituted with one or two identical or
different, straight or branched C;4 alkyl group, hydroxyl group, carboxyl
group or straight or branched C;.4 alkoxy group -, or

a group of the general formula (b), -wherein
R® and R’ independently stand for straight or branched C;4 alkyl group or
Cs4 cycloalkyl group; )
Z means oxygen atom, sulphur atom, -CHR”-group or -NR"- group -
where R and R™ independently stand for hydrogen atom, straight or
branched C;.4 alkyl group, Cs.¢ cycloalkyl group, benzyl group, or —CHz~(Cy.5
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R8 and R9 independently stand for straight or branched
ClL 4 alkyl group or C3_6 cycloal kyl group; Z neans

wo@ze0gam9168 om sul phur atom -CHRI|-group or NRIQF/HYR@S{000063

- 20 where R11 and R12 i ndependently stand for
hydrogen atom straight or branched Cl-4 al kyl group,
C3. 6 cycl oal kyl group, benzyl group, or -CH2-(Cd _5
strai ght or, g{anched acyl -gr6§up, -CH2- CH2- O (C1- 4
st rai ght SB#8 ahéf?@ahedawi{)rgmm otpHoCHED- 18t straighh tor drranched
branched L ] | m or
oA JL ST PRR St RGED o

- CH group; mis av 0 is a value
of 1, Zoré’,V p inEcaps Mapgea agfm ger@H@rodp; r is a val ue

of zero ¢f 1; ¢t I f zero or 1 - ; 30 R5
stands for a p%seérf/all&gar‘lfgﬂgfgr%pti onal ly substituted with

met hoxy @roup, idadaleofll,2gr&up, or hal ogen atom or a
5- or G-ESBrrber%da@a(fteroc cliic ring containing one

ni t r ogenPat om Tot L AP %Bden  at om and one sul phur

atom R18 st andksa fabue afygao@r gy oup; WO 2008/ 149168
PCT/ HU2098/ 000063 67f X means -NH group; nis a
val ue of ‘zero, SP Biluerfzergglrpeir salts, sol vates,

RP oxistheds &ch plRaye tensd thiby1S ) theryR IRY? : :
thereof. '5 7, ’ Thgeco%u,nds@yof t r@yggﬁ"é?f’a@f ?g?%iugﬁﬂlsed with
accoritHECTERIO%R BIRHP: OF avifks one 0p more, idepficat @i riiffirent, straight or
st andsankpdd O t QR Meih oug. t

for hyadnr ogenyge?%%%gor@hgﬁ% ogr ou%ﬂ;edgé"lsléltHC é)}r%lggo f g’r}g@g&ﬂ group,
phenyiluegemethylergup, cyasp sfqupydr hglogematomy o0 a 5- or

6- menber gd gt ' hng.contai.ni ng_one or t or
three ni tg r ogg%ﬂeg%%%ﬁgiéhggrﬁgﬁéé&gé Tet Er g%%/ 8%/\?}3% or four
ri ng MEEREER RIS OLerE miregeogeom abd nua oy gen etor) Xy gRNni@b@A atom

or o [ LT om and ope sul phur ato R4 stands

f or g.ﬁ %rg n%r % rre?ra’t(t)oenrl’egf’]thoe &y 5B ]]%F‘?: r"\“h’gg}&%ﬁ’? arP?FFné‘fenﬁcal or

one diffarent, siraighhoedranchedf Ouy alkylt oS NstraiBiTss bRACHIART, alkoxy
and one oxygen atom or one nitrogen 15

nitr n at.o

at oAt GdEER BRGH at om or
R®  stands for Cyano group;
X means —NH- group;
n is a value of zero, 1 or 2; -

and their salts, solvates, N-oxides and isomers and the salts and solvates thereof.

6. The compounds of the general formula (I) according to any of claims 1 to 3,

- wherein

R stands for hydrogen atom or for methyl group;

R? stands for hydrogen atom or for methyl group;

R® stands for a phenyl- or thienyl-, or furyl group, optionally substituted with one or
more, identical or different, straight or branched Ci4 alkyl group, straight or
branched C.4 alkoxy group, or halogen atom, or
a 5- or 6-membered heterocyclic ring containing one or two or three nitrogen
atoms, or a 5-membered heterocyclic ring containing one nitrogen atom and one
0Xygen atom or one nitrogen atom and one sulphur atom, optionally substituted
with one or more, identical or different, straight or branched Ci4 alkyl group,

straight or branched C;4 alkoxy group, or halogen atom;
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a group of the general formula (a), - wherein R6 and
R7 i ndependently stands for hydrogen atom C3_6

weyoBo#iks/| group, benzyl group, or a strai gheCDHU2008/000063

branched Cl.4 al kyl group-, or a group of the general
formula (b), -wherein 20 R8 and RO i ndependently stand
for straight or branched Cl_4 al kyl group; Z neans
oxygen atom or NR12- group 66where R12 stands for

Rydr osgmdls iwrfa;p}llka-ab@hﬂ-,dhiebﬂ?ruﬂfe@l Ghoug, qi(t:il?lyéihllygfmbllﬁuted with
C3_6 ro nz roup, , Ol - -.acet .
gr ou plggtﬁ%}g%d@g% -%) '@lilgdrd‘—’fg dP%&ﬁqB?f%gbdeePWal Oér%&?f,en% gtrgjght or

meansbraichedGenalRylarowy, srdlkht@ OtHached T i, SlidxY akdi®, Bfdrekyl group,
IS a

ois asvalue . of 2; pis a value of zero or 1; r

val uetngi“orflé]?@yg?mﬂ% B o hplgese aom. 2Bro - ; RS

st ands 5 of can@heRvd hetefdy@RYling cOHtaihhhYdnedEOHR or three or four
optionally substituted wth nethyl enedi oxy group, or

wi t h RSB ARG} 8T oPRifPeeAton endions exxasn atos. oaiogh piteen atom
br anchgdodel sftpil Ktbm3 oBthal5 srugétﬂﬁt‘:? Qi AR hefofel 4dentical or
al kog group,  hydroxyl “group, trifluoromethyl group,

cyandlifierentp strasght vl bagnshedh Complkph giomp, 20081 49 dB8ched Ci. alkoxy

PCT/ %%Og{&@%gggtonggra 5- or 6-nenbered heterocyclic

ri ng confaini one or two or three or four nitrogen
at o, growp il geintrabfpenulat(@m whaeione oxygen atom or

one nitr 70 an ne. syl phur .atom , R13. st ands

f or cyang{gga?g%; lmd?eﬁeﬁggﬁgangﬁ\&rqﬁﬁdﬁoﬁﬁ? apom, Cg V&gﬁl@yl group,
of |; ahehzyhgbup, oahbisaiglgok vaheard O akiyDgsum dtéBOBIStituted
and the salts .and sol vat.es theregf, 8 Tﬂ‘ﬁ conpounds .

of the gSHErAFDe FOHP L01HY SLUR sTsHYeY gvithgnepr Evgjideatical or

1 to 7, dilfrentWiRight Br Blanshainds, GlE1 BYAHOBGER AN C%fbup, Rérboxyl
stands for hydrogen aton%ﬁ R3 stands for a pheny
group, off°8PRE gt pranched Cye tlkexyrgreip woht ai ni ng one

Ni t I QULHuAIFIRB general formula (b), -wherein
R® and R’ independently stand for straight or branched Ci4 alkyl group or

Cs.6 cycloalkyl group;

Z means oxygen atom, sulphur atom, -CHR"-group or -NR'%- group -
where R!! and R independently stand for hydrogen atom, straight or
branched Cy.4 alkyl group, Cs. cycloalkyl group, benzyl group, or —CH,-(Cy.s
straight or branched acyl)-group, —CH,-CH,-O-(C;4 straight or branched
alkyl)-group or C.s straight or branched acyl group;

w means nitrogen atom or —CH-group;
m isavalueof 1,2 or 3;
0 isavalue of 1,2 or 3;

P is a value of zero or 1;
r is a value of zero or 1;
t isavalue of zeroor 1 - ;
R? stands for a phenyl group, optionally substituted with methoxy group, hydroxyl
group, or halogen atom, or N
a 5- or 6-membered heterocyclic ring containing oﬁe nitrogen atom, or one nitrogen
atom and one sulphur atom;

R®  stands for cyano group;
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15 R4 stands for a 6-nenbered heterocyclic ring
containing one nitrogen atom or a group of the

w@emsnadies ormul a (b), -wherein R8 and R9 st andPE¢HU2008/000063

met hyl group; Z neans oxygen atom or NR12- group. -
where R12 stands for hydrogen atom nethyl group,
benzyl group or acetyl group; 20 Wneans nitrogen
atom mis a value of 2; o0 i% a value of 2; pis a

Fal uenggs ZNHg @sup1:  r is a value of zero or 1: 25t

hS ai¥§'viﬂﬁe8f ZEN%m».. RS stands for a phenyl group,
optional |y su%st’itut éd with nmethoxy group, hydroxyl

gpdohgit salis, shivhiegeYrositiesnnddsonserandolie Giteredsvaks thereof,
heterocyclic ring containing one nitrogen atom or one
nitrogen atom and one sul phur atom 30 R13 stands for
tyandligreompoundX ofrtha psneribm@lOdPaccrdir 18 aPbtiaifk 110 3,
and t.heir salts, solvates, N oxides and isoners and
tHe" %8I ts and sol vates thereof. WO 2008/ 149168

RCT/ Hu200fk 830063 até8 ofmehBerb@;] OWi ng compounds
y of clains 1 to 8: -

ccor di t n

-( 3-%@5%@%@13%@%@1 aforn of WEHFh&PYRi- 4- y1 ) - 9- benzyl ami no- |
RE Cy ahms fof b REyRI ok tBenyd] BHRAERS; or
2- (4- met hoxy%her%’gl - 7-61%}?}1’0r_phpl ig%- g’-%/rl ) - 9- benzyl ami no- 1
0- cy@n?so% pireerpheidl heferogyclip (qirignednitaiing -one or two or three nitrogen
2- (4-pptdh 1 = - - di pet.hyl norphol i n-4-

5 SO S5, SR PN U o o
qui n@ixygea,atom or one nitrogen atom and one sulphur atom;

K CPIGE B T DNGBLBEL Bt SR e

2- ( 4-foretritpogepatonyd, Jor Bng ditivgémytopi 2@ @i dkydenydtdmPob@RzZditrogen

| am no- 10-cyano-s- triazo to [ 1, 5 -a] quinoline, -
2- ( 3-7mBt ?%’o‘i%‘ﬁﬁﬁlﬁf}?r)af%(%- met hyl pi per azi n-1-yl ) - 9- benzy
| am a@rdf-ofen@nsral fofthdd @a)l Owherdin 5 -a] qui nol i ne,

R® and R’ independently stands for hydrogen atom, Cs. cycloalkyl group,

benzyl group, or a straight or branched Ci.4 alkyl group-, or

a group of the general formula (b), -wherein
R®and R’ independently stand for straight or branched C.4 alkyl group;
Z means oxygen atom, or —NR'- group - where R stands for
hydrogen atom, straight or branched Ci.« alkyl group, Cs.s cycloalkyl group,
benzyl group, or —CHz-acetyl group, —CH,-CH,-O-CH,-CH; group or acetyl

group;
W means nitrogen atom or —CH-group;
m is a value of 2;

0 is a value of 2;

p is a value of zero or 1;

r is a value of zero or 1;
t is a value of zero - ;
R5 4 stands for a phenyl-, thienyl-, or furyl group, optionally substituted with
methylenedioxy group, or with one or more, identical or different, straight or
branched Cy4 alkyl group, straight or branched C; alkoxy group, hydroxyl group,

trifluoromethyl group, cyano group, or halogen atom, or
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2- (3- hydroxyphenyl ) -7-(4- net hyl pi perazi n-1-yl)-9-benzy

wo a0msne18®- cyano-s- 15 triazol o[ 1, 5-a] qui nol i N_ECT/HU2008/000063
2- (3-met hoxphenyl ) - 7- (4- acetyl pi perazi n-1-yl)-9- benzyl
am no-10-cyano-s- triazolo [ 1, 5 - a] quinoline, -
2-(3-netoxifenil)-7-(piperazin-1l-il)-9-benzilam no-10-
ci ano-s-triazolo[1,5- a] qui®8line, 20 -
2- phenyt o7 -6-pymbeted hsteydcyel®- ey zyhtamingoerOeic yam @r shiee ior four

azol of.1, 5-al gui nol I ne - .
5 phaipets B, 3P ke Beuogin. sm and s ogyees s o PR BitiRgen wom
am nognd bRde eylpipaom;t ri azo to [ 1, 5 -a] quinoline, -
13( 3- net.haxyphenyl ) - 7- (pyri di n-3-yl ) -9-(4- pyridyl net hy
ﬁam nsé‘inflig’-rf an r‘é‘z—mtri azo |l o[ 1, 5 - a] quinoline,
X5 andednbeNH-$2ddps, sol vates, N-oxides and isomers and
the salts and solvates thereof. 10. The foll ow ng
BonpoSAdeluaetbrding to any of clains 1 to 9: -

21d(BeiM Bl QX NRRE MLb itlds AR drd-tfs dltd 2, BRAFY !t%?éo@.o' 1
lo[1 I i de, 30

0-cyano-s-triazol o[ 1,5- a] quinoline hydrochl or

- ( 4-net - 7= 0= 4- -.9- -an |
5y SHpRLERY gl T et SRR 967,
2wheteimet hoxyphenyl ) - 7- (2, 6- di met hyl nor phol i n-4-yl)-9-b

nzyl am.ne-L0-cvang-s- triazol o[ 1, 5-a] qui noline
ﬁyd%%@%gﬁﬂrbﬂg?fé,g%%’%oS/  Go160. POY EUBO0S; 000063 70

tands for hydr tom;

3 ( pnginng? O-r4?’ Iorli;efn;i OIZ- nmet hyl pi perazi n-1-yl)-9-benzyl am

no- 1 @goﬁ&pg‘? % BIOPoTo[ 1, 5- a] qui nol i ne” nal eate, -

2- ( 4-grpichosydhemptyclit ribg combiitgphpefRgkDatdmy| ) - 9- benzy
| am no- 10- cyano- s- . - .

Ry aﬁsqnéf forg oqpermbsted hsteroschs FpgaouARINEBROMFaEA A0, -
2- (3-a@b ROSHal fofmbth-(BR LNdrBhPer azi n- 1-yl) - 9- benzy

| am no- 10-.cyang- s-
triazol offd: B?ﬁan%rmq@yh&rﬁw;ur narate hemihydrate, -

2- (3- hydroxyphenyld ofoded- flgﬁyog?ir@f@”-a%ﬁﬁé ¥iHerd RIBNENds for

| am no-1| 0-cyano-s- trilazo a) qui
hydr ochl bydrdgsn atom, methyl group, benzyl group or acetyl group;

2- (13- Met Xypth)rg%ééeﬁTa?&r?t yl pi perazi n-1-yl ) -9- benzy
r

| am no- 10- cyano- s- iazdl o[ 1, 5-a] qui nol i ne
hydr ogensul f at &,a value of 2;
2- (3- met hoxyphenyl ) - 7-.(,pi perazi n-1-yl)-9-benzyl am no-1
0-cyano-&-tri a?o%lv lfq:;:(z a] qui nol i ne nal eate, -
2- Phenyl p7- ( pyid aaluedbfybp-@1penzyl am no- 10- cyano-s-tri
azolo[l,5-a]qulno|5ne
r is a value of zero or 1;
t is a value of zero - ;
R’ stands for a phenyl group, optionally substituted with methoxy group, hydroxyl
group, or halogen atom, or
a 5- or 6-membered heterocyclic ring containing one nitrogen atom, or one nitrogen
atom and one sulphur atom;
R stands for cyano group;
X means -NH- group;
n is a value of 1; -

and their salts, solvates, N-oxides and isomers and the salts and solvates thereof.
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hydr ogensul fate, 15 -

2- phenyl - 7- (4- net hyl pi perazin-1-y 9- (2-pyridyl nmet hyl

-yl)-9-(
w@riony9é®- cyano-s- triazol o[ 1, 5-a] qui nol i ne PCT/HU2008/000063

hydr ochl ori de, -

2- (3- Met hoxyphenyl ) -7-(pyridin-3-yl)-9-(4-pyridyl net hy
| am no) - 10- cyano-s- triazol o[ 1, 5-a] qui nol i ne

hydr ogensul fate. 20 11. Proceéds for the preparation of
Phe complollentimgchbmphrendgewerding tbanyuf daifds)l tagcording to

d ai LI [ ts ol, vat and isopers, .

% ox s ERSEL S Spbibho R D e B st st
of t hdqaesipeunds of the general formula (1) - wherein

R1, , R4, R5, R13, X d h .th '

o "o R BB ROl S Perge o Qmegare Eagplol5-
t he gfgeindineformula (11) R3 1 4 RI3 R N NH2 TsO NH2

25 (:?4-2% WO, 2008/ 149168 PCT/ HU2008/ 000063 71 -wherein

Rl Re\4-methoxyphenyin7-(36-4isgs-Ainrahpdmpmaoclins 4wl riykengglamino-10-
def i Ngdnd-B.uBioM da]@ilind SO Means

p-tol uene-sul fonate anion’- is reacted with a conpound
of -t We@ysfEr4ayD-F@rmehdpipsregin- 15y1poREnzylamind-V9-cydnersei n
-the peanimg_afuiRdid.S as defined in daim1l and Y

st ands for[@hyag{l%gglnﬂe’ atom hal ogen atom or Cl4 al koxy
gr oup-(4-oethByyrhenyl)-héd-prethylpiperizonm 1 q{)-&-b@zﬂamﬁxmurﬂlel@/amﬁ-s-
t he f (1) - wherein R4 neans phenyl -,
benz%ﬁ%ﬁ%seaﬁé@%ﬁg’r furyl group substituted with 10
met-hy2-Sredthoxypheusd) P-(4Hmethytpipeparin- 041 FiDbdhzy la@éot 1 (c@lan k-
diffetr.emlc3 %trai.gﬂt or branched Cl4 al kyl group,

st r ai GAOY! PEHGHENES C1-4 al koxy group, hydr oxyl

gr eu pz-(3t.m3idfr¢xypnamtmw-mahﬂpi%eraemanﬂ)@r&u@ymmnbabfbg%-s-

atom_.or - menbered heterocyclic ring |inked

t hr oJ&ﬁzoégt&’S%aég‘ﬁn‘g-{nSm contai ning one or two or three
or -f quE3-MEthbQARAYIRY QB ect APip&ALNI-F15- 0 A RIAHY-10-cyano-s-
triazolo[1,5-a]quinoline,
- 2-(3-metoxifenil)-7-(piperazin-1-il)-9-benzilamino-10-ciano-s-triazolo[1,5-
ajquinoline,
- 2-phenyl-7-(pyridin-3-yl)-9-benzylamino-10-cyano-s-triazolo[1,5-a]quinoline,
- 2-phenyl-7-(4-methylpiperazin-1-y1)-9-(2-pyridylmethylamino)-10-cyano-s-
triazolo[1,5-a]quinoline,
- 2-(3-methoxyphenyl)-7-(pyridin-3-y1)-9-(4-pyridylmethylamino)-10-cyano-s-
triazolo[1,5-a]quinoline,

and their salts, solvates, N-oxides and isomers and the salts and solvates thereof.

10. The following compounds according to any of claims 1 to 9:
- 2-(3-methoxyphenyl)-7-(morpholin-4-y1)-9-benzylamino-10-cyano-s-triazolo[ 1,5-
a]quinoline hydrochloride,
- 2-(4-methoxyphenyl)-7-(morpholin-4-yl)-9-benzylamino-10-cyano-s-triazolo[1,5-
_ a]quinoline hydrochloride,
. 2-(4-methoxyphenyl)-7-(2,6-dimethylmorpholin-4-yl)-9-benzylamino-10-cyano-s-

triazolo[1,5-a]quinoline hydrogensulfate,
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15 and one oxygen atom or one nitrogen atom and one
sul phur atom optionally substituted with one or nore,

w0 deattiaes or different, straight or branchedP@l/H&2008/000063

al kyl group, straight or branched Cl-4 al koxy group,
or halogen atom or a group of the general fornula
(b), -wherein if the value of t is 1, then W 20 neans
nitrogen atomor -CHgroup, &0 if the value of t is O,
t hen 2Apyedinsd- yB%gnﬂh:xlpipemﬂnﬂhﬁ) pbamiytgsin®fl 0-Lyandys- O
d ined in Caiml -, and the

p, T,
meani %OIQE%Fﬂqmwme , R13, X and n, are as
def-i nech-inbth6kywhenyl)-7 (4-anh31)p11ﬂarézﬁﬂ &&Ql%béﬂlﬁijlhfﬁﬁfol-l\oecy@ﬁo-s-

the ener rmul a XERL3 |1 N
'k a%°1‘33[ﬁe55&?q%01@9)(h%’@6@87@m&aﬁﬂm/ HU2008/ 000063
72. M@“ BbRosphbBynd s (£- ﬁfeﬂ@ﬁiﬁ%@&'fh kO Bdnzylamino-10-cyano-s-

trifl uororret hanesul f onyl group, and'the Teani ngs "of
R1, FApazoggl, ﬁéqmmgle-h%naﬁwawted?e@nl@sh%fu ned in

47 OO SO g s
def|ri§620é<t{é;§ea]qmolmpdm@§sm@)de, are reacted, or B/2) a

(o PR A a2

triazolo[1,5-a]quinoline hydrogensulfate,

- 2-(3-methoxyphenyl)-7-(piperazin-1-yl)-9-benzylamino-10-cyano-s-triazolo[1,5-
a]quinoline maleate,

- 2-Phenyl-7-(pyridin-3-yl)-9-benzylamino-10-cyano-s-triazolo[ 1,5-a]quinoline
hydrogensulfate,

- 2-phenyl-7-(4-methylpiperazin-1-yl)-9-(2-pyridylmethylamino)-10-cyano-s-
triazolo[1,5-a]quinoline hydrochloride,

- 2-(3-Methoxyphenyl)-7-(pyridin-3-y1)-9-(4-pyridylmethylamino)-10-cyano-s-

triazolo[1,5-a]quinoline hydrogensulfate.

11.  Process for the preparation of the compounds of the general formula (I) according

to Claim 1, and their salts, solvates and isomers, N-oxides characterized in that

A) for the preparation of the compounds of the general formula (I) — wherein R!, R%,
R’, R, R°, R™ X, and n have the meanings as defined in Claim 1- a 1,2-diamino-
azinium salt of the general formula (II)

R3
l
(CR'R2),
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NN N{ R (M) - wherein R14 stands for a straight

or branched Cl4 al kyl group and the neani ngs of Ri,
WOR2008R®1IRS R13, X and n are as defined in C ai P€I/HU2008/000063

and conpound of the 10 general formula (VIII), R4-E

(M11) - wherein E stands for hal ogen atom or

trifluoronethanesul f onyl group and the neaning of R4

is as def[ned bove fog )Eroc s B)- are reacted; or O
for tﬁféeq@rrelbaRatR oR%.dE it élld:mh@/@dhnjme@ﬁngsmdgfménmmmml and

f or ani of R R3
W;%@ &Jféfm& o gﬁﬁlg‘rﬁlgte;%mg:f {gne §| witha tomadund of the general

trlazfohmﬂa(iéfr),l vative of the general formula (XII), 4
C RI3 R/ 1\ NN NN{ R5 (XIl) - wherein the
nmeani ngs of R4, R5 and R13 are as defined in Claiml-,
and a conpound of the genera® fornmula (XI11), WO

2008/ 149168 PCT/ HU2008/ 73 R3 1 (" RR2)n XH
(X111) - wherein the neaning¥ diV)X, Rl, R2 and R3 and
n are as .defined jn aiml - are reacted or D) for

the prsER abF sheaping; é{ didp Jefined i8fCleire 1 gt apnds for hydrogen
f or Mykdin,(Hadogen ¥ORI# ¢, N8lkoxy group-, or

B) for the preparation of the compounds of the general formula (T) — wherein
R* means phenyl-, benzyl-, thienyl-, or furyl group substituted with
methylenedioxy group or with one or more, identical or different, straight or
branched C;4 alkyl group, straight or branched C1.4 alkoxy group, hydroxyl
group, trifluoromethyl group, cyano group or halogen atom, or
a 5- or 6-membered heterocyclic ring linked through a carbon atom,
containing one or two or three or four nitrogen atoms, or one nitrogen atom
and one oxygen atom, or one nitrogen atom and one sulphur atom,
optionally substituted with one or more, identical or different, straight or
branched Ci4 alkyl group, straight or branched Ci4 alkoxy group, or
halogen atom, or
a group of the general formula (b), -wherein if the value of tis 1, then W
means nitrogen atom or —CH-group, or if the value of tis 0, then W means
—CH-group, and the meanings of Z, m, o, p, r, R® and R’ are as defined in
Claim 1 -,
and the meanings of Rl, R% R® R’ R , X and n, are as defined in Claim 1 -,

B/1) atriazole derivative of the general formula (V),

R3
|
(CRIR?),
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5 meanings of Rl, R2, R3, R4, R5, R13, X and n are as
defined in daim1l - a conpound of the general

wo orosnkasf XV), R3 1 (UK -W" R 4 RI3 N+ H PCRHTU2@8/000063

NH 2 0 (XV) - where the neanings of X, R, R2, R3 ,

R4, R5, R13 and n are as defined in Caim1, and TsO
nmeans p-tol uenesul fonate anion - is cyclized in the
presence of 10 an organi ¢ of2i norgani c base; and if

desi r-aticreithE sanids tfott htdnge:ﬂ gbmt dretriﬂuupnmthdnesﬁlfmﬂyé group, and the

0ot LG, 7 ! TS S0 SR LR, o
conpamm@mmmdﬂmbgmmmﬂﬂhmquVﬁmla (1) is transforned

intoits salt, solvate, Ek ggﬁ¢§ |iberated fromits
salt, solvate, and/or g into its optically
active isoner, or the optlcally active isoner is 15
transforned into the racemc ¢ ound, and if desired
the structural isomers are separated. 12.

Phar magewih 63Im&epes Rﬁ is28 d@ﬁ&%%&&rfblzﬁgcésm h@d rebdted, or
contai ns one or nore of t he corrpoun S he general

By mﬂtaaléwlfm-w?@kedwaﬂwf tiRgenal forgula (féilz X and n
have the neanings as defined in_Gaim21 - and/or its
salt, solvate, isoner, N—oxide(MRthe salt or 20
sol vate thereof, and one or norex plents used in
t he pharnmaceutical industry. V[)& 08/149168

PCT/ HU2008/ 000063 74 13. Pharnag@utlcal conposi tion
according to C ai p gharacterlzedldnﬂtnn It
contains one or no ké 8 LORpORRa according to
claims 9 or 10. 14. Corrpoun e general formula
(1), where Rl, R2, R3, R4, K and n have 5
the neanings as defined in G aim tqg:d their salts,

sol vates, isoners, N-oxides or the sgl$s or solvates
thereof for use in the treatment of dt seases where in

t he devel opnent of the disease tb@ adenosi ne A3

receptor plays a role. 15. Cbnpodn s of the genera

f or mul @hdrbih, R'Meands 131 a siRghtR?, brdéhed5,; 4 M3, grotpadid the meanings

have qQ aniin defined in Cajm1, anpd their

sal tsijRs Kf&ﬁ it %ﬁﬁﬁsﬂ%a@ﬂeg&fp ORI | saPfdcorggbund of the
SO|V§&ﬁ§amﬁﬁﬁﬁvaﬁgr use according to Caim14 as
adenosi ne A3 receptor %%pds for the treatnent of

di sfunctions of the heart dney, respiratory
syst emyhgast £ Qranfd ?(?ttﬂa‘ﬂ@en atom or trifluoromethanesulfonyl group and the

meaning of R* is as defined above for process B)- are reacted; or
) for the preparation of the compounds of the general formula (I) — where the
meanings of R!, R% R® R* R’ R", X and n are as defined in claim 1.- a triazole

derivative of the general formula (XII),

(Xiy -
- wherein the meanings of R*, R® and R" are as defined in Claim 1-, and a

compound of the general formula (XIII),



tract, joints and central nervous system for the
i nhibition of the degranul ation of the nmast cells,
wo eovositmtibdi ti on of the production of the cyt okP@BEHU2G08/000063
decreasing the inner pressure of 15 the eye, for
inhibition of the TNFa |iberation, for hindering the
m gration and activation of the eozinofil and
neutrofil granul ocytes and of/Ber inflammtion cells,
for inhibition of the consgYiction of the airway
snoot h nuscles, and for hinbHering infiltration of the
bl ood plasma through the KR¥WAkLvessel and inhibition
of the increase of the nuci over production. 20 16.
Conpounds of the general foffula (1), where R, R2,
R3, R4, R5, R13, X and n have the neanings as defined
in daim1 and their sal ts, pg@l vates, isoners,
N-oxi des or the salts or skoates thereof for use
ac cordiiggein sheamgangigs of . e, R4andR18:d mare ag dafsidrie Cikgm 1 — are
recepLQk.q. gt agoni sts, as active pharnaceutica
|ngred|ent In antiasthmatic, antiischemc, 25
Bt i depres saparaticanpf alrer byrhpovinds ofirthid gérewatebinoyla (I) — where the
ant i anga iynf anpatos y in |nfla ry. and.
TP R R S KO S R 3 ik B SP LR ot 1 - o
protemnmmemimmmmgamnﬂﬂmmnh(ﬁg% antlparklnson or
cognitive function stimulating nmedi canments, and in the
treatnment or prevention of tMe foll ow ng di seases:
injury of the heart nuscle d(?&@ﬂ reperfusion, acute
respiratory distress syndrong, Foni c obstructive
pul nonary di sease 30 - inclug@ ng chronic bronchitis,
pul monary enphysena or4di ffidult byeathing -, allergic
reactions -includi ng Rhim{isx poftson ivy-induced
responses, nettl e-rush, eroerrm arthritis-,
ot her aut oi mrune di seases nf* <g§2fory bowel di seases
-including Chron disease and ul Ceratdve colitis-,
irritable bowel syndrone, Ad@itson Rsease, psori asi s,
di seases of the joints, ﬁ? ertonﬂh abnor mal
neur ol ogi cal functionz%%%laucona and di abetes. WO
2008/ 149168 PCT/ HU200 0063 75 17. Cbnpounds of the
genenierd emleanifids) of Whe'eRR1, RR2R*RR’, RY, arld5n a%l-as d&fined in
and n_hav t.he neani ngs  as ‘def i ned |n Claim1, and

t hei (C1ag {emd s HiQ, gpegns Picdlumerdionste 8yipRads Gyolipgdndag presence of

or sSQh\e@k drhedrefic hRE; ge according to any of claims
14 to 16 in the treatnent of diseases 5 |ike asthma,

i Hesf.cho pbstiuents ofthp gompavad 1 dhesered forpewle &) are transformed into
53.@1? Q)'tﬂe‘f‘t@ré/ n&gﬂﬁ)tdr ¥HAL0TRd/or meZ%%ﬁ{ﬁggom#@%n dpf the general

amTat ory bowe | seaseS, Irrit
fé)rm@la &b ds trprpforinad Iuamnmdt,)solpanenN -oxidle wnréufomatstda&oumrts Balts solvate,

a@%@%@ B0 \t@ap%gt n@%%agf WA fgémgfh B heard meﬂ EAE Sisomer is

i Seases.
wﬂfwuuetﬂmtmﬁle tdeempenepatnd ardifiiesired Jhe swhamal B’omerRﬁre separated.
R3, R4, R5, R13, X and n have the neanings as defined
in Caiml1, and/or their salts, solvates, isoners,
I\ OXiRHleﬂneQEutlchhﬁ)mlsi&ﬁn Ohaﬁt@tétaieﬁlsni ttertaefc ohedink R@e or more of

re aration i canme seful Ln 4 he treatnent of
compounds of t%e genera %ormula (rf) Wl}lxere ul R3 @ R’ ?3 , X and n have the

meanings as defined in Claim 1 — and/or its salt, solvate, isomer, N-oxide or the salt or

solvate thereof, and one or more excipients used in the pharmaceutical industry.
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di seases where in the devel opnent of the disease the
A3 receptor plays a role. 15 19. Use of the conpound

wotimshe@igeneral formula (1), where Rl, R2, R3, PCHHURYS/000063

R13, X and n have the neanings as defined in Caiml,

and/or their salts, solvates, isonmers, N oxides or

the salts or sol vates thereof according to Claim18
reparation of a medi’anent for the treatnent

If?r tlﬂ’éﬁ’é‘&uﬁlqa keomaposition acqordiegio Claibs 12, gbtdageerpad dibntiray it
S48 8%Conedk Wode of tﬁ§ erﬁlﬁgltprgﬁ chgfc%%e %ﬁn&‘ﬁy §dr pire,

gl aucona, tunor, I'seases,
irritable 20 bovvel syndrone, allergic and inflanmmatory

i t hsS& g
B T RACATE] e Bkl ety QS SRGTRE RENE K B bt have
the otanihgerssieSne . Clainnktahd thetrfsalts, eﬁt/z{f&ﬁisoﬁferspj\fﬁ)\kﬂé& bPihe salts
&rkoﬂla%?ttllle%gof o1 f gehfrel tg érel o, cl;gdﬁeésesexgﬁ:ﬁelr q%ﬁ dlevelopment of the

he recep
@shnathsacmnbmgeikpree@t&m@tsla&wb a 25 pharnmaceutically
ef fective anount of one or nore of the conpounds of
the general fornmula (1), where Rl, R2, R3, R4, R5,

1’13, Cénggodnds dFaNegdnbal mmaggswﬁére gefrned gang! f@“ 5 z]nd n have
salt, _solvate, N-oxide or i|sonef thefed

th Ppargpescis b Bacd 16 {Ceime et saloy Sl ereisomenN-oFHes or the salts
dFRbReds ARt dirie E&oglﬁé 12y @lglmlmg BdshBR qé&g@? ﬁginsc’is for the

ast hma, chronic 30 obstructive pul nonary
teatcat 08 dfingtionsyofdibstheag seysy hdnmeSpuafohanymmrgastro intestinal

.ndr
LN T T T P
cgHs, ifori iphibition o€ Herreductiypaitha cytaltintsy fo e aeaing the 1rﬁh916;5rbssure of

ey S i SO 060 FHgds5ns i gisie et ecigion of

tly&amrrmlﬁl ot fawkrefi( frapulocytd and otHeCRMBMthtiork cBis1 B uﬁu‘t\n’uon of the
N NH2. TsO. N H2 (I1) wherein the neanings of RI,
CRESUIGHRN Qe alrviay prjpolly Eugdesd apd Aerahipfermigainitmtion @f the blood

plSf BRAMNS Rhd OblENOSWIT ghat ﬁhi%ﬂio? jf StR3incl¥e of the mucin
conmpounds of the general formula (VI),
overproduction.

16. Compounds of the general formula (I), where R!, R, R3, RY, R’, RB, X and n have
the meanings as defined in Claim 1 and their salts, solvates, isomers, N-oxides or the salts
or solvates thereof for use according to any of claims 14 to 15, as adenosine Aj receptor
antagonists, as active pharmaceutical ingredient in antiasthmatic, antiischemic,
antidepressant, antiarrhythmic, antirheumatic, antiglaucomic, antiinflammatory in
inflammatory and irritable bowel diseases, antiCOPD, kidney function protective, tumor
preventing, antiparkinson or cognitive function stimulating medicaments, and in the
treatment or prevention of the following diseases: injury of the heart muscle during
reperfusion, acute respiratory distress syndrome, chronic obstructive pulmonary disease
— including chronic bronchitis, pulmonary emphysema or difficult breathing —, allergic
reactions -including rhinitis, poison ivy-induced responses, nettle-rush, scleroderma,
arthritis-, other autoimmune diseases, inflammatory bowel diseases —including Chron
disease and ulcerative colitis-, irritable bowel syndrome, Addison disease, psoriasis,

diseases of the joints, hypertonia, abnormal neurological functions, glaucoma and diabetes.
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R3 X (R14) 3 Sn R13 NN N=( R5 (VI) wherein
R14 stands for straight or branched Cl14 al kyl group

wa@pastiimesreani ngs of RL, R2, R3, R5, R13, X andI/HU2008/000063

as defined in CGaim1l. 10 24. The conpounds of the
general formula (XI), O R4 RI3 NN I ( NV 5 R
(XI') - wherein the neanings of R4, R5 and R13 are as
defined in aim1. WO 2008/ 749168 PCT/ HU2008/ 000063
77 25. The conpounds of the general formula (XI1), d

O RaCORE i b e SR O e Rty - KR 36 and n bave
heencaninpoasdtsined int Cleing eNQH dheif Rlt§bRatesHomerdX¥-oxides or the salts
or solvates thereof for use according to any of claims 14 to 16 in the treatment of diseases
like asthma, chronic obstructive pulmonary disease, acute respiratory distress syndrome,
glaucoma, tumor, inflammatory bowel diseases, irritable bowel syndrome, allergic and
inflammatory pain, rheumatoid arthritis, ischemia, hypoxia, arrhythmia of the heart ,

diseases of the kidney and mood diseases.

18. Use of the compounds of the general formula (I), where R, R?, R3, R* R® ,R® Xandn
have the meanings as defined in Claim 1, and/or their salts, solvates, isomers, N-oxides or
the salts or solvates thereof for the preparation of a medicament useful in the treatment of

diseases where in the development of the disease the A3 receptor plays a role.

19. Use of the compound of the general formula (I), where R, R? R3, R, R? ,RE, X andn
have the meanings as defined in Claim 1, and/or their salts, solvates, isomers, N-oxides or
the salts or solvates thereof according to Claim 18 for the preparation of a medicament for
the treatment of diseases like asthma, chronic obstructive pulmonary disease, acute
respiratory distress syndrome, glaucoma, tumor, inflammatory bowel diseases, irritable
bowel syndrome, allergic and inflammatory pain, rheumatoid arthritis, ischemia, hypoxia,
arrhythmia of the heart , diseases of the kidney and mood diseases.

20. A method of treatment or prevention in a patient of the development of the disease
in which the receptor A3 plays a role, comprising administering to said patient a
pharmaceutically effective amount of one or more of the compounds of the general
formula (1), where R! R? R3 RY, R’, R, X and n have the meanings as defined in Claim 1

— or a salt, solvate, N-oxide or isomer thereof or a salt or solvate of the N-oxide or isomer.

21.  The method according to Claim 20, wherein the disease is asthma, chronic
obstructive pulmonary disease, acute respiratory distress syndrome, inflammatory bowel
diseases?_ irritable bowel syndrome, glaucoma, tumor, allergic and inflammatory pain,
rheumatioid arthritis, ischemia, hypoxia, arrhythmia of the heart , diseases of the kidney

and mood diseases.
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wherein the neanings of X, Rl, R2, R3, R4, R5, R13 and
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22.  Compounds of the general formula (II),

R3
!
(CR'R?)_

|

Tso” NH,

()
wherein the meanings of R R% R3, R RV , X and n are as defined in Claim 1 and TsO"

means p-toluenesulfonate anion.

5
23.  The compounds of the general formula (VI),
R 3
|
(CRR?),
X 13
14 R
(R )3 Sn XN
N"ON
N~< .
R
(VI)
wherein R™ stands for straight or branched C;4 alkyl group and the meanings of R}, R?,
R®, R’, R®, X and n are as defined in Claim 1.
10
24.  The compounds of the general formula (XI),
4 OH
13
R xR
N N
N\< 5
R
(X1)

- wherein the meanings of R*, R® and R*® are as defined in Claim 1.
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25.  The compounds of the general formula (XII),

. c .

R
R ~

N" N
N=< s
R
(X1

- wherein the meanings of R*, R’ and R™® are as defined in Claim 1.

26.  The compounds of the general formula (XV),
R3

|
(GR'R?),

s

N
| R5
Tso~ NH, O>]_
(Xv)

- wherein the meanings of X, R R? R3, R, R’, R® and n are as defined in Claim 1 and

TsO  means p-toluenesulfonate anion.



