
WO 2008/149168PCTMU2008/000063 TRIAZ000[1,5-ANQUINOLINES AS ADENOSINE AS
RECEPTOR LIGANDS      The present invention, relates to the adenosine; A.1. receptor Ugands of
:ND general formula (ID, within them favourably to the antagonists, to their salts, solvatesnAhoinides
and 5 isomers, to the pharmaceutical compositions containing the compounds of the general formula
(I), their salts, solvates, Nmxides and isomers, to the use of the compounds of the general formula (I),
their salts, solvates, AT-oxides and isomers, to the preparation of the compounds of the general
formula (I), their salts, solvates, PI-oxides and isomers" as well as to the new intermediates of the
general formula ar,,, (vi-.). O(1t) and (XliO, and to 10the preparation thereof       Adenosine is a
well-imown component of several biologically active endogenous molecules (ATP, NAB., nucleic
acids). Besides, it plays an important regulatory role in many physiological processes. The effect of
adenosine on heart function was discovered 15 already in 1929. (Drury and Szentgybrgyi, .3 Physiol
68:213, 1929). The identification of an increasing number of physiological functions mediated by
adenosine and the discovery of new adenosine receptor subtypes give possibilities for therapeutic
application of specific ligands (Poulse, S. A. and Quinn, R. I Bioorganic and Medicinal Chemistry
6:619, 1998).      To date, the receptors for adenosine have been classified into three main classes: Ai,
A2 and A3 The A1 subtype is partly responsible for inhibiting the adenylate cyclase by coupling to Gi
membrane protein, partly influences other second messenger systems. The A2 receptor subtype can
be subdivided into two further subtypes - A22 and A25 which receptors stimulate the adenylate
cyclase acivity. The sequence of adenosine AA receptors have been recently identified from rat testis
cDNA library. Later it was proved that it 25 corresponds to a novel, functional adenosine receptor. The
activation of the As receptors is connected also with several second-messenger systems, as for
instance inhibition of adenylate cyclase and stimulation of phospholipase C and D.      The adenosine
receptors are found in several organs and regulate their functions. Both A1 and Ala receptors play
important roles in the, cental nervous system and 30 cardiovascular system. In the CcS, the adenosine
inhibits the release of synaptic tans-mitters which effect is mediated by Ai receptors. in the heart, also
the ik; receptors mediate the negative inotropic, chronotropic and dromotropic effects of adenosine.
The adenosine A22 receptors, which located relatively in a higher amount in the striatum, display a
functional interaction with dopamine receptors in regulating the synaptic  2 transmission, The AA2a.
adenosine receptors on endothelial and smooth muscle cells are responsible for adenosine-induced
vasodilation. (Rasa PRev, 2008" 108. 238-263). On the basis of roRNA identification, the At adenosine
receptors are widely  a distributed in different tissues. They have been identified almost in every cell
type, but its expression is the highest in the intestine and the bladder. This subtype probably also has
important regulatory farm-don in the regulation: of the, smooth muscle tone of the blood vessel and
plays a. role in the finiction of mast cells (1)1olpini. R et all Cunt Topics in Med. Chem.. 2003, 3,
427-44 10Expression levels for A). adenosine receptors are rather low comparing to other subtypes
and highly species dependent. Al adenosine receptors are expressed. primarily in the central nervous
system, testis, and immune system and appear to be involved in the modulation of mediator release
from mast cells ifri immediate hypersensitivity reaction and in neutrophiiic granulocyte migration
(Y.Chen et at, Science 2006,314:1792-1795).  15 For therapeutic use it is essential to ensure that the
molecules are selective towards other adenosine receptors therefore does not bind, or bind only in the
case of very high. concentration to the A1, .Aza and A2b sub-types of the adenosine receptor. 



The A3 antagonists published so far in the literature belong to the groups of flavonoides,
1,4-dihydropyridine derivatives, thiazolonaphthyridines, thiazolopyrimidines 20 and amino-quinolines.
However, many of the effective and to the adenosine subtypes selective antagonists are of strongly
lipophilic character, consequently, they have poor aqueous solubility. This property hinders their in vivo
application. As it is seen in the literature, the number of studies directed to the preparation of water
soluble adenosine A3 receptor antagonists, is increasing (Ch. E. Mifiler er al., 1. Med. Chem. 45:3440,
2002; A. 25Macoui et al.,l Med. Chem. 45:3579, 2002).       Patent application WO 03/053968
describes triazolo-quinoline derivatives, a novel structural group of effective adenosine A3 antagonists.
The compounds of the general formulae (1) and (Ia) of patent application WO 03/053968 are
adenosine A3 antagonists with high selectivity.  WO 2008/149168PCTTRU2008/000063          Patent
applicaton of publication number WO 03/053968 claims compounds of the general formulae (I) and
(12), -wherein. 5R''stands for hydrogen atom or a smaight or branched C1..4 allcyl group; stands for
hydrogen atom or a straight or branched C1-4 aLkyl group; P53'stands for hydrogen atom or a straight
or branched CIA alicyl group, or a phenyl  group, thienyl group, or furyl group, optionally substituted by
one or more straight or branched C2i alkyl group, straight or branched CIA alkoxy group, or halogen
atom, or for a 5- 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 C1i alkyl group, straight or branched CIA alkoxy
group, or halogen atom; stands for hydrogen atom or a cyano group, aminocarbonyl group, C1-4
alkoxygarbonyl group, or carboxyl group; stands for hydrogen atom or a straight or branched C1-.4
alkyl group, or a phenyl, benzyl, thienyl, fairy' group, optionally substituted by a methylenedioxy goup"
or one or more straight or branched C;_4 allcyl group, straight or branched C1;4 aikoxy group.
hydroxyl group, trifluoromethyl group, cyano group or halogen atom, or for  20 a 5 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 C1A alkyl group, straiahr or branched C1_4 alkox-y, group, or halogen atom,
Rs',R9',. R:', and RH' independently mean hydrogen atom, straight or branched CI-4 alkyl group,
straight Or branched C1-4 alkoxy group, hydroxyl group or halogen atom; or  4 



RE'and RH' stand for hydrogen atom and RRItogether form a menhylenediory 7oup; stands forgroup,
-NE- mute, -NRE1 group, or a sulphur atom or an oxygen atom Or a sulfa group or a sulfoxy group
-wherein P.8' stands for a staight or branched Clid alkyl group or C3-6 cycloalkyl group-; has a value of
zero, 1 or 2 - and their salts, solvates and optically active sothe salts, solvates thereof.      These
compounds, too, have the characteristic disadvantage that they dissolve in water very poorly,
sometimes not at all, what renders their drugability difficult      We aimed to prepare new adenosine A3
ligands with qui/Hipline skeleton, within them favourably antagonists, which have strong antagonistic
effect and are selective to the A3 receptor, i.e. they inhibit the As receptor in much smaller
concentration as compared to the Az, A22 and A2b receptors. We also aimed that the stability,
bioavailability, metabolism, therapeutic index, toxicity and solubility of the new compounds allow their
development into a drug substance. A further aim was that the compounds, due to their favourable
enteric absorption, can be administered orally.  4a SUMMARY In a first aspect, there is provided the
compounds of the general formula (I), (CR1R2), ),C 44R13 I \(I) R5 - wherein 113stands for hydrogen
atom or for straight or branched C14 alkyl group; R2stands for hydrogen atom or for straight or
branched C344 alkyl group; 



R3stands for hydrogen atom or for straight or branched Cl_4 alkyl group, or C3.6 cycloalicyl group, or
a phenyl- or thienyl-, or furyl group, optionally substituted with one or more, identical or different,
straight or branched alkyl group, straight or branched CI_ 4 alkoxy group, hydroxyl 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 oxygen atom, or one nitrogen
atom and one sulphur atom, optionally substituted with one or more, identical or different, straight or
branched C14 alkyl group, straight or branched C14 alkoxy group, hydroxyl group or halogen atom;
stands for a phenyl-, benzyl-, thienyl-, or fthryl group, optionally substirated with methylenedioxy group,
or with one or more, identical or different, straight or branched Cj_4 alkyl group, straight or branched
Ci_4 aLkoxy group, hydroxyl group, tifluoromethyl 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 C14 alkyl mount, straight or branched C14
alkoxy group, or halogen atom, or  4b a group of the general formula (a),  wherein R6 and Rs
independently stands for hydrogen atom, C3-6 cycloalltyl gourt, benzyl group, or a snaight or branched
alkyl group, optionedly substituted with amino group, amino group substituted with one or two identical
Or different, sitaight or branched Ci_4 alkyl group, hydroxyl group, carboxyl group or straight or
branched C34. alkoxy group -, or a group of the general formula (b) (RB ), ricH22,1 W - (cH2), (b)
-wherein Rs and R9 independently stand for straight or branched C14 alkyl group, C3-6 cycloalkyl
group or hydroxyl group; means oxy-e_4\1-R_ 



2 n atom, sulphur atom, -CHRII-or12 groupgroup - whereand RI2 independently stand for hydrogen
atom, straight or branched Cj-4 alkyl group, 034 cycloaLkyl group, benzyl group, or -CF12-(Ci.5
straight or branched acylj-group, -0H2-CH2-0-(C14 straight or branched alkyl)-group or C145 straight
or branched acyl group; means nitrogen atom or -CH-group; Inis a value of 1, 2 or 3; ois a value of 1, 2
or 3; is a value of zero or 1; is a value of zero or 1; is a value of zero or 2 - ; Rsstands for hydrogen
atom, smaight or branched 034 alkyl group, or  4c a phenyl-, benzyl-, thienyl-, or fury' group, optionally
substituted with rnetbylenedioxy goon. OT with one OT more, identical or different, straight or
branched CIA allhyl group, straight or branched C1.4 alkoxy group, hydrox-yl group, trifluoromethyl
group, cyano ?snap, 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, OT one nitrogen
atom and one sulphur atom, optionally substituted with one or more, identical or different, straight or
thatched C14 alkyl group, straight or branched Cgc aLkory group, hydroxyl group or halogen atom;
R13stands for cyano group, aminocarbonyl group, -CO-0-(C1..4 straight or branched alkyl) group or
carboxyl group, means -CI-12- group, -NH- group, -Mtn- group, or sulphur atom, or oxygen atom, or
-SO- or -SO2- group- where RID stands for straight or branched C1 -4 alkyl =pup or C3-6 cycloalicyl
group-, is a value of zero, 1 or 2; - and their salts, solvates. N-oxides and isomers, as well as the salts
and solvates thereof       In a second aspect, there is provided a process for the preparation of the
compounds of the general formula (I) as defined above, and their salts, solvates and isomers.
N-oxides characterized in that A)for the preparation of the compounds of the general formula (1) -
wherein RI. R2, R3, R4, le, Rn. X. and n have the meanings as defined above- a I,2-diarnino-azinium
salt of the general formula (II) 



4d -wherein RI, R2,12.3, R4, R13, X and n have the meanings as defined above, and 7s0 means
p-toluene-sulfonate anion - is reacted with a compound of the general formula (IV), Rs<7,7 \ Y (IV)
wherein -the meaning of R5 is as defined above and Y stands for hydrogen atom. halogen atom or
C14 alkoxy group-, or B)for the preparation of the compounds of the general fo(F) - wherein K4 means
phenyl-, benzyl-, thienyl-, or furyl group substituted with methylenedioxy group or with one or more,
identical or different, straight or branched C14 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 Ping 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 branchedalkyl group, straight or
branched Cja alkoxy group, or halogen atom, or a group of the general formula (1)), -wherein if the
value of t is 1, then W means nitrogen atom or -CH-group, or if the value of t is 0, then W means
-CH-group, and the meanings of Z, m, o, p, r, Rs and R9 are as defined above -, and the meanings of
RI, R2, R2, R5, RD, X and n, are as defined above -. B/1) a triazoie derivative of the general formula
(V), (aRiR2),  4e -wherein stands for halogen atom or trifluoromethanesulfonyl group, and the         of
R. R2, R3, R5. R.I3, X anti n are as defined, above-, and a compound of the general formula (VII),
--E(OH)2 



(VD)      - wherein the meaning of R4 is as defined above for process Bi- are reacted, or B/2) a
mialicyltin-triazole derivative of the general formula (VII R3 (CR1R2), X    N N N NR. 5 (VI) - wherein
R34 stands for a straight or branched Clz aLicyl group and the meanings of RI, R2, R3 R5 RI3, X and
n are as defined above -, and compound of the general formula (VIII), R4-E - wherein E stands for
halogen atom or trinuoromethanesulfonyl group and the meaning of R4 is as defined above for
process BI- are reacted; or C)for the preparation of the compounds of the general formula (I) - where
the meanings of RI, R2, R3, R4, RP, RI3, X and n are as defmed above.- a triazole derivative of the
general formula (XE),  (X11)  wherein the meanings of Rd, R5 and RI3 are as defined above-, and a
compound of the general formula (XIII),  4f 



CR1R2), .X1-f (XIII) - wherein the meanings of X R, R2 and R3 and II are as defined above - are
reacted; or for the preparation of the compounds of the general formula (I) - where the  meanings of
Ri, R2, R3,K.Xandflareasdeflned above - a compound of the general fouia "2,-7/), (XV) where the
meanings of X, RI, R2, R3R4, R5, R13 and n are as defined above, and Ts0- means
p-toluenesulfonate anion - is cyclized in the presence of an organic or inorganic base; and  if desired,
the substitaents of the compound of the general fommla (I) are transformed into each other by a
method laiown per Sc, and/or the resulting compound of the general fonnula (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
stnictural isomers are separated.        In a third aspect, there is provided a pharmaceutical composition
characterized in that it contains one or more of the compounds of the general formula (1), where RI,
R2, R3, 124, R5, R13, X and n have the meanings as defined above - and/or its salt, solvate, isomer,
N-oxide or the salt or solvate thereof, and one or more excipients used in the pharmaceutical industry.
4g        In a fourth aspect, there is provided the compounds of the general formula (I), where RI, R2,
R3. R4, R5, 12.13, X and n have the meanings as defined above, and their salts, solvates, isomers,
N-oxides or the saits or solvates thereof for use in the treatment of diseases where in the development
of the disease the adenosine A3 receptor plays a role.        In a fifth aspect, there is provided a use of
the compounds of the general formula (I), where RI, R2. R.3, R4. Rs. R'3, X and n have the meanings
as defined above, 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 A; receptor plays a role. In a sixth aspect, there is provided compounds of the general
formula Oft 2 TS0- NH2 (II) 



wherein the meanirws of RI, R2, R3. R4, R13, X and n are as defined above means p-toluenesulfonate
anion. and TsCY  In a seventh aspect, there is provided the compounds of the general foinula (VI), R3
(CR1R2)n X    (VI) wherein R14 stands for straight or branched C1-4 alkyl group and the meanings of
R1, R2, R3, R5, R13, X and flare as defined above.  4h In an eighth aspect, there is provided the
compounds of the general formula (XI), OH  (XI) - wherein the meanings of R4. R5 and R are as
defined above. In a ninth aspect, there is provided the compounds of the general formula (XII),  



(XII) - wherein the meanings of R4, R5 and R13 are as defined above. In a tenth aspect, here is
provided the compounds of the general formula (XV), R3 (XV) - wherein the meanings of X. RI, R2,
R3, R4, R5, R.13 and n are as defined aboveand Ts0- means p-toluenesulfonate anion.  4i DETAILED
DESCRIPTION We have found that the compounds of the general formula (i),  s0 I wherein R3stands
for hydrogen atom or for straight or branched C34 aLkyl group; R2stands for hydrogen atom or for
straight or branched Ci_a alkyl goup; R3stands for hydrogen atom Or for straight Or branched C3-4
alio/1 group. or C3-6 cycloalicyl group, or  WO 2008/119168PCT/FILT2008/000063 a phenyl- or
thienyl-, or furyl group, optionally substituted with one or more, :identical or different, straight or
branched C)44 alkyl group, straight or branched C1. 4 algoicy group, hydroxyl ming 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 oxygen atom, or one nitrogen atom. and one
sulphur atom, optionally substituted with one or more, id.entical Or different, straight or branched C14
alkyl group, straight or branched C.1..4 alkoxy group, hydroxyl group or halogen atom; stands for a
phenyl-, benzylp thienyls, or faryi group, optionally substituted with 10 methylenedioxy group, or with
one Or more, identical or different, straight OT branched Cy.4 alicy-1 group, straight or branched Clic;
alkoxy group; hydroxyl group, trifluoromettryl group, eyano 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 15 and one sulphur atom, optionally substituted with
one Or more, identical or different, straight or branched C1-4 alkyl group, straight or branched C14
allccxy group, or halogen atom, or a group of the general formula (a),  20- wherein R6 and R7
independently stand for hydrogen atom, C3.6 cycloalkyl group Or benzyl group, or a gueight or
branched C14 allcyl group, optionally substituted with amino         group, amino group substituted with
one or two identical or different, straight 25or branched C14 alkyl group, hydroxyl group, carboxyl
group or straight or branched C14 alkoxy group or a group of the general formula (b),  WO
2008/119168?CT/11122008/000063 6  -wherein. 



R8 and R? independently stand for straight or branched , .aikvl.. group., C3..6 yeloalkyl group or
hydroxyl group; 5Zmeans oxygen atom, sulphur atom, 'IlIlltil-group or -NR. - group - where Ru and Ru
independently stand for hydrogen atom, straight or branched C14 alkyl group, C74 cycloalkyl group,
benzyl group, or -0-12-(Cm5 straight or branched acy1)-group, -CH2-C1:12-0-(C,A. staight or
branched alkyl)-group or C3_5 straight or branched soy] group; 10Wmeans nitrogen atom or
-CH-group; inis a value of 1, 2 or 3; ois a value of 1, 2 or 3; is a value of zero or 1; r is a value of zero
or 1; 15t is a value of zero or 1 - ; R5stands for hydrogen atom, straight or branched C14 alkyl group,
or a phenyl-, benzyk thienyl-, or fury L group, optionally substituted with rnethylen.edioxy group, or with
one or more, identical or different, straight or branched C1.4 alkyl group, straight or branched C34
alkoxy group, hydroxyl group, 20trifluoromethyl 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 C1_4 alkyl group, straight or branched C14
4.11COXy group, 25hydroxyl group or halogen atom; RI3stands for cyano group, aminocarbonyl
group, -00-0-(C14 straight or branched alkyl) group or carboxyl group;  WO
2008/149168PCT1HU2008/000063 Xmeans -0112- group, -NH- group,group, or sulphur atom, or
oxygen 



atom, or -SO- or -SO,- group --- where RI stands. for straight or branched C:_21. alkylgroup or C3_6
cycroalkyr is a value of zero, 1 or 2; - and their salts, solvates, N-oxides and i.somers, as well as the
salts mud. solvates thereof, fulfil the above criteria they have better solubility than the known
triazolo-licyanoquitioline derivatives, and at the same time, they retain the strong adenosine A3
antagonistic effect and the selectivity.            Furthermore, we have foun.d that the compounds of the
general formula JOaccording to the invention exhibit outstanding anti-inflammatory effect,       A further
advantage of the compounds of the general formula. (1) is that they have very favourable metabolism
properties. The triazole ring is stable, during its metabolism. the undesired aromatic amines are not
formed.            Another advantage of the compounds of the general formula (I) according to the
15present invetion is that they have favourable pharmacokinetic properties. Detailed meanings of the
above substituents are as follows: By halogen atom we mean chloro-, fluoro-, lode- or bromo atom.
By a straight Or branched Cur alkyl group we mean methyl-, ethyl-, propyl-, isopropyl-, butyl-,
isobutyls, secondary-hut], tertiary-butyl-, preferably ethyl- Or methyl 20group.       By a straight or
branched ej -4 alkoxy group we mean methoxy-, ethoxy-, propoxy-, isopropoxy-, butoxy-, isobutoxym
secondary-butoxy-, tertiary-butoKyri, preferably ethoxyor methoicy group.            By a C3 cycloalkyl
group we mean cyclopropyle, cyclobthylm cyclopearyl- or 25cyclohexyl group.       By a C1_5 acyl
group we mean fermyl-, acetyl,. promonyl-, 2-methyl-propionyi, bu1- 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 30 heterocyclic ring, e g pyrrole, imidazole,
pyrazole, 1,2,3-triazole, 1,2,4-triazole, tertazole, pyridine, pyrimidine, pyridazine, pyrazine,
1,2,4-tido-rine, 1,3,5-triazine 1,2,4,5-tetrazine, pyrroirine, imidazoline, pyrazoline ring. The ring is
optionally substituted with C 1_4 alkyl-, or allcoxy group or hydroxyl moup or with halogen atom.  WO
2008/H9168PCT/13U2008/000063 The heterocycle containing one nitrogen atom and one oxygen or
onegen atom and one sulphur atom may be an aromatic ring, unsaturated, partially saturated or
saturated heterocycie, for example oxazole, isostazoitt, thianote" sothiazole, 1,2-oxagine, oxazine,
14-oxagine, 1,2-tiazine, 1,3-tiazine, 1,4--ffizine ring. The ring is optionally substituted ;with Cid.or
alkoxy mitoup or hydroxyl. group or with halogen atom.       Group (b) is preferably pyrroliddno"
piperidinc, piperarino, 4-metinylpiperazino, 4- acetylpipetazino, 4-a.cerylmethylpiperazine"
4-ethoxyethylpiperazino, 4-henzylpiperazinc, morpholino or 2,6-dimethylmorpholine group.. By salts of
the compounds of the general. formula. (I) we mean salts given with 10 inorganic and organic acids.
Preferred salts are those given with pharmaceutically accepted acids as for instance hydrochloric acid,
sulphuric acid, ethanesulfonic acid, tartaric acid, malic acid, citric acid, fiunaric acid. The salts formed
during purification or isolation e.g. rnethanesulfonates and tetraftuoroborates are also subject of the
invention. 



By solvates we mean solvates given with various solvents, as for instance with 15water,
methyl-ethyl-ketone or ethanol.       The nitrogen atoms in the triazolo-quinoline ring or optionally in the
substituents R.3, R4 or R5 may be oxidized to N-oxides.       By isomers we mean structural or
stereoisomers. The structural isomers may be tautomers being in equilibrium or they may be isolated
deanotrops, which are also subjects 20 of th.e invention. The compounds of the general formula (I)
may contain one or more asymmetric carbon atoms (e.g. depending on the meanings of 121, R2, and
R.3), thus, they can exist in the form of optical isomers, enantiomers or diastereoisomers. These
enantiomers and diastereoisorners, as well as their mixtures, including the racemates, are also
subjects of the invention. A narrower group of the compounds of the general formula (I) is formed by
the those, - wherein stands for hydrogen atom or for straight or branched C1-6 alkyl group;
30R2stands for hydrogen atom or for straight or branched Ci4 alkyl. group; R3stands for hydrogen
atom or for straight or branched 014 alkyl group, or C3-6 cycloalicyl group, or  WO 2008/149168PCT/
2008/000063 9 a phenyl- oryl or furyl group, optionally substituted. with one or more", identical or
different, straight or branched Ci_4."moth), straight or branched CI.. group, or halogen atom, or a 5- or
6-membered heterocyclic ring containing one or two or three nitrogen. atoms, or a. 5ffriembered
heterocyclic ring containing one nitrogen atom and ene oxygen atom, or one nitrogen atom and one
sulphur atom, optionally substituted with one Or more, identical or different, straight or branched C1
alkyl group, straight or branched CH. alkoxy group, or halogen atom; stands for a phenyl-) henry]--,
thienyff, or aryl group, optionally sul 10methylenedioxy group, or with one or more, identical or
different, straight or branched CIA all 'Igroup, straight or branched CIA alkoxy group, hydroiryi group,
trifluorometh.y1 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 CIA alkyl group, straight or
branched C. alkoxff; group, or halogen atom, or a group of the general formula (a), - wherein R6 and
R7 independently stands for hydrogen atom, C3 cycloalkyl group, 20  benzyl group, or a straight or
branched CIA alkyl group, optionally substituted with amino group, amino group substituted with one or
two identical or different, straight or branched C14 alkyl group, hydroxyl group, carboxyl group or
straight or branched CIA alkoxy group -, or a group of the general formula (b),-wherein R8 and R9
independently stand for straight or branched Cini allcyl group or C3_6 CyClOalkyl group; means
oxygen atom, sulphur atom, -CI-all-group orgroup - whereand R12 independently stand for hydrogen
atom, straight or         branched C1.4. allnyl group, C3-6 cycloalkyl group, benzyl group, or
-C112-(C1_3 30straight or branched acyli-group, -CH2-CH2-0-(C14 straight or branched alkyl)-group
or C1.3 straight or branched acyl group; means nitrogen atom or -CH-group Diis a value of 1,2 or 3; is
a value of I, 2 or 3;  WO 2008/149168PCT/H 1J2008/000063 10 is a value of zero or 1; , value of zero
or 1; or I. - stands for hydrogen atom, stralalit or bra=. or 



a phenyl-, henzyli, thienylu or fury', group; optionally substituted with methylenedioxy group; or with
one or more, identical or different; straight or branched CIA alkyl group, straight or branched CIA
alkoxy group, hydroxyl group; trifluorometbyl group, cyan group, or halogen atom, or a 5-
or6-membered heterocyclic ring containing one or two or threefour 10 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 CL_4 alkyl group, straight or branched C4
alkory group, or halogen atom; R13stands for cyano group, aminocarbonyl group, -CO-O-(C14 straight
or branched 1 5alkyl) group Or carboxyl !group; Xmeans -CHT- group, -MR- group, -NR'17 group, or
sulphur atom, or oxygen atom, or -SO- or -SO2- group - where RI stands for straight Or branched
C1_4 alkyl group or C3_6 cycloallcyl group-; is a value of zero, I Or 2; - 20and their salts, solvates,
AT-oxides and isomers, as well as the salts and solvates thereof A further narrower group of the
compounds of the general formula (I) is formed by those - wherein is R1stands for hydrogen atom or
for straight or branched CIA alkyl group; R2stands for hydrogen atom or for straight or branched CIA
alkyl group; R3stands for a phenyl- or thienyls, or furyl group, optionally substituted with one or more,
identical or different, straight or branched CI-4 alk-yl group, straight or branched CIA alkoxy group, or
halogen atom, or 30a 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 one nitrogen atom
and one sulphur atom optionally substituted -with straight or branched C12 al_lcyl group, straight or
branched Cits alkoxy group or halogen atom;  WO 2008/149168PCT/FILT208/000063 i I 



stands RR a phen.yk, benzyinor furvl Troup, optionally substi methylenedioxy [group, or with one or
more, identical or different, straight or branched C. group, straight or branched C4 aliroxy 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 MOT;
identical or different, straight or branched Clz alkyl group, straight or branched Cpa. alkoxy group, or
halogen atom, or 10a group of the general form.ula (a), -, wherein R8 and R7 independently stand for
hydrogen atom, C-3-6 cycloalkyl group or benzyl group, or a straight or branched CIA alkyl group,
optionally substituted with amino group, amino group substituted with one or two identical or different,
straight 15or branched C14 alkyl group, hydroxyl group, carboxyl group or straight or branched Cln,
alkoxy group or a group of the general formula (h), -wherein R8 and R9 independently stand for
straight or branched C34 alkyl group or C3..6 cycloakyl 20Zmeans oxygen atom, sulphur atom, -CI-Be
-goup or -1\91212- group where R1' and R12 independently stand for hydrogen atom, straight or
branched C34 alkyl group, C36 cycloalkyl group, benzyl group, or -CF12-(Ci_s straight or branched
acyl.)-group, -CER-CH2-0-(Ci4 straight or branched alkyl)-group or C1-5 straight or branched acyl
group; vcimeans nitrogen atom or -CH-group; is a value of 1, 2 or 3; ois a value of 1, 2 or 3; is a value
of zero or 1; is a value of zero or 1; 30tis a value of zero or I - 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 C34 alkyl group, straight or branched C34 aLkox.y group, hydroxyl
group, trifluoromethyl group, cyan group, or halogen atom, or  



WO 2008/149968PCT/HU2008/000063 12 or 6-membered heterocyclic ring containing one or two or
three or four a and one or one nitrogen atom and one oxygen atom, or one nitrogen atom atom,
optionany substituted with one or more, identical or  different; straight or branched C14 alkyl mioup;
straight or branched C. group, or halogen atom; stands for cyan") group; Xmeans -NH.- group; ra15 a.
value, of zero" 1 or 2; - and then salts, solvates and isomers and the sai.ts arid. solvates thereof
Another narrower group of the compounds of the general ola. (1) is formed by those, - wherein
Rtstands for hydrogen atom or for methyl group; 15R2stands for hydrogen atom or for methyl group;
stands for a phenyl- or thienyl-, or furyl group, optionally substituted with one or more, identical or
different, straight or branched C14 alkyl group, straight or branched Ci4 alitoxy 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 oxygen atom or one nitrogen
atom and one sulphur atom, optionally substituted with one or more, identical or different, straight or
branched C14 alkyl group, straight Or branched C14 allcoxy group, Or halogen atom; R4stands for a
6-membered heterocyclic ring containing one nitrogen or a group of the general formula (a), - wherein 



R8 and R2 independently stands for a straight or branched C1.4ailcyl group-; or a group of the general
formula (b), -wherein R8 and R9 independently stand for straight or branched C14 alkyl group;
30means oxygen atom, or, -NRI2- gaup - where Re stands for c _Hydrogen atom, straight or branched
Clai alkyl group, benzyl group or acetyl group; means nitrogen atom; mis a value of 2;  WO
2008/149168PCT/11112008/000063 ois a value is a value of zero or I; is a value of zero or J is a value
of zero - stands for a phenyl-, benzyl-, thienylt, 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 Ci_ei alitoxy group, hydroxyl group, trifluommethyl group, cyano group, or
halogen atom, or a.  or 6-membered hetemcycherhgg 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 C14 alkyl group, straight or
branched C1-4 &Rory group, or halogen. atom; R.43stands for yam) group; Xmeans --NH- group; is a
value of zero, 1 or 2; - 



and their salts, solvates N-oxides and isomers and the salts and solvates thereof. Another narrower
group of the compounds of the general formula (1) is formed by 20those, - wherein stands for
hydrogen atom or for methyl group; R2stands for hydrogen atom or for methyl group; R3stands for a
phenyl group, or 256-membered heterocyclic ring containing one nitrogen atom; R4stands for a
phenyl-, benzyl-, thienyl-, or furyl group, optionally substituted with methylenedioxy group, or with one
or more, identical or different, straight or branched CJ4 alkyl group, straight or branched C14 alkoxy
group, hydroxyl group, trifluoromethyl group, cyan group, or halogen atom, or 30a 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 substimted with one or more,
identical or different, straight or branched C14 alkyl group, straight or branched C14 all:orgy group, or
halogen atom, or  WO 2008/14916RPC17111;2008/000063 14 a group of the general formai- wherein
R6 and R7 independently stands for hydrogen atom, C3-6 cycloalkyl group, beaky' group, or a straight
or branched C14. alkyl group, optionally substituted with amino group, amino group substituted one or
two identical or different, straight or branched C14 alkyl group, hydroxyl group, carboxyl group or
straight or branched C1-4 alkoxy group or a group of the general formula-wherein R.8 and R.9i
independently stand for straight or branched ,_group or C3,6 cycloalicy-1 group; 10Zmeans oxygen
atom, sulphur atom, -o-m: tigroup or --NR12- group 



where RI:: and R12 independently stand for hydrogen atom, straight or branched C alkyl group, C34
cycloalkyl group, benzyl group, or -C1-124,Clia straight or branched acyl.)-group, -C1-12-CH2-0-(C1g
straight or branched alicyl)-group or C1_5 straight or branched acyl group; I 5Wmeans nitrogen atom
or -CH-group; is a value of 1, 2 or 3; ois a value of 1_, 2 or 3; is a value of zero or 1; is a value of zero
or 1; 20tis a vake of zero or 1 - stands for a phenyl-, benzyk thienyla, or faryl group, optionally
substituted with methylenedioxy group, or with one or more, identical or different, straight or branched
C14 alkyl group, straight or branched C14 alICOX37 group, hydroxyl group, trifluoromethyl group,
cyano group, or halogen atom, or 25a 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
C14 alkyl group, straight or branched C14 2,11COXy group, or halogen atom; 30R13stands for cyano
group; Xmeans-Nil- group; is a value of zero, 1 or 2; - and their salts, solvates, N-oxides and isomers
and the salts and solvates thereof  WO 2008/119168PCT/HU2008/000063 15 Another narrower group
of the compounds of the genera]I) is formed, those" it wherein stands for hydrogen atom or for methyl
group; 



112stands for hydrogen atom or for methyl group; R3stands for a phenyl- or thienyl-, or furyl =Jour,
optionally substituted with one or more, identical or different, straight or branched C14 alkyl group,
straight or branched C12 alkory group, or halogen atom" or a 5- or 6-membered heterorychc him
containing one or two crmree nitrogen. 10 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 C14 alkyl getup, straight or
branched C14 alkoxy group, or halogen atom; stands for a phenyl, benzyl-, thienyl-, or fury] group,
optionally substituted with 15 methylenedioxy group, or with one or more, identical or different, straight
or branched C]_4 allcyl group, straight or branched C12 alkoxy group, hydroxyl group, trialuoromethyl
group, cyan 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 20 and
one sulphur atom, optionally substituted with one or more, identical at different, straight or branched
C1-4 alkyl group, straight or branched C14 alicoxy group, or halogen atom, or a group of the general
formula (a), - wherein R6 and R7 independently stands for hydrogen atom, C3.6 cyclealkyl goon, 75
benzyl group, or a straight or branched C14 alkyl group, optionally substituted with amino group,
amino group substituted with one or two identical or different, straight or branched C14 Blicyl group;
hydroxyl group, carboxyl group or straight or branched C14 alkoxy group -, or a group of the general
formula (b), -wherein 30Rs and R9 independently stand for straight or branched C14 alkyl group or
C3-6 cycloalkyl group;        means oxygen atom, sulphur atom, -C1-1R3i-goup or -NR12.- group -
where RA and R12 independently stand for hydrogen atom; straight or branched C14 alkyl group,
C3_6 cycloalicyl group, benzyl group, or -CI-12-(C1.5  WO 2008/149168PCT/HU2008/000063 16
straight or branched acyfogroup; -C1212-CH2-O-F1 straight or branched alicycl-m-oup or C1.5 straight
or branched acy] group; 



16,7means nitrogen atom or - mis a value of 1,, 2 or 3; is a. value of 1; 2 or 3; is a value of zero or 1; is
a value of zero or 1; is a Valle of zero or 1           stands for a. phenyl group; optionally substituted with
meihoxy (coop, lryuroxI1 0group, or halogen atom, or a. 5- or 6-m.embered heteroc-yolic ring
containing one nitrogen atom, or one nitrooe atom and one sulphur atom; RD stands for cyano group;
Xmeans -NH- group; 15nis a value of zero; 1 or 2; - and their salts, solvates, N-oxides and isomers
and the salts and solvate A further narrow group of the compounds of the general formula ( is formed
by those, 20 - wherein R1stands for hydrogen atom or methyl group; R2stands for hydrogen atom or
methyl group; R3stands for a phenyl- or thienyl-, or fury' group, or      a 5- or 6-membered heterocyclic
ring containing one or two or three nitrogen 25atoms, or a 5-membered heterocyclic ring containing
one nitrogen atom and one oxygen atom or one nitrogen atom and one sulphur atom; stands for a 5-
or 6-membered heterocyclic Ping 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 



30a group of the general foimula (a), - wherein R6_ and R2 independently stands for hydrogen atom.
C3-6 cycloallLyl group, beau} group, or a straight or branched Ci_4 alkyl group-, OF a group of the
general formula (h), -wherein R8 and R9 independently stand for straight or branched C1_4ailcyl
group;  WO 2008R49168PCT/11112008/000063  means oxygen atom, or _NRJ2, group- where R12
stands for hydrogen.atom, straight or branched C1,4 aikyl croup, C3,6 cycloaricyl group, benzyl group,
Cr CT-I2 -acetylgroup, -0illb-Cfig-li-Crio CH3 group or acetyl group; 5NArmeans nitrogen atom or
-CH-mono: is a value of 2; ois a. value of 2;  is a value of zero or value of zero or 1:
101isavalueofzero-; R5stands for a phenyl-, thienyle or fiiryi poop, optionally substituted with
methylenedioxy group, or with one or more, identical or different, straight or branched Cid alkyl group,
straight or branched C14 alkoxy group, hydroxyl group, trifluotomethyl group, cyan 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; R33stands for
cvano group; Xmeans -NH- group; 20nis a value of 1; - 



and their salts, solvates, V-oxides and isomers and the salts and solvates thereof. An even narrower
group of the compounds of the general formula (1.) is formed by those, - 14-therein R1stands for
hydrogen atom; R2stands for hydrogen atom; R3stands for a phenyl group, or a 6-membered
heterocyclic ring containing one nitrogen atom; 30 R.4stands for a. 6-membered heterocyclic ring
containing one nitrogen atom, or a group of the general formula (h), -wherein R8 and It stand for
methyl group;  means oxygen atom, or -NR12- group - where R12 stands for hydrogen atom, methyl
group, or acetyl group;  WO 2008/149168PC1711132008/0004163 18 means nitrogen atom; is El
value of 2; ais a value of 2; pis value of zero or 1; is a value of zero or 1; is a value of zero 



stands fix a phenyl group, optional', substituted with meth.oxy group, hydroxyl group, or halogen atom,
or a 5- or 6-membered heterocyclic rii, g aieg one rut roger:  0atom and one sulphur atom; RIstands for
cyano group; Xmeans -NH- group; iiis a value of 1; - and their salts, solvates; N-oxides and isomers
and the salts and solvates thereof 15 Representatives of the compounds of general formula (I) are e.g.
the following compounds 2-(3-pnethoxypheny1)-7-(moipholin-4-y1)-9-benzylamino-10-cyano-s azolo[l
5- alquinoline, 202-(4-methex-yohenyl)o holin-4-9-be ilamino-10-cyano-sstriazolo [1,5- ajquinoline,
2-(4-methoxypheny1)47-(12,6-trans-dy orphol in -4-y1)-9-benzyl amino-10-
cyano-s-triazoio[1,5-alquino]ine, 2-(pyridin-4-y1)-7-(4-methylpiperazin- -y1)-9-benzylcyano-s-
25tiazolo[1,5-a]dnino.1ine,  2-(4-methoxypheny1)-7-(4-methylpipera2in-1-y1)-9-beno 0-cyano-s-
triazolo[1,5-a]quinoline, 2-(3-methoxyphenyI)-7-(4-methylpiperazin-1 syl)- b nUno-10-cyano-s- 



triazolo[1,5-a3quinoline, 302-(3-hydroxypheny1)-7-(4-methy1piperazin-
-y1)-9-benzylarnino-10-cycno-s- triazolo[1,5-]quinoline, 243 -methoxpheny1)-7-(4-acerylpiperazin- I
-y1)-9-benzylamino-10-cyanci-s- triazolo [1,5- a] quinoline  WO 2008/149168PCT/I1 U 2008/000063
2-Pwrieti 2-phenylsloCr 19 ainti-10-eianchsstriazolo[ ls :hZViR plum-10-cyassiazoloFainoth e
2-plienyl-7-(4-methylhiperazin-1e .glarnino)-10--yano-s- triazolo[1,5-allquinoline,
2(3-m.elhoxypheny0-7-(p5ri3-34)-9-(4--pyridylm Rylaminc)-10-cyanoss- triazoloil,5-alquinoline, and
their salts, solvates"Nsoxides arid isomers and the salts and. solvates thereof. 10Representatives of
the salts ofcompounds of general fon-.ula (I) are e.g. the following compounds:
2-(3-methoxyphenyl)-7-(morph-y13-9-beiin I 0-cyano-s-triazolo [1,5- alquinoline hydrochloride,
2-(4-methoxypheny1)-7-(morpholit,-4-y0-9-benzylamino-10-cyano-s-triazolo [1,5- 



aiquinoline hydrochloride, 2-(4-meihoxyphenyl)-7-(2,6-dimethylmorph in-4-y1).-9-henz,ylamino- I 0-c y
ano-s- triazolo [ Iq uinoline hydro gensulfar e, 2-(pyridin-4-yI)-7-(4-methylpiperazi I
-y1)-9-henzylanzino- I 0-cyan.o-s- iazolo [1,5 -a] quinoline maleate,
20244-methoxypheny1)-7-(4-inethylMberazir, I -y13-9-henzylamino- I 0-cy an ois- triazolo [1,5-a]m ii
noline-hernifurn arate monohydrate, 2-(3-methoxypheny1)-7-(4-Inethylp1perazin-1
-yI)-9-benzyo-10-eyano-s- triazolo 1 ,5-Mquinoline-hemitamarate hemihydrate,
2-(3-hydroxypheny1)-7-(4-methylpiperazin- Ienzyiarnino- I 0-cyano-s- 25triazolo[1,5-a]quinoline
hydrochloride, 2-(3-Methoxypheny1)-7-(4-acetylpiperazin- I -34)-9-b enzylamino-1 triazoloquinoline
hydrogensulfate,  2-(3-metlicxyphenyl)-7-(piperazih-1-y1)-9-benzylamino-10-cyano-s-triazolo [1 "5-
cminoline maleate" 30- 2-Pheny1-7-(pyridin-3-y1)-9-benzylam1n0-10-cyano-s-friazolo[1,5-dlquinoline
hydrogensulfate, 2-phenyl-7-(4-rnethylpiperazin-l-y1)-9-(2-pyridylmerhylamino)- I 0-cyano-s- triazolo
[1,5-a] quinoline hydrochloride,  WO 2008/J49168PCl/11U2008/000063 20 thoxypheny1)-
1334)-9-(4-pyndylinethylamino)- 0-cyano-s- tiazolthl ,5-atquinoline hydrae sulfate. 



According to another of its aspects, the present invention also relates to pharmaceutical compositions
containing as active principles the compounds of the general formula (I) or then isomers; salts and
solvates; which are preferably oral compositions, but inflatable, parenteral and nansdennal
formulations are also subjects of the invention. The above pharma.c,eutical compositions may be
solids or liquids, such as tablets, pellets, capsules.. patches, solutions, suspensions or emulsions..
The solid compositions, firth of all tablets and capsules are the preferred pharmaceutical forms.
The above pharmaceutical, compositions are prepared by applying pharmaceutical excipients
commonly used in the pharmaceutical industry and by usual technological operations.         The
compounds of the general formula (i) according to the present invention can. be 15used for the
treatment of pathologies, where As receptor plays a role in the development of the disease.       The
compounds which have a selective effect on the A3 receptor may be useful in the treatment anchor
prevention of disfun.ctions of the heart (Y. Quo el al., J Mol CeO Cardiol. 2001,33:825-30, R.C. Black
at al. Cite Res, 2002, 91:165-72.), eye, the kidney (FIT. Lee at al. Am 3 Physiol Regal Integr Comp
Physiol. 2006, 291:R959-69); the respiratory system, joints (L. Math T Rheumatol 2007,34120-6) the
gastrointestinal tract (L. Antonioli at al. Inflamm Bowel Dis. 2007 Nov 16, L. Rybacz-yk et al.
Gastroenterology 2067;132(Suppl 2):A-246) and the central nervous system ( 0.3 Chen at ai. J
Neurosci Res. 2006, 84:1848-55). They inhibit the demianulation of the mast cells, inhibit the 25
production of the cytokines, decrease the inner pressure in the eyes, the liberation of TN1Fcc, hinder
the litigation and activation of the eozinoill and neutrefil granulocytes, and of other inflammation cells,
inhibit the constriction of the airway smooth muscles and hinder infiltration of the blood plasma through
the blood-vessel. By inhibiting the adenosine A3 receptor, pathologies which are related, to increased
mucin production (e.2... 30 asthma and COPD), can he healed.       Mast cells play a key role in the
pathomechanism of not only allergy, asthma. but Irritable Bowel Syndrome (IBS) too. Mast cells
translate the stress signals that has been transmitted through brain gut axis into release of
proinflamrcatory mediators that can cause stimulation of nerve endings that could affect afferent nerve
terminals and change their  WO 2008/149168PCT/HU2008/000063 21 perception, affect: intesul ai
motil.ity, increase intestinal perpermeability and, in susceptible individuals, modulate the inflammation
(World J Gastroenterol" 2007, 22:3027-30). A subset of patients MS have: an increased number or
mast cells iu the coicmic mucosa (Gat 2008, 57:468-473). Moreover, activated mast cells in proximity
to colonic meanies correlate with abdominal pain and visceral hypersensitivity in patients with diarrhea
in IBS (Gastroenterology 2004, 126:693-702, J Gastrocriter,o1 1-Tepatel 2006, 21(1 Pt 1):71-8..). Mast
cells are under the both paxacrine and autordine regulation of adenosin.e partly throung mast cell
adenosine All receptor.           Based on the above effects, adenosine As receptor antagonists ma.y
10therapeutically useful as antiasthmatic, antlischeinic, antidepressant  tirheumatic, aintiglaucoraic,
andinilanmiatory in inflammatory and irritable bowel diseases, antiCOPD, kidney function protective,
tumor preventing, antiparkinson and cognitive function stimulating medicaments. They may also be
useful in the treatment or prevention of the following diseases: injury of the heart muscle during
reperfusion, acute respiratory distress syndrome (ARDS), chronic obstructive pulmonary disease
(COPD) - including chronic bronchitis, pulmonary emphysema. or difficult breathing allergic reactions
(e.g. rhinitis, poison ivy-induced responses, nettle-rush, scierodemia, arthritis), other autoiramune
diseases, inflammatory bowel diseases (181)) - including Crolm disease and ulcerative colitis-, irritable
bowel syndrome (IBS), Addison disease, psoriasis, diseases 20 of the joints, hypertonia, abnormal
neurological functions, glaucoma and diabetes (19aunyn-Schiniedberg's Arch. Pharmacol. 362:382,
2000; TiPS 21:456, 2000, Am. J. Resp.Cell Mel. Biol. 35: 549; 2006).       The compounds of the
present invention can favourably be used in the treatment of distinctions like asthma (Clin. Exp. Allergy
32:824, 2002; I. Allergy. Qin Immune, Z...) 114:737; 2004), COPD (Am. J. Respir. Crit. Care Med.,
173:398, 2006), ARDS, glaucoma. (Investigative Ophthalmology & Visual Science, Vol. 46, 2005,),
tumor, IBD, IBS (World 3. Gastroenterol. 2007, 22:3027-30.), allergic and inflammatory pain (Pain
121:105, 2006), rheumatoid arthritis (J. Rheumatol. 34:20-6; 2007), ischemia; hypoxia, arrhythmia of
the heart; diseases of the kidney and mood diseases (JPET Fast Forward. Published on April
3025,2007 as DOL10.1124/jpet 107.121665).       According to another of its aspects, the present
invention relates to the use of the compounds of the general formula (I) in the treatment of the above
pathologies. Suggested daily dose is 1-100 mg active ingedient depending on the nature and
severeness of the disease and on sex, weight etc. of the patient.  WO
2008/119168PCT/HU20(18/000063 



r(XI), (XII), (77G.V) and (XV). 5A part of the intermediates of the general formulae (II), (III), (V), (VI),
(IX), (X), ), (XII), (XIV) and (KV) used in the process according to the invention is novel, Process A) of
our invention Is outlined in reactIon scher         According to Process A) of our invention for the
preparation of the compounds of the 10general formula (I) - wherein RJ, R2, R3, R7, R R', X and n
have the meanings as given above- a Iamino-azinium salt of the general formula (II)  (II) -wherein RI,
R2, It.3, R7, Rl3, X and n have the meanings given above and Ts0 means p-toluene-sulfonate anion -
is reacted with a compound of the general formula (TV), 0 y (Iv) wherein -the meaning of R5 is as
given above and Y stands for hydrogen atom, halogen atom or Cit4 alkoxy group- preferably with the
appropriate acid chlorides or esters (DAV, Robertson, J. Med. Chem., 28, 717, 1985) and if desired,
the substituents of the compound 2.0 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 frarisformed into the racemic compound, and if desired the
structural isomers are separated. SUBSTITUTE SHEET (RULE 26)  WO
2008/149168PCDHU2008/000063 23  Aldehydes can also be used for the ring closure. As cyclising
agent, preferably trierhylamine dimethylformamide can be applied,but other agents of that type, known
from the organic chemistry can also be used. The cyclisation can he performed in a wide range of
temperature, preferabiy between 20 8C- 150 'C. 



Process B) of our invention is outlined M reaction scheme 2 (Figure 2).       According to our invention
for the preparation of the compounds of the general formula (I) -where R4means r.yi ,thienyl 01 furyl.
group substituted with methyienedioxy group or with one or more, ide or different, straight or branched
Cloi alkyl group, straight or branched Cb4 albeit's/ 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 Cdi alkyl group, straight or branched C1.4 alkoxy group, or halogen atom, or       a
group of the general foimula (b), -where if the value of t is 1, then W means nitrogen atom or
-CH-group, or if the value of t is 0, then W means -Cli-group, 20and the meanings of Z, m, o, p, r, R8
and R9 are as defined above-, and the meanings of RI, R2, R3, R5, R13, X and n, are as defined
above-, in process B/1) the triazole derivative of the general formula (V), R3 (CR1R2)" X R13 N N \R 5
-where E stands for halogen atom or trifluoromethanesulfonyi group, and the meanings of R2,B5,
R.13, X and n are as defined above-, and a compound of the general formula (VII),  WO
20081H9168PCTMU2008/000063 24 4B(OH)2 (Vll) 



where the meaning of Pi is as defined above for process B)- are reacted under the conditions of the
Suzuki reaction (A, Kotschy, Ci. Tinian,: Heterocycles from Transition Metal Catalysis, Springer, 2005),
or in process B/2) a trialkykinstriazok: derivativea formula @PO, ,C RJR' (R94)   (VI) -where RI' stands
for a straight or branched C[21 alkyl group and the meanings of RI, R2, R3 R5 RI3, X and n are as
defined above-, and compound of the general formula (VIII), R4-E 10- where E stands for halogen
atom or trifluoromethanesulfonyl group and the meaning of R.4 is as defined above for process B)- are
reacted under the conditions of the a Stille reaction (A. Kotschy, Ci Timari,: 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 (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 racemie compound, and if desired the structural isomers are separated.
20Process 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 (I) - where the meanings Of
RI, R2, R3, R4, Rs, R13, X and n are as defined above- a triazole derivative of the general formula
(XII), SUBSTITUTE SHEET (RULE 26)  WO 2008/149168PCT/HU2008/000063 25  - where the
meanings of R R5 and R13 are as defined above and a compound of the general forum a (XIII),
cR1R2),), XH - where the meanings of X, R1, R2 and R3 and n are as defined above - are reacted by
a method known per Sc (Nan Zhang" Bioorg. and Med. 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 unnsformed into its
salt, solvate, N-oxide or liberated from its salt, solvate, andior is resolved into its optically active
isomer, or the optically acve 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 15general formula (I) - where the
meanings of RI, R2, Rs, Ri, R5, -13,                                                                    Y._ X and n are as
defined above- we can also use a compound of the general formula (XV), (ORT2),  (XV)  WO
2008/149168PCT/HU2008/000063 26 - where the meanings ofRtr,,Th5, K R13 and n are s defined
above and Ts0-  means n-toluenest mate anion - is eye:fined in the presence of an organic or
inorganic base" preferably triethylamine or pyridine, and if desired, the substituents of the compound of
the general formula (I) are transformed into each other by method known per se, and/or the resulting
compound of the general fommia (I) is -transformed into its salt, solvate. N-oxide or liberated from its
salt, solvate, and/or is resolved into its optically a.ctive isomer, or the optically active isomer is
transformed into the racemic compound, and if desired the structural isomers are separated.        The
starting materials used in the above processes and their preparations are demonstrated as follows.
The compounds of the general formula (II) - Ra (pRiR2),"            N NH2 TsCD: "2 (II) where the
meanings of R1, R2, R3, R4, R13 and n are as defined above and Ts0- 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 I (Figure I), from a compound of the
general formula  WO 2008/119168PCT/HU2008/000063  27 4 Rdd dds, 11  -where the meanings of X.
R anaination reaction known in the organic chemis  as defined above- by the Glover, R.T. Rowbotto
Chem. Soc. Perkin Trans I.. 376; 1976; 0. Timri, Gy. Hajos, S. Biitori and A, Messmer, Chem. Beni
125, 929, 1992). As for N-animation agent preferably 0-tosyl-hydroxylamine (TSH) is applied, but other
compounds known as N-amination agents can also be used.         The compounds of the general
formula (m) are partly known from the patent application of publication number WO 2005/009969 or
they can be prepared by analogy 0with the method described therein. Those compounds of the
general formula (III), - where stands for a phenyl-, benzyl-, thienyl-, or furyl group, substituted with
methylenedioxy oup, or one or more, identical or different, straight or branched 



15C[_4 alkyl group, straight or branched C1_4 allcoxy group, hydroxyl group, trifluoromethyl group,
cyan 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 20more, identical or
different, straight or branched C1_4 alkyl group straight or branched C1_4 alkoxy group, or halogen
atom, or a group of the general formula (b), -where      if the value of t is 1., then W stands for nitrogen
atom or -CH-group; or if the value of t is 0, W stands for -CH-group, and the meanings of Z, m, o, p, r,
R8 and 25R9 are as defined above-, and the meanings of k', R2, R3, R5, Rb, X and n are as defined
above -  WO 2008/149168PCT/H11:2008/000063 28 cnn be prepared analogously to the process
version / halogenorantoquinolime derma-Otte blown from pate analogues, as starting material..
aeration by ust. on WO 02/096879 o     



(V)     - where E stands for halogen atom and the meanings of RI, R2, R3, R5, R13, X and n are as
defined above are partly known from international patent application of publication number WO
03/053968 or can be prepared by analogy with the method described therein. 10  Those compounds of
the general formula (V), - where E stands for trifluoromethanesulfonyl group and the meanings of 12.',
R2, R3, R5, R333, 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
15(G. Timari, T. Sods, Gy. Halos, A. Messmer, J. Noose and J. Molnar, Bioorg. Med. Chem. Lett,
2831, 1996). The compounds of the general formula (VI),   WO 2008149168PCT/H112008/000063
29 - wherestands for sfraight or branch(group and the meanings of R1, R.2, R.3, R. RD X and n are as
defined above, are new compounds. The intermediates of the ftm can be prepared by several known
methods, e.g. according to reaction scheme 2 (Figure 2), from a compound of the general formula.
(VIprocesses known in the organic chemistry (A. Kotsch.y, G. Timari,: Heterocycles mei Transition
Metal Catalysis, Springer, 2005, WO 2006/051341). To build the trialkylstarmate group, preferably
heziarnethyldistannate is used.    10(XII) - where the meanings of R4i R5 and RH are as defined
above- are new compounds. The compounds of the general formula (XII) - where the meanings of R4,
R5 and RH are as defined above - can be prepared from a compound of the general formula (XI), OH 



4 R.G."53-AzyGT,..mso", (XI)   where the meanings of R4. R5 and RD are as defined above - by
methods known per se (Di. 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 B4, R5
and R13 are as defined above - are new compounds. For their preparation a 1,2-diaminot azinium salt
of the general formula (X), SUBSTITUTE SHEET (RULE 25)  WO 2008/149168PCT/HU2008/000063
30 OH  (X) - where the meanings of R4 and RI3 are as defined above arid Ts04 stands for
ptoluenesulfonate anion -- are reacted with a compound of the general formula (TV)., R5 (IV) - where
the meanings of R5 is as defined above and Y stands for hydrogen atom, halogen atom or a C1.4
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
h-iethylamine in dimethylformamide is applied, but 10 other agents of the type, known from the organic
chemistry can also be used. The eyelisation can be performed in a wide range of temperature,
preferably between 20 C150 'C.       The compounds of the general formula (X) -where the meanings
of R4 and 1?).53 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 (IX),
OH 4R 13 



R NH2 (IX) - where the meanings of R4 and R13 are as defined above A by the N-arnination reaction
70 known in the organic chemistry ( EL. Glover, R.T. Rowborron, J. Chem. Soc. Perkin Trans d, 376,
1976, 0. Timer:, Gy, Hajes, S. Baton and A. Messmer, Chem, Ber., 125, 929, 1992). As for
N-amination agent preferably 0-tosyl-laydroicy1amine (TSH) is applied, but other compounds lcnown
as N-amination agents can also be used.  31 The compounds of the general formula (TX) are partly
known from internafional patent application of publication numhej WO 2005/009969 or can be
prepared bylogty with the method described in international patent application of publication number
WO, 2005/0099695 starting from the 2-nitrobenzoin acid containing the a.ppronna R4 substituent: in.
position-5 The compounds of the general formula X9V), (XV) - where X, RI, R2, R3, f44, R5. P.j3 and
n have the meanings as defmed above and TsCY means u-toluenesulfonate anion - are new
compounds. The intermediates of the general 10formula (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),  Ra (CR1R2)n    N NH 



(XIV) - where the meanings of X, RI, R2, R3, R4, R5, R13 and n are as defined above -, by the N-
amination reaction known in the organic chemistry ( E.E. Glover, R.T. Rowbotion, J. 15 Chem. Soc.
Perkin Trans I., 376, 1976, G. Timari, Cry. Halos, S. Barad and A. Messmer, Chem. Ben, 125, 929,
1992). As N-amination agent preferably 04osyl-hydroxylamine (TSI-1) is applied, but other compounds
known as N-amination agents can also be used.  WO 2008/149168PCT/F112008/000063 33 The
compounds of the general formula (X1EV) are partly knoalien& patent application of publication
number WC 2005/009969 or oar, heed by analogy with the met000. described in patent application of
publication number WI.2005/009969, from the compounds of the, general formula General procedure
for preparation of N-oxides:      The approporiate auntie was dissolved in chloroform and excess of
mCPBA. was added in portion, After stirring at room temperature for 5 hours the on. mixture was
extracted with 10% sodiumcarbonate solution and the organic layer was evaporated. The 10solid
residue was purified by chromathography to give the desired Nmxides. General procedure for
preparation of the salts:      To the solution of appropriate base, dissolved in tetrahydrofurane, an
ethane lic solution of 12 equvalent of acid (hydrochloric acid, sulphuric acid, fumaric acid, maleic acid)
was added and stirred at room temperature. The resulting precipitate was filtered off and washed with
cold ethanol give the desired salts. The compounds according to the invention of the general
formulaeory,    (V), (VI), (DC), (X), (XI); (Xii), (XIV) and pcv), their preparation, and the biological
20activity of the compounds of the general foinaila (1) are demonstrated in the examples below,
without limiting the claims to the examples. Examples 25 Example 1 



2-(3-metoxyphenv1)-7-(morpholin-4-v1)-9-benzvlaraino-10 ano-s-mazoloi 1 5  in the general formula
(I) RI and R2 stands for hydrogen atom, R3 stands for phenyl group, 30 R5 stands for
3-methoxyphenyl group, R4 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 r, p and t is 0. Ru stands for cyano group, X stands for NH
group and the value of n is 1.  WO 2008/149168PCl/HP2008/000063 33 a.)
1.2-diarninryan.o-4-bermylli.amino-6-(morphotosylate:  solution of 3 g.
2aroino..3cys.r.o..4henyi.amino-&morpholl_n.OqumOhne in 20 ml fompanicle, 2.2. g of
Ostosylhydroxylannme dissolved. int 25 mi. dicta oroniethane is     added dropwise at 20C1 in 15
minutes After 5 hours of stirring the. precipitated crystalline 5material is filtered off. After drying 3.8 g of
the title compound is obtained (Ivili2:376). b.) 2-(3-rnethoxvonenv11-7-(momholin-4-Y1)-9-15e1
lamino-10-c  ano-s-triazolo[1.5- alquinoline: iamino-S-cfrane -benthy-6-(rnorpholin-11-yEquinolimmth
tosylate is dissolved in 50 mi ethanol andhe solution are added. 12 ail of i moUlitei concentration 10
sodium ethylate in ethanol solution and 2 g of 3dmethoxybenzaidehyde. The reaction. mixture is
heated at reflux temperature for 4 hours. The precipitated crystalline material is filtered off and
recrystallized from ditnethylformamide After drying 1.8 g of the title compound is obtained (MEE di-91).
(DMSO-do), h.,ppm: 8.68 Cor,1H); 8.23(M111), 7.79-7.64(m,41-1); 7.43- 7.05(in,7H); 5.15(d.21-1).,
3.84(5,3if); 3.80-3.78(rn,4H); 3.32-3.30(m,411). Example 1.2.
2-(3-methox-vnherly1)-7-(morpholin-31-y1)-9-benzviamin 0- ano- iazolo  alquinoline hydrochloride
20To the solution of 0.4 g 2-(3-methoxypheny1)-7-(morp'nolin- i-y1)-9-benzylainino-10-
cyano-s-tiazolo[1,5-a]duinoline in 30 ml ethyl acetate, 5 ml of 4 mai/liter concentration hydrogen
chloride in ether solution is added. The precipitated crystalline material is filtered off. After drying 0.42
g of the title compound is obtained (1?41-12:491). 1111-1\livER CD1\450-d), 5,ppm: 8.68 (bialH);
8.23(d,11-0; 7.82-7.64(m,4H); 7.43- 



257.05(m,7115); 5.15(d.2H); 3.84(s"3hi); 3.82-3.78(m,41-11); 3.43-3.30(m,4H) Example 2.
2-(4-methoxyphenv1)-7-(morpho n-li-y1)-9-benzylamino-10 ano-s-triazoloiltSalquinoline  30 In the
general fotula (I) R' and R2 stand for hydrogen atom, R3 stands for phenyl group, I35 stands for
4-mettioxyphenyl group, Ell means group (b), where 71( stands for nitrogen atom, Z stands for oxygen
atom, the value of m and o is 2, the value of r, p and. t is 0, R.211 stands for cyan group, X stands for
NH group and the value of n is 1.  WO 2008/119168PCT/III:2008/000063
rsohenv11-7-(mop1ioliniazotoF1,5-. To the solution of 3.5 g,2 -dianfin o-3 cyano -4-banzylanino -6-(m
Thal. yllquinohnium tosylate in 50 ml ethanol, described it Example 1., 12 ml of 1 moiniter
concentration sodium ethylate in ethanol solution and 2 g of 4-methoxyben7alde.hyde are added. The
reaction mixture is heated at: reflux temperature for 4 hours. The precipitated crystalline material, is
filtered off and recrystallized from dimethylfonriarnid.e drying, 1..65 g of the title compound is obtained
(184.H9.491). 10(DIMISO-d6). 6,ppra: 8.72 (hr,11-I); 6.23(d,1H); 7.79-7.64(m,4131); 7.43 7.05 (m,7H);
5.13 (d.2H) 3.94(s,3H); 3 80-3 .78(na,4H), 3.32 -3 .30(m4H) Example 2.2. 2-(4-metho
xyphenvi)-(7-(morpho4-vI)-9-benzylaut no-10-cya_no-s-tiazolo ( I ...5- 15alquinoline hydrochloride
Title compound is prepared by the general method disclosed above by adding a solution of
hydrochloric acid to the compound prepared according to Example 2. 'H-NMR (TilviSO-d5), 6,ppm:
8.81 (br,11-171; 8.33(d,1H); 7.82-7.64(m,41-1); 7.43- 7.05(a4.71-1); 5.15(d.2H); 3.96(s,311);
3.80-3.78(m,41-1); 3 36-3.32(m,41-1) Example 3. 2 zl-methox phenvl7-(2.6-dimethvimo
holin-4-y1)-9-henzylamino-10-cvano-striazolo f 1,5-al quino tine  



25In the general formula (I) RI and R.9 stand for hydrogen atom, R3 stands for phenyl group, R5
stands for 4-methoxyphenyl group, R.4 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 r and p is I, R8 and R9 stand for methyl group,
the value of t is 0, 11I3 stands for cyan group, X stands for 18TI-1 group and the value of n is 1. 30 a.)
2-Nitro-5-(2,6-dimethylmornholin-4-yl)benzoi0 acid:     The mixture of 5 g 2-nitro-5-chlorobenzoic acid
and 15 ml 2,6-dirriethylmorpholine 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  WO 2008/149168PC17E1132008/000063 the mixture is set to 6 with acetic acid.
The precipitated material is filtered off, washed with water and dried" to obtain 45 g of the tine
compound (lgillill1:281).     b.) 2-Arrano-542,6-dimethvithorgholins4-- enzoic acidi The mixture of 6 g
2-nitro-5-(2,6-dimetbylmorpholin -slyyl)benzoic. a.cid, 15 mil cyclohexene and 3 g Pd/C (10%) is
heated under reflux for 6 hours. The hot reaction mixture is -filtered through a elite pad. After
evaporation of the filtrate. 4.8 g title product is obtained (IVilliTh 251). c.)
5-(25-dirrietimdmorriholim-4-)8'satoic anhydride: To the mixture of 8.9 g of
2_ancino-5-(2,6-dimethylmorpholin-4mode acid in 60 r 1.0 of clioxime, ;rider sti d external cold water
cooling 10 ad of diphosgene is added dropwise. The mixture is heated under reflux conditions for 4
hours. From the cold reaction mixture the solid material is filtered off, washed with 50 rid of ether. The
product is stirred for 5 minutes in the mixture of 50 ml of methanol and 5 ml of triethylarnine" then
filtered off and washed with 30 ml of methanol. After drying 7 g of the title product is obtained (1\41-1,:
277).     d.) 2-Amino-3-cyano-4-hydroxy-6-(2i6-101the: 4 g of malonitrile is dissolved in 50 nil of
dimethylformamicle. To the solution, in several portions, 2.4 g of 60% sodium hydride in oily dispersion
are added. To the clear solution 8 g of 5-(2,6-dimethylmorpholim-4-yl)isatoic anhydride is added and
the mixture is stirred at 20 room temperature for 10 hours. The reaction mixture is diluted with 70 ml of
water and extracted with 2 X 30 ml of ethyl acetate. The aqueous phase is evaporated in vacuum, the
solid residue is dissolved in 20 ml of water, and the pH is set to 6. The precipitated material. is filtered
off, washed with water. After drying 6.5 g of the title compound is obtained. (141-r: 299) 25e.)
2-.426-iino-3-cyanos4schloro-6-(2,6-dirnethyhmorpholins4-ylleminolin  The mixture of 1.7 g of
2-amino-3-cyano-4-hydroxy-6-(2,6-dimethylniorpholin-4- yl)quinoline and 3.4 ml of phosphors,' chloride
is stirred at 120 C for 4 hours. 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 30of the title compound is obtained (1911-14: 317). f.)
2-Amino-3-cvano-4-benzvlamino-6-(2.6-dithethylmorpholin-4-vi)quinoline:  3 g of
2-amino-3-eyimo-4-ehloro-642,6-dindethylmothholin-4-yl)quinol1ne and 6 ml of benaggiannrie are
stirred at 125 C for 3 hours. The reaction mixture is poured onto 30 ml of  



WO 2008/149168PCT/HC2008/000063 36 water The precipitated material is filtered off, washed with
20 ml of water. After ompound is obtained (MT g.)  tosviate: To the solution of 3.2 g of 2-amino-3-
wano-4-benrylarnino-6-(236-dimethylmorpholin-4- yequinoline in 20 ml dimethylformarnide, 2.2 g of
0-tosylinydroxylarnine in 25 ml diehloromethane is dropped at 20C in 15 minutes. After_ 5 hours of
stirring the precipitated crystalline material is filtered off. After 14 g of the title conapound is obtained
10hi) 2-(4-metthoxyphenvb-7(2.,610-cv triazolor1,5-alcminolinie: 3.5 g of
1,2-diamino-3-cyano-4-benzylamino-6-(2,6-dimethylrnorpn-4-y11quinolinium tosylate is dissolved in 50
ml ethanol arid to this solution 12 ml of I mo111 concentration sodium ethylate in ethanol solution and
2 g of 4-methoxybenzaldehyde are added The 15 reaction mixture is heated at relax temperature for 4
hours. The precipitated crystalline material is filtered off and recrystallized from dimethylforrnamide.
After drying 1.85 a of the title compound is obtained :518).         (DMSO-d6), Eippm. 8.70 (br,1.131);
8.26(d,1H.); 7.89-7.64(m4H); 7.437.15(m,71-f); 5.16(d.2H); 3.90(s,31-1); 3.77-3.74(m,4H); 2.4
ii-2.38(na,21-); 1 2(4,61-1) 20 Example 3.2
2-(4-methoxyphenel)-7-(2,6-dimethelmorpholin.-4-v1)-9-benzelamino-10-cyano-striazolofi,5-alauinoline
hydrogensuLfate:     Tine compoond is prepared by the general method disclosed above by adding a
solution of 25 sulphuric acid to the compound prepared according to Example 3. -1H-NMR
(DMS0-(15), 8,ppm: 8.70 (bml.H); 8.42(d,1H); 7.91-7.64(m,411); 7.53- 7.25(na,71-1); 5.26(12H);
3.92(s,3I1); 3.97-3.76(m,4I-1); 2.51-2.48(m,211); 1.25(d,61-1) Example 4.
302-(11vridni-4-v1)-7-(4-methelpiperazin-1)-9-benzel amino- I 0-cvano-s-ftiazo lo r1.5-  alquinoline  



In the general formula (I) R1 and R2 stand for hydrogen atom, R3 stands for phenyl group, R5 stands
for pyridin-4-y1 group, R4 means group (b) where W stands for nitrogen atom, Z stands for
-NR12-group -where R.22 means methyl group-, the value of m and o is 2, the  WO
2008/149168PCT/EI U2008/000063                                   37 value oft, p an.d t isO, it banns for cd,cp,
X stands for NH group and the value of an 1,2-diarnino-3   maztvlardino-644-ansino-4-rnethvl e
5vflquinoliniurn ditosviate. To the solution of 3.7 g of
2-amino-3-cyano-4-benzylamino-6(4-methy1piperamn- - yl)quinoline in 20 nil dimethylformaml dm 4,4
g of O-tosylhydroxylamine in 50 nil dichkrornethane is added dropwise at 20C1 in 5 minutes. After 5
hours of stirring the toted crystalline material is filtered off. After drying 1.3 g of the title compound is 10
obtained. (MET, 404). 



b.) 2-(pyridita -4 ry1T7-(4-mettivlpio azinc ..v}')-9-belarrilno-10-cvartoestlanazo loi I "5-. alatanoline: 3.2
g of 1,2-diamino-3-cyano-4-benzylaraino-6-(4-amino-4-methylpiperazin-4-inin-lyilquinolinium ditosylate
is dissolved in 50 ml ethanol and to this solution 20 ml of 1 mill/liter concentration sodium ethylate in
ethanol solution and 2.1 g of pyridin44- carbaldehyde are added. The reaction mixture is heated at
reflux temperature for 4 hours. The precipitated crystalline material is filtered off and recrystallized
from dimethylformaraide. After drying 1.15 g of the title compound is obtained (NTT 74). 111-1CMR
(D1VISO-d6), edipm: 8.77 (br,1I-1); 8.23(d, I HI); 8.12-7,64(m,61-1); 7.43- 207.05(rr251-1); 5.13(d.2H);
3.86(sc3H); 3.46-3.34(2,4H): 2.53-2.46(m,4H); 2.28(s,31-f). Example 4.2.  22_1( 'diprm_il_y_H-4- D-7-
4-m.etlivini )erazin-1--)1)-9-benrylamino-10-cvano-s-triazeloil."5- alauinoline maleate: 25 Title
compound is prepared by the general method disclosed above by adding a solution of maleic acid to
the compound prepared according to Example 4. (D/vISO-d6), 6,ppm. 8.78 (brill); 8.24(d,11-1);
8.12-7.64(m,611); 7.43- 7.05(na,511); 6.3(s,2H); 5.15(d.2H); 3.86(s.,3H); 3.46-3.34(m,4H);
2.51-2.46(m,4FI); 2.31(5,31-1). 30 Example 5. 2-(4-inethm hen  -7-(4-methviraperazin-l-y1)-9-benzv
lam o- I 0-cyano-s-triazoto 11,5- aleuinollne   WO 2008/119168PCUHU2008/00063 38 general formula
(I) RI and R2 stand for hydrogen atom, PX stands for phenyl. group,    sr mdetboxyphenyl. group, 114
means group (b) where W stands for nitrogen atom, Z stands for --IN7R2-mdcup -where R11 uean.s
methyl macup-, the value of m and. o is 2, the value of r, p and t is 0, Pil3 stands for cyano group. X.
stands for NH group and the 5value of n is 1. a.) 2-(4-methorgolienvl )-7-(4-methylpirerazin- l
-s1)-9-ben lamino-1 0-cvano-striazole 11 Zhalcunnoline: 



3.2 g of 1,2-diamino-3-cyano4-ic-644daetitylpiperazus-4-  10 yl)csuin.olinium dhosylate, prepared
according to Example 4, is dissolved in 50 ml ethanol, and to this sciunon 20 ml of I mohliter
concentration sodium ethylate in. ethanol solution and 2 g of 4-methoxybenzalciehyde are added. The
reaction mixture is heated at reflux temperature for 4 hours. The precipitated crystalline material is
filtered off and recrystallized from dimethylfoiniamide. After drying, 1.1 g of the title compound is
obtained OVISEFC504). 11-1-1\TMR.Grimso-cio, 8,pprn: 8.65 (bi.,1b1);7.77-7.64(m,4H); 7.43-
7.05(m,71-I); 5.12(d.2Fi); 3.81(s,31-I); 3.36-334(mi4-1); 2.53-2.49(m,41-1); 2.26(s,3H). Example 5.2.
202- 4-1-1_(il_ehox henvI-7-(4-merlml eranbelamino-1D-cvano-s-th olcaz I:1.5-
quinoline-hemifumarate monohvdrate:  Title compound is prepared by the general method disclosed,
above by adding a solution of fumaric acid to the compound prepared according to Examph 5.
(DIvISO-d61, &ppm: 8.68 (ar,11:1); 8.23(d,1H); 7.81-7.64(m,41-1); 7.53- 7.05(m,7E1); 6.75 (s,lri.);
5.14(d,2F1); 3.84(s,311); 3 .36-3.34(m,411); 2.53-2.49(m,41-11); 2:33(s,31-15). Example 6.     2 -(3
-metboxyphenv1)-7- 4-methvbniperazin- -v11-9-benzvlantino- 1 0-cvane-s-triazo or 1.5- 30aleuinolin.e
In the general formula (1) RI and R2 stand for hydrogen atom, R3 stands for phenyl group, R5 stands
for 3-inethoxyphenyl group, R4 means group (b) where W stands for nitrogen atom, Z stands for
-NR.12-group -where R12 means methyl. moup-, the value of m and c is  WO
2008/149168PCT/HU2008/(100063 39 2, the value of r, p and * is 0, R13.ds for cyano grcX stands for
NB group value of n is 1. 



a.) 243-meninx-gbh en-LB-74 4- hylpiperazinit -y13-9-benzvlanainco 1 0-CY 5triazolo[1,5-a1duinoline:
3.3 g of 1,2-diarriino-3-cyano-4-benzylamino-6-(4-amino-4-methylpiperazin-4-1 yEouinolinium
ditosylate, prepared according to Example 4., is dissolved in 50 ml ethanol, and to this solution 20 ml
of I mold concentration sodium ethylate in ethanol solution and 2.1 g of 3-methortybenzaidebyde are
added. The reaction mixture is heated at rflux. 10 temperature for 4 hours. The precipitated crystalline
material is filtered off and recrystallized from dimethyLforraamide. After dryina, 1.15 g of the title
compound is obtained (Ifft: 504). 1H-NMF, (HMS 0-d6), 6"ppm : 8.6 .br, I HI); 8.23 (d,11-1); 7.79-7 64
(m,4E1), 7.437.05(m.711); 5.12(d.211); 3.84(s,3E1); 3.36-3.34(m,41H 2.53-2.49(m,41-1); 2.26(s,3H).
15 Example 6.2 2-(3-methoxiimhenv1)-7-(4-methylpiperazinil
ay1)-9-benzailarEdino-10-evariorsatiazolo 1 5- alcminoline-lheraifunamate hemihydrate:     Title
compound is prepared by the general method disclosed above by adding a solution of 20 fumarie acid
to the compound prepared according to Example 6. 1E-I-NEAR (DIYES0-36), 6,ppm: 8.68 (bc,11-1);
8.23(d,11-1); 7.79-7.64(m4H); 7.43- 7.05(m,711); 6.75 Cajal; 5.12(d,2H); 3.84(s,3EE;
3.36-3.34(m,411); 2.53-2A9(m,4H); 2.3 1(5,3W. 25 Example 7. 2-(3-hydroxypheny1)-7(4-methylnioer
alcminoline 1)-9-benzarlamino-10-evano-s-1riazolo[1,5-  La the general formula (1) R and R2 stand for
Hydrogen atom, R3 stands for phenyl group, 30 R5 stands for 3-h.ydroxyphenyl group, R4 means
group (b) where W stands for niogert. atom, Z stands for -1811R12-group -where R12 means methyl
pimp-, the value of m and c is 2, the value of r, p and t is 0, Ru stands for cyano group, X stands for
NE group and the value of n is 1.  WO 2008/149168PCTIllitl2008/000063 40 a.) 2 -(3 -I) ydro xythenyli
-7 -(14-methre lp ip er azin I --y1)-9-be zurlaraino- 1 Oscyan oess tri azolo 1.5-al quinotirics  g of
l,2diamino 11 -cymos-4-benzeri a:Trine-6e (4-arnin.azin-4-ihrosis 



yl)quinolinium ditosylater prepared according to Example 4., is dissolved, in 50 ml ethanol, 5 and to
this solution 20 ml of 1 monter concentration sodium ethylate in ethanol. solution and 2 g of
3-hydroxybermaidehyde are added. The reaction mixture is heated at reflux temperature for 4 hours.
The precipitated crystalline material is filtered off and recrystallized from dimethylformamide. After
drying, 1.05 g of the title compound. is obtained (ivar: 490). 1136NIVIR (DM:SO-del, 8,pprni
9.61(8,1H); 8.68 (pr8.23(d,1H); 7.79-7.64(m,411); 7.43-7.05(m,7111); 5.12(d.2H); 3.36-3.34(m,41l1);
2.53-2.49(m,41-); 2.26(s,$1111). Example 7.2. 2(3-hydroxyhnenyl)-78(4-meth piper1)-9-benzylarnino
-colo  15alouinoline hydrochloride  Title compound is prepared by the general method disclosed above
by adding a solution of hydrochloric acid to the compound prepared according to Example 7. 1H-NIVIR
(DiNitS0-d5), 8,pprn: 9.61(s,IFI); 8.78 (br,II-1); 8.26(d,11-1); 7.81-7.64(m,4H); 7.48-7.05(m.71-1-); 5.1
6(d.2I-f); 3.46-3.34(m,4H); 2.55-2.49(mi4H); 2.36m,311). 20 Example 8 2-(3
-Methoximhenvi)-7-64-acetvloiperazin- 1 -v1)-9-benzylamino-1 0-cyano-s-triazolo f 1,5 - alquinoline  In
the general formula (11) R1 and R2 stand for hydrogen atom., R3 stands for phenyl. group, R5 stands
for 3-methoxyphenyi group, R4 means group (b) where ITV stands for nitrogen atom, Z stands for
-NR12-group -where R12 means acetyl group-, the value of m and o is 2, the value of r, p and t is 0,
R13 stands for cyano group, X stands for NH group and the value of n is 1. 30 a.)
2-Nitro-5-(pitderazin-l-yllbenzoic acid:  To the suspension of 50 g 2-nitro-5-chloroben7o 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  WO 2008/149168PCT/11U2008/000063 11 is then neutralized with conc.
hydrochlori.e acid and. the precipitated crystalline material is filtered off and dried, to obtain 62 g title
compound.(illyth 252) 



b.) 2-riiiro-5-(4-acetvitiperazinyl -vblityietigoici acid:  30 g 2ynitro-5-(pioarafiiroffyilhenzoic acid is added
to 250 ml anent) anhydride and the mixture is stirred at 100C for 1 hour, The reaction mixture is diluted
with 350 ml ice-water, the precipitated crystalline material is filtered off and dried to obtain 29 g title
compound (MIT: 294) c.) 2-animo-5-(4-acetylniperazin-1nzoic. acid: The mixture of 7 g
2-.nitro-5-(4-acetymiparaziniffyl)bertgoic 103 g PdIC (10%) is heated in 120 ml ethyl alcohol at reflux
temperature for 6 hours. The reaction mixture is filtered hot through a celit pad, the filtrate is
evaporated to obtain 46 4 g title compound C5(11-1+: 264) di 5-(4-aceryipiperazir-l-y)isatoic anhydride:
To the mixture of 18 g 2-amino-5-(4-acetylpiperazin-1-yl)benzo c acid and 60 ml dioxane, 15 10 ml
diphosgene is added dropwise under stifling and cold water cooling. The mixture is then heated at
reflux temperature for 2 hours, After cooling the solid material is filtered off, washed with 50 ml ether
and dried. 24 g of the title compound is obtained (MIT: 290). e.)
2-Amino-7-cyano-4-hydroxy-6-(4-acetylniperazin-1-vnauinoline:  4 g maionitrile is dissolved in 50 ml
dimethylfoliiamide and in several portions 2.4 g 20 sodium hydride 60% dispersion is added to it. To
the clear solution 8 2 acietylpiperazitay 1 -yl)isatoic anhydride is added and the mixture is stirred at
room temperature for 10 hours. The reaction mixture is diluted with 70 ml water and extracted with 2 x
30 ml ethyl acetate. The aqueous phase is evaporated to dryness at reduced pressure, the solid
residue is dissolved in 20 ml water and the pH is adjusted to 6 with 25acetic acid. The precipitated
material is filtered off and washed. with water. After drying 6.5 g of the title compound is obtained
(1\E-14: 31.2). f.) 2-Amino-3-cvario-4-chloro-6-(4-acetylpinerazin-1-vi)duinoline:  The mixture of 1.7 g
2-amino-3-cyano-4-hydroxy-6-(4-acetylpiperazin-l-yOqu1noline, 50 ml acetonitrile and 3.4 ml
phospiaoryl chloride is heated at reflux temperature for 4 hours. 30 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 (M1-12: 330),
WO 2008/149168PCT/B11:2008/000063 42 



5.) 2-Amino-13-cvano-4-benziritanimi 6' 4-aectyl vl uinoline
mino-3-cyano-4-chloro-6-(4-acetylpipera7iThquinoline and 15 ml henzylamirte      ed at 125 C for 1 h.
The reactior.. mixture i.s then poured onto 30 ml water, the resulting precipitate is filtered off, washed
with 20 ml. water and dried to obtain 4 g of the title compound (M,1-1+: 401).
3-Methoxv-N46-14-acetvlpip azin-l-y1)-4-benzglamino-3-evanoquin.olin-2-  vilbenzamide:  To the
solution of 1.2 a 2.-apaim -4-benzryi6p.perazim 1 yl)quinoline IL. 20 ml pyridine. 1.5 g
3-methoxybeuzoyl. chlorinhaat IC is heated at refiux temperature for 5 hours. The reaction mixture is
poured onto 30 g ice-water and the precipitated solid material is filtered off. After drying 0.45 g of the
title compound is obtained : 535). fil-Amino-2-(3-metho mbe2min.
01-3-cvano-4-bentmlamino-6-(4-acetylpiperaxin- I-vnquinolinium tosiglate: 15To the solution of 0.72 g
3-mettioxy-N46-(4-aceitylpiperazin-l-y1)-4-benzylamino-3- cyanoquinolin-2-y1Thenzamide in 20 ml
dimethylformamide, 0.6 g of 0- tosylhydroxylamine in 25 ml dichloromethane is added ciropwise at 20
C in 15 minutes. After 5 hours of stirring the precipitated crystalline material_ is filtered off. After drying
0.65 g of the title compound is obtained (NEW: 551). 202-(3-Methohen4-acetv9-be laminci 0-c o-s
triazolo[1.5-alouinoline: The solution of 0.7 g
1-amino-2-(3-methoxybenzoylamino)-3-cyano-4-benzylamino-6-(4- acetylpiperazin-l-yl)quinolinium
tosylate, 5 ml pyridine and 0.3 ml DK/ is heated at reflux temperature for 8 hours. The reaction mixture
is poured onto 15 ml water and the 25precipitated solid material is 'filtered off After drying 0.15 g title
compound is obtained 



532). R (DNISO-d6), 5,ppm: 8.6 (in-,1H); 8.33(d,11-.1); 7.89-7.64(m,4H); 7.53- 7.05(m,711);
5.15(d.211); 3.82(s,3141); 3.38-3.35(m,41d); 2.63-2.59(n3,4H); 2.45(s,3H). 30Example 8.2.
2-(3-Methox-vpheny1)-7-(4-acetrilpip azinel-v11-9-benzivlarnino-10-cv n o- setriazo lo [1.5- aloninoline
hydrogensulfate: Title compound is prepared by the general method disclosed above by adding a smut
on o sulphuric acid to the compound prepared according to Example 8.  WO
2008/149168PCT/EIU2008/000063 4.3 (DMSO-c16) 8,ppm: 8.78 (br,17); 8.38(d, 11-1);
i7.91-7.64(m,414); 71E, 5.1.7(d2H), 3.88(s"31Sfy 3.68-3.45(niziRy. 2.63-2.59(m;41-1), 2.48(8,3H).
Example 9. 5 2-(3-MettioxvipSzin-1 -v1)-9-benzylaraino-10-cyano-s- Moll 5- ail gainoline  In the
general formulafor hydrogen atomstands ftyr phenvi. group RD stands for 3-methoxyphenyl ?mum R7
means group (b), where V/ stands for nitrogen 10 atom, Z stands for -1\014.12- where F,12 means
hydrogen atom--; the value of m and a is 2; the value of r, p and t is 0, 1stands for cyaido group, X
stands for NH group and the value of n is 1 a.)
2-(3-methox-ypheny1)-7-(nipera2in-l-y1)-9-benzylamino-10-cva o-s-olo(1,5  15alqujnolthe: 0.24 g of
2-(3-methoxypheny1)-7-(4-acetylpigerazin-1-y)-9-benzylamino-l0-eyano-striazolo[1,3-alquitio1ine in 8
ml 3 N concentration hy-droclaloric acid. solution is heated at reflux temperature for 6 hours. The
reaction mixture is neutralized with 10% sodium hydroxide solution and the precipitated solid material
is filtered off. After drying 0.1 g title 20 compound is obtained (Mita 490). 11-1-NlVfk (DMSO-d6),
8,ppm: 8_68 (br,1 ET); 8.33(4,1161); 8.11(hr,111); 7.89-7.64(m4H); 7.53-7.05(m,7H); 5.15(d.2H);
3.82(s,3H); 3.38-3.35(m,41-1); 2.63-2.59(m,4H). 



Example 9.2. 252-03-methoxyphenv1)-7-(piperazinl1)-9-beamino-10-cvano-s-mazolop .5- 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.            11-11-NME (DMS0-(16);
8,pprn: 8.68 (br,1H); 8.33(d,1H); 8.02(br,1H); 7.89-7.64(m,4H); 307.53-7.05(m,7H); 6.32(s,21-1);
5.13(d.2H); 3.82(s,3H); 3.38-3.35(m,4H); 2.63-2.59(rn,4H). Example 10. 2-Phenv1-7-{pyridin-3
m111-9-benzviamino-10-cyano-s-triazol o {l ,5-alquinoline  WO 2008/149168PCUI1112008/000063 44
In the general formula. ,and R2 stand for hydrogen atom,stands fbr phenyl. group, R.4 stands for
pyridin-3-yi group IN gtands for phenyl group" R' stands for cyano group, stands for NH gaup and the
value of n is 1. 5.a.) 1.2-Diamin.o-3-cvane-4-htidroxv-64edocminolinium tosylate:  0.62 g of
2-anntho-3-cyano4-hydroxy-6-iodoquinofine is stirred for 40 minutes in 10 ml climetia3ilformaimide in
the presence of 1 g solid. potassium carbonate, then the solution of 0.6 g 0-tosyl-hyd.mityl amine in
14m1 dichloromethane is added dropwise. After stirring the reaction mixture at room temperature for 4
hours, the precipitated solid material is 10filtered off and dried to obtain 0.57 g of the title compound
(iviTI41327).     b.) 2 -Phenyl -47-ioilo-9-hydroxy-10- cyano -s al ouinoline :  0.32 g of
1,2-diamino-3-cyano-4-hydrox-y-64odocminolinium tosylate is dissolved in 15 ml ethanol and to this
solution 2 ml of 1 moL/liter concentration sodium ethylate in ethanol solution and 0.16 g of
benzaidehyde is added. The reaction mixture is heated at reflux 15temperature for 1 hour. The
precipitated crystalline material is filtered off and washed with ethanol and water. After drying 0.34 2 of
the title compound is obtained413). 



c.) 2-Plies 7-iodo-9-chloro-10-cyano-s-triazolo [1.5-al quinoline :  To the solution. of 5 g
2-phenyl-7-iodo-9-bydroxy-10-cyano-s-triazolo[1,5-ajoiainoiine in 50 ml of acetonitrile, 9 g phosphoryl
chloride is added and the mixture is heated at reflux -letemperature for 5 hours. The reaction mixture is
poured onto 500 ml ice-water, the solid material is filtered off and dried to obtain 5 g of the title
compound (M1-14: 431). d.) 2-phenyl-7- iodo-9-benzylamino-10-c yano-s-triazolo11,5-al uinoline: 2.5g
of 2-phenyl-7-iodo-9-chloro-10-cyano-s-triazolo[1,5-alquinoline and 10 g of benzylamine are mixed and
stirred at room temperature for 1.5 minutes. The reaction 25mixture is diluted with diethyl ether -
hexane mixture and the precipitated solid material is filtered aft. After drying 1.88g of the title
compound is obtained (1\TIfi: 562).     e.) 2-phenyl -74 n vri din-3-y1)-9-b cagy lamino-10-c yano-s-tai
azo lo11,5-al  uino line:  To the suspension of 0.6 g
2-pheny1-7-iodo-9-benzylamino-10-eyano-s-triazolo[1,5- alquinoline in 10 ml dirnethoxyethane, 0.1. g
of tetrakis(triphenylphosphine)pallaciium(0), 30  0.25g of pyridine-3-boronic acid and 10 ml of 1
molliiter concentration sodium hydrogen carbonate solution are added. The reaction mixture is stirred
under argon amaosphere at reflux temperature for 5 hours, then, it is evaporated and the residue is
treated with ethyl acetate. The precipitated solid material is filtered off. After drying 0.3 g of the title
compound is obtained (1911EIR 453).  WO 2008/149168PCT/I1U2008/000063 45 The above
compound can also be prepared in the following way:
3-19henyl-74rimeth:vista=y1-9-benzirlanzino-10-4vano-sazoicnuino -  The solution of 0.25 g 2-plieniyi
-7-i ocio-9-bennyl amino-10-eyanoss-triazol o I a] quinoline,0.6ghexamethyldistannateand0.1
terraicis(uiphenylphosphine)palladium(0) in 3 ml dioxane is heated at reflux temperature under
nitrogen atmosphere for 5 hours. The solvent is then removed and the residue is treated with diethyl
ether. The precipitated solid material is filtered. off After drying, 0.24 g title compound is obtained
gig15:: 539. Pherivi-7-(pyridin-3-yD-9-bertzvlarnino-10-e2oloth.5-alautooline:  10To the solution of 0.2
g 2-pheny1-7-trimethylstarinyl-9-benzylaniano-10-cyano-s- n-iezolo[1,5-a]quirioline. in 10 ml
dirnethyllorrnamide, 0.05 g of tetrakistriphenylpalladium(0) and 0.1 g of 3-bromopyridine are added.
The solution is stirred at 100 C under nitrogen atmosphere. Tb.e solvent is then removed at reduced
pressure and the residue is treated with ethyl acetate. The precipitated solid material is 



15filtered off. After drying 0.1 g title compound is obtained (N.(LEit. 453). 11-1-NN/ER (DRISO-d6)"
6.ppm: 8.68 (brilH); 8333(50H); 8.12-7.91(1m4H); 7.89- 7.64(m,511); 7.53-7.05(m,71-1 .15(4,2H).
Example 10.2. 202-Pheny1-7.-(tivridin-3-y1)-9-benz.ylamino-i0-cyano-s azolo11.,5-alcuinoline
hydrogensulfate:  Title compound is prepared by the general method disclosed above by adding a
solution o sulphuric acid to the compound prepared according to Example 10. 1H-NN (DMSO-ds),
8,ppm: 8.78 (br,11-); 8.43(4,111); 8.32-7.96(m4H); 7.89- 257.74(11,5H); 3.53-7.05(m,714); 5.17(4,2H).
Example 11. 2-Pheny1-7-(4-meth ylpiperazin -1 -v13-9-(2-pYnd vlmethviamino}-10-cvano-, azolojil .5-
a)duinoline  30 In. the general formula (I) R1 and R2 stand for hydrogen atom, R.3 stands for
pyridin-2-y1 group, R4 means [coup (b), where Vi stands for nitrogen atom, Z stands for
-NTR.12-group - where R12 means methyl g,roup--., the. value of m and o is 2, the value of r, p and t
is 0" R5  WO 2008/949168PC17111120081000063 46 stands for phenyl group. R3for c anc moon, X
stands for RTR: group and the value of n is I. st.) 1,2-Di amino-3 scvancy4-h.ydroxv-6-(4-amirto -4-
thyluirerazin-4-nan - 1  yliquinoEnnium ditosttlate: 



To the solution of 3.7 g of 2-arnino-3-cyano-4-hydroxy-6-(4-rnetlaylpiperaziml yipouinoline in 20 ml
dimethylforniarnide, 44 g of 0-fosylbydroxylarnine in. 50 ml diehloromethane is added dropwise, at 20C
in. 15 minutes. After 5 hours of stinting the precipitated crystalline material is :filtered off and dried to
obtain 3.1 ts of the title compound filtellart 315).    2,-Phenv1-11-(4-meth.vipiperazinA
sy1R9-hydroxy-10-ctranms-triazoloil,5e alcminoline:  3.1gof1,2-diamino-3-cyanc-4-hy
oxy-6-(4-amino-demethylpiperarin-d- yDquinolinium ditosylate is dissolved in 50 ml ethanol and to this
solution 20 ml of 15 moUliter concentration sodium ethylate in ethanol and 2 g of benzaldehyde are
added. The reaction mixture is heated at reflux temperature for 4 hours. The precipitated crystalline
material is filtered off and recrystallized from ciirnethylformarnide After drying 1.15 g of the title
compound is obtained 385).  c.) 2-Phenyl-7-(4-methylpinerazin-l-v1)-9-chloro- I 0-cvano-s-tri
azolo11.5-al quinol : 20 The mixture of 1.5 2
2-pheny1-7-(4-methy1piperazin-l-y1)-9-hydrox-y-10-cyanosstriazolo[1,5-a]quinoline and 3.4 ml
phosphoryl chloride is heated at 120 C for 4 hours. The cooled reaction mixture is poured onto 30 g of
ice, the pH of the mixture is set to 8 with 10% sodium hydroxide solution and the resulting precipitate is
filtered off. After drying, 1.3 g of the title compound is obtained (MIEC: 403).  d.)
51-pheny1-7-(4-methy1piperalZin-1-v11-9-(2-oaridvimethylamino)-10-cytriazolo[1,5-a]quinolme:    g of
2-phenyl-7-(4-methylpiperaz 1-y1)-9-chloro-10-cyano-sstriazolo[1,5-a]quinoline in 5 nil
2-(aminorrtethyl)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 30off. After drying, 11 2 of the title
compound is obtained: 475).         (DMSO-d6), 8,ppm: 8.68 (br,Ifi-I); 8.33(d,I.H); 8.10-7.64(m,4H);
7.53- 7.05(m,7H); 5.15(d.2H); 3.38-3.35(m,4111); 2.63-2.59(n-1,41-i): 2.26(2511f).  WO
2008/1-19168PCT/111J2008/000063 47 ethviniperazin.--1-v1)))reitimethviarnitano-s-Mori  ci cminctine
hydrochloride:.     Title compound is prepared. by the general method disclosed above by adding a
solution of 5 hydrochloric acid to the compound prepared according to Example IH-1121YER
CDMSO-d6), 6,ppm: 8.78 (bi,II-); 843(d,1H); 8.29-7.64(m41-1); 7.53- 7,05(m,71Th 5.15(d.21:1);
3.38-3.35(rm4H); 2.73-2.59(m,411); 2.36(s,3H)..    



in the general formula (I) RI and R2 stand for hydrogen atom, R3 stands for pyridir.-4-y1 group, R4
stands for pyridin-3-yl group, R5 stands for 3-rnethoxyphenyl group, R113 stands 15for cyano zyoup.
X stands for NH group and the value of n is 1.     a.) 2-Diamino-3-cvano-4-h droxy-6-iodo- uinoliniurn
tosylate:  0.62 g 2-amino-3-cyano-4-hydroxy-6-iodoguinoline in 10 ml of dimethylformamide is stirred
with 1 g of solid potassium carbonate for 40 minutes. Then, 0.6 g 0- 20 tosylhydroxylamine in 14 ral
dichloromethane is added dropwise to the reaction mixture. Stirring at room temperature is continued
for 4 hours. The precipitated crystalline material is filtered off and dried to obtain 0.57 g of the title
compound (Mir: 327).     b.) 2-(3-Methoxypherwl)-7-iodo-9-llvdroxy-10-cyano-s-triazolo f 1,5-al
(minutiae:  0.32 g of 1,2-diamino-3-cyano-4-hydroxy-6-iocloguinolinium tosylate, prepared in 25
Example 10, is dissolved in 15 ml ethanol and to this solution 2 nil of 1 molliiter concentration sodium
ethylate in ethanol solution and 0.16 g of 3-methoxybenzaldehyde are added. The reaction 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 (MIT: 442). 30c.) 2-(3
odiethoxycheny11-7-iodo-9-chloro-10-cyano-s-triazolofi,5-al  To the solution of 5 g
2-(3-methoxypheny1)-7-iodo-9-hydroxy-10-cyano-s-triazolo[1,5- a]ouinoline 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-  WO 2008/149168PC1711111008/000063 4E water, the precipitate
is filtered off and dried to obtain 5 g of the title compound (ME 461). ,) 2-(3-hie
intirphenydclaffrido)-10-ctionous-ma lof  52.5g of 2-(3-methoxyphenyl)-74odo-9-chtoro-10-cyanchs-tri
no[1,5-alquinoline and 10 g of (4-pyridylAmethylamine are mixed and stirred at room temperature for
15 minutes. The reaction mixture is diluted with diethyl ether/hexane mixture and the precipitated solid
material is filtered off .Aiter Myna le, title compound is obtained (1)47H7: 537). el)
243-MethoxyphenvIA-7-ept7-vh-'dvimethylarAinei- triazolof 1,5-alquinoldne  To the suspension of 0.6 g
2-(7)-na oxypheny1)-7- idc-9-(4-pyridErimethylarninci)-10- cyano-s-tiazoloH,5-alquinoline in 10 ml
dimethoxyethane, 0.1 g of tealcistriphe,nylpalladium(0), 0.25 g of pyridine-3-boronic acid and 10 ml of
1 molhiter concentration sodium, hydrogen carbonate solution are added. The reaction mixture is 



1.5 stirred under argon atmosphere at reflux temperature for 5 hours, then it is evaporated and the
residue is treated with ethyl acetate. The precipitated solid material is filtered off. After drying 035 g of
the title compound is obtained (M1-17: 484). 113,-NlviR (PMSO-d6), 6,pprn. 8.68 (br,11-I);
8.33(d),1H); 8.29-7.84(m,41-1); 7.797.64(m,3; 7.53-7.05(m,7H); 5.18(d.2H); 3.84(s,3H). 20 Example
12.2. 2-(3 -Methoxvphenv1)-7-(pyridin-3 -71)-9-(4-pvridylimetlivlamino)-10-cvano-s-triazolo r I 5- al
quinoline hvdrogensulfate- 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.
(DNISO-d6), 8,ppm. 8.78 (br,1H); 8.38(d,1H); E.36-7.89(m,4H); 7.79- 7.69(m,3H); 7.63-7.05(m,714);
5.18(d.21-1); 3.91(s,3H).       By the above procedures, using the appropriate starting materials, the
folio 30compounds of the general formula (I) shown in Table I. have been prepared:  WO
2008/119168PCT/1I122008/00063 49 Table 1.  5      WO 200S/149168PCT/E11.12008/000063 



52 Example 39. By }mown methods the tablets of the following composition are prepared: 5 Active
ingredient25 mg Lactose50 nag Avicel21 mg Crospovidone3 mg Magnesium stearateI mg  WO
2008/149168PC77111132008/000063 Biology cis Human adenasine A receptorbinding       Preparing
membrane suspension: Nati= cells of cloned golden hamster expressing human A3 receptor (further:
CHOMA3) are appropriately cultured.. Achieving confluent cell layer, the cultivating liquid is removed,
from the cells by washing them with 37 C.1 PBS, then the cell. are suspended in ice cold PBS, washed
3 times with PBS, 10  centrifuged. (1000 x g 10 minutes) (Sigma. 31(20) and. homogenated. using
teflon homogenizer (B.Brauri Potter 5) at 1500/min rotation speed, for 15 sec. in the following buffer:
50 mM Tris, 10 mlyi MgC12, 1 miM EDIAt pH 8.0. The homogenate is centrifuged (43.000 g, 10 min)
The precipitate is suspended in the above buffer, protein concentration 0.1 mg/m1 (Bradford method).
Aliquots cf the membrane preparatum are store at -80 "C. 1512A3-CHO membrane preparation from
Perkin Elmer was used alternatively.       Binding protocol: incubate CTIO-hA3 membrane preparation
(2 ti.g protein content) in the presence of the test material and 0.5 MA: 11251]AB-MECA
(4-amino-3-iodotherizyl51-151-methyicarboxamici.e-adenosinc) (100.000 rpm) in incubation buffer (50
relY1 Iris, 10 rn114 MgC12, 1 miVI EDIA, 3 U/rni, adenosine deaminase, pH 8.0). Define the
non-specific 20 raciioligand binding in the presence of 100 p.M R-PIA cre-p,-2-
phenylisopropyljadenosinel. Total volume of the reaction is 50 ph for 60 mint at room temperature.
Fitter the reaction mixture over Whaidnan OF/Et glass fibre filters (pre-soaked in 0.5%
polyethylenimin.e for 3 hours) under 25 Hgmm vacuum, wash 4x with I nit ice-cold washing buffer (50
milvl Iris, 10 mM MgC12, 1 na_M EDIA, pH 8.0), on a 96-well Braude.' Cell Harvester. Detect the
radioactivity in gamma-counter (1470 Wirard, WollRe) Inhibition 1%1 = 100-ffactiviry in the presence of
test compound - non-specific activity)/(total activity - non-specific activity))*100 Human Adenosine A1
receptor binding 30            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 WI IsHIDPCPX (8-cyclopenthy1-1,3- dipropyixanthine) (200.000 dpm) in
incubation buffer (50 truM Tris HQ; pH 7.4, 3 111/mL 



WO 2008/149168PC17:111120087900063 54 adenosine deaminase). Define the non-specific
radinligand. binding in. the presence of 10 riM R-PIA DN6-11,2-phenylisouropyijadenosine) Total
volume of the reaction: 100 pi,. for 3 hr at room temperature, :Filter the reaction mixture over Whatman
Glit/B glass Fibre filters (pre-soaked in 0.5% poiyethylimine for 3 hours) under 25 Fig= vacuum, wash
4x with 1    ice-cold washing buffer (50 rcivl This 1-1C1, pH 7.4) on a 96-well Brandel Cell Harvester.
Detect the radioactivity beta-counter (1450 Microbeta, Wabac), in the presence of 200 jiL HiSafe-3
cocktail. Inhibition [%1= 100-((activity in the presence of test compound - non-specific activity)/( total
activity - non-specific activity))* 100 10 Human adenes A20 receptor binding       Binding protocol:
Incubate membrane preparatuni of human A2a adenosine receptor expressing ET-K-293 cells (10 lig
protein content), (source: Perkin-Elmer, in the presence of the test material and 20 nM
[31i1CGS-21680 (24p-(2-carbonylethyl)phenylethylaminok 15Si-N-ethylcarboxamido-adenosine)
(200.000 dpm) in incubation buffer (50 rriM This-HC1, 10 miM MgC12., 1 mM EDTA, 2 U/raL
adenosine deaminase, pH 7.4). Define the non-specific binding in the presence of 50 p.M NECA
(5l-N-ethylcarboxamido- adenosine). Total volume of the reaction: 100 al for 90 min at room
temperature. Filter the reaction mixture under 25 HD-rim vacuum over Whatmar, GE/13 glass fibre
filter (pie- 20  soaked for 3 hours in 0.5% poiyethyLimine), wash 4x with 1 mL ice-cold washing buffer
(50 raM Tris MCI, 10 mM MgC12, 1 rnM EDTA, 0.9 % NaCI, pH 7.4) on 96-well Brandel Cell
Harvester. Detect the radioactivity in beta-counter (1450 Microbeta, Wallac) in the presence of 200 41
HiSafe-3 cocktail. Inhibition ['A] = 100-((activity in the presence of test compound - non-specific
activity)/(total activity - non-specific activity))*103. Human adenosine A2b receptor binding       Binding
protocol: incubate membrane preparate of human A2b adenosine receptor expressing 1-K-293 cells
(protein content: 10 tig), (source: Perkin-Elmer ), in the 30  presence of the test material and 32.4 nlvl
CHIDPCFX. (8-cyclopenth.y1-1,3- dipropylxanthine) (800.000 cIpm) in incubation buffer (50 nalM
fris-HC1, 10 mM MgCl2, mM EDTA, 0.1 rri.M benzamidine, 2 U/nali. adenosine deaminase, pH
6.5).Define the nonspecific radioligand binding in the presence of 100 idyl NECA
(5)-N-ethylcarboxamidoadenosine). Total volume of the reaction mixture: 100 tit for 30 min at room
temperature.  WO 2008/149168PCT/11 U2008/000063 55 Filter the reaction, mixture under 25 Eignm
vacuum over )7Vhaiman GF/C glass fibre filter (pre-soaked in 03% polyethylianhe for 3 hours), wash
4x with I mit ice-cold washing 'buffer Oft mM Tris-HC1, pH 6.5) on 96-well Bromide} Cell Harvester..
Detect the radioactivity: in betaseounter (1450 Microbetat Wabac) in the presence of 200 nit of
HiSafe3 cocktail. Inhibition [3/40j= 100-Blactivity in the presence, of test compound - nonspecific
activitylk(total activity non-specific activity))* 100, Allergic mouse model 



10 Male BalbC mice of 20-25 a body weare used for the expare first allergized with ovalburnin, then
three weeks after tbe first ovaibumin injection they are involved into the experiment. On the day of the
experiment the mice are treated (per os) with the experimental material (or with the vehicle containing
no active ingredient), then after a suitable waiting period they are narcotized. After surgical opening of
the iftrachea, 10 microliter of I% 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 in
After 24 hours the animals are overnarcorized, the trachea is opened again and the lung is 20 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 25out. Biological Results:          We consider a compound biologically
active if at a concentration of 1 uM, under the above experimental conditions, it inhibits the binding of
the radioligand to the human 30adenosine As receptors with an activity nigher than 80 %.       Based
on the radioisotope saturation curves using Scatchard analysis (G. Scatchard, Ann N Y Acad. Sci.
51:660, 1949) the dissociation constant (JQ) of the radioligand [12311AB-NlliCA on the CHO-hAs
membrane preparate is determined. From the IQ values, applying the Cheng-Prusoff equation (Y. J.
Cheng and W. H. Prusoff, Biochem.  WO 2008/J 49168PC17E1112008/000063 56 Pharmacol. 22;
3099, 1973) the aft-idly constants (KO of the test compounds are calculated from their ICss values,
The compounds of the go(I) displayvalue Or less than 500 Milt The favourable compounds, shown by
the examples, possess an IC.50 value of less than 100 idyl. The most active compounds of the
general formula (1) possess an ICso value in the range of 1 nh4 to 20 nivi. The compounds of the
general formy) have good hioavaiiability and are seleotivite compared to the human adenosine Ab.
Asia and An receptor subtypes.         The in vivo studies the compounds of the general formula (1)
according to the 10invention revealed that they are very active inhibitors of the inflammation,
processes occuring in asthma.       Furthermore, the duration of action of the compounds of the
general formula (I) following intravenous and oral administration is long, their Ian, values are low and
their toxicological and side-effect profiles are advantageous. 



15As an example, the values of the adenosine A3 receptor binding, the solubility and the
anti-inflammatory activity of the compounds of the general formula (1) described in examples 1, 17 and
18 are demonstrated as follows: Example: IC50 10111Solubility1mgfil pH:!; 65z 7.5 Inhibition of cell
migration joAa* 20 Ovalbumin induced cell migration, % inhibition (full), p.o. mice 24 h, 10 mg/kg
Ch4C. The above data are showing that the compounds of the general formula (11) according to the
invention are potential outstanding therapeutic agents.  WO 2008/119168PCT/13 U2008/000063 57
Claims The compounds of the general formula.  wherein stands for hydrogen atom or for straight OT
branched C. alkyl group; R2stands for hydrogen atom or for straight or branched Clf, alkyl group;
R3stands for hydrogen atom OT for straight or branched Chf alkyl group, Or Ca-t cycloalltyl group, or
10a phenyl- or thienyl-; or furyl group, optionally substituted with one or more, identical or different,
straight or branched C14 allcyl group, straight or branched C1.. alkoxy group, hydroxyl 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 15 oxygen atom, or
one nitrogen atom and one sulphur atom, optionally substituted with one or more, identical or different,
straight or branched C1.4 alkyl group, straight or branched C14 alkoxy group, hydroxyl group or
halogen atom; R4stands for a phenyl-, benzyl-; thienyl-, or furyl group, optionally substituted with
methylenedioxy group, or with one or more, identical or different, straight or 20branched C 1 A alkyl
group, straight or branched C14 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 25different; straight or branched C14 alkyl group,
straight or branched Cig, Mkoxy group, or halogen atom, or  WO 2008/149168PCTI8U2008/000063 58
a groupformula (a),  (a) - wherein R6 and R7 independently stands for hydrogen atom, C3_6 cycloalltyi
group, beingyl group, or a straight or branched C14 alkyl group, optionally substituted with amino
group, amino group substituted with one or two identical or different, straight or branched C14 alkyl
group, hydroxyl group, carboxyl group or straight or branched Cj A alk.oky group -, or a group of the
general formula (b), (C 



ZW - (CH2)p- N- (CH2)0 (R9)p 10(b) -wherein RE' and R9 independently stand for straight or
branched C1. alkyl group, C3-6 cycloalkyl group or hydroxyl group; means oxygen atom, sulphur atom,
-CEIR --group or -NR12- group - 1. 5 where R11 and R12 independently stand for hydrogen atom,
straight Or branched C 1-4 ailcyl group, C3-6 cycloalkyl group, benzyl group, Or -CE12-(C1,5 straight
or branched acy1)-group, -0-12-0-12-0-(C14 straight or branched alkyl)-group or C1_5 straight or
branched acyl group; means nitrogen atom Or --CH-group; 20mis a value of I, 2 or 3; ois a value of 1,
2 or 3; is a value of zero or I; is a value of zero or 1; is a value of zero or 1 -; 25R6stands for hydrogen
atom, straight or branched C, -4 alkyl_ group, or  WO 2008/149168PCT/HU2008/000063 59 a phenyl-,
benzyl-, thienyi, or furyl group, optionally substituted with methylene:diary group, or with one or more,
identical or different, straight or branched Cm alkyl group, straight or branched CLA alkoxy group;
hydroryi group, trifluoromethyl group, cyan() group, or halogen atom, or a 5- or 6-membered
heterocyclic ring containing one or two or  nitrogen atoms, or one nitrogen atom and on.e oxygen
atom, or one nitroge atom and one sulphur atom, optionally substituted with one or more, identical or
different, straight or branched C j_4 alkyl group, siraialn or branched C1-4 alkoxy gout); hydroxyl group
or halogen atom; 



10 Rustands for cyano group, aminocarbonyl group, -020-0-(C1k. aight or branched alkyl) group or
carbox3i1 group; means -C1-12- prong, -NH- group, -NRI- group, or sulphur atom, or oxygen atom, or
--SO- or --SO2- group - where RI stands for straight or branched Cld alkyl group or C3-6 cycloalkyl
group-, 15nis a -value of zero, 1 or 2; - and their salts, solvates, AT-oxides and isomers, as well as the
salts and solvates thereof. 2. Compounds of e general formula (I) according to claim 1, - wherein 20
Ristands for hydrogen atom or for straight or branched OA alkyl group; R3stands for hydrogen atom or
for straight Or branched C14 alkyl group, or C3.6 1(2stands for hydrogen atom or for straight or
branched C14 alkyl group; cycloalkyl group, or a phenyl- or thienyl-, or furyl group, optionally
substituted with one or more, identical or different, straight or branched C14 alkyl group, straight or
branched CI allcory group, or halogen atom, or  a 5- or 6-membered heterocyclic ring containing one
or two Of 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 30with one or
more, identical or different, straight or branched Cli; alkyl group, straight or branched C14 alkoxy
group, or halogen atom; stands for a phenyl-, benzyl-, thienyl-, or ?aryl group, optionally substituted
with methylenedioxy group, Or with one or more, identical or different straight or  WO
2008/149168PCT/ 200S/000063 60 branched. C1_4 alkyl group, straight or branchedoxy group,
hydro9y1 group, trilluoromethyl group, cyano group, or halogen atom" or 



a 5- or 6-merdbered heterocyclic. ring containingor three or four nitrogen atoms, or one nit-oven atom
and one oxygen atom, or one nitrogen atom  5 and one sulphur atom, optionally substituted with one
or more, identical or different, straight or branched C14 alkyl group, straight or branched CLi alicoxy
group, or halogen atom, or a group of the general fonnula- wherein Etc and Efi1 independently stands
fcg hydrogen atom. C234 cycloalkyl group, berryl group, or a straight or branched Cidt alkyd group,
optionally substituted with amino group, amino group substituted with one or two identical or different,
straight or branched C14 alkyl group, hydroxyl group, carboxyl group or straight or branched C14
alltoxy group -, or a group of the general formula (b),-wherein 15R5 and R9 independently stand for
straight or branched Cid alkyl group or C3_6 cycloalltyl group;         means oxygen atom, sulphur atom,
-C.1-11R11-group or -NR- group - where R11 and R12 independently stand for hydrogen atom,
straight or branched Citi alkyl group, C34 cycloalicyl group, benzyl group, or -C1-12.-(Cts 20straight or
branched acy1)-group, -C1-12-C1-12-0-(C14 straight or branched alkyl)-group or C1..5 straight or
branched acyl group; means nitrogen atom or -CH.-group; 1111is a value of 1, 2 or 3;  is a. value of 1,
2 or 3; 95  is a value of zero or 1;  is a value of zero or I; is a value of zero or 1 - R5stands for
hydrogen atom, straight or branched CI _4 alkyl group, or a phenyl-, benzyl-, thier,y1-, or furyl group,
optionally substituted with 30 methylenedioxy group, or with one or more, identical or different, straight
or branched C14 alkyl group, straight or branched C aLlcoxy 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 nitronen atom  WO 2008/149168PCT/E1U2008/000063
61 and one sulphur atom, optionally substitutedone or more,identical or different, straight or branched
CH; alkyl group, straight o.r brao.ohed C4 alicoxy gcoup, or halogen atom; R23stands for cyano group,
aminocarbonyl group, -)4014 straight or branched alkyl) group or carboxyl group; means -0-12- group,
-NH- coup 4hiR13- group, or sulphur atom, or oxygen atom, or -SO- or -302- group - where RI stands
for straight or branched C14 alkyl group, or CH( cycloalicyl group- Itis a value of zero; Or 10; solvates,
N-oxides and isomers, as well as the salts and solvates thereof  3.The compounds of the general
formula (I) according to Claim or 2, - wherein 113stands for hydrogen atom or for straight or branched
C14 alkyl group; 15R2stands for hydrogen atom or for straight or branched Cig alkyl group; R3 stands
for a phenyl- or thienyl-, or fray' group, optionally substituted with one or more, identical or different,
straight or branched C14 alkyl group, straight or branched CH4 alicoxy 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 oxygen atom or one nitrogen atom and one
sulphur atom, optionally substituted with one or more, identical or different, straight or branched C14
alkyl group, straight or branched C14 alkoxy group, or halogen atom;            stands for a phenyl-,
berizyl-, thien_yl-, or furyl group, optionally sub Allied with 25methylenedioiry group, or with one or
more, identical or different, straight or branched C14 alkyl group, straight or branched CIA alifoxy
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 30 and one sulphur atom, optionally
substituted with one or more, identical or different, straight or branched CI-4 alkyl group, straight or
branched C14 allcoxy group, or halogen atom, or a group of the general formula (a), - wherein  WO
2008/149168Pa/11_72008/000063 62 R6 and R7 fridependenily stands for hydrogen atom, Cii_6 cycio
kyl group,  bengil group, or a straight o with amino group, amino different, straight or branch group or
straight or branched C, aikoiry group or a group of the general formula (b), -wherein R and R9
independently stand for straight or branched Cm, alkyl group or C3.,6 cycloalicyl group; means oxygen
atom, sulphur atom -CIER`Lgroup or --group - 10 where and R12 independently stand for hydrogen
atom, straight or branched C 444 alkyl group, C3_5 cycloaheyl group, ben_zyi group, or -CI-12-(Cie
straight or branched acyk-group, --01-12-CH2-0-(Cm straight or branched allityp-group or CI .5 straight
or branched acyl group; means nitrogen atom or -CH-group; 15mis a value of 1, 2 or 3; ois a value of
1, 2 or 3; is a value of zero or 1; is a value of zero or 1; is a value of zero or 1 - ; 20R5stands for a.
phenyl-, benzyk, thienyly, or furyl group, optionally substi ed with methylenedioxy group, or with one or
more, identical or different, straight or branched C144 alkyl group, straight or branched C1-4 alk0X3r
group, hydroxyl group, trifinoromethyl 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 Cm alkyl group, straight or
branched C4-4 alkoxy group, or halogen atom; R'3stands for cyano group; 30 Xmeans -NH- group; 6is
a value of zero, I or 2; - and their salts, solvates, N-oxides and isomers and the salts and solvates
thereof.  WO 2008/149168PCT/HU2008/000063 63 4; The compounds of the general
formulaaccording to any of claim.s 1 to 3; - wherein Ristands for hydrogen atom or for methyl.group;
stands for hydrogen atom or for methyl group; 5R3stands for a phenyl- or thienyln or furyl group,
optionally substituted with one or more, identical or different, straight or branched C1-4 alkyl group,
straight or branched. Cm. alicoxy 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  10 oxygen atom or one nitrogen atom and one sulphur atom optionally
substituted with one or more, identical or different, straight or branched. CIR allyl group, straight or
branched C14 alkoxy group, or halogen atom; R4stands for a. 6-membered heterocyclic ring
containing one nitrogen or a. group of the general formula (a), - wherein 151R8 andindependently
stands for a straight or branched C1_4 alkyl group-, OT 



a group of the general formula (b), -wherein R8 and R9 independently stand for straight or branched
C14 alkyl group;                        means oxygen atom, or -'NH 12,group - where R12 stands for
20hydrogen atom, straight or branched C1,4 alkyl grout, benzyl group or acetyl group; means nitrogen
atom; is a value of 2; is a value of 2; 25pis a value of zero or 1; is a value of zero or 1; is a value of
zero - ; stands for a phenyl-, ben]-, thierayl-, or furyl group, optionally substituted with methylenerlioxy
group, or with one or more, identical or different, straight or 30branched C14 alkyl gimp, straight or
branched Cm alkory group, hydroxyl group, trifluoromethyi 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  64 different, straight or branched C1 alkyl group, straight or
branched C ailcoxy group, or halogen atom; 



stands for cyan group; Xmeans -NH- group; 5nis a value of zero, 1 or 2; - and their salts, solvates
Nfoxides and isomers and the salts and soivates thereof 5.. The compounds of tin, general for -
wherein 1 0Wstands for hydrogen atom or for methyl group; R2stands for hydrogen atom or for methyl
group; R3stands for a phenyl group, or 6-membered heterocyclic ring containing one nitrogen atom;
stands for a phenyl-, benzyl-, thienyle, or furyl group, optionally substituted with 1 5methylenedioxy
group, or with one or more, identical or different, straight or branched C14 alkyl group, straight or
branched Ci 4 alkoxy group, hydroxyl group, milluoromeithyl 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  20 and one sulphur atom, optionally
substituted with one or more, identical or different, straight or branched Cig alkyl group; straight or
branched CI-, alkoxy group, or halogen atom, or a group of the general formula (a), - wherein R6 and
R7 independently stands for hydrogen atom, C3.6 cycloalkyl group, benzyl group, or a straight or
branched R1.4 8,1167:3,11 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 CiA allcoxy group -, or a group of the general formula (b), -wherein 30RS
and R9 independently stand for straight or branched Cie alkyl group or 



C34 cycloaticyl group; means oxygen atom, sulphur atom, -CHR11-group or _KR12_ group - where
R11 and R12 independently stand for hydrogen atom, straight or branched C1...group, C3.6 cycloalkyl
group, benzyl group, or -CH2-(Cle  WO 2008/149168PC{41172008/000063 65 straight or branched
acyff-group,saight. Or 'branched alkyl)-group Or C15 straight or branched acy1 group; VIttmeans
nitrogen atom or -CH tub, is a value of 1., 2 OT 3; ois a value of 1, 2 or 3; a value of zero or 1; value of
zero or 1; t.is a value of zero or I. - stands lids a. phenyl-, benzyl-, thienylp or furyl goon, optionally
auhstlt 10 methylenedioxy group, or with one or more; identical or different, straight or branched C 4
alkyl group, straight or branched C 1.4 alkoiey group; hydroxyl gong; 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 15 and one sulphur
atom, optionally substituted with one or more, identical or different, straight Or branched Cbt. alkyl
group, straight or branched Cal alkoxy group, or halogen atom; 



RI3stands for cyano group; Xmeans -NH-- group; 20itis a value of zero, I or 2; - and their salts,
solvates, Ai-oxides and isomers and the salts and solvates thereof. 6.The compounds of the general
formula (I) according any of aims Ito 5, - wherein 25 RIstands for hydrogen atom or for methyl group;
R2stands for hydrogen atom or for methyl group; R3stands for a phenyl- or thienyl-, or furl group,
optionally substituted with one or more, identical or different, straight or branched C1 a alkyl group,
straight or branched C tzt alkoxy group, or halogen atom, or 30a 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 C1_4 alkyl group, straight or
branched CI alkoxy group, or halogen atom;  WO 2008/149368PCT/BU2008/000063 66 R4stands for
a phenyl-, berrzyl-, thienyld or furyl group, optionally substituted with. methylenedioxy group, Or with
one or more, identical or different, straight or branched C14 alkyl group, straight or branched Cid
annum group, hydroxyl group, trifluororuethyl group, cyan group, or halogen atom, or 5a 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 C14 alkyl group, straight or branched C1.4
ailcoxy gamut, or halogen atom, or 10a group of the general formula Cal, - wherein R6 and R7
independently stands for hydrogen atom, C3_6 cycloalkyi group, benzyl group, or a straight or
branched CIA alkyl group, optionally substituted with amino group, amino group substituted with one or
two identical or different, straight or branched CIA alkyl group, hydroxyl group, carboxyl group or
straight or branched C1_4 alkoxy group -, or 



a group of the general formula (b), -wherein R8 and R9 independently stand for straight or branched
Cid alkyl group Or C34 cycloalkyl group; means oxygen atom, sulphur atom, -CHRI /-group or -NR12-
group -  20 where RH and R12 independently stand for hydrogen atom, straight or branched CIA alkyl
group, C3-6 cycloalkyl group, benzyl group, or -CI-12-(Cds suaight or branched acy1)-group,
-CH2-CH2-0-(CIA straight or branched alkyl)-group or C1_5 straight or branched anyi group; INmeans
nitrogen atom or -CH-group; 25mis a vake J., 2 or 3; ois a value of 1, 2 or 3; is a value of zero or 1; is
a value of zero Of 1; is a value of zero Of 1- 30 R5stands 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; R13stands for eyano
group;  WO 2008/149168PCT/8112008/000063 67 Xmeans -NH.- group; is a value of zero,. 1 or
solvates. N-oxides and. i.somershe salts arm olvates thereof The compounds of the general formula
(7) according to any of claims I to 3, - wherein stands for hydrogen atom, or methyl group; 



R2stands for hydrogen atom or methyl group; stands for a phenyl- or thienyle" or finyl 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;      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 15atom and one sulphur
atom, or a group of the general formula (a), - wherein R6 and R7 independently stands for hydrogen
atom; C3_6 cycloalkyl group, benzyl group, or a straight or branched C1_4 allcyi group-, or a group of
the general formula (b), -wherein 20Wand R9 independently stand for straight or branched C14 alkyl
group;         means oxygen atom, or -NR12- grout - where R12 stands for hydrogen atom, straight or
branched Cm alkyl group, C3_6 cycloalley1 group, benzyl group, or -C1-12-acety1 group,
-C1-12-CH2-0-0112-CH33 group or acetyl group; 25Wmeans nitrogen atom or -CH-group; ciis a value
of 23, ciis a value of 2; is a value of zero Or I; r isa value of zero or 1: 30is a value of zero - ; R,6stands
for a phenyl-, thienyl-, or furyl group, optionally substituted with methylenedioxy group, or with one or
more, identical or different, straight OF branched C14 alkyl group, straight or branched C124 ailcorcy
group, hydroxyl group, trifluoromethyl group, cyano group, or halogen atom, or  68 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; stands for cyano group; 



5 Xmeans --NH- group; is a value of 1; - and their salts, solvates, gd-oxides1 isomers and the salts
and, solvates thereof: The corupotnids of the general. formula 611 a000turng to any of claims I to 7,
10- wherein R.'stands for hydrogen atom.; R2stands for hydrogen atom; R3stands for a. phenyl group,
or 6-membered heterocyclic ring containing one nitrogen atom; R4stands for a 6-membered
heterocycLic ring containing one nitrogen atom, or a group of the general formula (b), -wherein Rs and
R9 stand for methyl group; means oxygen atom, or -1\112. .4- groupwhere R12 stands for hydrogen
atom, methyl group, benzyl group or aceryl group; 20Wmeans nitrogen atom is a value of 2; is a value
of 2; is a value of zero or 1; is a value of zero or 1; is a value of zero - ; R5stands 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; 



30R.43stands for cyano group; Xmeans -NH- group; is a value of 1; - and then salts; solvates,
N-oxides and isomers and the salts and solvates thereof.  69 9.The following compounds according to
any of claims 1 to 8: 2-(3-methoxyprpholin-4-,9-benzvlaraino-.10-cr - 2-(4-methox3hh
enyI)-7-(morpholi. 4-yI)-10-cyan.c-s-viazolo [1;5- quinoline,
2-(4-methoxypheny1)-7-(2,6-Prans-elolpholin.-4-y1)-9-benzylaraino-10- ,
cyano-s-triazolo[1,5-a]quinoline, 7-(nyriclin-4-y1)-7-(4-methylpipera-beomyla. no 0-cyanc-c-
friazolo[1,5-a)quinoline" 102-(4-methoxypheny1)-7-(4- thylpiperazin- I ) -berizyi-10-cryanchs- tria2olo
[1,5 -a] quinoline, 2-(3-methoxypheny1)-7-(4-meaz r- I -y1)-9-benzylainino- I 0-cyan o-s- triazolo
[1,5-a]quinolirie, 2-(3-hydroxypheny1)-7-0-methyipiperaz1 -1-y11-9-benzylanom 0-cv o-s- - 



triazolof 2-(3-methoxpheny1)-7-(4-acetylpiperazin )T1)-9-benzylam10-cyano-striazolo[1,5-a]quinolin.e,
- 2-(3-metoxifeni1)-7-(piperazim1-i1)-9-benzilamino-10-ciano-s-tria_zolo[1,5- a] quinoline, 202-p h eny
I-7-(p] .dia-3-3/1)-9-benzylamino- 0-cy an o-s-triazolo [1,5-a]quinoline; 2-phen yI-7-(4-methylp
iperazin-1 -y1)-9 -(2-pyrid y Imetlaylarnine)-10-cvano-striazolo [1,5-a]quinoline,
2-(3-methoxypheny1)-7-(pyridin-3-y1)-9-(4-p dylmethyiamino)-10-cyano-striazolo[1,5-alquinoline"
25and thefr salts, solvates. N-oxides and isomers and the salts and solvates thereof, 10. The following
compounds according TO  r-sy of claims I to 9:
2-(3-methoxypheny1)-7-(morpholin-4-y1)-9-benzylamino-10-cyano-s-o to [1,5- a]quinoline
hydrochloride, 302-(4-methox3rpheny1)-7-(morpholin-4-y1)-9-benzylamino-10-cyano-s-triazolo [1,5-
a]quinoline hydrochloride, 2-(4-methoxypheny1)-7-(2,6-climehhylmorpholin-4-y1)-9-benzyi10-cyano-s-
ndazolo[1,5-a1quinoline hydrogensulfate,  70 2-(pyridin-4-y1)-7-(4,-methylpiper-1-y1)-9-heo I
0-cyano-s- tiazolo[1,5-a]quinoline mal.eater. 2-(4-m.othoxypheny1)-7-(4-methylpiperazutdanaino- 1
tria2010[1,5-a]quina1ine-hernifom2rate moriohydrate, 52-(3-methoxyphe ny1)-7-(4-meth y Ipiperazin
-1 -y1)-9-benzyla m no-10-c triazolo[hernihydrate,
2-(3-hydroxyphenyl)-7-(4-methylpipera2in-l-y1)-9-benzylamino- 0-eyano-stiduziolo[1,5-sliquinoline;
hydrochloride; 



2 -(3-1)4eld-ioxypheny1)-7-(4-acetyipiperaz 1-y1)-9-benzyl 10triazolo[1,5-a]quinorme
hydrogensxdf.ate, 2-(3-methoxyp hen y1)-7-(piperg 71P-1-y1)-9-b enzylaraino- I 0-cyario-s-tria2ol o
[1,5 - a]quiracnine maleate, 2-Phenyl-7-(pyridin-3-y1.)-9-benzylamino-10-cy ano-s-uiazolo [1,
]quinoline hydrogensulfate, 152-phen y1-7-(4-methylp iperazin-1 -yI)-9-(2 -pyri dylmethyl amino)- I
0-cyano -s- triazolo[1,5-a]quinoline hydrochloride, 2-(3-Metho x yph e n y1)-7-(pyri di n.-3 -y1)-9-(4-p
yri d y Imethylam o)-10-cy lo-striazolo[1,5-a]quinoline hydrogensulfate. 2011.Process for the
preparation of the compounds of the general foimula (I) according to Claim 1, and their salts, solvates
and isomers, N-oxides characterized in that for the preparation of the compounds of the general
formula (I) - wherein RI,  R3, R4., R5, R(35, X. and n have the meanings as defined in Claim 1- a
1,2-chaminoazinium salt of the general formula (II)  R3 (CR1R2),,  71 -wherein RI, R2, Pc3, R4, R13,
X and n have the meanings as defmed. in Claim 1, and Te- means p-toluene-sulfonate, anion is
reacted with a compound of the general framula (157)" 0 Y. ((V) wherein -the meaning of R5 is as
defined in Claim,and Y stands for hydrogen atom, halogen atom or Chs &lams group-, or B)for the
preparation of the compounds of the general formula (l) a- wherein. R.4 means phenyl-, benzyla,
thienyl-, or furyl group substituted with methylenediroty group or with one or more, identical or
different, straight or bramhed CJA alkyl group, straight or branched C _4 alkoxy group, hydroxyl group,
trifluoromernyl 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 Cmi
alkyl group, straight or branched C14 alicoxy group, or halogen atom, or  a group of the general
formula (b), -wherein if the value of t is 1, then W means nitrogen atom or --CH-group, or if the value of
t is 0, then W means -CH-group, and th.e meanings of Z, m, o, p, r, R8 and R9 are as defined in Claim
I -, and the meanings of R1, R2, R3, R5, R13, X and n, are as defined. in Claim 1 -, Bil ) a triazole
derivative of the general formula. (V),  R3 (CRIR2) X   WO 2008/H9168PCT/HU2008/000063 72
-wherein E stands for halogen atom or nifluoromethan suifonyl group, and tue meanings of R2, R2,
R2, Rs, R.13, X and n are as defined in Clain-dm and a compound of the general foppish, (Vu)
5wherein the meaning ofdefined above for process Big are reacted, or B/2)-friazole derivative of" the
general formula. EVE, R (CR1R2), X 3 ei (RS N N 



R (VI) - wherein RI4 stands for a straight or branched Ctri alkyl group and the meanings           of RI,
R2, R3 R5 R13, X and n are as defined in Claim 1 -, and compound of the IC)genera/ formula (VIII)
R4-E (17II1) - wherein E stands for halogen atom or nifluoromethanesulfonyl group and the meaning
of R4 is as defined above for process 13)- are reacted; or for the preparation of the compounds of the
general formula (1) - where the 15meanings of RI, R2, R2, R, R5, RI3, X and n are as defined in claim
1.- a triazoie derivative of the general formula (XII),  (XII) - wherein the meanings of R4, R5 and RI3
are as defined in Claim I-, and a compound of the general formula parry:  XH - wherein the meanings
of R', P.2 and R3 and n are as defined in Claim 1 - are reacted; or for the preparationof the general.
-lei(I) - where the , meaninns of R.', R2,X and n are, as d.eflned. hi Claim 1 - compound of the genera
(CR1R2), lnc R13 



nn,iHnHH./N TsOr NH76' R 5 (XV)      where the meanings of X, Pi, R2" R3 , R4, R5, R15 and n are as
defined in Claim 1, and Ts0. means p-toluenesulfonate anion - is cyclized in the presence of 10an
organic or inorganic base; and if desired, the substituents of the compound of the general formula (p
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 15transformed into the
racemic compound, and if desired the structural isomers are separated. 12.Pharmaceutical
composition characterized in that it contains one or more of the compounds of the general formula (I),
where RI, R2, Rs, R4," -5, tc. RI-3, X and n have the      meanings as defined in Claim 1 - and/or its
salt, solvate, isomer, N-oxide or the salt or 20solvate thereof, and one or more excipients used in the
pharmaceutical industry.  WO 2008/149168PCT/HU2008/000063 74  13. Pharmaceutical composition
according to Claim 12, characterized in that it contains one OT more of the compound according to
claims 9 or 10.  14. Compounds of the general foimula (1), where RI, R2, R3, R4, R5, Ku, X and n
have  5 the meanings as defined in Claim 1, and their salts, solvates, isomers, N-oxides or the salts or
solvates thereof for use in the treatment of diseases where in the development of the disease the
adenosine A3 receptor plays a role. 15,Compounds of the general formula (1), where RI, R2, R3, R4,
R5, RI3, X and n have  10 the meanings as defined in Claim 1, and their salts, solvates, isomers,
N-oxides or the salts or solvates thereof for use according to Claim14 as adenosine A3 receptor
ligands, for the treatment of disfunctions of the heart, eye, kidney, respiratory system, gastro-intestinal
tract, joints and central nervous system, for the inhibition of the degranulation of the mast cells, for
inhibition of the production of the cytokines, for decreasing the inner pressure of  15 the eye, for
inhibition of the THFcc liberation, for hindering the migration and activation of the eozinofil and
neutrofd granulocytes and other inflammation cells, for inhibition of the constriction of the airway
smooth muscles, and for hindering infiltration of the blood plasma through the blood-vessel and
inhibition of the increase of the mucin overproduction. 20 16.Compounds of the general formula (I),
where RI, R2, R3, R4, R5, R13, 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 A3 receptor antagonists, as active
pharmaceutical ingredient in antiasthmatic, antiischemic,  25 antidepressant, antiandaythmic,
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
durina reperfusion, acute respiratory distress syndrome, chronic obstructive pulmonary disease 30 -
including chronic bronchitis, pulmonary emphysema or difficult breathing -, allergic reactions -including
rhinitis, poison ivy-induced responses, nettle-rush, scleroderma, arthritis-, other autoimmtme 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.  75 17.Compounds of the general formula (I), where RI, R2, R3, R4, R5, RI3,
X and n have the meanings as defined in Claim I, and their salts, solvates, isomers, N-oxides or the
salts or solvates thereof for use according to any of claims 14 to 16 in the treatment of diseases  5 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. 1018. Use of the compounds of the general formula (I), where RI, R2, R3, R4, R5, R'3, X
and n 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 inedicament useful in the treatment of diseases where
in the development of the disease the A3 receptor plays a role. 1519. Use of the compound of the
general formula (I), where 12_1, R2, R3, R4, R5, R13, X and n 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 20bowel syndrome, allergic and inflammatory pain, rheumatoid arthritis, ischemia,
hypoxia, arrhythmia of the heart , diseases of the kidney and mood diseases. 25  76 20. Compounds
of the general formula (11), 



(II) wherein the meanings of R1, R2, R3, R4, R13, X and n are as defined in Claim 1 and Ts0- means
p-toluenesulfonate anion. 21. The compounds of the general formula (VI), R3 (CR1R2)n X    (VI)
wherein R14 stands for straight or branched C1_4 alkyl group and the meanings of RI, R2, R3, R5,
RI3, X and n are as defined in Claim 1. 22.The compounds of the general formula (XI), OH  (XI) -
wherein the meanings of R4, R5and RI3 are as defined in Claim 1.  (XII) - wherein the meanings of
R4, R5 and R13 are as defined in Claim 1. 23. The compounds of the general formula (XV), R3
(CR1R2),, X  (XV) 



- wherein the meanings of X, R1, R2, R3, Ra,13 and n are as defined in Clair Ts0- means
p-toluenesulfonate anion. 






