
2 7 JAN 2004 WO 03/092571 PCT/SE02/00875 1 Novel 4-anilinoquino
line-3-carboxamides The present invention relates to novel compounds which
are JAK3 Kinase inhibitors,. s methods for their preparation, intermediates
and pharmaceutical compositions comprising  them. Janus Kinase 3 (JAK3) is
a member of the Jahus family of protein kinases. Although the  other
members of this family are expressed by essentially all tissues, JAK3
expression is to limited to hematopoetic cells. This is consistent with its
essential role in signaling through  the receptors for IL-2, IL-4, EL-7,
IL-9, IL-13 and 1L-15 by non-covalent association of  JAK3 with the gamma
chain common to these multichain receptors. These cytokines all  have a
shared function in that they are involved in lymphocyte differentiation and
proliferation. XSCID patient populations have been identified with severely
reduced levels  is of JAK3 protein or with genetic defects to the common
gamma chain, suggesting that  immunosupression should result from blocking
signaling through the JAK3 pathway.  Animal studies have suggested that
JAK3 not only play a critical role in B- and T- lymphocyte maturation, but
that JAK3 is constitutively required to maintain T-cell  function.
Modulation of immune activity through this novel mechanism can prove useful
in ze the treatment of T-cell proliferative disorders such as transplant
rejection and autoimmune  diseases. The role of JAK3 in mast cells has been
described in knockout mice. Thus, IgE/antigen  induced degranulation and
mediator release were substantially reduced in mast cells 25 generated from
JAK3 deficient mice. JAK3 deficiency does not affect mast cell
proliferation in vitro, it has also been shown that IgE receptor levels and
mediator contents  are identical in JAK3-/- and JAK3 +/+ mast cells.
Therefore, JAK3 appears essential for  the complete response of IgE
challenged mast cells. The role of JAK3 in mast cell  activation has been
well established in murine system, however, there is no published data 30
on mast cell function in the AR-SCID patients. Targeting JAK3 provides the
basis for new  and effective treatment of mast cell mediated allergic
reactions. 35 To date a number of JAK3 inhibitors has been disclosed, among
them are quinazolines  (Sudbeck, E. A. et al. Clinical Cancer Res.
5(1999)1569-82, WO 00/0202) and pyrrolo[2,3- d]pyrimidines (Blumenkopf, T.
A..et at. WO 99165909). 



In the current application compounds, 4-anilinoquinoline-3-carboxamides,
are claimed as  JAK3 inhibitors. Structurally related compounds have
previously been described as kinase 2 7 JAN 2004 WO 02/092571
PCT/SE02/00875 2 inhibitors e.g. WO 00/18761 and WO 92/43960 disclose
substituted quinoline-3- carbonitrile derivatives. In a recent publication
(Boschelli, D.H. et al. J. Med. Chem,  44(2001)822-33) one compound of the
present invention has proved not to have any  inhibitory capacity towards
the activity of the protein tyrosine kinase Src..TAK3 is not s mentioned in
any of the above literature examples. Two compounds and their synthesis
relating to this invention have previously been  described (Boschelli, D.H.
et a]. J. Med. Chem. 44(2001)822-33 and Wissner et a]. WO  98/43960). 10 H2
15 The present invention therefore provides a compound of formula (I) for
use in the  manufacture of a medicament for the treatment of a disease
mediated by JAK3: NH2 20 25 wherein:  nis0or1;  X is NR3 or 0; (I) 2 7 JAN
2004 WO 021092571 PCTISE02/00875 3 Ar is selected from phenyl,
tetrahydronaphthenyl, indolyl, pyrazolyl, dihydroindenyl, I-
oxo-2,3-dihydroindenyI or indazolyl, each of which can be optionally
substituted by one or  more groups selected from halogen, hydroxy, cyano,
C1-C8 alkoxy, C02Rs, CONR9R10,  Cl-Cs alkyl-O-C1-Cg alkyl, Ci-C8
alkyl-NR5-CI-Cs alkyl, C1-C8 alkyl-CONR5-CI-Cs alkyl, s C1-Cs
alkyl-CONR9R1, NR50001-Cs alkyl, Ci-Cs thioalkyI, C1-Cs alkyl (itself
optionally  substituted by one or more hydroxy or cyano groups or fluorine
atoms) or C1-C3 alkoxy; R groups are independently hydrogen or C1-Cs alkyl;



ID R' and R2 are independently selected from hydrogen, halogen, nitro,
cyan, C1-C5 alkyl,  C1-Cs alkoxy, hydroxy, aryl, Y(CR"2)ANR4R5,
Y(CRl'2)pCONR4R, Y(CR112)pCO2R6,  Y(C R"2)pOR6; Y(C R"2)pR6; or R 1 and R2
are linked together as -OCH2O- or -OCH2CH2O- ;  15 R11 groups are
independently hydrogen, C1-C8 alkyl, hydroxy or halogen; p is 0, 1, 2, 3, 4
or 5; 20 Y is oxygen, CH2 or NR7 R3 is hydrogen or C1-Cs aikyi; R4 and R5
each independently represent hydrogen, C1-C8 alkyl or R4 and R5 together
with  2s the nitrogen atom to which they are attached form a 4- to
7-membered saturated or aromatic heterocyclic ring system optionally
containing a further oxygen, sulphur or NR6  group, or one of R4 and R5 is
hydrogen or C1-C8 alkyl and the other is a 5- or 6-membered  heterocyclic
ring system optionally containing a further oxygen, sulphur or nitrogen
atom;  30 R6 is hydrogen, C1-Cs alkyl, phenyl or benzy]; R7 is hydrogen or
C1-C8 alkyl; R8 is hydrogen or C1-C8 alkyl;  35 R9 and R10 are each
independently hydrogen or C1-C8 alkyl and pharmaceutically acceptable salts
thereof. 2 7 JAN 2004 WO 02/092571 PCT/SE02/00875 4 5 The term alkyl,
whether used alone or as part of another group such as alkoxy, means any
straight or branched chained alkyl group. The term aryl includes phenyl and
naphthyl  groups. Suitably the R groups are independently hydrogen or Ci-C2
alkyl, preferably hydrogen or  methyl, and most preferably both R groups
are hydrogen. Suitably X is NR3 or 0. Preferably X is NR3 where R3 is C1
alkyl, more preferably X is  10 NH. Suitably n is 0 or 1, preferably n is
0. U Suitably p is 0, 1, 2, 3, 4 or S, preferably p is Ito 4, more
preferably p is 2 or 3. 



Suitably Ar is selected from phenyl, tetrahydronaphthenyl, indolyl,
pyrazolyl,  dihydroindenyl, 1-oxo-2,3-dihydroindenyl or indazolyl
optionally substituted as described  above. Substituents can be present on
any suitable position of the Ar group. More than  one substituent can be
present, and these can be the same or different. Preferably Ar is 20
indolyl or phenyl, most preferably phenyl. More preferably the Ar group is
unsubstituted or has one or more substituents including  those of compounds
exemplified herein such as methyl, ethyl, propyl, butyl, thiomethyl,
hydroxymethyl, bromo, fluoro, hydroxy, CO2H, CONH2, CF3, methoxymethyl, 25
butoxymethyl, cyanomethyl, ethylaminomethyl, aminomethyl,
ethylamino-2-oxoethyl,  hydroxyethyl, 2-amino-2-oxoethyl, CO2CH3, methoxy
or ethoxy. When Ar is phenyl then  one or two substituted groups are
preferred. Even more preferred substituents include  ethyl, n-propyl,
iso-propyl, hydroxymethyl, hydroxyethyl, thiomethyl, aminomethyI, bromo
and CO2H. Most preferred substituents are methyl, ethyl and hydroxymethyl.
30 Suitably R1 and R2 are independently selected from hydrogen, halogen,
nitro, cyano, CI-C8  alkyl, CI-CH alkoxy, hydroxy, Y(CH2)pNR4R5,
Y(CH2)PCONR4R5, Y(CH2)pC02Rs,  Y(CH2)pOR6; Y(CH2)PR6; or Rt and R2 are
linked together as -0CH20- or -OCH2CH2O-.  Preferably R' and R2 are
hydrogen chloro, methoxy, ethoxy, 0(CH2)2NR4R5, 35 0(CH2)3NR4R5,
NH(CH2)2NR4R5 or NH(CH2)2NR4R5 where R4 and R5 are hydrogen or  methyl or
one is methyl and the other is pyridyl or R4 and R5 form a morpholine, 3,5-
dimethylmorpholine, thiomorpholine, pyrrolidine, piperazine (optionally
substituted),  piperidine, triazole or imidazolyl ring, or R4 and R5 are
independently O(CH2)3CO2CH3, 0 I 2 7 JAN 2004 WO 02/092571 5 PCT/SE02/00875
benzyl, 1-benzyl-4-pieridinylamino, O(CH2)2NMe2, OCH2CONHz, O(CH2)2NHMe,
O(CH2)3NH2, nitro or cyano; or Rl and R2 are linked together as -OCH2O- or
-OCH2CH20- Where R4 and Rs form a 4- to, 7-membered saturated or aromatic
heterocyclic ring system s suitable examples of such rings include
morpholine, "3,5-dimethyimorpholine, 2,6- dimethylmorpholine,
thiomorpholine, pyrrolidine, piperazine (optionally substituted by C1- Cs
alkyl), piperidine, triazole or imidazolyl. Where one of R4 and Rs is
hydrogen or CI-CB alkyl and the other is a 5- or 6-membered 



10 heterocyclic ring system optionally containing a further oxygen, sulphur
or nitrogen atom;  examples of such rings include thienyl, fizryl,
pyrimidyl, imidazolyl, pyridyl and pyrazole.  Most preferably R' is
methoxy, ethoxy, OCH2CONHz, O(CH2)2OMe, O(CH2)30H,  O(CH2)3 CO2Me,
O(CH2)2NR4R5, O(CH2)3NRR5, O(CH2)4NR4Rs where R4 and Rs are Is both
hydrogen or methyl or together with the nitrogen to which they are attached
form a  piperidine or morpholine ring, or R1 is NH(CH2)3NR4R5 where R4 and
R5 together with the  nitrogen to which they are attached form an imidazole
ring. Most preferably R2 is methoxy, ethoxy, OCH2CONH2, O(CH2)20Me,
O(CH2)30H, 20 O(CH2)3CO2Me, O(CH2)2NR4R3, O(CH2)3NR4R5 or O(CH2)4NR4R5
where one of R4 or  Rs is methyl and the other is pyridyl, or R4 and R5 are
selected from hydrogen or methyl or  together with the nitrogen to which
they are attached form a thiomorpholine, piperidine,  morpholine,
imidazole, triazole or 2,6-dirnethylmorpholine group. 25 Most preferred
compounds are those wherein R' and/or R2 are both methoxy or ethoxy, or
one is methoxy and the other is ethoxy. Especially preferred compounds of
the invention include those exemplified herein, both in  free base form
and' as pharmaceutically acceptable salts. 30 Compounds of the invention
can form pharmaceutically acceptable solvates and salts. The  compounds of
the formula (1) can form acid addition salts with acids, such as
conventional  pharmaceutically acceptable acids, for example maleic,
hydrochloric, hydrobromic, phosphoric, acetic, fumarie, salicylic, citric,
lactic, mandelic, tartaric, trifluoroacetic and  35 methanesulphonic acids.
The invention also provides a method of treating or preventing a disease
mediated by JAK3  which comprises administering to a mammal a compound of
formula (1) as defined above. 2 7 JAN 2006 6 5 H2 io (IA)  in which Ar is
phenyl substituted by ethyl, propyl, hydroxymethyl or C021-1or
disubstituted by  is methyl and hydroxymethyl; R' is methoxy, ethoxy or a
group OCH2CONH2, OCH2CH20CH3i or 0(CH2)pNR4R5 where  p is 2 or 3 and R4 and
R5 are hydrogen, Methyl, ethyl or propyl or together R4 and R5 form a  



pyrrolidine, imidazole or morpholine ring; 20 25 30 In a further aspect the
invention provides a compound of formula (1) as defined above but
excluding the compounds
4-(2-bromoanilino)-6,7-dimethoxy-3-quinolinecarboxamide and
4-(1,5-dichloroanilino)-6,7-dimethoxy-3-quinolineca~boxamide for use in
therapy, Certain compounds of formula (I) are believed to be novel and
therefore all novel  compounds form a further aspect of the invention. The
invention therefore provides a  compound of formula (IA): R2 is methoxy,
ethoxy or 0(CH2),NR4R5 where p is 2, 3 or 4 and R4 and RS are hydrogen,
methyl or ethyl or one of e or RS is methyl and the other is pyridyl or
pyrazole or R4 and  R5 form a piperidine, hydroxypiperidine,
thiomorpholine, morpholine, pyrrolidine, 2,6- dimethylmorpho line imidazole
or triazole ring, or a pharmaceutically acceptable salt or solvate thereof,
provided that when Ar is phenyl substituted by ethyl or propyl or
disubstituted by  methyl, then R1 and R2 are not both methoxy, R1 and R2
are not both ethoxy or one of  R'1R2 is not methoxy when the other is
ethoxy. Preferred compounds of formula (IA) are those novel compounds
exemplified herein:
4-(2-ethylanilino)-6-methoxy-7-t2-[methyl(4-pyridinyl)amino]ethoxy} -3
quino linecarboxamide, 2 7 JAN 2004 WO 02/092571 PCT/SE02/00875 7
4-[3-(hydroxymethyl)-2-methylanilino]
-6-methoxy-7-[3-(4-thiomorpholinyl)propoxy]-3- quinolinecarboxamide,
4-[3-(bydroxymethyl)-2-methylanilino]-6-methoxy-7-[3-(I
-piperidinyl)propoxy]-3- quinolinecarboxamide, s
4-[3-(bydroxymethyl)-2-methylanilino]-6-methoxy-7-[3-(4-morpholinyl)propoxy
]-3- quinolinecarboxamide, 7-[3-(dimethyIamino)propoxy]
-4-(2-ethyianilino)-6-methoxy-3-quino linecarboxamide,  7-[3-(di
nethylamino)propoxy]-4-[3-(hydroxymethyl)-2-methylanilino]-6-methoxy-3-
quinolin ecarboxami de, [U 7-{3-[(2R;
6S)-2,6-dimethyImorpholinyl]propoxy}-4-[3-(hydroxyrnethyl)-2-methylanilino]
- 



6-methoxy-3-quinolinecarboxamide,
4-(2-ethylanilino)-6-methoxy-7-[3-(4-morpholinyl)propoxy]-3-quip
olinecarboxamide,  4-(2-ethylanilino)-6-methoxy-7-
[4-(4-morpholinyl)butoxy] -3 -quinolinecarboxamide,
4=(2-ethylanilino)-6-methoxy-7- (3-[methyl(4-pyridinyl)amino]propoxy}-3 L5
quinolinecarboxamide,
4-(2-ethylanilino)-7-methoxy-6-[2-(methylamino)ethoxy]-3-quino l
inecarboxamide, 7- { 3 -[(2S,6S)-2, 6-dimethylmorpholinyl]propoxy} -4-[3
-(hydroxymethyl)-2-methylanilino] - 6-methoxy-3-quinolinecarboxamide,
4-(2-ethylanilino)-7-[3-(1H-imidazol-l-yl)propoxy]-6-methoxy-3-quinolinecar
boxamide,  20
6-(2-aminoethoxy)-4-(2-ethylatiilino)-7-methoxy-3-quinolinecarboxamide,
6-methoxy-4-[2-(methylsulfanyl)arilino]-7-[3-(4-mozpholinyl)propoxyl-3 -
quinolineearboxamide, 6-methoxy-7-[3-(4-morpholinyl)propoxy]-4-(2
-toluidino)-3 -quinolinecarboxamide,  4-(2-ethy] anilino)-6-methoxy-7-[3-(l
H-1,2,4-triazol-l -yl)propoxy]-3 25 quinolinecarboxamide, 4-(2 -ethyl
aniiino)-6-methoxy-7-[2-(methylamino)ethoxy]-3 -quinolinecarboxamide,
4-(2-ethylanilino)-6-metho xy-7-(2-methoxyethoxy)-3-quinolinecarboxamide,
4-(2-ethylanilino)-7-(3 -hydroxypropoxy)-6-methoxy-3 -quinolinecarboxamide,
6-methoxy-7-[2-(4-morpho linyl)
ethoxy]-4-(2-toluidino)-3-quinolinecarboxamide, 30
4-[3-(hydroxymethyl)-2-methylanilino]-7-methoxy-6-[2-(I-pyrrolidiny])ethoxy
]-3- quinolinecarboxamide
3-([3-(aminocarbonyI)-6,7-dimethoxy-4-quinolinyl]amino }-2-methylbenzoic
acid,  4-[3 -(hydroxymethyl)-2-methylanilino] -6, 7-dimethoxy-3
-quinolinecarboxami de,  4-(2-ethylanilino)-7-[2-(1
H-imidazol-l-yI)ethoxy]-6-methoxy-3 -quinolinecarboxamide, 35
4-[3-(2-hydroxyethyl)-2-methylanilino]-6,7-dirnethoxy-3-gtinolinecarboxamid
e,  7-methoxy-6- {[2-(4-morpholinyI)ethyl]anuno}
-4-(2-toluidino)-3-quinolinecarboxamide,  4-(2-ethylanilino)-6-[3-(1
H-imidazol-l-yl)propoxy]-7-methoxy-3-quinolinecarboxamide,  4- (2-e
thylanil ino)-7-methoxy-6-[2-(I -pyrrolidinyl)ethoxy] -3
-quinolinecarboxamide, 2 7 JAN 2006 WO 02/092571 PCT1SE02100875 8 7-(3
-aminopropoxy)-4-(2-ethylanilino)-6-methoxy-3-quinolinecarboxan-ude, methyl
4- { [3-(aminocarbonyl)-6-methoxy-4-(2-toluidino)-7-quinolinyl]oxy}
butanoate,
4-[3-(aminomethyl)-2-methylanilino]-6,7-dimethoxy-3-quinolinecarboxarnide,



6- { [3-(1 H-imidazol- I -yl)propyl]amino } -7-methoxy-4-(2-toluidino)-3 s
quinolinecarboxamide, 4-[3 -(hydroxymethyl)-2-methyl
anilino]-7-methoxy-6-(2-methoxyethoxy)-3 - quinolinecarboxamide, 6- [2
-(dirnethyl amino)ethoxy]-4-(2-ethylanilino)-7-methoxy-3 -quino l
inecarboxamide,  4-[3 -(cyanomethyl)-2-methylanilino] -6,
7-dimethoxy-3-quinolinecarboxamide, to
4-[3-(2-amino-2-oxoethyl)-2-methylanilino]-6,7-dimethoxy-3-quinolinecarboxa
mide,
6-(3-aminopropoxy)-4-(2-ethylanilino)-7-methoxy-3-quinolinecarboxamide,  4-
[3 -(hydroxymethyl)-2-rnethylanilino] -7-methoxy-6-
[3-(4-morpholinyI)propoxy] -3 - quinolinecarboxamide, 4- [3
-(hydroxymethyl)-2-methyl anilino] -7-methoxy-6-[2-(4-morpbolinyl)ethoxy]
-3 - is quinolinecarboxamide, and pharmaceutically acceptable salts thereof
Further novel compounds of formula (IA) include those of examples 186 -
217. 20 Compounds of the present invention include all stereoisomers, pure
and mixed racemates,  and mixtures thereof. Tautomers of compounds of
formula (1) and (IA) also form an aspect  of the invention. In a further
aspect the invention provides a process for the preparation of a compound
of  25 formula (I) which comprises: (a) reaction of a compound of formula
(II): (f) 30 H2 in which R' and R2 are as defined in formula (I) or are
protected derivatives thereof and R2  is a leaving group, with a compound
of formula (Ifl): Ar(CR2)2-NH2 (11I) 2 7 JAN 2004 WO 02/092571 9
PCT/SE02100875 in which Ar and R are as defined in formula (I) or are
protected derivatives thereof, or  (b) for compounds of formula (1) where
R' and/or R2 are groups Y(CH2),NR4R5,  Y(CH2)pCONR4R5, Y(CH2)pCO2R6,
Y(CH2)pOR6 or Y(CH2)pR6 where Y is oxygen, 5 reaction of a compound of
formula (IV): 



(M NH2 is where the R" or R2' to be converted into a group Y(CH2)pNR4R5,
Y(CH2)pCONR4R5,  Y(CH2)pCO2R6, Y(CH2)pOR6 or Y(CH2)pR6 is hydroxy and the
other R" or R2' together  with Ar are as defined above for process (a) with
a compound of formula (V): L-(CH2)pR2 1 15 (V) where R21 is NR4R5, CONR4R5,
C02R6, OR6 or R6 and R4, R5 and R6 are as defined in  formula (I) or are
protected derivatives thereof and optionally thereafter process (a) or (b)
20  removing any protecting groups  converting a compound of formula (1)
into a further compound of formula (I)   forming a pharmaceutically
acceptable salt. In process (a) the group R2 is a leaving group such as
halogen, in particular chloro. The  2s reaction can be carried out in an
inert solvent such as DMF at elevated temperature, for  example at about
1000C. In process (b) the leaving group L is preferably halogen, in
particular chloro. The reaction  can be carried out in the presence of a
base such as cesium carbonate in an inert solvent 30 such as DMF or
ethanol. Compounds of formula (II) can be prepared by reacting compounds of
formula (VI): 2 7 JAN 2004 WO 02/092571 PCT/SE02/00875 10 OH in which R',
R2 and R2o are as defined in formula (11) with a chlorinating agent such as
s thionyl chloride, and reaction of the corresponding acid chloride with
ammonia. Compounds of formula (VI) can be prepared using literature
chemistry. It will be appreciated that certain functional groups may need
to be protected using -o standard protecting groups. The protection and
deprotection of functional groups is for  example, described in `Protective
Groups in Organic Chemistry', edited by I. W. F.  McOmie, Plenum Press
(1973), and `Protective Groups in Organic Synthesis', 3rd edition,  T. W.
Greene & P. G. M. Wuts, Wiley-Interscience (1999). 15 Diseases mediated by
JAK3 include inflammatory, immunological, and bronchopulmonary  



disorders. The present invention also relates to a pharmaceutical
composition for (a) treating or  preventing a disorder or condition
selected from organ transplant rejection, lupus, multiple 2a sclerosis,
rheumatoid arthritis, psoriasis, Type I diabetes and complications from
diabetes,  cancer, asthma, rhinitis, atopic dermatitis, autoinunune thyroid
disorders, ulcerative colitis,  Crohn's disease, Alzheimer's disease,
leukemia, and other autoimmune diseases or (b) the  inhibition of protein
tyrosine kinases or Janus kinase 3 (JAK3) in a mammal, including a  human,
comprising an amount of a compound of formula I or a pharmaceutically 2S
acceptable salt thereof, effective in such disorders or conditions and a
pharmaceutically  acceptable carrier. Preferably the compounds of the
invention are used for the treatment of asthma,  rheumatoid arthritis, and
host versus graft rejection/transplantation. 33 The present invention.also
relates to a pharmaceutical composition for (a) treating or  preventing a
disorder or condition selected from organ transplant rejection, lupus,
multiple  sclerosis, rheumatoid arthritis, psoriasis, Type I diabetes and
complications from diabetes,  cane, asthma, rhinitis, atopic dermatitis,
autoirnmune thyroid disorders, ulcerative colitis, 2 7 JAN 2flO4 Crohn's
disease, Alzheimer's disease, leukemia, and other autoimmune diseases or
(b) the  inhibition of protein tyrosine kinases or Janus kinase 3 (JAK3) in
a mammal, including a  human, comprising an amount of a compound of formula
I or a pharmaceutically acceptable salt thereof, alone or in combination
with a T-cell immunosuppresant or anti- s inflammatory agents, effective in
such disorders or conditions and a pharmaceutically  acceptable carrier, I1
{ The present invention also relates to a method for the inhibition of
protein tyrosine kinases  or Janus Kinase 3 (JAK3) in a mammal, including
human, comprising administering to 10 said mammal an effective amount of a
compound of formula I or 'a pharmaceutically  acceptable salt thereof is WO
02/092571 PCT/5E02/00875 In a still further aspect the invention provides
the use of a compound of formula (IA) as a  therapeutic agent 



The dose of the compound to be administered will depend on the relevant
indication, the  age, weight and sex of the patient and may be determined
by a physician. The dosage will  preferably be in the range of from 0.1
mg/kg to 100 mg/kg. 20 The compounds maybe administered topically, e.g. to
the lung and/or the airways, in the  form of solutions, suspensions, HFA
aerosols or dry powder formulations, e.g.  formulations in the inhaler
device known as the Turbuhalero; or systemically, e.g. by oral
administration in the form of tablets, pills, capsules, syrups, powders or
granules, or by  parenteral administration, e.g. in the form of sterile
parenteral solutions or suspensions, or 25 by rectal administration, e.g.
in the form of suppositories. The compounds of the invention maybe
administered on their own or as a pharmaceutical  composition comprising
the compound of the invention in combination with a  pharmaceutically
acceptable diluent, adjuvant or carrier. Particularly preferred are 30
compositions not containing material capable of causing an adverse, e.g. an
allergic,  reaction. Dry powder formulations and pressurized I-IFA aerosols
of the compounds of the invention  may be administered by oral or nasal
inhalation. For inhalation the compound is desirably 3s finely divided. The
finely divided compound preferably has a mass median diameter of less  than
10 Jun, and may be suspended in a propellant mixture with the assistance of
a  dispersant, such as a Ca-C2 a fatty acid or salt thereof, (e.g. oleic
acid), a bile salt, a  phospholipid, an alkyl saccharide, a perfluorinated
or polyethoxylated surfactant, or other 2 7 JAN 2004 WO 02/092571
PCTISE02/00875 12 pharmaceutically acceptable dispersant. The compounds of
the invention may also be administered by means of a dry powder  inhaler.
The inhaler may be a single or a multi dose inhaler, and may be a breath
actuated  s dry powder inhaler. One possibility is to mix the finely
divided compound with a carrier substance, e.g. a  mono-, di- or
polysaccharide, a sugar alcohol, or an other polyol. Suitable carriers are
sugars, e.g. lactose, glucose, raffinose, melezitose, lactitol, maltitol,
trehalose, sucrose, io mannitol; and starch. Alternatively the finely
divided compound may be coated by another  substance. The powder mixture
may also be dispensed into hard gelatine capsules, each  containing the
desired dose of the active compound. Another possibility is to process the
finely divided powder into spheres which break up  



Is during the inhalation procedure. This spheronized powder may be filled
into the drug reservoir of a multidose inhaler, e.g. that known as the
Turbuhalero in which a dosing unit  meters the desired dose which is then
inhaled by the patient With this system the active  compound, with or
without a carrier substance, is delivered to the patient. 20 For oral
administration the active compound may be admixed with an adjuvant or a
carrier,  e.g. lactose, saccharose, sorbitol, mannitol; a starch, e.g.
potato starch, corn starch or  amylopectin; a cellulose derivative; a
binder, e.g. gelatine or polyvinylpyrrolidone, and/or a  lubricant, e.g.
magnesium stearate, calcium stearate, polyethylene glycol, a wax, paraffin,
and the like, and then compressed into tablets. If coated tablets are
required, the cores, 23 prepared as described above, may be coated with a
concentrated sugar solution which may  contain e.g. gum arabic, gelatine,
talcum, titanium dioxide, and the like. Alternatively, the  tablet may be
coated with a suitable polymer dissolved in a readily volatile organic
solvent. For the preparation of soft gelatine capsules, the compound maybe
admixed with e.g. a  30 vegetable oil or polyethylene glycol. Hard gelatine
capsules may contain granules of the compound using either the above
mentioned excipients for tablets. Also liquid or semisolid  formulations of
the drug may be filled into hard gelatine capsules. Liquid preparations for
oral application may be in the form of syrups or suspensions, for  3s
example solutions containing the compound, the balance being sugar and a
mixture of ethanol, water, glycerol and propylene glycol. Optionally such
liquid preparations may  contain colouring agents, flavouring agents,
saccharine and/or carboxymethylcelIulose as a  thickening agent or other
excipients known to those skilled in art. 2 7 JAN 2004 WO 02/092571
PCTISE02/00875 13 The compounds of the invention may also be administered
in conjunction with other  compounds used for the treatment of the above
conditions. s The term `medical therapy' as used herein is intended to
include prophylactic, diagnostic  and therapeutic regimens carried out in
vivo or ex vivo on humans or other mammals. The following Examples
illustrate the invention. LO General methods All reactions were performed
in dried glassware in an argon atmosphere  at room temperature, unless
otherwise noted. All solvents and reagents and solvents were  used as
received. Merck Silica gel 60 (0.040-0.063 mm) was used for preparative
silica gel  chromatography. A Kromasil KR-100-5-C18 column (250 x 20 mm,
Akio Nobel) and  mixtures of acetonitrile/water at a flow rate of 10 ml/min
was used for preparative HPLC. 



is Reactions were monitored at 254 urn by analytical HPLC, using a Kromasil
C-18 column  (I50 x 4.6 mm) and a gradient (containing 0.1 %
trifluoroacetic acid) of 5 to 100% of  acetonitrile in water at a flow rate
of I mi/min. Evaporations of solvents were performed  under reduced
pressure using a rotary evaporator at a maximum temperature of 40C.
Products were dried under reduced pressure at 40 C. 20 'H-NMR spectra were
recorded on a Varian Inova-400 or Unity-500 instrument. The  central
solvent peak of chloroform-d ($H 7.27 ppm), dimethylsulfoxide-d6 (SH 2.50
ppm) or  methanol-d4 (SH 3.35 ppm) were used as internal references. Low
resolution mass spectra  obtained on a Hewlett Packard 1100 LC-MS system
equipped with a APCI ionisation  chamber. 25 Merck Silica gel 60
(0.040-0.063 mm) was used for preparative silica gel chromatography.  A
Kromasil KR-100-5-C 18 column (250 x 20 mm, Akzo Nobel) and mixtures of
acetonitrile/water at a flow rate of 10 ml/min was used for preparative
HPLC. Reactions  were monitored at 254 nm by analytical HPLC, using a
Kromasil C-18 column (150 x 4.6 3o mm) and a gradient (containing 0.I %
trifluoroacetic acid) of 5 to 100% of acetonitrile in  water at a flow rate
of I ml/min. Evaporations of solvents were performed under reduced
pressure using a rotary evaporator at a maximum temperature of 40 T.
Products were  dried under reduced pressure at 40 C. 35 WO 02/092571
PCTISEOZ/00875 14 Example 1 6-(B
enzyloxy)-4-[3-(hydroxymethyl)-2-metl,ylanilino]-7-methoxy-3-
quinolinecarboxamide 3 a)1-(Benzylozy)-2-methoxy-nitrobenzene
4-Nitroguaiacol potassium salt monohydrate (25 g, 111 mmol) and cesium
carbonate (3.25  g, 10 mmol) were transferred into a 500 ml one-neck flask
and dry dimethylformamide  (200 ml) was added, benzyl bromide (21.4 g, 125
mmol) was added dropwise at LO roomtemperature under N2 atmosphere and the
reaction mixture was stirred vigorously for  about 3 hours. The solvent and
the excess of benzylbromide were then removed under  reduced pressure.
Water (200 ml) and ethanol (100 ml) was added to the crude product and
refluxed for 10-15 minutes. The yellowish crystalls were filtered from the
cold mixture,  



washed with water and dried to give 29 g (100% yield) of the title
compound. is 'H NMR (CDCI3): S 7.85 (1H, dd); 7.77 (1H, d); 7.46-7.32 (5H,
m); 5.26 (2H, s); 3.97 (3H,  s). b) 4-(Benzyloxy)-3-nnethoxyaniline. To
1-(Benzyloxy)-2-methoxy-4-nitrobenzene (26 g,  100 mmoI) dissolved in
ethanol (500 ml) in a 2 litre one-neck flask was added dropwise 20 under 30
minutes a solution of sodium dithionite in water (500 ml), stirring was
continued  at ambient temperature for 2h and after that the reaction
mixture was heated at 70-80C for  approx. 4h, cooled and alkalized with
sodium carbonate. The precipitate was filtered,  washed with water and
dried. The combined water phases were extracted with ethylacetate.  The
combined organic phases were washed with water, dried over sodium sulfate,
filtered 23 and evaporated to drynness. The residue was combined with the
filtered precipitate to  afford 9.3 g (41 % yield) of the product. 'H NMR
(DMSO-d6): 5 7.42-7.24 (5H, m); 6.67 (1H, d); 6.27 (IH, d); 6.02 (1H, dd);
4.86  (2H, s); 4.68 (2H, s); 3.67 (3H, s). 3o c) Diethyl
2-(4-benzyloxy-3-meth oxyanilino)methylenemalonate A mixture of
4-(Benzyloxy)-3-methoxyaniline (9.3 g, 40 mmol) and diethyl
ethoxymethylenemalonate (9.65 g, 45 mmol) were heated at 120C for 1-1.5h,
the ethanol  produced was removed under reduced pressure, affording 16 g
(100% yield) of the title  compound. 35 'HNMR (CDCI3): S 11.0 (1H, d); 8.43
(1H, d); 7.45-7.29 (SH, m); 6.87 (1H, d); 6.67 (1H,  d); 6.64 (1H, dd);
5.14 (2H, s); 4.31 (2H, q); 25 (2H, q); 3.91 (3H, s); 1.39 (3H, t); 1.32 (3
H, t). 2 7 JAN 2004 I 2 7 JAN 2004 WO 02/092571 PCT/SE02100875 15 d) Ethyl
6-benzyloxy-4-chloro-7-methoxy-3-quinolinecarboxylate A mixture of diethyl
2-(4-(benzyloxy-3-methoxyanilino)methylenemalonate (16 g, 40  mmol),
toluene (100 ml) and phosphorus oxychloride (25 ml) was heated to reflux
under  nitrogen atmosphere for 5 hours. After cooling, the solution was
evaporated to remove the s solvents and excess of phosphorus oxychloride.
The residue was treated with aqueous  sodium bicarbonate, water and some
ethanol, heated to reflux for some minutes. After  cooling the precipitate
was filtered, washed three times with water and dried in vacuum at  



50C to afford 12 g (8I% yield) of the title compound. iH NMR (DMSO-d6): 8
8.97 (IH, s); 7.68 (1H, s); 7.55 (2H, bd); 7.53 (1H, s); 7.46-7.35  io
(31-L m); 5.34 (2H, s); 4.40 (211, q); 4.00 (3H, s); 1.37 (3H, t). e)
6-(Benzyloxy)-4-chloro-7-methoxy-3-quinolinecarboxylic acid Ethyl
6-(Benzyloxy)-4-chloro-7-methoxy-3-quinolinecarboxylate (11.9 g, 32 mmol)
was  dissolved in a mixture of tetrahydrofurane (THF) and methanol (300 ml)
in a ratio of 1:1. is Aqueous sodium hydroxide (2.0 M, 65 ml, 130 mmol) was
added and the mixture stirred at  room temperature for 2 hours. The organic
solvents were removed by rotatory evaporation  and the resulting solution
diluted with more water (200 ml) cooled on ice and acidified to  pH 2-3
with hydrochloric acid under vigorous stirring. The precipitate was
filtered off  washed twice with water, twice with ethanol and ether and
finally dried in vacuum at 50C 20 over night to give a white solid, 11.0 g
(100% yield). 'H NMR (DMSO-d6): S 13.66 (1H, bs); 8.97 (1H, s); 7.68 (lH,
s); 7.54 (2H, bd); 7.52 (1H,  s); 7.46-7.34 (3H, m); 5.34 (2H, s); 4.00
(3H, s). 1) 6-(Benzyloxy)-4-chloro-7-methoxy-3-quinolinecarboxamide 25 A
mixture of 6-Benzyloxy-4-chloro-7-methoxy-3-quinolinecarboxylic acid (11.0
g, 32  mmol), thionyl chloride (30 ml) and toluene (100 ml) was refluxed
for 2 hours under N2  atmosphere. After cooling toluene and the excess
thionyl chloride was removed by rotatory evaporation  and the residue was
suspended in acetone (250 ml) and the resulting suspension cooled in  3o an
ice-bath. Aqueous ammonia (25%, 20 ml) was added gradually, keeping the
temperature below 10C. Stirring was continued for 3 hours and the acetone
was then removed by  rotatory evaporation. The residue was suspended in
water (200 ml) and stirred for one hour,  filtered off, washed twice with
water, twice with ethanol and ether and finally dried in  vacuum at 50C
over night to give a offwhite solid, 10.4 g (95% yield). 3s iH NMR
(DMSO-d6): 6 8.65 (IH, s); 8.10 (1H, s); 7.83 (1H, s); 7.59 (1H, s); 7.54
(2H,  bd); 7.50 (1H, s); 7.46-7.34 (3H, m); 5.33 (2H, s); 3.98 (3H, s). 2 7
JAN 2004 WO 02/092571 16 PCT/SE02100875 g) 6-Benzyloxy-4-3-(bydroxymethyl
2-methylanilino)-7-methoxy-3- quinolinecarboxamide. A mixture of
6-Benzyloxy-4-chloro-7-methoxy-3- quinolinecarboxamide (1.72 g, 5 mmol),
3-amino-2-methylbenzylalcohol(0.82 g, 6 mmol),  



acetic acid (1.2 ml) in DMF (20 ml) was heated at IO0C for two hours. After
cooling the s reaction mixture was poured on ice-water (500 ml) and
alcalizedto pH 9 with dilute  sodium hydroxide. The resulting precipitate
was filtered off, washed with water, air dried,  washed twice with ether
and then dried in vacuum at 50C to give 2.15 g (97% yield) of the  title
compound as a white solid. 'H NMR (CDC13): S 10.82 (1H, s); 8.87 (iH, s);
8.26 (IH, s); 7.59 (1H, s); 7.37-7.20 (5H,  w m); 7.14-7.04 (3H, m); 6.73
(1H, s); 6.65 (1H, d); 5.22 (1H, t); 4.61 (2H, d); 4.50 (2H, s);  3.91 (3H,
s); 2.20 (3H, s). Example 2 is
6-Hydroxy-4-3-(hydroxymethyl-2-methylanilino)-7-methoxy-3-quinolinecarboxam
ide  A mixture of
6-Benzyloxy-4-3-(hydroxymethyl-2-methylanilino)-7-methoxy-3-
quinolinecarboxamide (2.1g, 4.7 mmol) and 10% palladium on carbon (0.44 g)
in methanol  (50 ml), DMF (40 ml), ethylacetate (40 ml) and acetic acid
(0.5 ml) was hydrogenolyzed at  atmospheric pressure at 25C. After 24 hours
the reaction mixture was filtered through a 20 plug of celite, which was
subsequentely washed with DMF. The combined filtrates were  alcalized with
aqueous ammonia was added and the solvents were removed by reduced
pressure. The residue was suspended in methanol (10 ml), filtered and
washed with  methanol and ether, dried in vacuum at 50C overnight to give
1. I g (66% yield) of the title  compound as a yellow solid. 25 'H NMR
(DMSO-d6): 8 10.43 (1H, s); 9.53 (1H, s); 8.85 (1H, s); 8.27 (1H, s); 7.60
(1H,  s);7?7(1H,s);7.08(1H,d);6.95(1H,t);6.78(1H,s);6.40(1H,d);5.13(IH,t);
4.57  (2H, d); 3.92 (3H, s); 2.29 (3H, s). Example 3 30
4-(3-Hydroxymethyl-2-methylanilino)-7-methoxy-6-[3-(4-mo rpholinyl)p
ropoxy]-3- q uino lineca rb oxa raid e A mixture of
6-hydroxy-4-(3-hydroxymethyl-2-methylanilino)-7-methoxy-3-
quinolinecarboxamide (0.071 g, 0.20 mmol), 4-(3-chloropropyl)morpholine
(0.036 g, 0.22  35 mmol), cesiumcarbonate (0.13 g, 0.40 mmol) and DMF (2.5
ml) was heated at I00C for two hours. After cooling the reaction mixture
was poured on water and extracted three  times with dichloromethane, the
solvents were removed by reduced pressure and the 2 7 JAN 2004 WO 02/09271
PCT/SE02/00875 17 



residue was chromatographed on silica using
dichloromethane/methanollarnmonia  (200:10: 1) as eluent. Fractions
containing the product (slightly impure) were combined and evaporated. The
residue was triturated with the eluent affording 40 mg (38% yield) of the
title compound as  s a white solid. 'H NMR (CDCI3): S 10.91 (1H, s); 8.76
(IH, s); 7.26 (1H, s); 7.16 (IH,dd); 7.14 (IH, t);  7.04 (IH, dd); 6.74
(1H, s); 6.15 (2H, bs); 4.69 (2H, bs); 3.95 (3H, s); 3.79 (4H, bt); 3.54
(2H, bt); 3.49 (1H, s); 2.46 (4H, m); 2.32 (2H, zn); 2.30 (3H, s); 1.63
(2H, qv). 10 Example 4 4-(3-Hy droxymethyl-2-methylanilin
o-7-methoxy-6-(2-meth oxyeth oxy)-3- quinolinecarboxamide prepared
according to the method described in Example 3 is 'H NMR (DMSO-d6): S 10.81
(IH, s); 8.87 (1H, s); 8.26 (1H, s); 7.59 (IH, s); 7.25 (1H,  s); 7.19 (1H,
d); 7.07 (1H, t); 6.67 (1H, d); 6.65 (1H, s); 5.15 (IH, t); 4.56 (2H, d);
3.89  (3H, s); 3.47 (2H, bt); 3.40 (2H, bt); 3.20 (3H, s); 2.26 (3H, s).
Example 5 20 4-(3-Hydroxymethyl-2-methylanilin o]-7-methoxy-6-octyloxy-3-q
uinolinecarboxamide  prepared according to the method described in Example
3 1H NMR (DMSO-d6): S 10.89 (1H, s); 8.86 (IH, s); 8.25 (1H, s); 7.58 (1H,
s); 7.22 (IH,  s); 7.18 (1H, d); 7.07 (1H, t); 6.70 (IH, d); 6.65 (1H, s);
5.14 (1H, t); 4.55 (2H, d); 3.88  25 (3H, s); 3.32 (2H, bt); 2.24 (3H, s);
I.45 (2H, m); 1.33-1.15 (10H, m); 0.87 (3H, t). Example 6 30
4-(3-hydroxymethyl-2-methylanilino)-7-methoxy-6-j2-(4-morpholinyt)ethoxy]-3
- quinolin ecarboxamide prepared according to the method described in
Example 3 'H NMR (DMSO-d6): 8 10.86 (IH, s) ; 8.87 (1H, s) ; 8.26 (1H, brs)
; 7.59 (IH, brs) ; 7.24  (IH,s);7.18(IH,d);7.07(IH,t);6.68(1H,d);
6.67(1H,s); 5.15(IH,t);4.55(2H,d)
;3.88(aH,s);3.54(4H,m);3.45(2H,brt);2.43(2H,t);2.30(4H,i);2.24(3H,s). 35 2
7 JAN 2004 WO 02/092571 PC ISE02/00875 18 



Example 7 4-(3-hydroxymethyl-2-methylanilino)-7-meth
oxy-6-[2-(1-piperidinyl)ethoxy]-3- quinolinecarboxamide s prepared
according to the method described in Example 3 'H NMR (DMSO-d6): 8 10.84
(IH-, s) ; 8.86 (1H, s) ; 8.25 (1H, brs) ; 7.57 (1H, brs) ; 7.22  (1H, s);
7.17 (1H, d) ; 7.05 (IH, t); 6.67(114,d); 6.65 (IH, s); 5.13 (1H,brs); 4.54
(2H,  s) ; 3.86 (3H, s) ; 3.41 (211, brt) ; 2.39 (2H, t) ; 2.25 (4H, m) ;
2.23 (3H, s) ; 1.45 (4H, m) ;  1.35 (2H, m). is Example 8 4-(3 -hyd
roxymethyl-2-methylanilino)-7-meth oxy-6-[2-(1-pyrrolidinyl)eth oxy] -3-
quinolinecarboxamide 15 prepared according to the method described in
Example 3 'H NMR (DMSOd6): & 10.83 (1H, s) ; 8.87 (1H, s) ; 8.26 (1H, brs)
; 7.58 (1H, brs) ; 7.24  (1H,s);7.18(111,d);7.06(1H,t);6.67(IH,s);6.66(IH,
d); 5.16(111, brt); 4.55 (211,  d); 3.88(3H,s);3.44(2H,brt);2.51(2H,m);
2.35(4H,m);2.26(3H,s);1.65(4H,m). 20 Example 9
6-[2-(dimethylamino)ethoxy]-4-(3-(hydroxymethyl-2-methylanilino)-7-methoxy-
3- quinolinecarboxamide prepared according to the method described in
Example 3 25 LH NMR (DMSO-d6): & 10.87 (111, s) ; 8.88 (1H, s) ; 8.27 (1H,
brs) ; 7.60 (114, brs) ; 7.26  (IH,s);7.19(1H,d);7.08(IH,t);6.69(IH,d);
6.68(1H, s); 5.14(1H,brs);4.56(2H,  s) ; 3.89 (3H, s) ; 3.51 (2H, brt) ;
2.62 (2H, brt) ; 2.26 (6H, s) ; 2.25 (3H, s). Example 10 30 6- [2-(dim a th
ylamino)-2-oxo a thoxy]-4-(3-hydroxymethyl-2-methylanilino)-7-meth oxy-
3-quinolinecarboxamide prepared according to the method described in
Example 3 'H NMR DMSO(d6): S 10.81 (1H, s) ; 8.89 (1H, s) ; 8.28 (1H, brs)
; 7.60 (1H, brs) ; 7.27  35 (1H,s);7.17(1H,d);7.03(1H,t);6.58(1H,d);
6.48(111,s);5.18(111,brt);4.57(2H,  d) ; 4.23 (2H, brs) ; 3.91 (3H, s) ;
2.74 (3H, s) ; 2.66 (3H, s) ; 2.22 (3H, s). 27 JAN 2004 WO 02/092571
PCT/SEO2100875 19 



Exam2le 11 6-(2-amino-2,oxo eth oxy)-4-(3-hyd roxymethyl-2-m ethylaniiin
a)-7-methoxy-3- quinolinecarbaxarnide s prepared according to the method
described in Example 3 'H NMR DMSO(d6): 8 10.71 (IH, s) ; 8.88 (IH, s) ;
8.26 (1H, brs) ; 7.59 (1H, brs) ; 7.27  (IH,s);7.26(IH,s);7.18(IH,d);
7.05(1H,s);7.03(1H,t);6.62(IH,s);6.58(1H,d)  ; 5.11 (IH, t) ; 4.57 (2H, d)
; 3.91 (3H, s) ; 3.85 (21-L s) ; 2.26 (3H, s). I0 Example 12
4-(2-Ethylanilino)-6-methoxy-7-p-(4-morpholinyl)propoxyj-3-quinoliuecarboxa
oaide a) 4-Chloro-7-hydroxy-6-methoxy-3-quinolinecarboYamide. is A mixture
of 7-$enzyloxy-4-chloro-6-methoxy-3-cluinolinecarboxamide (1.0 g, 2.9 mmol)
prepared analogous to the method described in Example 1 and thioanisole
(1.75 ml, 14.1  mmol) in TFA (15 ml) was refluxed for three hours. After
cooling, the solvents were  removed at reduced pressure and the residue was
poured on water and alkalized with  aqueous ammonia. The precipitate was
filtered, washed with water and dried affording 0.52  :a g (72% yield) of
the title compound b)
4-(2-Ethylanilino)-6-methoxy-7-[3-(4-.morpholinyl)propoxyj-3- q u in olin a
Garb ox a mide. A mixture of
4-Chloro-7-hydroxy-6-methoxy-3-quinolinecarboxamide (0.056 g, 0.22 zs
mmol), 2-ethylaniline (32 i.iL, 0.26 mmol) and acetic acid (10 L) in
ethanol (5 ml) was  heated at reflux for four hours. The solvents were
removed by reduced pressure and the  residue was chromatographed on silica
using methanol as eluent. The product was  dissolved in DMSO (5 ml),
morpholinopropylchloride (0.0I8 g, 0.11 mmol) and Cs2CO3  (0.090 g, 0.28
mmol) were added and the'mixture was heated at 100C for 20 hours. After 30
cooling the mixture was poured on water and the water phases were extracted
with  methylenechloride. The residue was chromatographed on silica using
methylenechloride/methanol (911-111) as eluent, affording 9 mg (9% yield)
of the titled  compound. 1H NMR (CDC13): S 11.05 (IH, s); 8.96 (1H, s);
7.35 (111, s); 7.32 (1H, dd);  7.12 (2H, m); 6.91 (1H, dd); 6.74 (114, s);
4.22 (2H, m); 3.68 (4H, m); 3.25 (3H, s); 2.80 35 (2H, m); 2.52 (2H, q);
2.44 (4H, m); 2.08 (2H, m); 1.30 (3H, t). the title compounds of examples
13-15 were prepared by a method analogous to that  described in Example 12.
WO 02/092571 PCTISE02/00875 20 



Example 13 6-Metitoxy-4-[2-(me thyls ulfan yl) anilin o l -7-[3-(4-mo rp ho
f nyl)p ropoxy j-3- s quinolinecarboxamide. 'H NMR (CDCI3): S 10.76 (1H,
s); 8.89 (IH, s); 7.34 (IH, s); 7.32 (1H, d); 7.11 (IH, dd);  7.02 (1H,
dd); 6.79 (1H, d);6.75 (IH, s);4.21 (2H, t); 3.72 (4H, t); 3.39 (3H, s);
2.55-2.42  (6H, m); 2.49 (3H, s); 2.10-2.02 (2H, m). 10 Example 14
4-[3-(Hydroxymethyl)-2-methyianilinoJ-6-methoxy-7-[3-(4-morpholinyl)p
ropoxy]-3- q u in olinecarb oxamid e. 'H NUR (CDC13): S 10.81 (1H, s); 8.79
(IH, s); 7.26 (1H, s); 7.20 (IH, d); 7.16 (1H, dd);  is 6.84 (IH, d); 6.69
(1H, s); 4.74 (2H, s); 4.15 (2H, t); 3.68 (4H, t); 3.29 (3H, s); 2.48 (2H,
t); 2.42 (4H, m); 2.32 (3H, s); 2.01 (2H, m). Example 15 20
4-(1.H-Indol-4-ylamino)-6-methoxy-7-[3-(4-morpholinyl)propoxy]-3- quinolin
ecarboxami de. `H NIVIR (CD30D): 6 8.82 (1H, s); 7.37 (1H, d); 7.23 (IH,
d); 7.15 (1H, s); 7.14 (IH, t);  6.92 (1H, s); 6.88 (1H, d); 6.21 (1H, d);
4.21 (2H, t); 3.78 (4H, t); 2.98 (3H, s); 2.98-2.88  (6H, m); 2.18 (2H, m).
25 Example 16 Methyl
4-{[3-(aminocarbonyl)-6-methoxy-4-(2-toluidino)-7-quinolinyl]oxy)butanoate.
A mixture of 7-hydroxy-6-methoxy-4-(2-toluidino)-3-quinolinecarboxamide
(0.026 g, 30 0.050 mmol), DM50 (2.5 ml), K2C03 (0.0I7 g, 0.12 mmol), and
methyl 4-chlorobutanoate  (0.01. Ig, 0.080mmoI) was refluxed for 2h. The
reactionmixture was filtered, evaporated  and chromatographed on silica
furnishing the title compound. 'H-N1VIRDMSO-d6: S 10.72 (1H, s); 8.85 (1 H,
s); 8.25 (1H, brs); 7.58 (1H, brs); 7.28 (IH,  d); 7.22 (IH, s); 7.10 --
6.97 (2H, m); 6.68 (IH, d); 6.67 (1H, s); 4.10 (2H,t); 3.57 (3H, s);  3s
3.26 (3H, s); 3.28 (3H, s); 2.05-1.93 (4H, m). APCI-MS rn/z: 424.1 [MH+]
27JAN2004 I  27 JAN 2004 WO 02/092571 PCT/SE02/00375 



21 Example 17
4-(2-Ethylaniiino)-7-(3-hydroxypropoxy)-6-methoxy-3-quinolinecarboxamide.
A mixture of 4-(2-ethylanilino)-7-hydroxy-6-methoxy-3-quinolinecarboxamide
(0.12 g, $ 0.35 mmol), DMSO (15 ml), Cs2CO3 (0.34 g, 1.0 mmol), and
1,3-dibromopropane was  stirred at 100C for 2h. The reaction mixture was
poured out on NaHCO3(aq) and extracted  with CH=C12. The substance was
chromatographed on furnishing the title compound (0.012  g, 9%). !H NMR
(CDC13): S 10.82 (IH, s); 8.83 (1H, s); 7.34-7.26 (2H, m); 7.09 (1H, m);
6.83  is (1H, dd); 6.70 (IH, s); 4.60 (2H, t); 3.93 (2H, t); 3.28 (3H, s);
2.77 (2H,q); 2.12 (2H, m);  1.22 (3H, t). AP CI-MS mlz: 396.1 [MHO"]
Example 18 cs 6-Meth
oxy-7-[2-(4-morpholinyl)ethoxy]-4-(2-toluidino)-3-quinolinecarboxamide.
The title compound was prepared according to the method described in
Example 12.  'H NNIR (CDC13): S 10.60 (IH, s); 8.72 (1H, s); 7.28-7.26 (2H,
m); 7.07 (1H, m); 6.89  (1H, m); 6.75 (1H, s); 4.28 (2H, t); 3.72 (4H, t);
3.32 (3H, s); 2.88 (3H,t); 2.58 (4H, t); 2.36  20 (3H, s). APCI-MS m/z:
437.2 [MH+] Example 19 25
4-(2-Ethylanilino)-G-methoxy-7-(2-methoxyethoxy)-3-quinolinecarboxamide. A
mixture of 4-(2-ethylanilino)-7-hydroxy-6-methoxy-3-quinolinecarboxamide
(0.22 g,  0.65 mmol), DMF(1S ml), CsZCO3 (0.64 g, 1.98 mmol), and
2-bromoethylmethylether was  stirred at 100C for 2h. The reactionmixture
was evaporated and chromatographed on  furnishing the title compound (0.045
g,18%). 30 1H NMR (CDC13): S 10.70 (1H, s); 8.72 (1H, s); 7.30 (IH, dd);
7.26 (1H, s); 7.08 (IH, m);  6.85 (IH, dd); 6.74 (1H, s); 4.28 (2H, t);
3.83 (2H, t); 3.45 (3H,s); 3.30 (3H, s); 2.80 (2H,  q); 1.30 (3H, t).
APCI-MS m/z: 396.1 [MH+] 35 27JAN2004 WO 02/092571 PCT/SEOZ/00875 22 



Example 20 5 4-(2-Ethylanilin o)-6-methoxy-7-[3-(1H-1,2,4-triazol-1-yl)p
rop oxy]-3- quinolinecarboxamide a) Ethyl
3-(IH-1,2,4-triazol-1-yl)propanoate. To a solution of 1H-1,2,4-triazole
(5g, 72.4  mmol), EtOH (36 ml) and Na (1.66 g, 72.4 ramol)
ethyl-3-bromopropionat (9.9 ml, 79.6  mmol) was added dropwise. The
reaction mixture was stirred overnight, filtered,  evaporated to 50 ml and
distilled furnishing the title compound (3.3 g 30%) as a white to solid. 'H
NvIR (DMSO-d6): S 8.43 (IH, s); 7.90 (IH, s); 4.30 (2H, t); 3.94 (2H, q);
2.78 (2H, t);  1.05 (3H, t). b) 3-(1H-1,2,4-triazol-1-yl)-1-propanol. To a
solution of Ethyl 3-(1H-1,2,4-triazol-l ts yI)propanoate (2.95 g, 17.5
mmol) in ether (90 ml), LiAlH4 (0.66 g, 17.5 rnmol) was added  After
heating to reflux for 60h, 10 ml of 50%-methanol-water was added. The
reaction  mixture was filtered and the filter washed with 100 ml of
methanol and twice with 100 ml  of hot water- After evaporation the title
product was obtained after purification using  preparative HPLC. 20 'H NMR
(CDCI3).: S 8.42 (1H, s); 7.98 (1H, s); 4.35 (2H, t); 3.47 (2H, t); 2.09
(2H, q). c)1-(3-Chloropropyl)-IH-1,2,4-triazole.
3-(1H-1,2,4-triazol-I-yl)-1 -prop anol (0.160g,  1.3 mmol) was refluxed in
thionylchloride (3 ml) for 2 h. The recation mixture was  evaporated
yielding the title product. 35 APCI-MS mlz: 146.1 [M]H+] d)
4-(2-Ethylanilino)-6-methoxy-7-[3-(1H-1,2,4-triazoi-1-yl)propoxy]-3-
quinolinecarboxamide. The title product was prepared according to the
method described in Example 17 30 'H NMR (CDC13): S 10.71 (1H, s); 8.70
(IH, s); 8.07 (IH, s); 7.94 (1H, s); 7.34-7.29 (1H,  m); 7.20 (1H, s);
7.16-7.05 (2H, m); 6.90-6.85 (1H, m); 6.76 (1H, s); 4.44 (2H,t); 4.28 (2H,
t); 3.62 (3H, s); 2.80 (2H, q); 2.46 (2H, m); 1.30 (3H, t). APCI-MS m/z:
447.5 [MH+] 35 Example 21
4-(2-Ethylanilino)-6-methoxy-7-[4-(4-morpholinyl)butoxyl-3-quinolinecarboxa
mide. 2 7 JAN 2004 WO 02/092571 PCT/5E02/00875 



23 4-(2-Ethylanilino)-7-hydroxy-6-methoxy-3-quinolinecarboxamide (0.064 g,
0.19 mmol)  was dissolved in DMSO (4 ml), 1-bromo-4-chlorobutane (22 l,
0.19 mmol) and Cs2CO3  (0.18 g, 0.55 mmol) were added and the mixture was
stirred at ambient temperature for  three days. The mixture was poured into
water and extracted with methylenechloride. The s residue was
chromatographed on silica using ethylacetate/methanol (1:0->1:1) as eluent.
The resulting oil was dissolved in DME, morpholine (25 tel, 0.29 mmol) and
a catalytic  ammount of KI was added, mixture was heated at reflux for four
days. After cooling the  mixture was poured out on water and extracted with
methylenechloride. The crude product  was purified on preparative HPLC,
affording 20 mg (22% yield) of the titled compound. to 'H NMR (CDC13): 5
11.31 (1H, s); 9.02 (1H, s); 7.40 (1H, s); 7.34 (1 H, d); 7.22-7.11 (2H,
m); 6.95 (1H, d); 6.73 (1H, s); 4.18 (2H, t); 3.72 (4H, m); 3.29 (3H, s);
2.79 (2H, q); 2.5- 2.40 (6H, m); 1.93 (2H, m); 1.69 (2H, m); 1.28 (3H, t).
Example 22 15 a)
7-(3-Chloropropoxy)-4-[3-(hydroxymethyl)-2-methylanilino]-6-methoxy-3-
quinolinecarboxamide. 7 -Hydroxy-4-[3 -(hydroxymethyI)-2-methylanilino]
-6-methoxy-3 -quinol inecarb oxami de  (0.90 mg, 2.54 mmol) was dissolved
in DMF (10 ml), I-bromo-4-chlorobutane (0.28 ml,  20 2.79 mmol) and Cs2CO3
(1.7 g, 5.2 mmol) were added and the mixture was stirred at ambient
temperature for three days. The mixture was poured out on water and
extracted  with methylenechloride.The residue was chromatographed on silica
using  ethylacetate/methanol (I:0->5: I) as eluent, affording 550 mg (50%
yield) of the titled  compound. 25 rH NMR (DMSO-d6): 5 10.85 (1H, s); 8.83
(1H, s); 8.22 (IH, s,br); 7.30 (1H, s,br); 7.22  (1H, s); 7.10 (1H, d);
7.02 (1H, t); 6.65 (1H, d); 6.62 (1H, s); 5.18 (1H, m); 4.58 (2H, d);  4.21
(2H, t); 3.78 (2H, t); 3.22 (3H, s); 2.23 (3H, s); 2.23-2.19 (2H, m).
Example 23a, 23b  30 7-{3-[(cis)-2,6-Dimethylmorpholinyl}p
ropoxy)-4-[3-(hydroxymethyl)-2- methylan1lino]-6-methoxy-3-quinolinecarbox
amide and
7-{3-[(trails)-2,6-Dimethylmorpholinyl]propoxy}-4-[3-(hydroxymethyl)-2-
methylanilino]-6-methoxy-3-quinolinecarboxarnide. 7-(3-chloropropoxy)-4-[3
35 (hydroxymethyl)-2-methylanilino]-6-methoxy-3-quinolinecarboxamide (50
mg, 0.12  



mmol) was dissolved in DME (3m1), 2,6-dimethylmorpholine (25 l, 0.29mmol)
and a  catalytic ammount of 1(1 added, the mixture was heated at reflux for
four days. After  cooling the mixture was filtrated and the crude product
was purified on preparative HPLC, 27 JAN 2004 WO 02/092571 PCT/5E02/0087;
24 affording 14 mg (23% yield) of the cis- compound and 8 mg (13% yield) of
the trans- compound. 7-
{3-[(cis)-2,6-dimethylmorpholinyl]propoxy}-4-[3-(hydroxymethyl)-2-methylani
lino]-6- metbox y-3 -quinolinecarboxamide: s -'H NMR (CD30D): S 8.89 (IH,
s); 7.24 (IH, d); 7.20 (1H, s); 7.18 (1H, t); 6.95 (1H, d);  6.79 (1H, s);
4.68 (2H, s); 4.20 (2H, t); 3.75-3.65 (2H, m); 3.29 (3H, s); 3.0 (2H, d);
2.78  (2H, t); 2.38 (3H, s); 2.16 (2H, rn); 1.95 (2H, m); 1.18 (6H, d). 7-
{3-[(trans)-2,6-dimethylmorpholinyl]propoxy)-4-[3-(hydroxymethyl)-2-methyla
nilino]- 6-methoxy-3 -quinolinecarboxamide: io 111 NMR CD30D, at 55C: 5
8.82 (1H, s); 7.52 (IH, d); 7.35 (IH, t); 7.29 (1H, s); 7.18  (1H, d); 6.85
(1H, s); 4.78 (2H, s); 4.30 (2H, t); 4.18 (2H, m); 3.35 (3H, s); 3.21 (4H,
m);  2.93 (2H, m); 2.34 (2H, m); 2.35 (3H, s); 1.35 (6H, d). the title
compounds of example 24-26 were prepared by a method analogous to that  15
described in Example 23 Exa Ml~ a 24 4-f
3-(Hydroxymethyl)-2-methylanilino]-6-methoxy-7-j3-(1-pip
eridinyl)propoxy]-3- 20 quinolinecarboxamide. 'H NMR (CD3OD): S 8.82 (1H,
s); 7.34 (1H, d); 7.25 (1H, s); 7.18 (1H, t); 6.89 (1H, d);  6.85 (1H, s);
4.75 (2H, s); 4.22 (2H, t); 3.35 (3H, s); 3.20-3.05 (6H, m); 2.40 (3H, s);
2.28  (2H, m); 1.85 (4H, m); 1.64 (2H, m). 2s Example 25
7-{3-[(2-Ethoxyethyl)amino] prop
ox'y}-4-[3-(hydroxymethyl)-2-methylanilino]-6- meth
oxy-3-quinolinecarboxamide. 'H NMR (CD30D): S 8.82 (1H, s); 7.30 (IH, d);
7.25 (IH, s); 7.18 (1H, t); 6.89 (1H, d);  30 6.82 (IH, s); 4.76 (2H, s);
4.22 (2H, t); 3.59 (2H, t); 3.53 (2H, q); 3.35 (3H, s); 2.89 (2H,  t); 2.83
(2H, t); 2.40 (311, s); 2.12 (2H, m); 1.18 (3H, t). Example 26 35
4-f3-(Hydroxymethyl)-2-methylanilino]-6-methoxy-7-j3-(4-tltionaorpholinyl)p
ropoxy]- 



3-qu in o li n e ca rb o xa mide. 2 7 JAN 2004 WO 02/092571 25
PCT/SE02/00875 'H NMR (CD3OD): S 8.81 (1H, s); 7.31 (1H, d); 7.22 (1H, s);
7.18 (1H, t); 6.86 (1 H, d);  6.80 (I H, s); 4.75 (2H, s); 4.20 (2H, t);
3.38 (3H, s); 3.08 (2H, m); 2.80-2.60 (8H, m); 2.39  (3H, s); 2.08 (2H, m).
Exa~le 27  6-(3-(Dimethylamino)propoxyj-4-(2-ethylanilino)-7-methoxy-3-q
uinotinecarboxamide  a) 6-(Benzyloxy)-4-(2-ethylanilino)-7-methoxy-3-quin
olinecarboxamide zo The title compound was prepared according to the method
described in Example I g  APCI-MS m/z: 423 [MH+J b)
4-(2-Ethylanilino)-6-hydroxy-7-methoxy-3-quiaolineearboxamide The title
compound was prepared according to the method described in Example 2 is 'H
NIvIR (DMSO-d6): 5 10.52 (1H, s); 9.54 (1H, brs); 8.86 (1H, s); 8.29 (1H,
brs); 7.62  (IH, brs); 7.28 (1H, s); 7.28 (IH, m); 6.98 (2H, m); 6.76 (IH,
s); 6.45 (IH, m); 3.92 (3H,  s); 2.75 (2H, q); 1.29 (3H, t). APCI-MS m/z:
338 [MH+J 20 c) 6-[3 -(Dim ethylamino)prop
oxyl-4-(2-ethylanilino)-7-methoxy-3- quinolinecarboxamide Polymer-bound
Triphenylphosphine (0.15 g, 0.44 mmol) and 3-dimethylamino-1-propanol
(26X1, 0.22 mmol) was suspended and dissloved in CH2C12 and THE at -15C and
stirred for 30 min. DEAD (70 l, 0.44 mmol) was added dropwise at 25 -15C.
4-(2-Ethylanilino)-6-hydroxy-7-methoxy-3-quinolinecarboxamide (50 mg, 0.15
mmol) was suspended in THE and then added to the reaction. The reaction was
stirred over  night, allowing the temperature rise to --10C. The polymer
was filtered off and the filtrate  concentrated in vacuo. The product was
purified using preparative HPLC affording 15 mg  (24%) of white crystals.
30 'H NMR (CD30D): 5 8.79 (IH, s); 7.37 (1H, m); 7.22 (IH, s); 7.15 (2H,
m); 6.84 (iH, m);  6.78 (IH, s); 3.95 (3H, s); 3.42 (2H, t); 2.79 (2H, q);
2.35 (2H, t); 2.23 (6H, s); 1.74 (2H,  m); 1.29 (3H, t) APCI-MS m/z: 423
[MH+] 35 the title compounds of examples 28-33 were prepared by a method
analogous to that  



described in Example 27 2 7 JAN 2004 WO 02/092171 PCT/SE02100875 26 Example
28 4-(2-E thylanilino)-6-[3-(1S-imidazol-1-yI)propoxyj-7-methoxy-3-
quinolinecarboxamide s 'H NMR (CD30D): 3 8.80 (1H, s); 7.54 (1H, s); 7.29
(1H, m); 7.24 (1H, s); 7.06 (3H, m);  6.98 (1H, s); 6.80 (1H, m); 6.71 (1H,
s); 3.99 (3H, s); 3.28 (2H, m); 2.75 (2H, q); 2.04 (21-I,  m); 1.27 (3H, t)
APCI-MS mlz: 446 [MH+] to Example 29
4-(2-Ethylanilino)-7-methoxy-6-(3-thienylmethoxy)-3-quinolinecarboxamide
tH NMR (CD30D): 8 8.80 (IH, s); 7.37 (2H, m); 7.24 (1H, s); 7.16 (2H, m);
7.06 (1H, m);  6.91 (IH, m); 6.87 (1H, s); 6.83 (1H, m); 4.53 (2H, s); 3.97
(3H, s); 2.76 (2H, q); 1.29 (3H,  15 t) APCI-MS m/z: 434 [MH+] Example 30
20
6-[2-(Dimethylarnino)ethoxyj-4-(2-ethylanilino)-7-methoxy-3-quinolinecarbox
amide  tH NMR (CD3OD): 3 8.80 (IH, s); 7.37 (1H, m); 7.22 (1H, s); 7.15
(2H, m); 6.84 (1H, m);  6.78 (IH, m); 3.95 (3H, s); 3.50 (2H, brt); 2.80
(2H, q); 2.57 (2H, t); 2.24 (6H, s); 1.30  (3H, t). APCI-MS m/z: 409.[NIH+j
25 Example 31
6-(3-Aminopropoxy)-4-(2-ethylanilino)-7-methoxy-3-quinolinecarboxamide  The
compound was synthesized as above, using Boc-amino protected alcohol. After
30 flitering off the polymer and evaporation, the residue was dissolved in
CH2CI2 and TFA  (50:50) and stirred at room temperature for 30 min. The
solvent was evaporated and the  product was purified by preparative HPLC.
LH.NIFIR (CD30D): 8 8.82 (1H, s); 7.38 (1H, m); 7.23 (1H, s); 7.16 (2H, m);
6.86 (IH, m);  6.80 (1H, s); 3.97 (3H, s); 3.48 (2H, brt); 2.81 (2H, q);
2.71 (2H, t); 1.74 (2H, m); 1.31 35 (3H, t) 



APCI-MS mlz: 395 [MH+j 27 JAN 2H& WO 02/092571 PCT/SE02/00875 27 Example 32
4-(2-Ethylanilino)-7-methoxy-6-[2-(methylamino)ethoxy]-3-quinolinecarboxami
de  'H NMR (CD3OD): 8 8.80 (1H, s); 7.36 (IH, m); 7.23 (1H, s); 7.15 (2H,
m); 6.84 (1H, rn); s 6.80 (IH, s); 3.97 (3H, s); 3.50 (2H, brt); 2.79 (2H,
q); 2.75 (2H, t); 2.37 (3H, s); 1.29 (3H,  t). APCI-MS m/z: 395 [ H+]
Example 33 to t5
6-(2-Arninoethoxy)-1-(2-ethylanilino)-7-methoxy-3-quinolinecarboxamide  LH
NMR (CD3OD): S 8.80 (1H, s); 7.36 (IH, brd); 7.23 (1H, s); 7.14 (2H, m);
6.84 (1H,  brd); 6.78 (1H, s); 3.96 (3H, s);-3.41 (2H, brt); 2.79 (4H, m);
1.29 (3H, t) APCI-MS m/z: 381 [MH+] Example 34
7-[3-(Dimethylamino)propoxy]-4-(2-ethylanilino)-6-methoxy-3-quinolinecarbox
amide 20 a) 4-(2-Ethylanilino)-7-benzyloxy-6-methoxy-3-quinolinecarboxamide
The title compound was prepared as described in Example 27a starting from
7-benzyloxy- 4-chloro-6-methoxy-3-quinolinecarboxamide prepared analogous
to the method described  in Example 1. Yield 4.4 g (89%) of a light brown
powder. 'HNMR (DMSO-d6): S 11.85 (1H, brs); 8.98 (1H, s); 8.47 (1H, brs);
7.84 (1H, brs); 7.52- 25 7.33 (7H, m); 7.29-7.17 (2H, m); 6.99 (1H, brd);
6.75 (1H, s); 5.26 (2H, s); 3.24 (3H, s);  2.70 (2H, q); 1.20 (3H, t).
APCI-MS m/z: 428 [MH+] b)
4-(2-Ethylanilino)-7-hydroxy-6-methoxy-3-quinolinecarboxamide  30 The title
compound was prepared as described in Example 27b Yield 0.3 g (90%) of a
yellow oil that crystallizes after a few hours. 'H NMR (CD3OD): 8 8.70 (1H,
s); 7.39 (1H, m); 7.19 (2H, m); 7.00 (1H, s); 6.94 (IH, m);  6.73 (1H, s);
2.78 (211, q); 1.29 (3H, t). APCI-MS m/z: 338 (MH+] 35 



c) 7-j3-(Dimethylamino)propoxy]-4-(2-ethylanilino)-6-methoxy-3-
quinolinecarboxamide The title compound was prepared as described in
Example 27c. WO 02/092571 PCTISE02/00875 28 5 `H NMR (CD30D): b 8.78 (iH,
s); 7.35 (1H, m); 7.19 (1H, s); 7.13 (2H, m); 6.83 (1H, m);  6.77 (1H, s);
4.15 (2H, t); 3.28 (3H, s); 2.79 (2H, q); 2.57 (2H, t); 2.29 (6H, s); 2.05
(2H,  m); 1.28 (3H, t). APCI-MS m/z: 423 [E4+] the title compounds of
examples 35-37 were prepared by a method analogous to that  described in
Example 34 Example 35 to
4-(2-Ethylanilino)-6-methoxy-7-{3-[methyl(4-pyridinyl)amino] propoxy}-3- q
uin olinecarboxamide 'H NMR (CD30D): S 8.78 (1H, s); 7.93 (2H, brm); 7.37
(1H, m); 7.16 (2H, m); 7.13 (111,  s); 6.84 (1H, m); 6.79 (1H, s); 6.67
(211, brd); 4.12 (214, t); 3.65 (2H, t); 3.33 (3H, s); 3.01  is (3H, s);
2.80 (2H, q); 2.13 (2H, m); 1.31 (3H, t).. APCI-MS mlz: 486 [MH+] Example
36 20
4-(2-Ethylanilino)-6-methoxy-7-{2-[methyl(4-pyridinyi)aminolethoxy}-3-
quinolinecarboxamide 'H NMR (CDCI3): S 11.11 (1H, s); 8.88 (1H, s); 8.20
(2H, brs); 7.33 (1H, d); 7.32 (iH, s);  7.15 (2H, rn); 6.90 (111, d); 6.75
(1H, d); 6.74 (iH, s); 4.36 (2H, t); 3.94 (2H, t); 3.23 (3H,  s); 3.19 (3H,
s); 2.78 (2H, q); 1.29 (3H, t). 2$ APCI-MS m/z: 472 [MH+] Example 37
4-(2-Ethylanilino)-6-methoxy-7-[2-(methylamino)ethoxyl-3-quinolinecarboxami
de  30 'H NMR (CD30D): S 8.80 (I H, s); 7.37 (1H, m); 7.23 (1 H, s); 7.15
(2H, m); 6.86 (1H, m); 6.80 (1H, s); 4.24 (2H, t); 3.30 (3H, s); 3.04 (2H,
t); 2.80 (2H, q); 2.47 (3H, s); 1.29 (3H, t).  APCI-MS m/z: 395 [MH+] Exam
Ike 38 35 



4-(2-Ethylanilino)-6-methoxy-7-[2-(1-piperazinyl)ethoxyl-3-quinolinecarboxa
mide  Triphenylphosphine (0.12 g, 0.44 mmol) and
1-(2-hydroxyethyl)piperazine (25..1, 0.22  mmol) was dissloved in CH2CI2
and THE at -15C and stirred for 30 min. DEAD (70 Al, 27 JAN 2004 I 2 7 JAN
200 WO 021092571 PCTISE02/0087 29 { 0.44 mmol) was added dropwise at -15C.
4-(2-ethylanilino)-7-bydroxy-6-methoxy-3- quinolinecarboxamide (0.50 g,
0.15 mmol) was suspended in THE and then added to the  reaction. The
reaction was stirred over night, allowing the temperature rise to -10C. The
solvent was removed under reduced pressure and the product was purified
using s preparative HPLC affording 34 mg (24%) of a clear oil. 'H NMR
(CD3OD): 8 8.80 (1H, s); 7.36 (1H, m); 7.21 (114, s); 7.13 (2H, m); 6.83
(IH, m);  6.77 (IH, s); 4.28 (2H, t); 3.28 (3H, s); 2.86 (6H, m); 2.79 (2H,
q); 2.62 (4H, brs); 1.29  (3H, t). APCI-MS m/z: 450 [MH+] 10 the title
compounds of examples 39-41 were prepared by a method analogous to that
described in Example 38 Example 39 1s 4-(2-Ethylanilin o)-7-[3-(1H-imi
dazor-1-yI)propoxy]-6..meth oxy-3- quinoluiecarboxamide 'H NMR (CD3OD): S
8.79 (IH, s); 7.64 (1H, s); 7.37 (1H, m); 7.15 (3H, m); 6.95 (IH, s);  6.84
(1H, m); 6.79 (1H, s); 4.26 (2H, t); 4.06 (2H, t); 3.31 (3H, s); 2.80 (2H,
q); 2.32 (2H,  20 m); 1.29 (311, t). APCI-MS miz: 446 [M 1+] Example 40 2$
30
4-(2-Ethylaniliuo)-7-[2-(1H--imidazol-1-yl)ethoxyl-6-methoxy-3-quinollnecar
boxamide  'H NMR (CD3OD): S 8.78 (IH,s); 7.75 (1H, s); 7.36 (1H, m); 7.25
(1H, s); 7.17 (1H, s);  



7.13 (2H, m); 6.93 (IH, s); 6.83 (1H, m); 6.78 (1H, s); 4.48 (2H, t); 4.36
(2H, t); 3.29 (3H,  s); 2.78 (2H, q); 1.28 (311, t). APCI-MS m/z: 432
[MHO-] Example 41
7-(3-Aminopropoxy)-4-(2-etlaylanilino)-6-methoxy-3-quinolinecarboxamide
The compound was synthesized as above, using Boc-amino protected alcohol.
After 3s flitering off the polymer and evaporation, the residue was
dissolved in CHZCI2 and TFA  (50:50) and stirred at room temperature for 30
min. The solvent was evaporated and the  product was purified by
preparative HPLC. 27 JAN 2004 WO 02/092571 PCTISE02l00875 30 5 'H NMR
(CD3OD): S 8.79 (IH, s); 7.36 (I14, m); 7.20 (1H, s); 7.13 (2H, m); 6.83
(IH, m);  6.77 (1H, s); 4.21 (2H, t); 3.28 (3H, s); 2.88 (2H, t); 2.79 (2H,
q); 2.03 (2H, m); 1.29 (3H,  t). APCI-MS rnlz: 395 [MH+] Example 42 7-Hyd
roxy-4-[3-(hydroxyme thyl)-2-metliylaniIino]-6-methoxy-3- q ui nolin
ecarboxamid e lD The title compound was prepared according to the method
described in Example 34b.  'H NMR (DMSO-d6): S 10.86 (IH, s); 8.81 (1H, s);
8.21 (1H,'brs); 7.54 (1H, brs); 7.18  (1H, d); 7.12 (IH, s); 7.08 (IN, t);
6.69 (1H, d); 6.65 (IH, s); 5.14 (IH, brs); 4.56 (2H, s);  3.25 (3H, s);
2.25 (3H, s) APCI-MS m/z: 354 [MH+] is Example 43 20 6-{
[3-(1H-imidazol-3.-yl)p ropyl] amino}-7-methoxy-4-(2-toluidino)-3- qulnolin
ecarboxamide a) Ethyl 4-Chloro-6-bromo-7-methoxy-3-quinolinecarboxylate The
title compound were prepared essentially as described by Burke. et al. J.
Med. Chem,  36(1993)425-432. zs b) Ethyl 6-bromo-7-methoxy-4-(2-toluidino)
3-quinolinecarboxylate 



Ethyl 6-bromo-4-chloro-7-methoxy-3-quinolinecarboxylate (0.90 g, 2.6 mmol),
o-toluidine  (0.30 ml, 2.9 mmol) and AcOH (1 ml) was dissolved in EtOH (50
ml) and refluxed for 4  his. After cooling the mixture was neutralised with
aqueous ammonia and the precipitate  was filtered off affording 870 mg
(80%) of a green powder. 30 'H NMR (DMSO-d6): S 9.84 (1H, s); 8.94 (1H, s);
7.89 (1H, s); 7.41 (1H, s); 7.36 (1H,  brd); 7.16 (2H, m); 6.94 (1H, brd);
4.15 (2H, q); 3.99 (3H, s); 2.28 (3H, s); 1.26 (3H, t). c)
6-([3-(1H-imidazol-l-yl)propyl]amino}-7-methoxy-4-(2-toluidino)-3-
quinolinecarboxamlde 35 A mixture of 6-bromoquinoline (0.25 mmol),
Pd2(dba)3 (0.005 mmol), BINAP (0.015  mmol), Cs2CO3 (0.33 mmol) and
1-(3-aminopropyl)-imidazole (0.29 mmol) was stirred at  90C over night
under N2. After cooling the mixture was purified by flash silica gel column
27 JAN 2004 WO 02/992571 31 PCT/SE02/00s75 chromatography. Elution with
CH2CI2 and then CH2CI2/MeOH (10:1) gave 110 mg (100%)  of a yellow oil
which contained minor phosphine impurities. APCI-MS m/z: 460 [MH+J I 5 The
crude ethylester was hydrolysed in McOH/5M NaOH (1:1) at r.t. over night.
After  concentrating in vacuo, the remaning aqueous phase was made acidic
with 2M HC1 and  washed with CH2CIz. The aqueous phase was neutralised with
5M Na2CO3 and extracted  with CHCI3. Concentrating in vacuo gave 25 mg
(25%) of a yellow oil. APCI-MS mlz: 432 [MH+] LO The crude acid (0.025 g,
0.06 mmol) and CDI (0.020 g, 0.1 mmol) was dissolved in DMF  and stirred at
60C for I h. The mixture was cooled in a EtOHldry ice bath and saturated
with NH3(g) and then stirred at room temperature for 45 minutes. The
mixture was diluted  with CHC13, washed with saturated aqueous NaHCO3 and
water and concentrated in vacuo. is Purification with preparative HPLC gave
after removal of the trifluoroacetic acetate salt 15  mg (60%) of a white
solid. 'H NMR (CD30D): 8 8.67 (IH, s); 7.56 (111, s, Im); 7.27 (IH, brd);
7.13 (1H, s); 7.02 (1H,  s, Im); 6.97 (1H, s, Im); 6.95 (2H, m); 6.68 (IH,
brd); 6.28 (1H, s); 3.99 (3H, s); 3.90 (2H,  t); 2.67 (2H, t); 2.36 (3H,
s); 1.68 (211, m) 



20 APCI-MS rn/z: 431 [MH+j the title compounds of examples 44-46 were
prepared by a method analogous to that  described in Example 43 25 Example
44
7-Methoxy-6-[(2-methoxyethyl)amino]-4-(2-toluidino)-3-quinolinecarboxamide
'H NMR (CD30D): S 8.66 (IH, s); 7.31 (IH, zn); 7.11 (1H, s); 7.10 (2H, m);
6.81 (IH, m);  6.34 (1H, s); 4.00 (3H, s); 3.27 (3H, s); 3.24 (2H, t); 2.77
(2H, t); 2.35 (3H, s). 30 APCI-MS m/z: 381 [MH+] Example 45
7-Metlioxy-6-{[2-(4-morpholinyl)ethyl) amino}4-(2-toluidino)-3- 35
quinolinecarboxamide 'H NMR (DMSO-d6): 5 10.41 (1H, s); 8.74 (1H, s); 8.23
(1H, brs); 7.56 (1 H, brs); 7.25  (1H, d); 7.17 (IH, s); 6.96 (2H, m); 6.50
(1H, s); 6.22 (IH, d); 5.43 (IH, t); 3.95 (3H, s);  3.42 (4H, brt); 2.71
(2H, q); 2.33 (3H, s); 2.19 (6H, m). 2 7 JAN 2004 WO 02/092571
PCTISE02100875 32 APCI-MS m/z: 436 [MH+] Example 46 5 7-Me
thoxy-6-{[3-(4-morpholinyl)propylj a mino}-4-(2-toluidino)-3-
quinolinecarboxamide 'HNMR (CD3OD): S 8.65 (1H, s); 7.27 (IH, brd); 7.11
(1H, s); 7.03 (2H, m); 6.72 (1H,  brd); 6.32 (IH, s); 3.99 (3H, s); 3.69
(4H, t); 2.68 (2H, t); 2.39 (4H, brm); 2.37 (3H, s);  2.27 (2H, t); 1.49
(2H, m). io APCI-MS m/z: 450 {MH+} Example 47
6-Methoxy-7-{[2-(4-morphol.inyl) ethyljamino}-4-(2-toluidino)-3- 15
quinolinecarboxamide 20 25 a) Ethyl
4-Chloro-7-bromo-6-cnetboxy-3-quinolinecarboxylate The title compound were
prepared essentially as described by Burke. et al. J. Med. Chern,
36(1993)425-432. 



b) Ethyl 7-bromo-6-rnethoxy-4-(2-toluidino)-3-quinolinecarboxylate The
title compound was prepared according to the method described in Example
43b 'H NMR (DMSO-d6): S 9.83 (1H, s); 8.87 (1H, s); S.15 (IH, s); 7.38 (1H,
m); 7.17 (2H,  m); 7.09 (lH, s); 6.98 (1H, m); 4.17 (2H, q); 3.45 (3H, s);
2.30 (3H, s); 1.28 (3H, t) c)
6-Methoxy-7-{[2-(4-morpholinyl)ethyl}amino}-4-(2-toluidino)-3-
quinolinecarboxamide The title compound was prepared according to the
method described in Example 43c. 'H NMR (CD3OD): 6 8.68 (IH, s); 7.28 (1H,
brd); 7.06 (2H, m); 6.81 (1H, brd); 6.73 (IH,  30 s); 6.60 (1H, s); 3.67
(4H, brt); 3.34.(2H, t); 3.33 (3H, s); 2.65 (2H, t); 2.49 (4H, brt); 2.31
(3H, s). APCI-MS m/z: 436 [MH+] { the title compounds of examples 48-51
were prepared by a method analogous to that  35 described in Example 47 2 7
JAN 2004 WO 02/092571 33 Example 48 PCT/SE02/00875 6-Meth
oxy-7-[(2-methoxyethyl)amino]-4-(2-toluidino)-3-quinolinecarboxamide 1H NMR
(CDCI3): 5 10.50 (1H, s); 8.73 (IN, s); 7.25 (IH, brd); 7.04 (21-1, m);
6.88 (1H, s);  5 6.87 (1H, brd); 6.63 (1H, s); 5.06 (IH, brt); 3.66 (2H,
t); 3.42 (2H, q); 3.39 (3H, s); 3.34  (3H, s); 2.37 (3H, s) APC1-MS m/z:
381 [MH+] Example 49 is 7-([3-(1H-imidazol-1-yl)propyl]
amino}-6-methoxy-4-(2-toluidino)-3- quinolinecarboxamide 'H NMR (CDC13): &
10.93 (1H, brs); 8.93 (1H, s); 7.51 (1H, s); 7.27 (1H, brd); 7.09 (2H,  m);
7.06 (1H, s); 6.93 (1H, brd); 6.91 (1H, s); 6.90 (1H, s); 6.62 (IH, s);
4.81 (1H, brt);  is 4.06 (2H, t); 3.32 (3H, s); 3.25 (2H, m); 2.35 (3H, s);
2.16 (2H, m). APCI-MS mlz: 431 [MH-i-] Example 50 20
7-[(1-Senz3,1-4-piperidinyl)amtinol-6-methoxy-4-(2-toluidino)-3-quinolineca
rboxamide  



'H NMR (CD30D): 5 8.68 (1H, s); 7.32 (6H, m); 7.09 (2H, m); 6.85 (1H, brd);
6.78 (1H,  s); 6.65 (IH, s); 3.59 (2H, s); 3.49 (IH, m); 3.35 (3H, s); 2.93
(2H, brd); 2.34 (3H, s); 2.28  (2H, brt); 2.08 (2H, brd); 1.60 (2H, m).
APCI-MS mlz: 496 [MH+] 25 Example 51
6-Methoxy-6-[[3-(4-morpholinyl)propyl]amino}-4-(2-toluidino)-3-
quinolinecarboxamide 30 'H NMR (CD30D): & 8.67 (1H, s); 7.31 (IH, brd);
7.11 (2H, m); 6.89 (1H, s); 6.70 (IH, s);  6.61 (IH, s); 4.84 (3H, s); 3.33
(3H, s); 3.30 (2H, t); 2.49 (2H, t); 2.46 (4H, brt); 2.32 (3H,  s); 1.87
(2H, m). APCI-MS mlz: 450 [MH+] 35 WO 02/092571 PCT/SE02/00875 34 Example
52
4-[3-(Hydroxymethyl)-2-methylanilino]-6,7-dimethoxy-3-quinoiinecarboxamide
s a) Ethyl 6,7-dimethoxy-4-chloro-3-quinolinecarboxylate The title compound
were prepared essentially as described by Burke. et al. .1. Med. Chem,
36(1993)425-432. b) 6.7-Dimethoxy-4-chloro-3-quinoiinecarboxamide io A
mixture of ethyl6.7-dimethoxy-4-chloro-3-quinolinecaroxylate (3.0 g, 10.2
mmol) was  dissolved in 40 ml methanol and NaOH(aq) (20 ml, 5M). The
mixture was heated to 100C  for four hours. After cooling the methanol was
evaporated. The water solution was acidfed  with. 2M HCl to pH 2-3. The
white precipitate was cenrifuged and then decant. This procedure was
repeated twice. The solid was dried in vacuum over night. is The solid was
dissolved in 50 ml thionyl chloride and heated to reflex for three hours.
After cooling the excess thionylchloride was removed by rotary evaporation
and the residue  was suspended in acetone, the resulting suspension was
cooled in an ice-bath. Ammonium  hydroxide (7mI) was added, keeping the
temperature below 0C. The suspension was stirred for 30 min and the
resulting suspension was filtered off, washed with water and air  20 dried.
EH NMR (DMSO-d6): S. 8.66 (1H, s); 8.12 (114, br s); 7.87 (IH, br s); 7.46
(2H, d); 3.98  (3H, s); 3.97 (3H, s). 



c)
4-[3-(Hydroxymethyl)-2-methylanilinoJ-6,7-dimethoxy-3-quinoiinecarboxamid
e. A  2s mixture of 4-chl.oro-6,7-dimethoxy-3-quinolinecarboxamide (0.15 g,
0.56 mmol), 3-amino- 2-methylbenzylalcohol (0.1 g, 0.73 mrhol), acetic acid
(0.2 ml) in EtOH (10 ml) was refluxed for 4h. After cooling the pH was
adjusted to 9 with aqueous NH3. The resulting  precipitate was filtered off
and washed with cold EtOH and dried in vaccurn at 40C to  give 0.1 g (49%
yield) of the title compound. 3a 'H NMR (DMSO-d6): & 10.84 (1H, s); 8.83
(1H, s); 8.25 (1H, s); 7.56 (1H, s); 7.21 (1H,  s); 7.17 (1H, d); 7.05 (1H,
t); 6.17 (IH, d); 6.15 (1H, s); 5.12 (IH,brs); 4.52 (2H, s); 3.87  (3H, s);
3.21 (3H, s); 2.23 (3H, s). APCI-MS m/z: 368.2 [MH+] 3s the title compounds
of examples 53-56 were prepared by a method analogous to that  described in
Example 52. 27 JAN 2004 f I 2 7 JAN 2004 WO 02/092571 PCTISEOZY00875 35
Example 53 4-(2-Bromoanilino)-6,7-dimethoxy-3-quinolinecarboxamide.  'H
NNIR (CDCI3): S 10.28 (1H, s); 8.80 (1H, s); 7.63 (1H, d); 7.34 (IH, s);
7.21 (IH, s); s 7.10 (1H, t); 7.05 (1H, t); 6.90 (1H, t); 6.75 (1H, s);
6.72 (IH,s); 4.0 (3H, s); 3.48 (3H, s).  APCI-MS m/z: 402.1, 404.1 [MH+]
Example 54 10
4-(4-Hydroxy-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide. 'H NMR
(DMSO-d6): S 10.81 (iH, s); 930 (IH, s); 8.79 (1H, d); 8.18 (1H, brs); 7.45
(IH,  brs); 7.19 (iH, s); 6.75-6.50 (4H, m); 3.84 (3H, s); 3.26 (3H, s);
2.32 (3H, s). APCI-M5 mlz: 354.1 [MI+] 's Exam le 55
6,7-Dimethoxy-47(2-methoxyazzilino)-3-quinolinecarboxanude.  'H NMR
(DMSO-d6): 6 10.41 (iK, s); 8.87 (IH, s); 8.13 (1H, s); 7.57 (1H, brs);
7.28 (1H,  s); 7.09 (1H, dd); 7.03 (IH, dt); 6.83-6.78 (2H, m); 6.65 (IH,
brd); 3.91 (3H, s); 3.83 (3H,  20 s). APCI-MS m/z: 354.1 [MH+] 



Example 56 as 4-(4-Fluoro-2-methylanilino)-6,7-dimethoxy-3-quino[inecarboxa
mid e. 'H NMR (DMSO-d6): S 10.91 (1H, brs); 8.83 (IH, s); 8.22 (1H, brs);
7.61 (1H, brs); 7.26  (1H, s); 7.23-6.93 (5H, m); 7.03 (1H, dt); 3.89 (3H,
s); 3.37 (3H, s); 2.28 (3H, s).  APCI-MS mlz: 356.2 [MH+] 30 Exam lie 57
4-[(I-Ethyl-IH-pyrazol-5-yl)aminol-6,7-dimethoxy-3-qu inolinecarboxaznide A
mixture of 4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.046 g, 0.17
rnmol), I- ethyl-5-aminopyrazol (0.030 g, 0.27 mmol) and acetic acid (40 l)
in DMF (0.8 ml) was  35 heated at 100 C for 7.5 h. The DMF was evaporated
under reduced pressure and the residue was dissolved in a mixture of MeCN
and water (1:7) containing 0.1 %  trifluoroacetic acid. Preparative HPLC
using a gradient (containing 0.1 % trifluoroacetic  acid) of 10 40 % McCN
in water as eiuent gave, after evaporation, the title compound as  WO
02/092571 PCT/SE02100875 36 the trifluoroacetic acid salt. The product.was
suspended in saturated aqueous NaHCO3 and  absorbed on a short SPE column
[ISOLUTE C18 (EC)] pre-conditioned subsequently  with methanol and water.
The column was washed extensively with water until the pH of  the eluent
was neutral. The product was then eluted with methanol, the solvent
evaporated 5 and the residue crystallized from ethanol to give the title
compound (19 mg, 32%). 'H NMR (DMSO-d6): 8 11.09 (1H, bs); 8.88 (1H, s);
8.34 (1H, bs); 7.71 (IH, bs); 7.42  (1H, d, J 1.4 Hz); 7.27 (IH, s); 6.67
(1H, s); 5.87 (IH, bs); 4.02 (2H, q, J7.2 Hz); 3.90  (3H, s); 3.46 (3H, s);
3.12 (3H, s) and 1.29 (3H, t, J7.2 Hz). MCI-MS m/z: 342.1 [MH+j l0 Example
58 4-(3-Aminocarbonyl-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide
A mixture of 4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.046 g, 0.17
mmo[), 3 15 amino 2-metylbenzamide (0.036 g, 0.24 mmoI) and acetic acid (40
l) in DMF (0.8 ml)  was heated at 100 C for 18 h. After cooling the
reaction mixture was diluted with water  (20 ml) and made alkaline with I M
NaOH. The precipitate was filtered of, rinsed with  water and dried to give
the title compound (41 mg, 61 %). 'HNMR (DMSO-d6): S 10.76 (1H, s); 8.90
(1H, s); 8.30 (1H, bs); 7.75 (1H, bs); 7.64 (1H,  



20 bs); 7.44 (1H, bs); 7.28 (IH, s); 7.13-7.06 (2H, m); 6.75-6.45 (IH, m);
6.67 (1H, s); 3.90  (3H,s); 3.33 (3H, s) and 2.36 (3H, s). AP CI-MS m/z: 3
81.1 [MH+] Example 59 25 6,7-Dimethoxy
4-(2,3-dimethylauilino)-3-quinolinecarboxamide A mixture of
4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.046 g, 0.17 mmol), 2,3-
dimethylaniline (20 I, 0.22 mmol) and acetic acid (40 l) in DMF (0.8 ml)
was heated at  100 C for 3.5 h. After cooling the reaction mixture was
diluted with water (15 ml) and 30 . made alkaline with I M NaOH. The
precipitate was collected by filtration, rinsed with  water and dried to
give the title compound (48 mg, 79%). 1H NMR (DMSO-d6): 8 10.87 (1H, s);
8.87 (1H,s); 8.26 (1H, bs); 7.58 (1H, bs); 7.24 (1H,  s); 7.02-6.96.(IH,
m); 6.98 (IH, s); 6.68 (1H, s);.6.66-6.60 (IH, m); 3.88 (3H, s); 3.25 (3H,
s); 2.31 (3H, s) and 2.23 (3H, s). 35 2 7 JAN 2004  2 7 JAN 2004 WO
02/092571 PCTISE02/00875 37 Exam lp a 60
6,7-Dimethoxy-4-(5,6,7,8-tetrahydro-l-nap htalenylamino)-3-q
uinolinecarboxamide  A mixture of
4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.090 g, 0.34 mmol), s
5,6,7,8-tetrahydronaftylamine (0.062 g, 0.42 mmol) and acetic acid (80 1)
in DMF (1.6  ml) was heated at 100 C for 3.5 h. After cooling the reaction
mixture was diluted with  water (20 ml) and made alkaline with I M NaOH.
The precipitate was filtered, rinsed with  water and dried to give the
title compound (62 mg, 48%). 'H NMR (DMSO-d6): S 10.66 (1H, s); 8.86 (1H,
s); 8.26, 1H, bs); 7.59, (1H, bs); 7.25 to (1H,s);6.98(1H,t,J7.7Hz);
6.86(IH,d,J7.4Hz);6.70(IH,s);6.53(IH,d,J7.6Hz);  3.89 (3H, s); 3.29 (3H,
s);-2.76 (1H, bt, J6 Hz); 2.70 (1H, bt, J6 Hz); 1.86-I.77 (1H, m)  and
1.77-1.69 (IH, m). APCI-MS mlz: 378.1 [MH+] 15 Example 61 4-(4-Caro
oxy-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide 



A mixture of 4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.046 g, 0.17
mmol), 3- amino-2-methylbenzoic acid (0.035 g, 0.23 mmoI) and acetic acid
(40 p1) in DMSO (0.8 ml)  20 was stirred at 100 C for 5 h. After cooling
the reaction mixture was washed several times with diethyl ether. The oily
residue was dissolved in water and made alkaline with I M  NaOH and then
weakly acidified with acetic acid. The mixture was left at 5 C over night
and the resulting precipitate was collected by filtration, washed with
water and dried to give  the title compound (35 mg, 50%). 25 'H NMR
(DMSO-d6): 5 12.9 (IH, b); 10.74 (1H, s); 8.89 (1H, s); 8.28 (1H, bs); 7.63
(1H,  bs); 7.45 (IH, d, J7.6 Hz); 7.28 (IH, s); 7.13 (1H, t, J7.8 Hz); 6.84
(1H, t, J7.9 Hz); 3.90  (3H, s); 3.07 (3H, s) and 2.50 (3H, s). APCI-MS
m/z: 382.1 [MH+] 30 Example 62
4-(IH-Indol-4-ylamino)-6,7-dimethoxy-3-quinolinecarboxamide  A mixture of
4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.90 g, 0.34 mmol), 4-
aminoindol (0.039 g, 0.23 mmol), sodium acetate (0.020 g, 0.23 mmol) and
acetic acid (40 3s d) in DMF (0.8 ml) was heated at 100 C for 4.5 h. After
cooling the reaction mixture was  diluted with water (20 mI) and made
alkaline with I M NaOH. The precipitate was isolated  by centrifugation,
re-suspended in water and centrifuged again. The procedure was  repeated
twice and the solid material dried to give the title compound (27 mg, 43%).
2 7 JAN 2004 WO 02/092571 PCTISE02/00875 38 5 'H NMR (DMSO-d6): S 11.20
(1H, s); 11.10 (1H, s); 8.91 (1H, s); 8.27 (1H, bs); 7.60 (1H,  bs); 7.27
(1H, m); 7.24 (1H, s); 7.17 (IH, d,J8.1 Hz); 6.99 (IH, t, J7.8 Hz); 6.87
(1H, s);  6.50(1H,d,J7.5Hz);6.21 (IH, m); 3.88 (3H, s) and 3.08 (3H, s).
APCI-MS mlz: 363.1 [MH+] Example 63 4-(3-Chlo
ro-2-methylanilino)-6,7-dimethoxy-3-quin olio ecarboxa mide A mixture of
4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.046 g, 0.17 mmol), 3- io
chloro-2-methylaniline (25 l, 0.21 mmol) and acetic acid (40 1) in DMF (0.8
ml) was  heated at 100 C for 4.5 h. After cooling the reaction mixture was
diluted with water (15  ml) and made alkaline with I M NaOH. The
precipitate was collected by filtration, rinsed  with water and dried to
give the title compound (51 mg, 79%). . 



'H NMR (DMSO-d6): S 10.65 (1H, s); 8.89 (1H, s); 8.29 (1H, bs); 7.65 (IH,
bs); 7.30 (1 R,  15 s); 7.17 (1H, d, J7.8 Hz); 7.01 (lH, t, J8.0 Hz); 6.71
(IH, s); 6.63 (1H, d, J7.9.Hz); 3.91  (3H, s); 3.38 (3H, s) and 2.40 (3H,
s). Exa 64 ao
4-(2-(Aminocarbonyl)anilino]-6,7-dimethoxy-3-quino1inecarboxamide A mixture
of 4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.046 g, 0. 17 mmol), 2-
aminobenzamide (0.029 g, 0.21 mmol) and acetic acid (40 .el) in DMF (0.8
ml) was heated  at 100 C for 6 h. After cooling the reaction mixture was
evaporated. The residue was  dissolved in a mixture of MeCN and water (1:3)
containing 0.1 % trifluoroacetic acid and 25 the turbid solution was
filtered through a plug of glass wool. Preparative HPLC using a  gradient
(containing 0.1 % trifluoroacetic acid) of 10- 40 % McCN in water as eluent
gave, after evaporation, the title compound as the trifluoroacetic acid
salt. The product was  suspended in saturated aqueous NaHCO3 an absorbed on
a short SPE column [ISOLUTETM  C18 (EC)] pre-conditioned subsequently with
methanol and then water. The column was 30 washed extensively with water
until the pH of the eluent was neutral. The product was then  eluted with
methanol. After evaporation, the residue was crystallized from ethanol to
give  the title compound (26 mg, 41 %). 'H NMR (DMSO-d6): S 10.87 (IH, s);
8.79 (1H, s); 8.07 (1H, bd, J7.5 Hz); 7.66 (IH, dd,  J7.7 and 1.2 Hz); 7.47
(1H, bd, J5.6 Hz); 7.34 (1H, s); 7.20 (1H, dt, J7.7 and 1.2 Hz); 35 6.95 (1
H, s); 6.92 (1H, d, J7.4 Hz); 6.52 (1H, d, J 8.1 Hz); 3.93 (3H, s) and 3.50
(3H, s).  APCI-MS m/z: 367.0 [MH+] 2 7 JAN 2004 WO 02/092571 PCT/SE02/00875
39 Example 65
4-(3-Hydroxy-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide  A
mixture of 4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.046 g, 0.17
mmol), 3 s amino-2-methylphenol (0.032 g, 0.26 mmol) and acetic acid (40
il) in DMF (0.8 ml) was  heated at 100 C for 1.5 h. After cooling, the
mixture was diluted with water (15 ml) and  made alkaline with saturated
NaHCO3. The title compound, which slowly precipitated was  filtered off and
dried to give 34 mg (55%). iH NMR (DMSO-d6): 8 10.77 (1H, s); 9.49 (1H, s);
8.86 (1H, s); 8.25 (1H, bs); 7.58 (1H,  10 bs); 7.24 (IH, s); 6.88 (iH, t,
J 8.0 Hz); 6.76 (1H, s); 6.61 (IH, d, J 8.0 Hz); 6.23 (1H, d, J  7.9 Hz);
3.89 (3H, s); 3.30 (3H, s) and 2.11 (3H s). 



APCI-MS mlz: 354.1 [MH+] Example 66 is
6,7-Dimethoxy-4-(3-methoxy-2-methylanilino)-3-quinolinecarboxamide  A
mixture of 4-chloro-6,7-dimethoxy-3=quinolinecarboxamide (0.046 g, 0.17
mmol), 3- methoxy-2-methylaniline (0.036 g, 0.26 mmol) and acetic acid (40
p1) in DMF (0.8 ml)  was heated at 100 C for 2.5 h. After cooling, the
mixture was diluted with water (15 ml) 20 and made alkaline with saturated
NaHCO3. The resulting gummy precipitate was collected  and crystallized
from methanol-water to give the title compound (45 mg, 70%). 'H NMR
(DMSO-d6): S 10.76 (IH, s); 8.87 (1H, s); 8.26 (IH, bs); 7.60 (1H, bs);
7.25 (IH,  s); 7.05 (1 H, t, J 8.2 Hz); 6.77 (1 H, d, J8.2 Hz); 6.72 (1H,
s); 6.36 (I H, d, J8.0 Hz); (3.89  (3H, s); 3.81 (3H s); 3.29 (3H, s) and
2.16 (3H, s). is APCI-MS mlz: 368.1 [MH+j Example 67
G,7-Dimetlioxy-4-[(1-methyl-lH-indol-4-yl)aminoj-3-quinolinecarboxamide  30
A mixture of 4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.028 g, 0.10
mmol), 4 arnino-l-methylindol hydrochloride (0.026 g, 0.14 mmol) and sodium
acetate (0.013 g,  0.16 mrnol) in DMF (0.6 ml) was heated at 100 C for 8 h.
After cooling, the mixture was  diluted with water and made alkaline with
saturated NaHCO3. The gummy precipitate was  collected and crystallized
from methanol-water to give the title compound (24 mg, 60%). 35 'H NMR
(DMSO-d6): S 11.07 (1H, s); 8.91 (IH, s); 8.28 (IH, bs); 7.61 (1H, bs);
7.27 (IH,  d, J3.2 Hz); 7.26 (114, s); 7.20 (1H, d, J 8.2 Hz); 7.05 (iH, t,
J7.9 Hz); 6.50 (1H, d, J7.4  Hz); 6.23 (1H, d, J3.1 Hz); 3.98 (3H, s); 3.79
(3H, s) and 3.12 (3H, s). APCI-MS m/z: 377.1 [MH+j 2 7 JAN 2004 WO
02/092571 PCTISE02/00875 40 Example 68
G,7-Dirnethoxy-4-[(1-oxo-2,3-dihydro-1HY
inden-4-yl)amino]-3-quinolinecarboxamide  s A mixture of
4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.046 g, 0.17 mmol), 4
amino-l-indanone (0.036 g, 0.24 mmol) and acetic acid (40 l) in DMF (0.6
ml) was  heated at 100 C for 1 h 45 min. After cooling, the mixture was
diluted with water and  made alkaline with saturated NaHCO3. The
precipitate was collected by filtration, washed  with water and dried to
give title compound (59 mg, 90%). 



10 'HNMR (DMSO-d6): 8 10.60 (1H, s); 8.92 (1H, s); 8.30 (1H, bs); 7.67 (IH,
bs); 7.36 (1H,  s); 7.32-7.25 (2H, m); 6.89 (1H, dd, J 6.6 and 2,0 Hz);
6.87 (1H s); 3.94 (3H, s); 3.42 (3H,  s); 3.06-2.95 (2H, m) and 2.74-2.67
(2H, m). APCI-MS m/z: 378.1 (MH+] 1s Example 69 4- [I -Hydro
xy-2,3-dihydro-IH-inden-4-yl) amino-6,7-dimeth oxy-3- quinolinecarboxamide
6,7-Dimethoxy-4-[(1-oxo-2,3-dihydro-IH-inden-4-yl)amino]-3-quinolinecarboxa
mide  20 (0,062 g, 16.4 mmol) was dissolved in a mixture of methanol (7
ml), tetrahydrofuran (4 ml)  and water (3 ml). Sodium borohydride was added
in portions (3 x 5 mg) and during 5 min.  After 20 min the reaction mixture
was acidified with acetic acid and then made alkaline  with saturated
aqueous sodium hydrogencarbonate and evaporated. The residue was
partitioned between water and ethyl acetate. The organic phase was washed
twice with zs water and evaporated. The residue was'dissolved in methanol
and water was added. The  title compound, which slowly precipitated, was
filtered off and dried to give 40 mg (64%).  'H NMR (DMSO-d6): 3 10.68 (1H,
s); 8.82 (IH, s); 8.20 (IH, bs); 7.55 (1H, bs); 7.22 (1H,  s); 7.07 (1 H,
t, J 7.5 Hz); 7.04 (1 H, t, J 7.4 Hz); 6.75 (1 H, s); 6.63 (1 H, d, J 7.5
Hz); 5.20  (1H, d, J 5.7 I-iz); 5.01 (1H, q, J 6.2 Hz); 3.85 (3H, s); 3.26
(s, moisture signal 30 overlapping); 2.72-2.63 (1H, rn); 2.50-2.36 (m,
solvent signal overlapping); 2.30-2.20 (IH,  m) and 1.76-1.65 (1H, m).
Example 70 35
4-(4-Carboxy-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide A
mixture of 4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.046 g, 0.17
mmol), 4- amino-2-methylbenzoic acid (0.036 g, 0.24 mmol) and acetic acid
(40 pl) in DMF (0.8 ml)  was heated at 100 C for 12 h. After cooling, the
mixture was diluted with water (15 nil) 27 JAN 2004 WO 02/092571
PCT/SE02/00875 41 and made alkaline with saturated NaHCO3 and was then
wealdy acidified with acetic acid.  The precipitate was filtered of and
suspended in warm methanol. After cooling, the  precipitate was filtered
off and dried to give the title compound (31 mg, 47%). 'H NMR (DMSO-d6): 6
12.59 (IH bs); 10.52 (IH, s); 8.93 (1H, s); 8.34 (1H, bs); 7.58 s (1H, d, J
1.4 Hz); 7.73 (IH, s); 7.60 (IH, dd, J8.4 and 1.9 Hz); 7.36 (1H, s); 6.75
(111, s);  6.53 (IH, d J 8.4 Hz); 3.94 (3H, s); 3.42 (3H, s) and 2.41 (3H,
s). 



APCI-MS m/z: 382.1 [MH+] Examnle 71 I L0
6,7-Dimethoxy-4-(4-methoxycarbonyl-2-methylanilino)-3-quinolinecarboxamide
A mixture of 4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0.046 g, 0.35
mmol),  methyl 4-amino-2-methylbenzoate acid (0.076 g, 0.46 mmol) and
acetic acid (100 id) in  DMF (0.8 ml) was heated at 100 C for 9 h. After
cooling, the mixture was combined with is two similar reaction mixtures
(starting from 92 and 46 mg 4-chloro-6,7-dimethoxy-3- quinolinecarboxarnide
respectively) and diluted with water. The mixture was made alkaline  with
saturated NaHCO3 and the gummy precipitate was collected, washed with water
and  re-crystallized from methanol to give the title compound (130 mg,
47%). 'H NMR (DMSO-d6): S 10.49 (1H, s); 8.94 (IH, s); 8.35 (1H, bs); 7.88
(1H, d, J 1.4 Hz);  20 7.62 (1H, dd, J 8.2 and 2.0 Hz); 7.37 (1H, s); 6.53
(1H, d J= 8.4 Hz); 3.94 (3H, s); 3.80  (3H, s); 3.43 (3H, s) and 2.43 (3H,
s). APCI-MS mlz: 395.9 [MH+j Exam lp a 72  25
4-(4-Hydroxymethyl-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide
6,7-Dimethoxy-4-(4-methoxycarbonyl-2-methylanilino)-3 -quinolinecarboxami
de (0.080 g, 0.20 mmol) was dissolved in tetrahydrofuran (25 ml, dried over
4 A molecular  sieves). Lithium borohydride (0.15 mg, 6.8 mmol) was added.
The mixture was stirred for  3o 24 h and additional lithium borohydride
(0.050 g, 2.2 mmol) was added. The reaction mixture was stirred for
additional 25 h and then poured into a cooled mixture of water (20  ml) and
acetic acid (0.5 nil). Acetic acid (2 ml) was added and the mixture was
evaporated  under reduced pressure. The residue was suspended in water,
filtered and the precipitate  was washed with water and re-crystallized
from aqueous methanol to give the title 35 compound (32 mg, 43%). 'H NMR
(DMSO-d6): 8 11.54 (1H, s); 8.94 (1H, s); 8.46 (1H, bs); 7.86 (1H, s); 7.69
(1H,  bs); 7.31 (1H, d, J 1.3 Hz); 7.16 (1H, dd, J8.1 and 1.4 Hz); 7.04
(1H, d, J 8.0 Hz); 6.89 27 JAN 2004 WO 02/092571 PCTISE02/00875 42 (IH, s);
5.20 (1H, t J 5.6 Hz); 4.47 (2H, d, J 5.7 Hz); 3.91 (3H, s); 3.27 (3H, s)
and 2.23  



(3H, s). APCI-MS m/z: 368.1 [MHO-] 5 Example 73
6,7-Dimethoxy-4-(2-propylanilino)-3-quinolinecarboxamide  A mixture of
4-chloro-6,7-dimethoxy-3-quinolinecarboxarnide (0.062 g, 0.23mmol)
2-propylanilin (0.038 g, 0.28 mmol), 2-butanole (2 ml), DIv (2 ml) and
acetic acid (8.2 10 l) was heated over night at 100C. After cooling, the
solution was reduced by evaporation.  The residue was dissolved in water (3
ml) and treated with aqueous ammonia. The solid  product was fitered off
washed with water air dried for 0.5 h, washed again with heptane  and dried
in a vacuum oven at 50C to give a yellow-brown solid, 35 mg (41%) of the
title  compound. APCI-LC/1VIS m/z 366.1 (MH+): 'H NMR (DMSO-d6) S 10.95
(1H, s); 8.88 is (lH,.s); 8.28 (1H, br s); 7.62 (1H, br s); 7.29 (1H, m);
7.24 (1H, s); 7.05 (214, m); 6.68 (1H,  m); 6.63 (1H, s); 3.88 (3H, s);
3.21 (3H, s); 2.67 (2H, t); 1.65 (21L m); 0.93 (314, t). The title
compounds of examples 74-86 were prepared by a method analogous to that
described in Example 73 20 Example 74 4-(2-Is op ro pyla nilin
o)-6,7-dimethoxy-3-qu inolin ecarb oxa mid e 'H NMR (DMSO-d6) &1I.07 (1H,
s); 8.87 (IH, s); 8.28 (1H, br s); 7.58 (1H, br s); 7.40  25 (IH, d); 7.23
(1H, s); 7.13 (1H, t); 7.07 (1H, t); 6.68 (1H, d); 6.59 (1H, s); 3.88 (3H,
s);  3.35 (1H, m); 3.18 (3H, s); 1.27 (6H, d). AP CI-MS m/z: 366.1 [MH+]
Example 75 30 4-(2-(sec-Butyl)anilinoj-6,7-dimethoxy-3-quinolinecarboxamid
e 'H NMR (DMSO-d6): 6 11.08 (1H, s); 8.87 (1H, s); 8.28 (IH, br s); 7.59
(1H, br s); 7.34  (1H, d); 7.22 (1H, s); 7.13 (1H, t); 7.07 (1H, t); 6.68
(1H, d); 6.61 (IH, s); 3.86 (3H, s);  3.17 (3H, s); 3.13 (1H, m); 1.65 (2H,
m); 1.21 (3H, d); 0.80 (3H, t). 35 APCI-MS m/z: 380.2 [MH+] 27 JAN 2004 WO
02/092571 PCT/SE02/00875 43 Example 76
6,7-Dimethoxy-4-[3-(metlioxymethyl)-2-methylanilinoj-3-
quinolinecarboxamide  



'H NMR (DMSO-d6) S 10.82 (1 H, s); 8.86 (1H, s); 8.25 (IH, br s); 7.58 (1H,
br s); 7.22 s (IH, s); 7.08 (2H, m); 6.71 (1H, d); 6.64 (IH, s); 4.45 (2H,
s); 3:86 (3H, s); 3.22 (3H, s);  2.25 (3H, s). APCI-MS mlz: 382.1 [MHi-]
Example 77 10
4-[3-(iso-Butoxymetliyl)-2-methylaniiinol-6,7-dimethoxy-3-quinolinecarboxam
ide  'H NMR (DMSO-d6) 6 10.83 (IH, s); 8.83 (1H, s); 8.23 (IH, br s); 7.58
(1H, br s); 7.22  (1H, s); 7.08 (2H, m); 6.72 (IH, d); 6.62 (1H, s); 4.48
(2H, s); 3.86 (3H, s); 3.22 (3H, s);  3.19 (2H, d); 2.25 (31, s);1.80 (1H,
m); 0.84 (6H, d). is ' APCI-MS r /z: 424.1 [MH+] Example 78
4-[3-(cyanomethyl)-2-methyianilino]-6,7-dimethoxy-3-quinoline carboxamide
20 'H NM.R (DMSO-d6) 5 10.76 (IH, s); 8.86 (1H, s); 8.25 (1H, br s); 7.60
(1H, br s); 7.24  (1H, s); 7.12 (2H, rn) : 6.71 (1H, d); 6.61 (1H, s); 4.07
(2H, s); 3.87 (3H7 s); 3.22 (3H, s);  2.30 (3H, s). APCI-LC/MS mlz 377.1
[MH+] 25 Example 79
4-(3-[(Ethylamino)methyli-2-methylaniIino}-6,7-dimethoxy-3-quinolinecarboxa
mide  The title compoundswas prepared starting from tert-butyl 3-amino-2-
methylbenzyl(ethyl)carbamate, deprotection using TFA gives the title
compound. 30 'H NMR (CDC13) S 10.68 (IH, s); 8.75 (1H, s); 7.23 (IH, s);
7.13 '(1H, d); 7.05 (1H, t);  6.83 (1H, d); 6.72 (IH, s); 6.25 (2H, br s);
3.95 (3H, s); 3.82 (2H, s); 3.31 (3H, s); 2.73  (2H, q); 2.35 (31-L s);0.64
(3H, t). APCI-MS rnlz: 395.1 [MH+] 35 2 7 JAN 2004 WO 0 2109 25 7 1
PCT/SE02100875 44 Example 80
4-{3-(2-(Ethylamino)-2-oxoethyl]-2-methylanilino}-6,7-dimethoxy-3-
quinolinecarboxamide s 'H NMR (DMSO-d6) 8 10.86 (1H, s); 8.85 (1H, s); 8.23
(.IH, br s); 7.94 (1H, m); 7.56 (1 H,  br s); 7.21 (1H, s) : 7.01 (IH, d);
6.66 (IH, m); 6.62 (1H, s); 3.86 (3H, s); 3.49 (2H, s);  



3.21 (3H, s); 3.05 (2H, m); 2.25 (3H, s); 1.00 (3H, t). APCI-MS nVz: 423.3
[MH+] Lo Example 81 Ethyl 2-(3-{ [3-(aminocarbonyl)-6,7-dimethoxy-4-qu
inolinyl] amino}-2- methylphenyl)acetate 'H NMR (DMSO-d6) 8 10.87 (IH, s);
8.86 (1H, s); 8.26 (IH, br s); 7.56 (IH, br s); 7.22  15 (IH, s); 7.04 (2H,
m) : 6.72 (IH, m); 6.16 (1H, s); 4.06 (2H, q); 3.86 (3H, s); 3.76 (2H, s);
3.23 (3H, s); 2.20 (3H, s); 1.15 (3H, t). APCI-MS mlz: 424.1 [MH+] Example
82 20
4-[3-(2-Amino-2-oxoethyl)-2-methylanilino]-6,7-dimethoxy-3-quinolineearboxa
mide  'H NMR (DMSO-d6) 8 10.83 (IH, s); 8.83 (1H, s); 8.24 (IH, br s); 7.56
(1H, br s); 7.38  (1H, br s); 7.21 (1H, s) : 7.03 (2H, m); 6.89 (IH, br s);
6.66 (1H, m); 6.62 (IH, s); 3.86  (3H, s); 3.50 (2H, s); 3.22 (3H, s); 2.26
(3H, s). 2s APCI-MS mlz: 395.1 [MH+] . Example 83
4-[3-(2-Hydroxyethyl)-2-methylanilino]-6,7-dimethoxy-3-quinolinecarboxamide
30 'H NMR (DMSO-d6) 8 10.82 (1H, s); 8.82 (IH, s); 8.23 (IH, br s); 7.56
(IH, br s); 7.22 (1H, s); 7.01 (2H, m); 6.62 (2H, m); 4.66 (1H, t); 3.86
(3H, s); 3.55 (2H, q); 3.21 (3H, s);  2.82 (2H, t); 2.27 (3H, s). APCI-MS
mlz: 382.1 [I4LH+] 35 2 7 JAN 2004 WO 02/092571 PCT/SEO2/00875 45 Example
84 4-(3-{2-[(2-Hydroxyethyl)amino]
-2-oxoethyl}-2-methylanilino)-6,7-dimethoxy-3- quinolinecarboxamide 5 'H
NMR (DMSO-d6) S 10.83 (IH, s); 8.82 (1H, s); 8.25 (IH, br s); 7.95(1H, m);
7.58 (1H,  br s); 7.2I(IH, s); 7.03 (2H, m) : 6.68 (1H, m); 6.62 (1H, s);
4.65 (1H, t); 3.86 (3H, s); 3.54  (2H, s); 3.39 (2H, m); 3.23 (3H, s); 3.12
(2H, m); 2.26 (3H, s). APCI-MS m/z: 439.1 [MH+] E0 Example 85 



tent-Butyl 3-[{3-(aminocarbon),l)-6,7-dimethoxy-4-quinolinyl]amino)-2-
methylbenzylcarbamate 'H NMR (DMSO-d6) S 10.83 (IH, s); 8.84 (1H, s); 8.22
(1H, br s); 7.55 (1H, br s); 25 7.32(IH, m); 7.22 (1H, s) 7.08 (2H, m) :
6.66 (1H, d); 6.60 (1H, s); 4.15 (2H, d); 3.85 (3H,  s); 121 (3H, s) 2.25
(3H, s); 1.39 (9H, s). APCI-MS m/z: 467.2 [MH+] Example 86 20
4-{3-(Aminomethyl)-2-methylanilino]-6,7-dimethoxy-3-quinolinecarboxamide
Tert-butyl 3- J[3 -(aminocarbonyl)-6,7-dimethoxy-4-quinolinyl] amino)
-2-methyIb enzyl  carbamate (0.12 mg, 0.25 mmol) was dissolved in CH2CI2 (5
ml), cooled on ice and TFA  (3 ml) was added. After 2 h stirring at room
temperature the mixture was evaporated to 25 give an oil, which was
dissolved in CH2CI2/aq.Na2CO3 solution. The aqueous phase was  extracted
with CH2C12 (x6). The extracts were washed with brine, dried (Na2SO4), and
evaporated. The residue was purified by chromatography (CH2CI2/MeOH/NH3) to
give the  title compound 54 mg, (59%) as a white powder. LH NMR (CDC13)
510.83 (1H, s);8.82 (1H, s); 8.11 (1H, br s); 7.55 (1 H, br s); 7.22 (1 H,
30 s); 7.16 (1H, d); 7.05 (1H, m); 6.65 (2H, m); 3.86 (3H, s); 3.75 (2H,
s); 3.22 (3H, s); 2.27  (3H, s). APCI-MS m/z. 353.1 [MH+] Intermediates
used as startin materials in exam les 87-I79 35 Etyl 7-methoxy-
4-chloro-3-quinolinecarboxylate. The title compound were prepared
essentially as described by Burke. et al. J. Med. Chenr,  36(1993)425-432
27 JAN 2U4 WO 02/092571 PCT/SE02/00875 46 $ 7-Methoxy-
4-chloro-3-quinolinecarboxamide 'H NMR (DMSO-d6): 6 8.80 (1H, s); 8.19 (1H,
s); 8.15 (1H, br s); 7.90 (1H, br s); 7.50  (1H, d); 7.46(1H,dd);
3.96(3H,s). Ethyl 4-chloro-3-q uino linecarboxylate The title compound were
prepared essentially as described by Burke. et al. J Med. Chem,  



36(1993)425-432. 10 4-Chloro-3-quinolinecarboxamide 'H NMR (DMSO-d6): S 8.8
(1H, s); 8.30 (1H, d); 8.19 (1H, br s); 8.13 (1H, d); 7.96 (1H,  br s);
7.93 (1H, t); 7.83 (1H, t). Ethyl
6.7-dichloro-4-chloro-3-quinolinecarboxylate Is The title compound were
prepared essentially as described by Burke. et al. I Med. Chem,
36(1993)425-432. 6,7-Dichloro-4-chloro-3-quinolinecarboxamide  'H NMR
(DMSO-d6): 5 8.94 (1H, s); 8.47 (2H, d); 8.27 (1H, br s); 8.06 (1H, br s).
20 Etyl 6-methoxy- 4-chloro-3-quinolinecarboxylate. The title compound were
prepared essentially as described by Burke. et al. I Med. Chem,
36(1993)425-432. zs 6-Methoxy- 4-chloro-3-quinolinecarboxamide 'H NMR
(DMSO-d6): S 8.70 (1H, s); 8.17 (1H, br s); 8.04 (1H, d); 7.92 (1H, br s);
7.56  (1H, dd); 7.52 (1H, d); 3.97 (3H, s). Example 87 30 4-(4-Fluoro-2-m
ethyl anilino)-6-methoxy 3-quinolinecarboxamide A mixture of
4-flouro-2-methylaniline (0.025 mmol), 6-methoxy-4-chloro-3-
quinolinecarboxamide (0.025 mmol), 50 p120% Acetic acid/Ethanol and 250 gl
ethanol  was refluxed for four hours. After cooling to room temperature the
solvent was removed in  35 vacuu. APCI-MS mlz: 326 [MH+J 2 7 JAN 2004 WO
02/092571 PCT/SE02/00875 47 the title compounds of example 88-179 were
prepared by a method analogous to that  described in Example 87. Example 88
5 4-(4-B ro mo-2-methylanilino)-6-methoxy-3-qu inolinecarb oxamid e
APCI-MS rn/z: 388 [MH+] Example 89 



Fo 4-(4-Chloro-2-methylanilino)-6-methoxy 3-quinolinecarboxamide  APCI-MS
m/z: 342 [MH+] Example 90 is
4-(2,4-Dimethylanilino)-6-methoxy-3-quinolinecarboxamide  APCI-MS m/z: 322
[MB+] Exam lie 91 20 6-Mehhoxy4-(4-nxetlioxy-2-methylanilin
o)-3-quinolinecarboxamid e  APCI-MS m/z: 338 [MH+j . Example 92 25
4-(4-Hydroxy-2-methylanilino)-6-methoxy-3-quinolinecarboxamide  APCI-MS
m/z: 324 [MH+j Example 93 30
4-(2-Bromoanilino)-6-methoxy-3-quinolinecarboxamide  APCI-MS m/z: 374 [MH+]
Example 94 35 4-(2,4-Dimethoxyaniiino)-6-methoxy-3-quinolinecarboxamide
APCI-MS m/z: 3 54 [MH+] WO 021092571 PCTISE02100875 48 Example 95
6-Methoxy-4-(2-methoxyanilino)-3-quinolinecarboxamide  APCI-MS mlz: 324
[MH+] 3 Example 96 la 4-(2-Eth oxyanilino)-6-methoxy-3-quinolinecarboxamide
APCI-MS rnlz: 338 [MH+] Example 97 



4-(2-Ethylanilino)-6-methoxy-3-q uinoliuecarboxamide  APCI-MS m/z: 322
[MH+] 15 Example 98 6-Methoxy-4-(2-toluidino)-3-quinolinecarboxamide
APCI-MS m/z: 308 [MH+] 20 Example 99
6-Methoxy-4-[2-(rnethylsulfanyl)anilino]-3-q uinolinecarboxaniide  APCI-MS
m/z: 340 [MH+] 25 Example 100
4-(4-Bromo-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS
in/z: 417 [MH+j 30 Example 101
4-(4-Chloro-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS
m/z: 372 [MH+j 35 Example 102
4-(2,4-Diniethylanilino)-6,7-dimethoxy-3-quinolinecarboxamide 2 7 JAN 2004
i i 2 7 JAN 200 WO 02/092571 PCTISE02/00875 49 APCI-MS mlz: 352 [MH+]
ExamtIe 103 s
6,7-Dimethoxy-4-(4-methoxy-2-methylanilino)-3-quinolinecarboxamide  APCI-MS
mlz: 368 [MH+] Example 104 10
4-(2-Bromo-4-methylanilino)-6,7-dimethoxy-3-quinolinecarboxammide  APCI-MS
m/z: 417 [MH+] 



Exam Je 105 Es
4-(2-Bromo-4-fluoroanilino)-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS
m/z: 421 [MH+] Example 106 20
4-(2,4-Dimethoxyanilino)-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS mlz:
384 [MH+] Example 107 2s
4-(4-Fluoro-2-methylanilino)-7-methoxy-3-quinolinecarboxamide  APCI-MS mlz:
326 [MH+] Example 108 30
4-(4-Bromo-2-methylanilino)-7-methoxy-3-quinolinecarboxamide  APCI-MS m/z:
388 [MH+] Example 109 3s
4-(4-Chloro-2-methylanilino)-7-methoxy-3-quinolinecarboxamide  APCI-MS mhz:
342 [MH+] WO 02/092571 PCT/SE02100875 50 Example 110
4-(2,4-Dimethylanilino)-7-methoxy-3-quin olineca rboxamide  APCI-MS m/z:
322 [MH+] s Example 1I1 10 15 20
7-Methoxy-4-(4-methoxy-2-methylanilino)-3-quinolinecarbo xamide  APCI-MS
mlz: 338 [MH+] Example 112
4-(4-Hydroxy-2-methylanhino)-7-methoxy-3-quinolinecarboxamide  APCI-MS
rn/z: 324 [MH+] Example 113 4-(2-Bromo
anilino)-7-methoxy-3-quinolinecarboxarnide  APCI-MS m/z:'374 [MH+] Example
114 



4-(2-B ro mo-4-methylanilino)-7-methoxy-3-quinoline ca rb oxamide  APCI-MS
m/z: 388 [MH+] 25 Example 115 4-(2-B ro mo-4-fl u o ro anilino)-7-meth
oxy-3-quzu o lin ec arb oxa mid e  APCI-MS m/z: 390 [M1-I+] 30 Example 116
4-(2,4-Dimethoxyanilino)-7-methoxy-3-quinolinecarboxamide  APCI-MS m/z- 354
[IVIH+] 35 Example 117
6,7-Dichloro-4-(4-methoxy-2-methylaoilino)-3-quinolinecarboxamide 2 7 JAN
2004 I  2 7 JAN 2004 WO 021092571 PCTISE02100875 51 APCI-MS m/z: 376 [MH+]
Example 118 5 6,7-Dichloro-4-(2,4-dimethoxyanilino)-3-quihoiinecarboxamide
APCI-MS m/z: 392 [MH+} Example 119 10
4-(2-Etliylanilino)-3-quinolinecarboxamide  APCI-MS ni/z: 292 [MH+] Example
120 is 4-(2-Toluidino)-3-quinolinecarboxamide  APCI-MS m/z: 278 [MH+]
Example 121 20 4-[2.-(Methylsulfanyl)anilino]-3-quinolinecarboxamide
APCI-MS m/z: 310 [MH+] Example 122 25 



4-(2-Ethoxyanilino)-6,7-ditnetlioxy-3-quinolinecarboxamide  APCI-MS m/z:
368 [MH+] Example 123 30
4-[2-(Hydroxymetliyl)anilino]-6,7-dimethoxy-3-quinoiinecarboxamade  APCI-MS
m/z: 354 [MH+] Example 124 35
4-(2-Etliylanilino)-6,7-dimethoxy-3-quinolinecarboxainide  APCI LC/Ms mlz:
352 [MH+] 27 JAN 2004 WO 02109257.1 PCT/SE02/00875 52 Example 125
6,7-Dimethoxy-4-(2-toluidino)-3-quinolinecarboxamide  APCI-MS mlz: 338
[MH+] 5 Example 126 LO is 20
6,7-Dimethoxy-4-[2-(snethylsulfanyl)anilino]-3-quinolinecarboxamide
APCI-MS mlz: 370 [MH+] Example 127 4-(2, 4-Dibromoanil ino)-6,
7-dimethoxy-3-quinolinecarboxamide  APCI-MS mlz 481 [MHO-] Example 128
7-IVlethoxy-4-(2-meth oxyanilino)-3-quinolinecarboxamide  APCI-MS m/z: 324
[MH+] Example 129 4-(2-Ethoxyanilino)-7-methoxy-3-quinolinecarb oxamide
APCI-MS m/z: 338 [MH+] 25 Example 130 



4-[2-(Amin ocarbonyl)anilino]-7-rnethoxy-3-quinolinecarboxamide  APCI-MS
mlz: 337 [MH+] 30 Example 131
4-(2-Ethylanilino)-7-methoxy-3-quinolinecarboxamide  APCI-MS m/z: 322 [MH+]
35 Example 132 7-Methoxy-4-(2-toluidino)-3-quinolinecarboxamide 2 7 JAN
2004 WO 02/092571 PCT/SE02/00575 53 APCI-MS m/z: 308 [MH+] Example 133 5
7-Niethoxy-4-[2-(methylsulfanyi)aniiinoj-3-quinolinecarboxamide  APCI-MS
m/z: 340 [MH+] Example 134 10
6,7-Dichloro-4-(2-methoxyanilino)-3-quinolinecarboxamide  APCI-MS m/z: 361
[MH+] Example 135 is 6,7-Dichloro-4-(2-ethylanilino)-3-quinolinecarboxamide
APCI-MS mlz: 360 [MH+] Example 136 20
6,7-Dichloro-4-[2-(methyisulfanyl)auilino]-3-quinolinecarboxamide  APCI-MS
m/z: 378 [MH+] Example 13 25
4-(2,5-Dimethylanilino)-6,7-dimethoxy_3-quinolinecarboxamide.  APCI MS m/z:
352 (MH+j Example 138 30
4-(5-Fluoro-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide.  APCI-MS
mlz; 356 [MH+] Example 139 35
4-(5-Chloro-2-methylaniiino)-6,7-dimethoxy-3-quinolinecarboxamide.  APCI-MS
m/z: 372 [MH+j 



Exams 140 WO 02/092571 PCT/SEI)2/00975 54
4-(3-Fluoro-2-methylanilino)-6,7-dimethoxy-3-q uino line ca rboxamide.
APCI-MS in/z. 356 [MH+] 5 . Example 141
4-(4-Hydroxy-2,5-dimethylaDiEno)-6,7-dimethoxy-3-quinoliiLecarboxamide.
APCI-MS m/z: 368 W+j 10 Example 142
4-(2-Hydroxy-4-methylan!Uno)-6,7-dimethoxy-3-quinolinecarboxamide.
A.PCI-MS m/z: 354 W+1 1.5 Exa=le 143
4-AaWno-6,7-dimethoxy-3-guinoUnecarboxamide  APCI-MS m/z.- 324 [MH+]
EKample 144
4-(4-Cliloro-2-fluoroanilino)-6,7-d'unethoxy-3-quinolinecarboxamide
APCI-MS m/z.- 375 [MH+]  25 ExMple 145 4-(2-Fluoroa n1lin o)-6,7-dimeth
oxy-3-quinolin ecarb oxa mid e  APCI-MS m1z: 341 [Nffl+] 30 ExMple 146
4-(2,6-Difluoroanilino)-6,7-dimet,hoxy-3-quinolinecarboxamide  APCI-MS m/z:
359 [MH+l 35 Examole 147
4-(3-Bromoanilino)-6,7-diinethoxy-3-quinolinecarboxamide  APCI-MS nliz:
401, 403 [MH+l 2 7 JAN 2004  2 7 JAN 2004 WO 02/092571 55 Example 148
4-(3-Fluoroanilino)-6,7-dimetls oxy-3-quinolinecarboxamid e  s APCI-MS m/z:
341 [MH+J 



Example 149 6,7-Dimethoxy-4-(4-methoxyanillno)-3-quinolinecarboxamide  is
APCI-MS m/z: 337 [MHO-] Example 150
4-(3-Chloroanilino)-6,7-dimethox3,-3-quinolinecarboxamide  15 APCI-MS m/z:
357 [MH+] Example 151
4-(2-Chloroanilino)-6,7-dimethoxy-3-quinolinecarboxamide  zo APCI-MS m/z:
357[MH+J Example 152 4-[3-(Acetylamino)anilinof
-6,7-dimethoxy-3-quinolinecarboxamide  25 APCI-MS m/z: 380 [MH+] Example
153 4-(2,5-Difluoroanilino)-617-dimethoxy-3-quinolinecarboxamide  30
APCI-MS m/z: 359 [MH+] Example 154
4-(IH-Indol-S-ylamino)-6,7-dimethoxy-3-quinoIinecarboxamide  35 APCI-MS
m/z: 363 [MH--J PCT1SE02100875 Example 155 2 7 JAN 2004 WO 0 2109 2 5 7 1
PCT1SE02/00875 56
4-(1H-Indazol-5-ylamino)-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS m/z:
364 [MH+] Example 156 5
4-(IH-Indazol-6-ylamino)-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS m/z:
364 [MH+j Example 157 10
4-(2,4-DifluoroaaWno)-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS m/z:
359 [MH+j Example 158 



15 4-(2-Fluoro-4-metlhylanilino)-6,7-dimethoxy-3-quinolinecarboxamide
APCI-MS m/z: 356 [MH+] Example 159 20
4-(2,4-Dichloroanilino)-6,7-dimethox-y-3-quinolinecarboxamide  APCI-MS m/z:
391, 393 [MIX+] Example 160 25
4-(2,5-Dichloroanilino)-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS zn/z:
391, 393 [MH+] Example 161 30
4-[2-(2-HydroxyethyI)anilino]-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS
irl/z: 368 [MH+j Example 162 35
4-(3-Chloro-4-fluoroanilino)-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS
ni/z: 375 [MH+] 2 7 JAN 2004 WO 02/092571 PCTISE02/00875 57 Example 163
6,7-Dimethoxy-4-[3-(methylsulfanyl)anillno]-3-quinolinecarboxamide  APCI-MS
rn/z: 370 [MH+] 5 Example 164 10
6,7-Dimethoxy-4-(2-methoxy-5-methylanilino)-3-quinolinecarboxamide  APCI-MS
rn/z: 368 [MH+] Example 165
4-[4-(Dimethylamino)anilinol-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS
m/z: 367 [MH+] 15  



Example 166 20
6,7-Dimethoxy-4-[4-(methylsulfanyl)aniiino]-3-quinolinecarboxamide  APCI-MS
rn/z: 370 [IvIH+] Example 167 4-[4--(2-Hydroxyethyl)an
ilino]-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS m/z: 368 [MH+] 25
Example 168
4-(3-Hydroxy-4-methoxyanilino)-6,7-dimethoxy-3-quinolinecarboxamide
APCI-MS m/z: 370 [MH+] 30 Example 169 4-(2,3-Dichlo
roanilino)-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS nz/z: 391 [MH+] 35
Example 170
6,7-Dimethoxy-4-(2,3,4-trifluoroanilino)-3-quinolinecarboxaniide 27 JAN
2004 WO 02/092571 PCT/SE02/00875 58 APCI-MS rnlz: 378 [MH+J Example 171 s
6,7-Dimethoxy-4-(3-toluldino)-3-quinolinecarboxamide  APCI-MS m/z: 338
[MH+] Example 172 10
4-(2-Hydroxy-4-methylanilino)-6,7-dimethoxy-3-quinoiinecarboxami;de
APCI-MS m/z: 354 [MH+] Example 173 1s
4-(2-Flnoro-4-hydroxyanWno)-6,7-dimethoxy-3.-quinolinecarboxamide  APCI-MS
m/z: 358 [MH+J Example 174 20
4-12-(Hydroxymetlzyl)-4-methylammno]-6,7-dimethoxy-3-quinolinecarboxamide
A.PCI-MS ni/z: 368 [MH+] 



Example 175 25
4-(2-Chloro-4-fluoroanilino)-6,7-dimethoxy-3-quinoliaecarboxacnide  APCI-MS
mlz: 375 [MH+] Example 176 30
4-(2-Fluoro-S-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide  APCI-MS
m/z: 356 [MH+] Example 177 35
4-[(2-Cyanophenyl)aniinoj-6,7-dimethoxyquinoline-3-carboxamide  APCI-MS
m/z: 349 [MHf] 2 7 JAN 2004 WO 02/092,571 PCTISE02/00875 59 Example 178
4-[(2,5-Difluorophenyl)aminol-6,7-dimethoxygitinoline-3-carboxamide
APCI-MS m/z: 360[MH+] 5 Example 179
4-(1H-Indol-5-ylamino)-6,7-dimethoxyquinoline-3-carboxamide  APCI-MS mlz:
363[MH+] L0 Example 180 6, 7-Dichlo ro-4-(2-m ethyla nilino)-3-quino line
carb oxamide. A mixture of
Ethyl-6,7-dichloro-4-(2-methylanilino)-3-quinolinecarboxylate (0.050 g, 15
mmol) and NH4CI was heated in a pressure vessel with NH3-saturated methanol
for five  days. The mixture was evaporated and the residue was
recrystallized from EtOH. 'H NMR (DMSO-d6): 810.9 (1H, s); 9.0 (IH, s); 8.3
(IH, br s); 8.I (I H, s); 7.7 (1H, br s);  7.6 (1H, s); 7.6 (1H, dd); 7.2
(2H, m); 6.6 (IH, dd); 2.27 (3H, s). .20 Example 181
4-(2,3-Dihydro-7.H-inden-1-ylamino)-6,7-dimethoxy-3-qulnoline carboxamide A
mixture of 4-chloro-6,7-dimethoxy-3-quinolinecarboxamide (0:066 g, 0.25
mmol),  1-aminoindan (0.66 mg, 0.50 mmol), 2-butanole (2 ml), DMF (2 ml)
was heated for 48 h at  25 100C. After cooling, the solution was reduced by
evaporation. The residue was dissolved  in water (3 ml) and treated with
aqueous ammonia. The solid product was ltered off washed with water air
dried for 0.5 h, washed again with heptane and dried. 



The residue was purified by chromatography on silica (CH2C12/MeOH) to give
63 mg,  (70%) of the title compound as a white solid. 30 'H NMR (DMSO-d6):
8 8.74 (1H, d); 8.63 (1H, s); 8.05 (1H, br s); 7.55 (1H, s); 7.35 (IH,  br
s); 7.30-7.1.4 (5H, m); 5.46 (IH, q); 3.89 (3H, s); 3.83 (3H, s); 2.99-2.91
(IH, m); 2.88- 2.76 (1H, m); 2.62-2.52 (1H, m); 1.02-0.91 (IH, m). APCI-MS
mlz: 364.1 [MH+] as the title compounds of examples 182-183 were prepared
by a method analogous to that  described in Example 181. 2 7 JAN 2004 WO
02/092571 PCT/SE02/00875 60 Example 182
6,7-Dimethoxy-4-{[2-(trifluoromethyl)benzyl]amino)-3-quinoline carboxamide
'H NMR (DMSO-d6): S 8.91 (1H, t); 8.59 (1H, s); 7.98 (1H, br s); 7.75 (2H,
m); 7.68 (114,  s t); 7.51 (IH, t); 7.34 (1H, br s); 7.25 (1H, s); 7.21
(IH, s); 4.91 (2H, d); 3.88 (3H, s); 3.51  (3H, s). AP CI-MS m/z: 406.1
(MH+] Example 183 10
6,7-Dimethoxy-4-[(1-phenylethyl)amino]-3-quinolinecarboxamide  'H NMR
(DMSO-d6): 5 9.40 (IH, d); 8.66 (1H, s); 8.06 (IH, br s); 7.43-7.35 (2H,
m); 7.30  (2H, t); 7.18-7.22 (2H, m); 7.14 (1H, s); 5.18 (1H, m); 3.83 (3H,
s); 3.45 (3H, s); 1.52 (3H,  d). is APCI-MS m/z: 352.1 [MH+] Example 184
4-(3-Hyd roxymethyl-2-methyl anilin o)-3-quip oUn ecarb oxamide 20 a)
Diethyl 2-[1,3-benzodioxol-5-ylamino)methylenejmalonate Diethyl
2-(ethoxymethylene)malonate (4.1 ml, 20.3 mmol) 3,4-methylenedioxyaniline
(2.77 g, 20.2 mmol) was stirred under nitrogen at 120 C for 2.5 h. The
reaction mixture  was cooled and ethanol was added. The precipitate was
collected by filtration and re 2s crystallized from ethanol to give the
title compound (3.52 g, 56%) H NMR (DMSO-d6): S 10.67 (IH, d, J 13.9 Hz);
8.28 (IH, d, J 13.9 Hz); 7:12 (1H, d, J  2.2 Hz); 6.91 (1 H, d, J 8.3 Hz);
6.81 (1 H, dd, J 8.4 and 2.3 Hz); 6.04 (2H, s); 4.19 (2H, q, J  



7.1 Hz); 4.10 (2H, q, J 7.1 Hz); 1.25 (3H, t, J 7.1 Hz); and 1.23 (3H, t, J
7.2 Hz). 3o b) Ethyl 4-chIoro-6,7-methylenedioxy-3-quinotinecarboxylate
Diethyl 2-[1,3-benzodioxol-S-ylamino)methylene]malonate (3.25 g, 11.6 mmol)
was  dissolved in POCl3 (60 ml) and heated at reflux for 4.5 h, cooled and
co-evaporated twice  with toluene. The residue was suspended in ice-cold
saturated aqueous NaHCO3 and the  precipitate was collected by filtration,
rinsed with water and dried to give the title 35 compound (3.01 g, 95%). 1H
NMR (DMSO-d6): S 8.92 (IH, s); 7.64 (1H, s); 7.49 (IH, s); 6.33 (2H, s);
4.40 (2H, q,  J7.1Hz)and1.36(3H,t,J7.1Hz). APCI-MS m/z: 279.9 [MH+] 27 JAN
2004 WO 02/092571 PCT/SE02/00875 61 c)
4-Chloro-6,7-methylenedioxy-3-quinolinecarboxylic acid Ethyl
4-chloro-6,7-methylenedioxy-3-quinolinecarboxylate (1.54 g, 5.5 mmol) was
suspended in a mixture of ethanol (25 ml), THE (5 ml) and aqueous 2 M NaOH
(25 ml) s and stirred at ambient temperature for 2 h. The reaction mixture
was neutralized with I M  aqueous HCI and the organic solvents were
evaporated under reduced pressure, After  acidification to pH 2-3 with I M
HCI the resulting precipitate was isolated by  centrifugation. The
precipitate was re-suspended in water and centrifuged again. The  procedure
was repeated twice to give, after drying, the title compound (1.25 g, 90%)
10 'H NMR (DMSO-d6): 8 13.71 (IH, bs); 8.93 (IH, s); 7.63 (1H, s); 7.47
(lH, s) and 6.32  (2H, s). d)
3-Chloro-6,7-rnethylenedioxy-3-quinolinecarboxamide
4-Chloro-6,7-methylenedioxy-3-quinolinecarboxylic acid (0.68 g, 2.7 mmol)
was is suspended in thionyl chloride (30 ml) and the mixture was heated to
reflux for I h and then  co-evaporated with toluene. The residue was
suspended in ice-cold acetone (25 ml) and  treated with ice-cold saturated
aqueous ammonia (28%, 2 ml) in portions at 0C. The  reaction mixture was
stirred at 0 C for 2 min and then filtered. The solid material was  washed
with water and dried to give the title compound (501 mg, 74%). 20 1H NMR
(DMSO-d6): 6 8.63 (1H, s); 8.10 (1H, bs); 7.84 (1H, s); 7.56 (1H, s); 7.46
(1H, s)  and 6.30 (2H, s). e)
4-(3-Hydroxymethyi-2-methylanilino)-3-quinolinecarboxamide A mixture of
3-Chi oro-6,7-methylenedioxy-3-quinolinecarboxamide (106 mg, 0.42 mmol);  



25 3-amino-2-methylbenzylalcohol (72 mg, 0.52 mmol) and acetic acid (100
.iL) in DMF (2  ml) was heated at 100 C for 6 h. After cooling, the mixture
was diluted with water (20 ml)  and washed twice with ethyl acetate. The
aqueous phase was made alkaline with 1 M  NaOH and the resulting
precipitate was collected by filtration, washed with water and dried  to
give the title compound (113 mg, 75%). 30 EH NMR (DMSQ-d6): 5 10.47 (1H,
s); 8.86 (1H, s); 8.30 (114, s); 7.64 (1H, s); 7.26 (IH,  s); 7.13 (IH, d,
J7.3 Hz); 7.00 (1H, t, J 7.7 Hz); 6.66 (IH, s); 6.49 (1H, d, J 7.8 Hz);
6.11  (2H, s); 5.14 (1H, bs); 4.56 (2H, s) and 2.28 (3H, s). APCI-MS rnlz:
352.1 [MHO-] 35 2 7 JAN 200b WO 02/092571 PC's/SE02/00875 62 Example 185
9-(3-Hydroxymethyl-2-methylanilino)-2,3-dihydro[1,4]dioxin
o[2,3g,]quinoline-8- carboxamide 5 a) Ethyl
9-chloro-2,3-dihydro[1,4]diox-ino[2,3gjquinoline-8-carboxylate  Diethyl
2-(ethoxymethylene)malonate (4.1 ml, 20.3 mmol) and 2,3-dihydro-1,4-
benzodioxin-6-amine (2.45 ml, 20.2 mmol)) was stirred under nitrogen at
120C for 4 h  and the reaction mixture was then evaporated under reduced
pressure. The crude diethyl Z to
[2,3-diihydro-1,4-benzodioxin-6-ylamino)methylene]malonate was dissolved in
POC13 and  heated at reflux for 5 h and the mixture was then co-evaporated
with toluene. The residue  was dissolved in methylene chloride and washed
with saturated aqueous NaHCO3 and  water, dried (Na2SO4), filtered and
evaporated. The residue was crystallized from  methanol-water to give 3.5 g
of crude product. Re-crystallization from methanol-water and t5 ' finally
from methanol gave the title compound (1.14 g, 19%). tH NMR (DMSO-d6): 8
8.93 (1H, s); 7.65 (1H, s); 7.51 (UH, s); 4.49-4.42 (4H, m); 4.40  (2H, q,
J7.1 Hz) and 1.36 (3H, t, J7.1 Hz). APCI-MS m/z: 293.9 (MH+] 20 b)
9-Chloro-2,3-dihydro(1,4]dioxino[1,3g]quinoline-8-carboxylic acid Ethyl
9-chloro-2,3-dihydro[1,4]dioxino[2,3g] quinoline-8-carboxylate (1.I g, 3.7
mmol)  was dissolved in a mixture of ethanol (20 ml) and THE (5 ml).
Aqueous NaOH (2M, 20  ml) was added. After stirring at ambient temperature
for 1 h 45 min the reaction mixture  



was acidified with 1 M HCI. The organic solvents were evaporated under
reduced pressure 25 and the crude product was isolated by centrifugation.
After decantation, the precipitate was  re-suspended in water centrifuged
again. The procedure was repeated twice and the  precipitate was finally
dried to give the title compound (0.65 g, 65%). 'H NMR (DMSO-d6): S 13.78
(1H, bs); 8.94 (IH, s); 7.66 (1H, s); 7.51 (IH, s) and 4.45  (4H, s). 30 c)
9-Chloro-2,3-dihydro[1,4]dio3dno[1,3g]quinoline-8-carboxamide
9-Chloro-2,3-dihydro[1,4]dioxino[1,3g]quinoline-8-carboxylic acid (0.61 g)
in thionyl  chloride (30 ml) was heated at reflex for 3 h and the reaction
mixture was then co- evaporated with toluene. The residue was suspended in
ice-cold acetone (25 ml) and 35 treated with ice-cold saturated aqueous
ammonia (28%, 1.5 ml) in portions at 0 C. The  reaction mixture was stirred
at 0 C for 2 min and then filtered. The solid material was  washed with
water and dried to give slightly impure title compound (435 mg, 71%). From
I 27 JAN 2004 WO 02/092571 PCT/SE02/00875 63 the aqueous filtrate was
precipitated additional title compound (91 mg) which was  sufficiently pure
to be used without further purification. 'HNIVIR (DMSO-d6): S 8.64 (1H, s);
8.10 (1H, bs); 7.85 (IH, bs); 7.58 (1H, s); 7.50 (IH,  s) and 4.40 (4H, s).
5 APCI-MS mlz: 265.0 [MH+] d)
9-(3-Hydroxymethyl-2-methylanilino)-2,3-dihydro[1,4]dioxino[2,3g]
quinoline-8- carboxamide A mixture of
9-chloro-2,3-dihydro[1,4]dioxino[1,3g]quinoline-8-carboxamide (0.090 g,  io
0.34 mmol), 3-amino-2-methylbenzylalcohol (0.058 g, 0.45 mmol) and acetic
acid (SO .tl)  in DMF (1.6 ml) was heated at 100C for 3 h. After cooling,
the mixture'was diluted with  water and made alkaline with I M NaQH.
Methanol was added and the mixture was heated  to partially dissolve the
gummy precipitate. After cooling the precipitate was collected by
filtration, washed with water and dried to give the title compound (98 mg,
75%). is 'H NMR (DMSO-d6): 8 10.78 (1H, s); 8.85 (1H, s); 8.27 (1H, bs);
7.61 (1H, bs); 7.26 (IH,  s); 7.17 (1H, d, 17.4 Hz); 7.03 (IH, t, J 7.6
Hz); 6.79 (1H, s); 6.59 (1H, d J 7.9- Hz); 5.17  (IH, t, J 5.2 Hz); 4.57
(2H, d, J 5.2 Hz); 4.31 (2H, s); 4.21 (2H, s) and 2.27 (3H, s).  



APCI-MS mlz: 366.1 [MH+] 20 The title compounds of examples 186-195 were
prepared by a method analogous to that  described in Example 3. Example 186
25 4-[(2-ethylphenyl)amino]-7-methoxy-6-[2-(propylamino)ethoxy]quinoline-3-
carboxamide APCI-MS mlz: 423 [MH+] Example 187 30
6-[2-(ethylamino)ethoxy]-4-[(2-ethylphenyl)amino]-7-methoxyquinOlin e-3-
carboxamide APCI-MS mlz: 409 [MH+] 35 Example 188 6- [2-(is op ropyla min
o) etho xyl-7-methoxy-4- [(3-methoxy-2- methylp lienyl)arhinoj quin
oline-3-carboxamide 2 7 JAN 2004 WO 02/092571 PCT/SE02/00875 64 APCI-MS
m/z: 439 [MH+] Example 189 5
6-[2-(dimethylamino)ethoxyj-4-{[2-ethyl-3-(hydroxymethyl)phenyl]amino}-7-
methoxyquinoline-3-carboxamide bis(trifluoroacetate) APCI-MS m/z: 667 [MH+]
Example 190 10
6-j3-(diethylamino)propoxy]-4-{[3-(hydroxymethyi)-2-methylphenyl] amino}-7-
met]1oxyquinoline-3-carboxamide APCI-MS m/z:'467 [MH+] Is Example 191 4-{
[2-ethyl-3-(hydroxymethyl)phenyljamino}-7-methoxy-6-[2- (methylamino)e
thoxy] quinoline-3-carboxamide APCI-MS m/z: 425 [MH+] 20 Example 192 



4-[(2-eth3,lph enyl)amin of-7-methoxy-6-[3-(pyridin4-ylamino)propoxyj
quinoline-3- carboxamide bis(trifluoroacetate) 25 APCI-MS m/z: 700 [MH+]
Example 193 4-[(2-ethylphenyl)aminoj-7-methoxy-6-[3-[(2-amino-2-oxoethyl)
amino]propoxyj- 30 quinoline-3-carboxamide APCI-MS m/z: 680 [MH+} Example
194 35
4-[(2-ethylphenyl)amino]-7-methoxy-6-[3-(1H-pyrazol-3-ylamino)propoty]quino
line- 3-carboxamide trifluo ro acetate APCI-MS m/z: 575 [MH+] 2 7 JAN 2004
WO 02/092571 65 Example 195 PCT/SE02/00875
4-[(2-ethylphenyl)amino]-7-methoxy-6-[3-(pyridin-2-ylamino)propoxy]
quinoline-3- carboxamide bis(trifluoroacetate) s APCI-MS m /z: 700 [MH+J
The title compound of Example 196 were prepared by a method analogous to
that  described in Example 12. to 15 20 Example 196 Ethyl 4-[(3-(amin oca
rb o nyl)-4-[[2-ethyl-3-(hydroxyme th yl)ph enyl] amin o]-6-
metlioxyquinolin-7-yl)oxyjbutanoate trifluora acetate APCI-MS m/z: 597
[MH+] The title compounds of examples 197-213 were prepared by a method
analogous to that  described in Example 23 Example 197
7-f3-(diethylamino)propoxy]-6-methoxy-4-f(2-methoxyphenyl)aminojquinollne-3
=  carbQxamide APCI-MS m/z: 453 [MH+J 



23 Example 198 7- f3-(ethylamino)propoxy]-6-methoxy-4-[[2-
(trifluoromethyl)phenyl]aminoj quinoline-3-carboxamid e  APCI-MS mlz: 463
[MI-I+] 30 Example 199 7-f3-(ethyl amino)propoxy]-4-[(2-ethylphenyl)amino
j-6-methaxyquinoline-3- carboxamide 35 APCI-MS m/z: 423 [MH+J WO 02/092571
PCT/SE02/00875 66 Example 200
4-[(2-ethylphenyl)amino]-7-[3-(isopropylamino)propoxy]-6-methoxyquinoline-3
- carboxamide 5 APCI-MS m/z: 437 [MH+] Example 201 7-[3-(ethylamino)p
ropoxy]-4-{ [2-ethyl-3-(hydroxymetliyl)phenyl] amino}-6- 10
methoxyquinoline-3-carboxamide APCI-MS m/z: 453 [MH+] Example 202 15 4-{
[2-ethyl-3-(hydroxymethyl)pheuyl]amino}-6-methoxy-7-[3-
(propylamino)propoxy] quinoline-3-carboxamide APCI-MS m/z: 467 [MH+]
Example 203 20 7- [3-(dimethylamin o) p rop oxy] -4-[(2-ethylph
eny])amino]-6-methoxyquinolin e-3- carboxamide bis(trilluoroacetate)
APCI-MS m/z: 651 [MH+] 25 Example 204
4-[(2-ethylphenyl)amino]-6-methoxy-7-(3-pyrrolidin-1-ylpropoxy)quinoline-3-
carboxamide bis(trifluoroacetate) APCI-MS m/z: 677 [MH+] 30 Example 205 



7-[3-(diethylamino)propoxy]-4-[(2-ethylphenyl)amino]-6-methoxyquinoline-3
carboxamide bis(trifluoroacetate) 35 APCI-MS mlz: 679 [MH+] 2 7 JAN 2004  2
7 JAN 2004 4-[(2-ethylphenyl)amino]-6-methoxy 7-(3-piperidin-l-yip
ropoxy)quinollae-3- carboxamide bis(trifluoroacetate) s APCI-MS mlz: 691
[MH+] 67 Example 206 Example 207 I
7-[3-(dimethylamino)propoxy]-4-{[2-ethyl-3-(hydroxymethyl)phenyI] amino}-6-
1o meth oxyquinoline-3-carboxamide bis(triiluoroacetate) APCI-MS m/z: 681
[MH+] Example 208 is
7-[3-(diethylamino)propoxy]-4-{[2-ethyl-3-(hydroxymethyl)phenyl]amino}-6-
methoxyquinoline-3-carboxamide bis(trifluoroacetate) APCI-MS m/z: 709 [MH+]
Example 209 20 WO 02/092571 PCTISE02/00875 7-{3-1(2 -eth oxyethyl)amino] p
ropoxy}-4-[(2-ethylphenyl)amino] -6-meth oxyquin ol.ine- 3-carboxamide
APCI-MS mlz: 467 [MH+] 25 Example 210 30
4-[(2-ethylphenyl)amino]-6-methoxy-7-(3-piperidin-l-ylpropoxy)quinoline-3-
carboxamide APCI-MS mlz: 463 [MH+] Example 211 4-j(2-ethylphenyl) amino)
-6--methoxy-7-(3-thiomorpholin-4-ylpropoxy)quinoline-3- carboxamide  



35 APCI-MS m/z: 481 [Ivgl+] 2 7 JAN 2004 WO 02/092571 PCT/SE02/00875 68
Example 212 4-{ [3-(hydroxymethyl)-2-methylp henyl]
amino}-6-niethoxy-7-(3-pyrrolidin-1- ylp ropoxy)quinoline-3-carboxamide $
APCI-MS m/z: 465 [MH+] Example 213
7-[3-(1,1-dioxidothiomorpholin-4-y1)propoxy]-4-[(2-ethylphenyl)amino]-6- 10
methoxyqu!noline-3-carboxamide APCI-MS m/z: 513 [MH+] Example 214 .!s
4-{[2-ethyl-3-(hydroxymethyl)phenyl]amino}-6-methoxy-7-(3-pyrrolldin-l- yip
ropoxy)quinoline-3-carboxamide APCI-MS m/z: 479 [MH+] Example 215 20
4-{[2-ethyl-3-(hydroxymethyl)phenyl] amino}-6-methoxy-7-(3-piperidin-l-
ylpropoxy)quinoline-3-carboxamide APCI-MS m/z: 493 (MH+] 25 Example 216 4-{
[3-(hydroxymethyl)-2-methylphenyl]a min o}-7-[3-(3-hydroxypiperidin-l-
yl)propoxy]-6-methoxyquinoline-3-carboxamide  APCI-MS m/z: 495 [MH+] 30
Example 217
4-{[2-ethyl-3-(hydroxymethyl)phenyl]amino}-6-nxethoxy-7-[3-(1H-1,2,4-triazo
l-l- yl)propotiy]quinoline-3-carboxamide bis(trifluoroncetate) 35 APCI-MS
m/z: 705 [MH+] 2 7 JAN 2004 WO 02/092571 PCT/SE02/00575 69 5 



Example 218 7-(3-azepan-1-yip ropoxy)-4-[(2-ethylp
henyl)amino]-6-methoxyquin olive-3- carboxamiide APCI-MS m/z: 477[MH+] The
title compounds of examples 219-222 were prepared by a method analogous to
that  described in Example 87. Example 219 10
6,7-dimethoxy-4-{[2-(metbylthio)phenyijamino}quinoline-3-carb oxamide
trifluoroacetate APCI-MS m/z: 484[MH+J 13 Example 224 2D
6,7-dimethoxy-4-[(4-methoxy-2-methylphenyl)amino} quinoline-3-carboxamide
trifluoroacetate APCI-MS m/z: 482[MH+] Example 221
4-{[2-bromo-3-(hydroxymethyl)phenyl]amino}-6,7-dimethoxyquinoline-3-
carboxamide 25 APCI-MS m/z: 433[MH+] Example 222
4-{[2-ethyl-3-(hydroxymethyl)p henyl] amino) -6,7-dimeth o xyquinolin
e-3-carboxamide  30 APCI-MS m/z: 382[MH+] Syntheses of anilines used above
3s llfethyl 2-methyl-3-nitrobenzyl ether To a solution of sodiun (0.10 g,
4.3 mmol) in methanol (40 MI) was added 2-methyl-3- nitrobenzylchloride
(0.50 g, 2.7 mmol) and catalytic amounts of LiI under nitogen. After  the
reaction occurred at 40C over night, the solvent evaported and the residue
was purified 27 JAN 2004 WO 02/092571 PCT/SE02/00875 70 by chromatogrphy
(heptane/EtOAc) to give the title compound 450 mg, (92%) as a yellow  oil.
'H NMR (CDC13): b 7.70 (1H, d); 7.58 (1H, d); 7.29 (1H, t); 4.49 (2H, s);
3.43 (3H, s);  



2.42 (3H, s). 5 Isobutyl 2-methyl-3-nitrobenzyt ether The same procedure as
in methyl 2-methyl-3-nitrobenzyl ether was used, to give the title
compound 486 mg, (81%) as a yellow oil. EH NMR (CDCI3): 8 7.71 (1H, d);
7.58 (IH, d); 7.29 (1H, t); 4.52 (2H, s); 3.27 (2H, d);  !0 2.42 (3H, s);
1.91 (IH, m); 0.93 (6H, d). 3-(Methoxymethyl)-2-methylaniline  A mixture of
methyl 2-methyl-3-nitrobenzyl ether (0.19 g, 1.05 mmol), and 5% Pd/C (70
mg) in EtOAc/EtOH 1:1 (14 ml) was hydrogenated at 1 atm over night. The
mixture was 15 filtered through Celite, and the filtrate was concentrated
to give the title compound 125 mg  (78%) as a yellow oil. 'H NMR (CDC13): 8
6.99 (IH, t); 6.75 (IH, d); 6.66 (1H, d); 4.42 (211, s); 3.60 (2H, br s);
3.37 (3H, s); 2.12 (3H, s) 20 3-(Isobutoxymethyl)-2-methylaniline The title
compound was prepared by the same procedure as in 3-(methoxymethyl)-2-
methylaniline. 'H NMR (CDC13): 8 6.99 (1H, t); 6.76 (1H, d); 6.65 (1H, d);
4.46 (2H, s); 3.60 (2H, br s);  3.21 (2H, d); 2.13 (3H, s); 1.89 (1H, m);
0.91 (61-L d). 25 2-(3-Amino-2-methylp heuyl)acetonitrile
2-(2-Methyl-3-nitrophenyl)acetonitrile (Askam, V. et al. J. Chem. Soc. C
(1969)1935- 1936;) was hydrogenated over 5% palladium-charcoal 50 mg in
EtOAc/EtOH 1:1 (I4 ml)  for three hours. The mixture was filtered through
celite, and the filtrate was concentrated to  30 give the title compound 77
mg (77%) as a white powder. 'H NMR (CDCI3): 6 7.03 (1H, t); 6.78 (IH, d);
6.68 (1H, d); 3.66 (2H, br s); 3.63 (2H, s);  2.22 (3H, s).
N-(2-methyl-3-nitrobenzyl)-I-ethanami.ue  35 A mixture of
2-methyl-3-nitrobenzylchloride (0.50 g, 2.7 mmol) and ethylamine (2.76 g,
61,2 mmol) in THE (10 ml)/MeOH (5 ml) was stirred at ambiend temperature
for 48 h. The  solvent was reduced and the recidue was dissolved in
EtOAc/aq. K2C03 solution. The  aqueous phase was extracted with EtOAc (x2).
The combined organic layers were washed 27 JAN 2004 WO 02/092571
PCT/5E02/00875 



71 with brine, dried (Na2SO4), and concentrated to give the title compound
0.46 g (86%) as a  yellow oil. 'H NMR (CDC13): 5 7.65 (IH, d); 7.55 (1H,
d); 7.27 (1H, d); 3.83 (2H, s); 2.72 (2H, q);  2.45 (3H, s); I.15 (3H, t).
5 3-[(Ethylamino)methyl]-2-methylaniline
N-(2-methyl-3-nitrobenzyl)-I-ethanamine (0.46 g, 2.3 mmol) was hydrogenated
over 5%  palladium-charcoal 80 mg in EtOAc/EtOH 1:I (14 mI) for four hours.
The mixture was  filtered through celite, and the filtrate was concentrated
to give the title compound 0.373 g  io (97%) as a pale yellow oil. 'H NMR
(CDCI3): 8 6.98 (1H, t); 6.74 (1H, d); 6.62 (1H, d); 3.74 (2H, s); 3.60
(2H, br s);  2.71 (2H, cij; 2.14 (3H, s); I.13 (3H, t). tert-Butyl
3-amino-2-methylb enzyl(ethyl)carbamate 15 To a solution of
3-[(ethylamino)methyl]-2-methylaniline (0.32 g, 1.95 mmol) in THE (20  ml),
was added di-tert-butyl dicarbonate 0.43 g (1.97 mmol). After 16 h stirring
at ambient  temperature, the solvent evaporated, and the residue was
purified by chromatography to  give the title compound 0.51 g (99%) as a
colourless oil. 'H NMR (CDCI3): 8 6.97 (IH, s); 6.61 (2H, m); 4.42 (2H, br
s); 3.60 (2H, br s); 3.12 (214,  20 br d); 2.08 (311, s); 1.45 (9H, br s);
0.98 (3H, br s). tert-Butyl 2-aminobenzylcarbamate To ice cooled solution
of 2-amino-benzylamine (1.2 g, 10 mmol) in THE (70 ml) was  added
di-tert-butyl dicarbonate (2.15 g, 9.9 mmol). After 18 h stirring at
ambient 25 temperature, the solvent was reduced and the precipitate was
collected by filtration, washed  with cold ether (x2), heptane (x2) and
dried, to give the title compound 1.9 g (85%) as a  pale yellow powder. 'H
NMR (CDC13): 5 7.09 (1H, m); 7.02 (IH, m); 6.66 (IH, m); 4.76 (1H, br s);
4.25 (2H,  d); 4.21 (2H, br s); 1.43 (9H, s) 30
2-(3-Amino-2-methylphenyl)-N-ethylacetaniide  A mixture of
2-(3-amino-2-methylpheriyl)acetic acid (0.32 g, 1.78 mm.ol) and thionyl
chloride (2 ml) was refluxed for 1.5 hour. After cooling the excess thionyl
chloride was  removed by evaporation. Last traces of thionyl chloride were
removed by azeotroping with  35 toluene. 



The residue dissolved in dry EtOAc (2 ml) and cooled in an ice-bath.
Ethylamine (2 ml)  was added and the reaction occurred over night at
ambient temperature. The organic layer  was washed with water, brine, dried
over Na2SO4 and evaporated to give an white powder, 2 7 JAN 2006 WO
021092571 PCTI5EOZ/00875 72 which was hydrogenated on 5% palladium-charcoal
(70 mg) in EtOAc/EtOH 1:1 25 ml for  3 hours. The mixture was filtered
through celite, and the filtrate was concentrated to give  an oil which was
further purified by chromatography on silica, (CH2CI2/MeOH), to give  0.266
g (78%) of the title compound as a white solid. s 'H NMR (CDCl3): & 6.99
(1H, t); 6.65 (IH, d); 6.61 (1H, d); 5.32 (1H, br s); 3.66 (2H, br  s);
3.55 (2H, s); 3.20 (2H, m); 2.41 (3H, s); 1.05 (3H, t). 2-(3-anxin
o-2-methylph enyl)-N-(2-hy droxyethyl) acetamid e A mixture of
2-(3-amino-2-methylphenyI)acetic acid (0.33 g, 1.84 mmol) and thionyl io
chloride (2 ml) was refluxed for 1.5 hour. After cooling the excess thionyl
chloride was  removed by evaporation. Last traces of thionyl chloride were
removed by azeotroping with  toluene. The residue dissolved in dry EtOAc (2
ml) and cooled in an ice-bath. 2-Aminoethanol (2  nil) was added and the
reaction occurred over night at ambient temperature.The organic  is layer
was diluted with EtOAc (15 ml), washed with water, brine, dried over Na2SO4
and evaporated to give an white powder, which was hydrogenated on 5%
palladium-charcoal  (70 mg) in ethanol (20 ml)'over night. The mixture was
filtered through celite, and the  filtrate was concentrated to give 0.28 g
(73%) of the title compound as a white solid. 'H NMR (DMSO-d6): & 7.69 (1H,
m); 6.77 (1H, t); 6.49 (1H, d); 6.39 (IH, d); 4.70 (2H, br  20 s); 4.62
(1H, t); 3.36 (2H, q); 3.34 (3H, s); 3.09 (2H, q); 1.93 (3H, s). APCI-MS
m/z: 209.2 [MH+] 3-(Aminomethyl)-2-methylaniline  A mixture of
2-methyl-3-nitrobenzylchloride (0.70 g, 3.77 mmol), sodium azid (1 g, 15.4
25 mmol), ethanol (10 ml) and water (2m1) was heated at 45C over night. The
mixture was  filtered, the filtrate was concentrated, and the residue was
purified by chromatography on  silica (heptane/EtOAc) to give the compound
2-methyl-3-nitrobenzylazide 0.35 g, which  was hydrogenated over 5%
palladium-charcoal 80 mg in EtOAc/EtOH 1:1 (I 4m1), over  night. The
mixture was filtered through Celite, and the filtrated was concentrated to
give  30 0.23 g (45%) of the title compound as a white solid. 



'H NMR (DMSO-d6): & 6.79 (IH, t); 6.52 (2H, t); 4.67 (2H, br s); 3.59 (2H,
s); 1.96 (3H, s). tert-Butyl 3-amino-2-metliylbenzylcarbamate 35 To a
solution of 3-[(ethylamino)methyl]-2-methylaniline (0.21 g, 1.54 mmol) in
THE (20  nil), was added di-tert-butyl dicarbonate (0.35 g, 1.97 mmol).
After 18 h stirring at an-Lb lend  temperature, the solvent evaporated, and
the residue was purified by chromatography on  silica (CH2CI2/MeOH) to give
0.51 g (99%) of the title compound as a colourless oil. 2 7 JAN 2004 WO
(12/092571 73 ACT/SE02/00875 'H NMR (CDCI3): S 6.99 (1H, t); 6.69 (1H, d);
6.64 (1H, d); 4.63 (IH, br s); 4.29 (2H, d);  3.63 (2H, br s); 2.10 (3H,
s); 1.45 (9H, s). 3-(2-Nitroplienyl)propanoic acid s The title compound was
prepared by a modification of the procedure reported by Grob et  al. Helv.
Chim. Acta 206(196I)1736-1747. Sodium hydride (60 % in paraffin oil, 1.0 g,
25 mmol) was added to a solution of diethyl  malonate (3.2 g, 20 mmol) in
DMF (20 ml) and the mixture was stirred, for 3 min. 1-
Bromomethyl-2-nitrobenzene (4.3 g, 20 mmol) was then added in portions
during 5 min. to The reaction mixture was stirred for 3 h, diluted with
water, and extracted twice with ethyl  acetate. The combined organic phases
was washed with water and evaporated. The residue  was suspended in acetic
acid (40 ml) and 7.5 M HCl (10 ml) was added. The mixture was  refluxed for
19 b, cooled and partitioned between diethyl ether and saturated aqueous
NaHC03. The organic phase was washed with saturated aqueous NaHCO3 and then
is acidified with 2M HCI. The precipitate was collected by filtration and
dried to give the title  compound (2.22 g, 77%). tH NMR (CDCI3): S 7.97
(1H, dd, J8.1 and 1,3 Hz); 7.57 (1H, dt, J7.5 and 1.3 Hz); 7.47- 7.37 (2H,
m); 3.24 (2H, t, J 7.6 Hz); and 2.81 (2H, t, J 7.6 Hz). 20 4-Nitro-l-in da
none The title compound was prepared essentially as described by Grob et
al. HeNv, Chim. Acta  206(1961)1736-1747. 3-(2-Nitrophenyl)propanoic acid
(2.17 g, 11.1 mmol) in thionyl chloride (30 ml) was  heated at reflux
temperature for 1.5 h and the reaction mixture was then evaporated. The  25
residue was dissolved in carbon disulfide (15 ml, distilled over A1C13) and
AIC13 (3.2 g, 24 



mmol) was added with stirring. The mixture was heated at reflux temperature
for 4 h and  the solvent was then evaporated using a stream of nitrogen at
ambient temperature. To the  residue was added with stirring a mixture of
concentrated H2S04 (5.3 ml) and ice (33 g)  followed by toluene (25 ml).
The mixture was stirred until all solid material was dissolved 30 and the
organic phase was then separated. The water phase was extracted twice with
diethyl  ether and the combined organic phases were washed subsequently
with saturated NaHCO3,  water and brine and finally dried over MgSO4
filtered and evaporated. The residue was  chromatographed on a column of
silica (2 x 18 cm) using ethyl acetate-heptane (1:3) as  cluent to give the
title compound (0.8 g, 40%). 35 'H NMR (CDC13): S 8.49 (IH, dd, J8.0 and
1.1 Hz); 8.10 (11-1, d, J7.5 Hz, further  coupled); 7.63 (1H, t, J 7.8 Hz,
further coupled); 3.67 (2H, m) and 2.82 (2H, m). 2 7 JAN 2004 WO 02/092571
PCT/SE02/00875 74 4-Amino-l-indanone  4-Nitro-l-indanone (0.84 g, 4.75
mmol) was suspended in aqueous hydrochloric acid (9 M,  40 ml) and stannous
chloride (3 g, 15.8 mmol) was added. The mixture was stirred at  ambient
temperature. After 2 h a clear solution was obtained. The stirring was
continued s for 23 h after which time a yellow precipitate had formed. The
reaction mixture was diluted  with water and washed trice with methylene
chloride. The aqueous phase was made  alkaline with 2 M aqueous NaOH and
extracted four times with methylene chloride. The  combined organic phases
was washed with water, dried (Na2SO4), filtered, evaporated and  fuially
dried to give the title compound (630 mg, 90 %). 10 1H N MR (CDC13): 5
7.28-7.18 (2H, m); 6.93 (IH, d, J7.0 Hz); 2.92 (2H, t, J5.6 Hz,  further
coupled) and 2.71 (2H, t, J 5.5 Hz, further coupled). 2-Bromo-3-aminobenzyl
alcohol 15 The compound is reported in (Cladingboel, David E. et al.
J.Chem.  Soc. Chem. Commun.; EN; 21; 1990;1543-1544.) Methyl
3-nitro-2-vinylbenzoate 20 The compound is reported in (Soderberg, Bjorn C.
et al. J.Org.Chem.  1997; 62; 5838-5845), Methyl 3-amino-2-ethylbenzo ate
25 A mixture of methyl 3-nitro-2-vinylbenzoate (1.1 g, 5.31 mmol), and 5%
Pd/C  (100 mg) in EtOAc/EtOH 1:1 (50 ml) was hydrogenated at 3 atm over
night.  



The mixture was filtered through Celite, and the filtrate was concentrated
to give  the title compound 0.93 g (97%) as a colourless oil. 'H NMR
(CDCI3): d 7.20 (IFI, q); 7.05 (IH, t); 6.82 (IH, q); 3.88 (3H, s); 3.75
(2H,  30 br s); 2.78 (2H, q); 1.24 (3H, t). (3-Amino-2-ethylphenyl)methanol
To a solution of methyl 3-amino-2-ethylbenzoate (0.83 g, 4.63 mmoI), in THE
(40 ml) was  35 added Lithium aluminium hydride (0.9 g, 23.7 mmoI). The
mixture was heated at 50 C for 5 h, cooled to 0 C and hydrolysed cautiously
with water. The slurry was extracted with  EtOAc (x 5). The extracts were
washed with brine, dried Na,SO4, and evaporated. The 2 7 JAN 2004 WO
02/092571 PCT/SE02/00875 75 residue was purified by chromatography
(CH2CI2/Me0H) to give the title compound 0.63 g  (89%) as a white powder.
'H NMR (CDC13): 5 7.05 (IH, t); 6.82 (1H, d); 6.70 (IH, d); 4.68 (2H, d);
3.71 (2H,  br s); 2.68 (2H, q); 1.47 (IH, t); 1.23 (3H, t). 5 { 2 7 JAN
2004 WO 02/092571 PCTISE02/00875 76 Pharmacological Data J_4IG3 HTRF assay
s The JAK3 kinase assay utilizes a fusion protein (Jak3 inase domain fused
to Glutathione  S-transferase, GST) coexpressed in E.Coli with GroEUS, and
purified by affinity  chromatography on Glutathione Sepharose. The enzyme
is diluted in 10 mM Tris-HCI,  150 mM NaCl, 5% mannitol, 2 mM
2-mercaptoetanbl and 30% glycerol. The substrate in  the kinase reaction is
a biotinylated peptide of the autophosphorylation site of JAK3 30
(biotin-LPDKDYYVVREPG) used at 2 M. Assay conditions are as follows: JAK3,
compound and substrate are incubated in 25 mM Trizma base, 5 mM MgCI2, 5 mM
MnC12, 0.05% TritonX-l00 and 2 p.M ATP for 45 min at RT. Reaction volume is
20 pM.  Stopsolution is added for a final concentration of 100 JIM EDTA.
Finally 0.065 niglml  PT66-K and 10.42 pM SA-XL665 are added in 50 mM
Hepes, 0.5 M KF and 0.1 % BSA. 



15 The plate is read in a Discovery instrument after 60 min incubation. The
compounds of the examples have an ICSO less than 25 pM 2 7 JAN 2004 WO
02/092571 PCT/SE02100875 77 CLAIMS 1. A compound of formula (1.) and
pharmaceutically acceptable salts thereof for use in the  manufacture of a
medicament for the treatment of a disease mediated by JAK3: 5 NH2 I P 10
wherein:  n is 0 or 1; X is NR3 or 0; l5 Ar is selected from phenyl,
tetrahydronaphthenyl, indolyl, pyrazolyl, dihydroindenyI, I-
oxo-2,3-dihydroiindenyl or indazolyl, each of which can be optionally
substituted by one or  more groups selected from halogen, hydroxy, cyano,
Cl-C8 alkoxy, C02R8, CONR9Rl0,  C1-C8 alkyl-O-C1-C8 alkyl, CE-C8
alky1-NR8-CI-CB alkyl, C1-C8 alkyl-CONRO-Cl-C8 alkyl, 20 Cl-Ca
alkyl-CONR9R1b, NRBCOC,-Ca alkyl, Cl-C8 thioalkyl, Cl-Cs alkyl (itself
optionally  substituted by one or more hydroxy or cyano groups or fluorine
atoms) or Cl-Ca alkoxy; R groups are independently hydrogen or Cl-Ca alkyl;
2s Rl and R2 are independently selected from hydrogen, halogen, nitro,
cyano, Cl-C8 alkyl,  C1-C3 alkoxy, hydroxy, aryl, Y(CR"2)pNR4R5,
Y(CR'l2)pCONR4R5, Y(CR'2)pC02R6,  Y(CR" ,),OR6; Y(C R1l2)pR6; or R1 and R2
are linked together as -OCH2O- or -OCH2CH2O- ;  0 R13 groups are
independently hydrogen, Cl-C8 alkyl, hydroxy or halogen;  pis0, I,2,3,4or5;
3 WO 02/092571 PCT/SE02/00875 78 Y is oxygen, CH2 or NR7 



R3 is hydrogen or C]-Cs alkyl; 5 R4 and R5 each independently represent
hydrogen, C1-C3 alkyl or R4 and R5 together with  the nitrogen atom to
which they are attached form a 4- to 7-membered saturated or  aromatic
heterocyclic ring system optionally containing a further oxygen, sulphur or
NR6  group, or one of R4 and'R5 is hydrogen or Ci-Cs alkyl and the other is
a 5- or 6-membered 10 heterocyclic ring system optionally containing a
further oxygen, sulphur or nitrogen atom; R6 is hydrogen, C1-Ca alkyl,
phenyl or benzyl; R7 is hydrogen or Ci-Cs alkyl; 15 R8 is hydrogen or C1-Cs
allcyl; R9 and R10 are each independently hydrogen or C1-Ca alkyl  20 and
pharmaceutically acceptable salts thereof. 2. A compound according to claim
1 in which both R groups arc hydrogen.  3. A compound according to claim I
or 2 in which X is W. 25 4. A compound according to any one of claims I to
3 in which Ar is phenyl optionally  substituted by one or more groups
selected from halogen, hydroxy, cyano, Ci-Cs alkoxy,  C02Ra, CONR9R10,
C1-CB alkyl-O-C1-Ca alkyl, C1-CB'alkyl-NRs-C]-Cs alkyl, C1-CB alkyl-
COW-C1-C3 alkyl, C1-Cs alkyl-CONR9R1, NRBCOC1-Cs alkyl, C1-C8 thioalky[,
CI-CS 30 alkyl (itself optionally substituted by one or more hydroxy or
cyano groups or fluorine  atoms) or C1-CB alkoxy. 5. A compound according
to any one of claims.! to 4 in which RE is methoxy, ethoxy,  OCH2CONH2,
O(CH2)2 OMe, O(CH2)2NR4R5 or O(CH2)3NR4R5 where R4 and R5 are both 35
hydrogen or methyl or together with the nitrogen to which they are attached
form a  piperidine or nxorpholine ring, or R' is NH(CH2)3NR4R3 where R4 and
R5 together with the  nitrogen to which they are attached form an imidazole
ring. 2 7 JAN 2004  27 JAN 2004 WO 02/092571 PCT/SE02100875 79 6. A
compound according to any one of claims Ito 5 in which R2 is methoxy,
ethoxy,  O(CH2)2OMe, O(CH2)30H, O(CH2)3CO2Me, O(CH2)2NR4R5, O(CH2)3NR4R5 or



O(CH2)4NR4R5 where one of R4 or R5 is methyl and the other is pyridyl, or
R4 and R5 are  selected from hydrogen or methyl or together with the
nitrogen to which they are attached s form a thiomorpholine, piperidine,
morpholine, imidazole, triazole or 2,6- dimethylmorpholine group. 7. A
compound according to claim 1 which is: 6-Benzyloxy-4-(3
-hydroxymethyl-2-methylanilino)-7-methoxy-3 -quinolinecarboxamide  to
6-Hydroxy-4-(3-hydroxymethyI-2-methylanilino)-7-methoxy-3-quinolinecarboxam
ide  4-(3-Hydroxymethyl=2-methylanilino)-7-methoxy-6-
[3-(4-rnorpholinyl)propoxy] -3 - quinolinecarboxamide
4-(3-Hydroxymethyl-2-methylanilino)-7-methoxy-6-(2-rnethoxyethoxy)-3-
quinolinecarboxamide is
4-(3-Hydroxymethyl-2-methylanilino)-7-methoxy-6-octyloxy-3-quinolinecarboxa
mide  4-(3-hydroxymethyl-2-methylanilino)-7-methoxy-6-[2-(4-morpholinyl)
ethoxy] -3 - quinolinecarboxam.ide 4-(3
-hydroxymethyl-2-methylanilino)-7-methoxy-6- [2 -(1-piperidinyl)etho xy]-3
- quinolinecarboxamide 20
4-(3-hydroxymethyl-2-methylanilino)-7-methoxy-6-[2-(1-pyrrolidinyl)ethoxy]-
3- quinolinecarboxamide 6-[2-(dimethylami
no)ethoxyl-4-(3-(hydroxymethyl-2-methylanilino)-7-methoxy-3-
quinolinecarboxamide
6-[2-(dimethylamino)-2-oxoethoxy]-4-(3-hydroxymethyl-2-methylanilino)-7-met
hoxy-3- 2s quinolinecarboxamide
6-(2-amino-2-oxoethoxy)-4-(3-hydroxymethyl-2-methylanilino)-7-methoxy-3 -
quinolinecarboxamide 4-(2-Ethyl anilino)-6-methoxy-7-[3
-(4-morpholinyl)prop oxyj-3 -quinolinecarboxamide
6-Methoxy-4-[2-(methylsulfanyl)anilino]-7-[3-(4-morpholinyl)propoxy]-3- 3o
quinolinecarboxamide. 4-[3-
(HydroxymethyI)-2-methylanilino]-6-methoxy-7-[3-(4-morpholinyl)prop oxy]-3-
quinolinecarboxantide 4-(I H-Indol-4-ylami
no)-6-methoxy-7-[3-(4-morpholinyl)propoxy]-3- quinolinecarboxamide. 35
Methyl
4-{[3-(aminocarbonyl)-6-methoxy-4-(2-toluidino)-7-quinolinyl]oxy}butanoate
4-(2-Ethylanilino)-7-(3 -hydroxypropoxy)-6-methoxy-3 -quinolinecarboxamide
6-Methoxy-7- [2-(4-more ho l inyl)ethoxy]-4-(2-toluid
ino)-3-quinolinecarboxamide.  



4-(2-Ethylani l ino)-6-methoxy-7-(2-methoxyethoxy)-3 -quinolinecarboxamide
2 7 JAN 2004 WO 021092571 PCTJSE02/00375 80 4-(2-Ethyl
anilino)-6-methoxy-7-[3 -(l H-1,2,4-triazol-1-yl)propoxy] -3-
quinolinecarboxamide 4-(2-Ethyl aniIino)-6-methoxy-7- [4-(4-morpho
linyl)butoxy] -3 -quinolineearboxamide
7-(3-Chloropropoxy)-4-[3-(hydroxymethyl)-2-methylanilino]-6-methoxy-3- s
quinolinecarboxamide 7-13- [(cis)-2,6-Dimethylmorpholinyl]propoxy}
-4-[3-(hydroxymethyl)-2-methylanilino]-6- methoxy-3-quinolinecarboxamide 7-
{ 3-[(trans)-2, 6-D imetbytmorpholinyl]propoxy} -4-[3
-(hydroxymethyl)-2-methylanilino]- 6-methoxy-3-quinolinecarboxamide so
4-[3-(Hydroxymethyl)-2-methylanilino]-6-methoxy-7-[3-(1-piperidinyl)propoxy
]-3- quinolinecarboxamide. 7-
(3-[(2-Ethoxyethyl)amino]propoxy}-4-[3-(hydroxymethyl)-2-methylanilino]-6-m
ethoxy- 3-quinolinecarboxamide
4-[3-(Hydroxymethyl)-2-methylanilino]-6-methoxy-7-[3-(4-thiomorpho
linyl)propoxy]-3- 15 quinolinecarboxamide. 6-[3 -(D imethylamino)propoxy]
-4-(2-ethylanilino)-7-methoxy-3 -quinolinecarboxamide
4-(2-Ethylanilino)-6-[3-(1 H-imidazo 1-1-yl)propoxy]-7-methoxy-3
-quinolinecarboxamide
4-(2-Ethylanilino)-7-methoxy-6-(3-thienylmethoxy)-3-quinolinecarboxamide
6-[2-(DimethyIamino)ethoxy]-4-(2-ethylanilino)-7-methoxy-3
-quinolinecarboxamide 20
6-(3-Aminopropoxy)-4--(2-ethylanilino)-7-methoxy-3-quinolinecarboxamide
4-(2-Ethylanilino)-7-methoxy-6-[2-(methylamino)ethoxy]-3
-quinolinecarboxarnide
6-(2-Aminoethoxy)-4-(2-ethylanilino)-7-methoxy-3-quinolinecarboxamide
7-[3-(Dimethylamino)propoxy]
-4-(2-ethylanilino)-6-methoxy-3-quinolinecarboxamide  4-(2-Ethyl anit
ino)-6-methoxy-7- (3 -[methyl(4-pyridinyI)amino]propoxy} -3  as
quinolinecarboxamide 4-(2-Ethylanilino)-6-methoxy-7-
(2-[methyl(4-pyridinyl)arnino]ethoxy} -3-.  quinolinecarboxamide
4-(2-Ethylanilino)-6-methoxy-7-[2-(m ethylamino)ethoxy]-3
-quinolinecarboxamide
4-(2-Ethylanilino)-6-methoxy-7-[2-(1-piperazinyI)ethoxy]-3-quinolinecarboxa
mide  30 4-(2-Ethylanilino)-7-[3-(1
H-imidazol-I-yl)propoxy]-6-methoxy-3-quinolinecarboxamide 



4-(2 -Ethylanilino)- 7-[2-(1
H-imidazol-1-yl)ethoxy]-6-methoxy-3-quinolinecarboxamide
7-(3-Aminopropoxy)-4-(2-ethylanilino)-6-methoxy-3-quinolinecarboxamide
7-Hydroxy-4-[3 -(hydroxymethyl)-2-methylanilino] -6-methoxy-3 -quinolin
ecarboxamide  6- ([3-(1 H-imidazol- l-yl)propyl]amino}
-7-methoxy-4-(2-toluidino)-3 35 quinolinecarboxamide
7-Methoxy-6-[(2-methoxyethyl)amino]-4-(2-toluidino)-3-quino linecarb
oxamide  7-Methoxy-6- { [2-(4-morpholinyl)ethyl]amino }
-4-(2-toluidino)-3-quinolinecarboxamide  7-Methoxy-6-
([3-(4-morpholinyl)propyl]amino; -4-(2-toluidino)-3-quinolinecarboxamide 2
7 JAN 2004 WO 021092571 PCFISE02/90875 81 6-Methoxy-7-
{[Z-(4-morpholinyl)ethyl]amino ~ -4-(2-toluidino)-3-quinolinec arboxamide
6-Meth oxy-7-[(2-meth oxyethyl)amino]-4-(2-toluidino)-3
-quinolinecarboxamide 7- { [3-(1 H-imidazol-I-yl)propyl] amino }
-6-methoxy-4-(2-toluidino)-3- quinolinecarboxamide s
7-[(l-Benzyl-4-piperidinyl)amino]-6-methoxy-4-(2-toluidino)-3-quinolinecarb
oxamide  6-Methoxy-6- { [3-(4-morpholinyl)propyl]amino}
-4-(2-toluidino)-3-quinolinecarboxamide
4-[3-(Hydroxymethyl)-2-methylanilino]-6,7-dimethoxy-3-quinolinecarboxamide
4-(2-Bromoanilino)-6, 7-dimethoxy-3-quinolinecarboxamide. 4-(4-Hydroxy-2
-methyl anilino)-6,7-dimethoxy-3 -quinolinecarboxamide.  10
6,7-Dimethoxy-4-(2-methoxyanilino)-3-quinolinecarboxamide
4-(4-Fluoro-2-rethylanilino)-6,7-ditnethoxy-3-quinolinecarboxamide,
4-[(1-Ethyl- I H-pyrazol-5-yl)amino]-6,7-dimethoxy-3-quinolinecarboxamide
4-(3-Aminocarbonyl-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide
6,7-Dimethoxy 4-(2,3-dimethylanilino)-3-quinolinecarboxamide 1s
6,7-Dimethoxy-4-(5,6,7,8-tetrahydro-l-naphtalenylamino)-3-quinolinecarboxam
ide  4-(4-Carb oxy-2-methylanilino)-6,7-dimethoxy-3 -quinolinecarboxamide
4-(1 H-Indol-4-ylamino)-6,7-dimethoxy-3-quinolinecarboxamide
4-(3-Cbloro-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide
4-[2-(Aminocarbonyl)anilino]-6,7-dimethoxy-3-quinolinecarboxamide 20
4-(3-Hydroxy-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide
6,7-Dimethoxy-4-(3 -niethoxy-2-methyl anilino)-3 -quinolinecarboxamide
6,7-Dimethoxy-4-[(1-methyl-1 H-indol-4-yl)amino]-3-quinolinecarboxamide
6,7-Dimethoxy-4-[(I
-oxo-2,3-dihydro-lH-inden-4-yl)amino]-3-quinolinecarboxamide  



4-(1 -Hydroxy-2,3-dihydro- IH-inden-4-yl)amino-6,7-dimethoxy-3
-quinolinecarboxamide 25
4-(4-Carboxy-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide 6,
7-Dimethoxy-4-(4-methoxycarbonyl-2-methylanilino)-3 -quinolinecarboxamide
4-(4-Hydroxym ethyl -2-methyl anil ino)-6,
7-dimethoxy-3-quinolinecarboxamide  ,7-Dimethoxy-4-(2-propylanil ino)-3
-quinolinecarboxamide 4-(2 -Isopropylanil in o)-6,7-dimethoxy-3
-quinolinecarboxamide  30
4-[2-(sec-Butyl)anilino]-6,7-dimethoxy-3-quinolinecarboxamide
6,7-Dimethoxy-4-[3-(methoxymethyl)-2-methylanilino]-3- quinolinecarboxamide
4-[3-(iso-Butoxyniethyl)-2-methylanilino]-6,7-dimethoxy-3-quinolinecarboxam
ide  4-[3-(cyanomethyI)-2-methylanilino]-6,7-dimethoxy-3-quinoline
carboxamide 4- { 3 -[(Ethyl
amino)methyl]-2-methylanilino}-6,7-dimethoxy-3-quinolinecarboxamide  35
4-{3-[2-(Ethylamino)-2-oxoethyl]-2-methylanilino}-6,7-dimethoxy-3-
quinolinecarboxamide Ethyl 2-(3-f[3 -(aminocarbonyl) -6,
7-dimethoxy-4-quinolinyl ] amino) -2- methylphenyl)acetate 2 7 JAN 2004 WO
02/092571 PCT/5E02/00875 82 4-f
3-(2-Amino-2-oxoethyl)-2-rnethylanitino]-6,7-dimethoxy-3-quinolinecarboxami
de  4-[ 3 -(2 -Hydroxyethyl)-2-methylanilino]-6,7-dimethoxy-3
-quinolinecarboxammide  4-(3- {2-[(2-Hydroxyethyl)amino]-2-oxoethyl}
-2-methylanilino)-6,7-dimethoxy-3- quinolinecarboxamide s tent-Butyl
3-{[3-(amiriocarbonyl)-6,7-dimethoxy-4-quinolinyl]amino) -2-
methylbenzylcarbamate
4-[3-(Aminomethyl)-2-methylanilino]-6,7-dimethoxy-3-quinolinecarboxamide
4-(4-Fluoro-2-methylanilino)-6-methoxy- 3 -quinolinecarboxamide
4-(4-Bromo-2-methylanilino)-6-methoxy-3 -quinolinecarboxamide 10
4-(4-Chloro-2-methylanilino)-6-methoxy-3-quinolinecarboxamide
4-(2,4-Dimethylanilino)-6-methoxy-3-quinolinecarboxamide
6-Methoxy-4-(4-methoxy-2-methylanilino)-3-quinolinecarboxamide
4-(4-Hydroxy-2-methylanilino)-6-methoxy-3-quinolinecarboxamide
4-(2-Bromoanilino)-6-methoxy-3-quinolinecarboxamide is
4-(2,4-Dimethoxyanilino)-6-methoxy-3-quinolinecarboxamide
6-Methoxy-4-(2-methoxyanilino)-3-quinolinecarboxamide  



4-(2-Ethoxyanilino)-6-methoxy-3 -quinolinecarboxamide  4-(2-Ethyl
anilino)-6-methoxy-3-quinolinecarboxamide  6-Methoxy-4-(2-toluidino) -3
-quinolinecarboxamide 20
6-Methoxy-4-[2-(methylsulfanyl)anilino]-3-quinolinecarboxamide
4-(4-Bromo-2-me thylanilino)-6, 7-dimethoxy-3-quinolinecarboxamide
4-(4-Chloro-2-methylanilino)-6,7-dimethoxy 3-quinolinecarboxamide
4-(2,4-Dimethylanilino)-6, 7-dimethoxy-3-quinolinecarboxamide
6,7-Dimethoxy-4-(4-methoxy-2 -methylanilino)-3 -quinolinecarboxamide 25
4-(2-Bromo-4-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide
4-(2-Bromo-4-fluoroanilino)-6,7-dimethoxy-3-quinolinecarboxamide  4-(2,4-D
irmethoxyanilino)-6,7-dimethoxy-3-quinolinecarboxamide
4-(4-Fluoro-2-methylan i lino)-7-methoxy-3-quinolinecarboxamide  4-(4-B
romo-2-m ethylanilino)-7-methoxy-3 -quinolinecarboxamide 30
4-(4-Chloro-2-methylanilino)-7-methoxy-3-quinolinecarboxamide
4-(2,4-Dimethylanilino)-7-methoxy-3 -quinolinecarboxamide
7-Methoxy-4-(4-methoxy-2-methylanilino)-3-quinolinecarboxamide
4-(4-Hydroxy-2-methylanilino)-7-methoxy-3-quinol inecarboxanlide
4-(2-Bromoanilino)-7-methoxy-3 -quinolinecarboxamide 35
4-(2-Bromo-4-methylanilino)-7-methoxy-3-quinolinecarboxamide  4-(2-Brom
o-4-fluoroanilino)-7-methoxy-3 -quinolinecarboxamide  4-(2,4-D
imethoxyanilino)-7-methoxy-3-quinolinecarboxamide 6,
7-Dichloro-4-(4-methoxy-2-methylanilino)-3-quinolinecarboxamide 2 7 JAN
2004 WO 02/092571 PCT/SL02100875 83 6,7-Di
chloro-4-(2,4-dimethoxyanilino)-3 -quino l inecarbo xamide  4-(2-Ethylani l
ino)-3-quinolinecarboxami de 4-(2-To luidino)-3-quinol inecarboxamide
4-[2-(Methylsulfanyl)anilino]-3-quinolinecarboxamide  5
4-(2-Ethoxyanilino)-6,7-dimethoxy-3-quinolinecarboxamide
4-[2-(Hydroxymethyl)anilino]-6,7-dimethoxy-3-quinolinecarboxamide
4-(2-Ethyl anilino)-6, 7-dimethoxy-3 -quinolinecarboxamide 6, 7-Dim
ethoxy-4-(2-toluidino)-3 -quinolinecarboxamide
6,7-Dimethoxy-4-[2-(methylsulfanyl)anilino]-3-quino linecarboxamide  



l0 4-(2,4-Dibromoanilinn)-6,7-dimethoxy-3-quinolinecarboxamide
7-Methoxy-4-(2-rnethoxyanilino)-3 -quino linecarboxamide
4-(2-Ethoxyanilino)-7-methoxy-3-quinolinecarboxamide  4-[2-(A
ninocarbonyl)anilino]-7-methoxy-3-quinolinecarboxamide
4-(2-Ethylanilino)-7-methoxy-3-quinolinecarboxamide 15
7-Methoxy-4-(2-toluidino)-3-quinolinecarboxamide
7-Methoxy-4-[2-(methylsulfanyl)anilino]-3 -quinolinecarb oxamide  6,7-Di
chloro-4-(2-methoxyanilino)-3-quinolinecarboxami de
6,7-Dichloro-4-(2-ethylanilino)-3-quinol.inecarboxami de 6,7-Dichl
oro-4-[2-(methylsulfanyl)anilino]-3 -quinolinecarboxamide  20
4-(2,5-Dimethylanilino)-6,7-dimethoxy-3-quinolinecarboxamide.
4-(5-FIuoro-2-methylanilino)-6, 7-dimethoxy-3-quinolinecarboxarnide
4-(5-Chloro-2-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide.
4-(3-Fluoro-2-methyl anilino)-6, 7-dimethoxy-3 -quinolinecarboxamide. 4-
(4-Hydroxy-2,5-dimethyl anil ino)-6, 7-dimethoxy- 3 -quino linecarboxamide.
2s 4-(2-Hydroxy-4-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide.
4-Anilino-6,7-dimethoxy-3 -quino linecarboxamide
4-(4-Chloro-2-fluoroanilino)-6,7-dimethoxy-3-quinolinecarboxara de
4-(2-Fluoroanilino)-6,7-dimethoxy-3-quinolinecarboxamide
4-(2,6-Difluoroanilino)-6,7-dimethoxy-3 -quinolinecarboxamide 30
4-(3-Bromoanilino)-6,7-dimethoxy-3-quinolinecarboxamide  4-(3
-Fluoroanilino)-6, 7-dimethoxy-3 -quino linecarboxamide
6,7-Dimethoxy-4-(4-methoxyanilino)-3 -quinolinecarb oxamide  4-(3 -Chl
oroanilino)-6, 7-dimethoxy-3 -quino linecarboxami de
4-(2-Chloroanilino)-6,7-dimethoxy-3-quinolinecarboxamide 35
4-[3-(Acetylamino)anilino]-6,7-dimethoxy-3-quinolinecarboxamide  4-(2,
5-Difluoroanilino)-6,7-dimethoxy-3-quinolinecarboxamide 4-( 1 H-Indo l- 5
-yl amino)-6,7-di metb,oxy-3-quinolinecarb oxamide  4-(1
H-IndazoI-5-ylamino)-6,7-dimethoxy-3-quinolinecarboxamide 2 7 JAN 2006 WO
02/092571 PCT/SE02/9H1875 84 4-(1
H-Indazol-6-ylamino)-6,7-dinzethoxy-3-quinolinecarboxamide
4-(2,4-Diflhoroanilino)-6,7-dimethoxy-3-quinolinecarboxamide  



4-(2-Fluoro-4-methylanilino)-6, 7-dime thoxy-3-quinolinecarboxamide
4-(2,4-Dichloroanilino)-6,7-dimethoxy-3 -quino linecarboxamide s
4-(2,5-Dichloroanilino)-6,7-dimethoxy-3-quinolinecarboxamide  4-[2-
(2-Hydroxyethyi) anilino] -6,7-dimethoxy.-3 -quinolinecarboxamide  4-(3
-Chloro-4-fluoroanilino)-6,7-dimethoxy-3-quinolinecarboxamide
6,7-Dimethoxy-4-[3-(methyl sulfanyl)anilino]-3-quinolinecarboxamide  6, 7-D
ime thoxy-4-(2-methoxy-5-methylanilino)-3-quino linecarboxamide 10
4-[4-(Dimethylamino)aniliuo]-6,7-dimethoxy-3-quinolinecarboxamide
6,7-Dimethoxy-4-[4-(methylsulfanyl)anilino]-3-quinolinecarboxamide
4-[4-(2-Hydroxy(-,thyl)anilino]-6,7-dimethoxy-3-quinolinecarboxamide
4-(3-Hydroxy-4-methoxyanilino)-6,7-dimethoxy-3-quinolinecarboxamide  4-(2,3
-D ichloroanilino)-6, 7-dimethoxy-3-quinolinecarboxamide 1s
6,7-Dimethoxy-4-(2,3,4-tri#Iuoroanilino)-3-quinolinecarboxamide
6,7-Dimethoxy-4-(3-toluidino)-3-quinolinecarboxamide
4-(2-Hydroxy-4-methylanilino)-6, 7-dimethoxy-3 -quinolinecarb oxamide
4-(2-Fluoro-4-Iaydroxyanilino)-6,7-dimethoxy-3-quinolinecarboxamide'
4-[2-(Hydroxymethyl)-4-methylanilino]-6, 7-dimethoxy-3
-quinolinecarboxamide 20
4-(2-Chloro-4-fluoroanilino)-6,7-dimethoxy-3-quinolinecarboxamide
4-(2-Fluoro-5-methylanilino)-6,7-dimethoxy-3-quinolinecarboxamide
4-[(2-Cyanophenyl)amino] -6, 7-dimethoxyquin oline-3-carboxarni de  4-[(2,5
-Difluorophenyl)amino ]-6,7-dimethoxyquinoline-3-carboxamide  4-(1
H-1ndoI-5-ylamino)-6,7-dimethoxyquinoline-3-carboxamide 25
6,7-Dichloro-4-(2-methylanilino)-3-quinolinecar6oxamide.
4-(2,3-Dihydro-lH-inden-1-ylamino)-6,7-dimethoxy-3-quiinoline carboxamide
6,7-Dimethoxy-4-{[2-(trifluoromethyl)benzyl]amino }-3-quinoline carboxamide
6,7-Dimethoxy 4-[(1-phenylethyl)amino]-3-quinolinecarboxarnide 4(3
-Hydroxymethyl-2-methylanilino)-3-quino linecarboxamide 3D
9-(3-Hydroxymethyl-2-methylanilino)-2,3-dihydro[I,4]dioxino[2,
3g]quinoline-8- carboxamide 4- [(2-ethylphenyl)amino] -7-methoxy-6-
[2-(propylamino)ethoxy]quinoline-3 -carboxamide,  6- [2-(ethylamino)ethoxy]
-4-[(2-ethylphenyl) amino] -7-methoxyquino line-3-carboxamide,  6-[2-(is
opropylamino)ethoxy]-7-methoxy-4-[(3-methoxy-2-znethylphenyl) amino] quino
line- 35 3-carboxamide,
6-[2-(dimethylamino)ethoxyJ-4-([2-etliyl-3-(hydroxylnethyl)phenyl]amino}
-7- 



methoxyquinoline-3 -carboxamide, 2 7 JAN 2004 WO 02/092571 PCT/SE02100875
85 6-[3-(diethylamino)propoxy]-4-
{[3-(hydroxymethyl)-2-methylphenyl]amino}-7- metho xyquino line-3
-carboxamide, 4- {[2-ethyl-3 -(hydroxymethyI)phenyl] amino}
-7-methoxy-6-[2- (methylarnino)ethoxy]quinoline-3-carboxamide,  s
4-[(2-ethylphenyl)amino]-7-methoxy-6-[3-(pyridin-4-ylamino)propoxy]quinolin
e-3- carboxamide,
4-[(2-ethylphenyl)amino]-7-methoxy-6-[3-[(2-amino-2-oxoethyi)amino]propoxy]
- quinoline- 3 -carboxamide, 4[(2-ethylphenyl)amino]-7-methoxy-6-[3-(1
H-pyrazol-3-ylamino)propoxy] quinoline-3- 10 carboxamide,
4-[(2-ethylphenyl)amino]-7-methoxy-6-[3-(pyridin-2-ylamino)propoxy]quinolin
e-3- carboxamide, Ethyl 4-[(3 -(aminocarbonyl)-4- {
[2-ethyl-3-(hydroxymethyl)phenyl]araino } -6-
methoxyquinolin-7-yl)oxy]butanoate, 15
7-[3-(diethylamino)propoxy]-6-methoxy-4-[(2-rnethoxyphenyl)ainino]quinoline
-3- carboxamide, 7-[3-(ethylamino)propoxy] -6-methoxy-4- { [2-(triflu
oromethyl)phenyl] amino} quinoline-3 - carboxamide, 7-[3
-(ethylamino)propoxy]-4-[(2-ethylpheny!)amino]-6-methoxyquinoline-3
-carboxamide,  20 4-[(2-ethylphenyl)amino]-7-[3
-(isopropylamino)propoxy]-6-methoxyquinoline-3 - carboxamide,
7-[3-(ethylamino)propoxy]-4- { [2-ethyl-3-(hydroxymethyi)phenyl]amino )-6-
methoxyquinoline-3 -carboxamide, 4- { [2-ethyl-3 -(hydroxymethyl)phenyl]
amino) -6-methoxy-7-[3 - 25 (propylarnino)propoxy]quinoline-3-carboxamide,
7-[3-(dimethylamino)propoxy]-4-[(2-ethylphenyl)arnino]-6-methoxyquinoline-3
- carboxamide, 4-[(2-ethylphenyl)amino]-6-methoxy-7-(3-pyrrolidin-l
-ylpropoxy)quinoline-3- carboxarni de, 30
7-[3-(diethylamino)propoxy]-4-[(2-ethylphenyl)amino]-6-methoxyquinoline-3- 



carboxamide, 4-[(2-ethylphenyl)amino] -6-methoxy-7-(3
-piperidin-1-ylpropoxy)quino line-3- carboxamide, 7-[3 -(d imethyl
arnino)propoxy] -4- { [2-ethyl-3 -(hydroxymethyl)phenyI] amino } -6- 35
methoxyquinoline-3-carboxamide, 7-[3 -(diethylamino)propoxy]-4- ([2-ethyl-3
-(hydroxymethyl)phenyl ]amino) -6- methoxyquinol in e-3 -carboxamide, 2 7
JAN 2004 WO 02/092571 PCT/SE02/00875 86 7- {
3-[(2-ethoxyethyl)amino]propoxy}
-4-[(2-ethylpheny])amino]-6-methoxyquinoline-3 - carboxamide,
4-[(2-ethylphenyl)amino]-6-methoxy-7-(3 piperidin-1-ylpropoxy)quinoline-3-
carboxamide, 5
4-[(2-ethylphenyI)amino]-6-methoxy-7-(3-thiomorpholin-4-ylpropoxy)quinoline
-3- carboxamide, 4- { [3 -(hydroxymethyl)-2-methylphenyl]amino }
-6-methoxy-7-(3-pyrrolidin- l - ylprop oxy)quinoline-3-carboxamide,
7-[3-(1,1-dioxidotluomorpholin-4-yl)propoxy]-4-[(2-ethylphenyl)aznino]-6-
10 methoxyquinoline-3-carboxamide, 4- { [2-ethyl-3-(hydroxymethyl)phenyl]
amino) -6-methoxy-7-(3-pyrrolidin-l- ylpropoxy)quinoline-3-carboxamide, 4-
{ [2-ethyl-3-(hydroxymethyl)phenyl]amino}-6-methoxy-7-(3-piperidin-l-
ylpropoxy)quinoline-3 -carboxamide, 15
4-{[3-(hydroxymethyl)-2-methylphenyl]amino}-7-[3-(3-hydroxypiperidia-1-ylpr
opoxy]-6- methoxyquinoline-3-carboxamide, 4- {
[2-ethyl-3-(hydroxymethyl)phenyl]amino} -6-methoxy-7-[3-(1
H-1,2,4-triazol-l- yl)propoxy] quinoline-3 -carboxamide, 7-(3-azepan-
l-ylpropoxy)-4-[(2-ethylphenyl)amino]-6-methoxyquinoline-3-carboxamide,  20
6,7-dimethoxy-4- {[2-(methylthio)phenyl]amino} quinoline-3-carboxamide
trifluoroacetate,  6, 7-dimetboxy-4-[(4-methoxy-2-methylphenyl)amino]
quinol ine-3 -carboxamide, 4- { [2 -bromo-3-(hydroxymethyl)phenyl] amino}
-6,7-dimethoxyquinoline-3-carboxamide,  4-
{[2-ethyl-3-(hydroxymethyl)phenyl]amino}-6,7-dimethoxyquinoline-3-carboxami
de,  or a pharmaceutically acceptable salt thereof. 



25 8. A compound of formula (I) as defined in any one of claims Ito 7 for
use in therapy  provided that the compound is not
4-(2-bromoanilino)-6,7-dimethoxy-3- quinolinecarboxanzide and
4-(1,5-dichloroaniIino)-6,7-dimethoxy-3-quinolinecarboxamide. 30 9. A
compound of formula (IA): H2 in which 2 7 JAN 2004 87 Ar is phenyl
substituted by ethyl, propyl, hydroxyrnethyl or CO2H or disubstituted by
methyl and hydroxymethyl; s Rl is methoxy, ethoxy or a group OCH2CONH2,
OCH2CH2OCH3, or O(CH2)pNRR5 where  p is 2 or 3 and R4 and RS are hydrogen,
methyl, ethyl or propyl or together R4 and Rs form a  pyrrolidine,
imidazole or morpholine ring; R2 is methoxy, ethoxy or O(CH2)pNR4R5 where p
is 2, 3 or 4 and R4 and R3 are hydrogen,  io methyl or ethyl or one of TO
or RS is methyl and the other is pyridyl or pyrazole or R4 and R 5 form a
piperidine, hydroxypiperidine, thiomorpholine, morpholine, pyrrolidine,
2,6- dirnethylmorpholine imidazole or triazole ring, or a pharmaceutically
acceptable salt or solvate thereof, is  provided that when Ar is phenyl
substituted by ethyl or propyl or disubstituted by  methyl, then R' and R2
are not both methoxy, RE and R2 are not both ethoxy or one of  R'/R2 is not
methoxy when the other is ethoxy. 10. A compound of formula (IA) selected
from: 20 4-(2-ethylanilino)-6-methoxy-7-
{2-[methyl(4-pyridinyl)amino]ethoxy} -3- quinolinecarboxamide,
4-[3-(hydroxymethyl)-2-methylanilino]-6-methoxy-7-[3-(4-thiomorpholinyl)pro
poxy]-3- quinolinecarboxamide,
4-[3-(hydroxymethyl)-2-methylanilino]-6-methoxy-7-[3-(l-piperidinyl)propoxy
]-3  25 quinolinecarboxamide,
4-[3-(hydroxymethyl)-2-methylanilino]-6-methoxy-7-(3-(4-morpholinyl)propoxy
]-3- quinolinecarboxamide, 7-[3
-(dimethylamino)propoxyj-4-(2-etlzylanilino)-6-methoxy-3-quinolinecarboxami
de,  7-[3
-(dirnethylamino)propoxy]-4-[3-(hydroxymethyl)-2-methylanilino]-6-methoxy-3
- so quinolinecarboxamide, 



7- {3 -[(2R, 6S)-2,6-dimethylmorpholinyl]propoxy} -4-
[3-(hydroxymethyl)-2-methylanilino]- 6-methoxy-3-quinolinecarboxamide, 4-(2
-ethylaail ino)-6-methoxy-7-[3 -(4-morpholinyl)propoxy]-3
-quinolinecarboxamide,  4-(2-e
thylanilino)-6-methoxy-7-[4-(4-morpholinyl)butoxy]-3-quinolinecarboxamide,
7s 4-(2-ethylanilino)-6-methoxy-7- {3-[methyl(4-pyridinyl)amino]propoxy} -3
quinol inecarboxamide, 4-(2 -ethyl anilino)-7-methoxy-6-[2-(m,ethylamino)
ethoxy]-3-quinolinecarboxamide, WO 02/092571 PCTISE02100875 88 7-
{3-[(2S,6S)-2,6-dimethylmorpholinyl]propoxyJ-4-[3-(hydroxymethyl)-2-methyla
nilino]- 6-methoxy-3-quinolinecarboxamide, 4-(2-ethylanilino)-7-[3-(1
H-imidazol-l-yl)propoxy]-6-methoxy-3-quinolinecarboxamide,  6-(2-amino
ethoxy)-4-(2-ethylanilino)-7-methoxy-3 -quino linecarboxami de, s
6-methoxy-4-[2-(methylsulfanyl)aniIinoj-7-[3-(4-morpholinyl)propoxyJ-3-
quinolinecarboxamide, 6-methoxy-7-[3
-(4-morpholinyl)propoxy]-4-(2-toluidino)-3-quinolinecarboxamide,
4-(2-ethylanilino)-6-methoxy-7-[3-(1 H- I,2,4-triazol-l-yl)propoxy]-3-
quinolinecarboxamide, 10
4-(2-ethylanilino)-6-methoxy-7-[2-(methylamino)ethoxyj-3-quinolinecarboxami
de,
4-(2-ethylanilino)-6-methoxy-7-(2-methoxyethoxy)-3-quinolinecarboxamide,
4-(2-ethylanilino)-7-(3-hydroxypropoxy)-6-methoxy-3-quinolinecarboxamide,
6-methoxy-7-[2-(4-morpho linyl)ethoxy] -4-(2-toluidino)-3
-quinolinecarboxamide,
4-[3-(bydroxymethyI)-2-methylanilino]-7-methoxy-6-[2-(1-pyrrolidinyl)etboxy
]-3- 1s quinolinecarboxamide 3-
([3-(aminocarbonyl)-6,7-dimethoxy-4-quinolinyl]amino}-2-methylbenzoic acid,
4-[3 -(hydro xymethyl)-2-methylanilino]
-6,7-dimethoxy-3=quinolinecarboxamide,  4-(2-ethylanilino)-7-[2-(1
H-imidazol-I-yl)ethoxy]-6-methoxy-3-quinolinecarboxamide,
4-(3-(2-hydroxyethyl)-2-methylanilinoj-6,7-dimethoxy-3-quinolinecarboxamide
, 20 7-me
thoxy-6-{[2-(4-morpholinyl)ethyljamino}-4-(2-toluidino)-3-quinolinecarboxam
ide,  4-(2-ethylanilino)-6-[3-(1 H-imidazoI-I
-yl)propoxy]-7-methoxy-3-quinolinecarboxamide,  4-(2-ethyl anilino)-7
-methoxy-6-[2-(1-pyrrolidinyl)ethoxy]-3 -quinolinec arboxamide,
7-(3-aminopropoxy)-4-(2-ethylanilino)-6-methoxy-3-quinolinecarboxamide,
methyl 4-
{[3-(aminocarbonyl)-6-methoxy-4-(2-toluidino)-7-quinolinyl]oxy}butanoate,
25
4-[3-(aminomethyl)-2-methyianilino]-6,7-dimethoxy-3-quinolinecarboxamide,  



6- ([3-(1 H-imidazol-l -yl)propyl] amino) -7-methoxy-4-(2-toluidino)-3-
quinolinecarboxamide, 4-[3-(hydroxymethyl)-2-methylanilino]
-7-methoxy-6-(2-methoxyethoxy)-3- quinolinecarboxamide, 30
6-[2-(dimethylannino)ethoxy]-4-(2-ethylanilino)-7-methoxy-3-quinolinecarbox
amide,
4-[3-(cyanomethyl)-2-methylanilinoj-6,7-dimethoxy-3-quinolinecarboxamide,
4- [3 -(2-amino-2 -oxoethyl)-2-methylanilino] -6, 7-dimethoxy-3
-quinolinecarboxamide,  6-(3-aminopropoxy)-4-(2-ethyl
anilino)-7-methoxy-3-quinolinecarb oxamide,
4-[3-(hydroxymethyl)-2-methylani lino] -7-methoxy-6-[3
-(4-morpholinyl)propoxy] -3 - 35 quinolinecarboxamide,
4-[3-(hydroxymethyl)-2 -methylanilin
o]-7-methoxy-6-[2-(4-morpholinyl)ethoxy] -3 - quinolinecarboxamide, and
pharmaceutically acceptable salts thereof. 2 7 JAN 1001 I 2 7 JAN 2004 WO
021092571 PCT/5E02/00875 89 11. A compound of formula (IA) selected from:
4-[(2-ethylphenyl)amino-]-7-methoxy-6-[3-(pyridin-4-ylamino)propoxyjquincli
ne-3- carboxamide, s
4-[(2-ethylphenyl)amino]-7-methoxy-6-[3-[(2-amino-2-oxoethyl)amino]propoxy]
- quinoline-3 -carboxamide, 4-[(2-ethylphenyl)amino]-7-methoxy-6-[3-(I
H-pyraxol-3 -ylamino)propoxy] quino tine-3 - carboxamide,
4-[(2-ethylphenyl)aminoj-7-methoxy-6-[3-(pyridin-2-ylamino)propoxy]
quinoline-3  io carboxamide, Ethyl
4-[(3-(aminocarbonyl)-4-{[2-ethyl-3-(hydroxymethyl)phenyl]amino } -6-
methoxyquino lin-7-yl)oxy]butanoate,
7-[3-(diethylarnino)propoxy]-6-methoxy-4-[(2-methoxyphenyl)amino]quino
line-3- carboxamide, is 7-[3 -(ethylamino)propoxy] -6-methoxy-4-
{[2-(trifluoromethyl)phenyl] amino} quinoline-3- carboxamide,
7-[3-(ethylamino)propoxy]-4-[(2-ethylphenyl)amino]-6-methoxyquinoline-3-car
boxarzv de,  



4-[(2-ethylphenyI)amino]-7-[3-(isopropylamino)propoxy]-6-methoxyquinoline-3
- carboxamide, 20
7-[3-(ethylamino)propoxy]-4-{[2-ethyl-3-(hydroxymethyl)phenyljamino}-6-
methoxyquinoline-3-carboxamide, 4-{
(2-ethyl-3-(hydroxymethyl)phenyljamino)-6-methoxy-7-[3-
(propylamino)propoxy]quinoline-3-carboxamide,
7-[3-(dimethylarnino)propoxy]-4-[(2-ethylphenyl)amino]-6-methoxyquino
line-3- 2s carboxamide, 4-[(2-ethylphenyl)amino]-6-methoxy-7-(3-pyrrolidin-
l -ylpropoxy)quinoline-3- carboxamide, 7-[3 -(diethyl amino)propoxyj-4-[(2
-ethylp henyl)amino]-6-m ethoxyquino line-3- carboxamide, 30
4-[(2-ethylphenyl)amino]-6-methoxy-7-(3-piperidin-l-ylpropoxy)quino line-3-
carboxamide, 7-[3 -(dime thylamino)propoxy]-4- {
[2-ethyl-3-(hydroxymethyl)p henyl j amino } -6-
methoxyquinoline-3-carboxamide, 7-[3-(diethy1.arnino)propoxy]-4-
([2-ethyl-3 -(hydroxymethyl)phenyl ] amino} -6- 35
methoxyquinoline-3-carboxamide, 7- {3-[(2-ethoxyethyl)aminojpropoxy}
-4-[(2-ethylphenyl)amino j-6-methoxyquinoline-3- carboxamide, 2 7 JAN -2004
90 4-[(2-ethyiphenyI)aminoJ-6-methoxy-7-(3
piperidin-l-yIpropoxy)quinoline-3- carboxamide,
4[(2-ethylphenyl)amino]-6-methoxy-7-(3-thiomorpholia-4yIpropoxy)quinoline-3
- carboxajnide, 4- ([3 -(hydroxymethyl)-2-methylphenyl] amino)
-6-methoxy-7-(3 -pyrrolidin- l - ylpropoxy)quinoline-3-carboxamide, 44
([2-ethyl-3-(hydroxymethyl)pbenyl] amino} -6-methoxy-7-(3 -pyrrolidin- I-
ylpropoxy)quinoline-3-carboxamide,
4-([2-ethyl-3-(hydroxymethyl)pheay1]amino}-6-methoxy-7 (3-piperidin-1-
ylpropoxy)quinoline-3-carboxamide, 4- f
[3-(hydroxyutethyl)-2-methylphenyl]amino}-7-[3-(3-hydroxypiperidin-l-yl)pro
poxy]-6- methoxyquinoline-3-carboxamide, 



4-
{[2-ethyl-3-(hydmxymethyl)phenyl]ammo)-6-methoxy-7-[3-(1H-1,2,4-triazol-1-
yl)propoxy]quinoline-3-carboxamide, and pharmaceutically acceptable salts
thereof 12. A compound of formula (IA) for use as a therapeutic agent 13.
A.pharmaceutical composition comprising a compound of formula (IA) or a
pharmaceutically acceptable salt thereof in association with a
pharmaceutically acceptable  carrier. 14. A process for the preparation of
a compound of formula (I) which comprises:  (a) reaction of a compound of
formula (II): NH2 (II)  in which R' and R2 are as defined in formula (I) or
are protected derivatives thereof and RZ0  is a leaving group, with a
compound of formula (III): 2 7 JAN 2004 91 Ar(CR2)2-NH2  (M) in which Ar
and R are as defined in formula (I) or are protected derivatives thereof or
(b) for compounds of formula (1) where R` and/or R2-are groups
Y(CH2)pNR4R3,  Y(CHz)pCONR4Rf, Y(CH2)~CQ2R6, Y(CH2)pOR6 or Y(CH2)pR6 where
Y is oxygen,  reaction of a compound of formula (!V): Ar-(CR2),~X NH2 where
the R'' or Rz' to be converted into a group Y(CH2) NR4R5, Y(CH2)pCONR4Rs,
Y(CH2)aC02R6, Y(CH2)pOR6 or Y(CH2)pR6 is hydroxy and the other R' or R2,
together  with Ar are as defined above for process (a) with a compound of
formula (V):  L-(CH2)pR21 (V) where R2' is NR 4R3, CONR4RS, C02R6, OR6 or
R6 and R4, RS and R6 are as defined in  formula (I) or are protected
derivatives thereof and optionally thereafter process (a) or (b)   removing
any protecting groups  converting a compound of formula (I) into a further
compound of formula (1)   forming a pharmaceutically acceptable salt. 




