
- 1 -  lmidazooulnoltnes as lipid kinase inhibitors The invention
relates to novel organic compounds, processes for the preparation
thereof, the application thereof in a process for the treatment of
the hurnan or animal body, the use thereof-alone or kt combination
with one or more other pharmaceutically active compounds -for the
treatment of an inflammatory or obstructive airway disease, such as
asthma, disorders commonly occurring In connection with
transplantaffon, ore proliferative disease, such as a tumor disease,
which may be sold or Squid; a method for the treatment of such a
disease in animals, especially in humans, and the LISS of such a
compound - alone or In combination with one or more other
pharmaceutically active compounds- for the manufacture of a
pharmaceutical preparation for the treatment of said diseases. WO
031097641 describes a perfecter class of 1H-Imidaz441Ercieuinolthe
derivatives and their use for inhibition of specific types or classes
or groups of protein kinases, especially c-Met, CNA KDR, c-abl, or
PKI3/Ad, or any combinations of two or more Thereof. The present
invention relates to compounds of formula (1)    wherein R1 is
naphthyl or phenyl wherein said phenyl Is substituted by one or two
substituents independently selected from the group consisting of
Halogen; lower alkyl unsubstituted or substituted by halogen, cyano,
koldazoly1 or triazoly4 cycloalkyk amino substituted by one or Iwo
substituents Independently selected from the group consisting of
lower alkyl, lower alkyl sulfonyr, lower alkoxy and lower atkoxy
lower alkylamlno;  WO 2006/122806PCT/EP2006/004725 - 2 - piperazinyl
unsubstituted or substituted by one or two substituents independently
selected from the group consisting of lower alkyl and lower alkyl
sulfonyl; 2-oxo-pyrrolidinyl; 



lower alkoxy lower alkyl; imidazolyl; pyrazolyl; and triazolyl; R2 iS
0 or S; R3 is lower alkyl; R4 is pyridyl unsubstituted or substituted
by halogen, cyano, lower alkyl, lower alkoxy or piperazinyl
unsubstituted or substituted by lower alkyl; pyrimidinyl
unsubstituted or substituted by lower alkoxy; quinolinyl
unsubstituted or substituted by halogen; quinoxalinyl; or phenyl
substituted with alkoxy Rs is hydrogen or halogen; n is 0 or 1; R6 is
oxido; with the proviso that if n=1, the N-atom bearing the radical
R6 has a positive charge; R7 is hydrogen or amino; or a tautomer
thereof, or a pharmaceutically acceptable salt, or a hydrate or
solvate thereof. The general terms used hereinbefore and hereinafter
preferably have within the context of this disclosure the following
meanings, unless otherwise indicated:  



WO 2006/122806PCT/EP2006/004725 - 3 - The prefix "lower" denotes a
radical having up to and including a maximum of 7, especially up to
and including a maximum of 4 carbon atoms, the radicals in question
being either linear or branched with single or multiple branching.
Where the plural form is used for compounds, salts, and the like,
this is taken to mean also a single compound, salt, or the like. In a
preferred embodiment, alkyl has up to a maximum of 12 carbon atoms
and is especially lower alkyl. Lower alkyl is preferably alkyl with
from and including 1 up to and including 7, preferably from and
including 1 to and including 4, and is linear or branched;
preferably, lower alkyl is butyl, such as n-butyl, sec-butyl,
isobutyl, tert-butyl, propyl, such as n-propyl or isopropyl, ethyl or
preferably methyl. Cycloalkyl is preferably cycloalkyl with from and
including 3 up to and including 6 carbon atoms in the ring;
cycloalkyl is preferably cyclopropyl, cyclobutyi , cyclopently or
cyclohexyl. Alkyl which is substituted by halogen is preferably
perfluoro alkyl such as trifluoromethyl. Halogen is especially
fluorine, chlorine, bromine, or iodine, especially fluorine,
chlorine, or bromine. In view of the close relationship between the
novel compounds in free form and those in the form of their salts,
including those salts that can be used as intermediates, for example
in the purification or identification of the novel compounds, any
reference to the free compounds hereinbefore and hereinafter is to be
understood as referring also to the corresponding salts, as
appropriate and expedient. Salts are formed, for example, as acid
addition salts, preferably with organic or inorganic acids, from
compounds of formula I with a basic nitrogen atom, especially the
pharmaceutically acceptable salts, Suitable inorganic acids are, for
example, halogen acids, such as hydrochloric acid, sulfuric acid, or
phosphoric acid. Suitable organic acids are, for example, carboxylic,
phosphonic, sulfonic or sulfamic acids, for example acetic acid,
propionic acid,  WO 2006/122806PCT/EP2006/004725 - 4 - octanoic acid,
decanoic acid, dodecanoic acid, glycolic acid, lactic acid, fumaric
acid, succinic acid, malonic acid, adipic acid, pimelic acid, suberic
acid, azelaic acid, malic acid, tartaric acid, citric acid, amino
acids, such as glutamic acid or aspartic acid, maleic acid,
hydroxymaleic acid, methylmaleic acid, cyclohexanecarboxylic acid,
adamantanecarboxylic acid, benzoic acid, salicylic acid,
4-aminosalicylic acid, phthalic acid, phenylacetic acid, mandelic
acid, cinnamic acid, methane- or ethane-sulfonic acid,
2-hydroxyethanesulfonic acid, ethane-1,2-disulfonic acid,
benzenesulfonic acid, 4-toluenesulfonic acid, 2- naphthalenesulfonic
acid, 1,5-naphthalene-disulfonic acid, 2- or 3-methylbenzenesulfonic
acid, methylsulfuric acid, ethylsulfuric acid, dodecylsulfuric acid,
N-cyclohexylsulfamic acid, N-methyl-, N-ethyl- or N-propyl-sulfamic
acid, or other organic protonic acids, such as ascorbic acid. For
isolation or purification purposes it is also possible to use
pharmaceutically unacceptable salts, for example picrates or
perchlorates. For therapeutic use, only pharmaceutically acceptable
salts or free compounds are employed (where applicable in the form of
pharmaceutical preparations), and these are therefore preferred. R1
is preferably phenyl wherein said phenyl is substituted by one or two
substituents independently selected from the group consisting of
Halogen; lower alkyl substituted by halogen, cyano, imidazolyl or
triazolyl; 



amino substituted by one or two substituents independently selected
from the group consisting of lower alkyl and lower alkyl sulfonyl;
piperazinyl wherein said piperazinyl is unsubstituted or substituted
by one or two lower alkyl substituents; imidazolyl; pyrazolyl; and
triazolyl. R2 is preferably 0. R3 is preferably Me. R4 is preferably
pyrimidinyl or pyridyl unsubstituted or substituted by halogen,
cyano, lower alkyl, lower alkoxy or piperazinyl unsubstituted or
substituted by lower alkyl;  WO 2006/122806PCT/EP2006/004725 - 5 -
quinolinyl unsubstituted or substituted by halogen; quinoxalinyl; or
phenyl substituted with alkoxy. R5 is preferably hydrogen. n is
preferably 0. R7 is preferably hydrogen. A preferred compound is a
compound chosen from the group consisting of;
2-Methy1-2-[4-(3-methy1-2-oxo-8-pyridin-4-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-l-y1)-phenyl]- propionitrile;
2-Methy1-214-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c
lquinolin-l-y1)-phenyl]- propionitrile;
2-{448-(6-Methoxy-pyridin-3-y1)-3-methy1-2-oxo-2,3-dihydro-imidazo[4,
5-c]quinolin-l-y1]- phenyl}-2-methyl-propionitrile;
2-{4-[8-(5-Methoxy-pyridin-3-y1)-3-methy1-2-oxo-2,3-dihydro-imidazo[4
,5-c]quinolin-l-y1]- phenyl}-2-methyl-propionitrile; 



2-Methy1-24413-methyl-2-oxo-8-(6-piperazin-1-yl-pyridin-3-y1)-2,3-dih
ydro-imidazo[4,5- c]quinolin-1-yll-pheny1)-propionitrite;
2-Methy1-2-(4-{3-methyl-812-(4-methyl-piperazin-1-y1)-pyridin-4-y1]-2
-oxo-2,3-dihydroimidazo[4,5-c]quinolin-1-y1}-phenyl)-propionitrile;
2-Methy1-214-(3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-l-y1)- phenyl]-propionitrile;
2-{418-(2-Fluoro-quinolin-3-y1)-3-methyl-2-oxo-2,3-dihydro-imidazo[4,
5-clquinolin-l-Apheny1}-2-methyl-propionitrile;
2-Methy1-2-[4-(3-methy1-2-oxo-8-quinolin-6-y1-2,3-dihydro-imidazo[4,5
-c]quinolin-l-y1)- phenyIJ-propionitrile;
2-Methy1-2-[4-(3-methy1-2-oxo-8-quinolin-5-y1-2,3-dihydro-imidazo[4,5
-c]quinolin-l-y1)- phenyIJ-propionitrile;
2-Methy1-2-[4-(3-methy1-2-oxo-8-quinoxalin-6-y1-2,3-dihydro-imidazo[4
,5-cJquinolin-l-y1)- phenyl]-propionitrile;
2-Ethy1-244-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c]
quinolin-l-y1)-phenyl]- butyronitrile;  WO
2006/122806PCT/EP2006/004725 - 6 -
2-Ethy1-2-[4-(3-methyl-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-
clquinolin-1-y1)-phenylibutyronitrile;
1-[3-Fluoro-4-(2-oxo-pyrrolidin-1-y1)-pheny11-3-methy1-8-pyridin-3-y1
-1,3-dihydro-imidazo[4,5- c]quinolin-2-one;
143-Fluoro-4-(2-oxo-pyrrolidin-1-y1)-pheny1]-3-methy1-8-quinolin-3-y1
-1,3-dihydro-imidazo[4,5- clquinolin-2-one;
3-Methy1-144-(2-oxo-pyrrolidin-1-y1)-pheny11-8-pyridin-3-y1-1,3-dihyd
ro-imidazo[4,5-c]quinolin2-one;
3-Methyl-1-[4-(2-oxo-pyrrolidin-1-y1)-phenyl]-8-quinolin-3-y1-113-dih
ydro-imidazo[4,5- c]quinolin-2-one;
1-(4-[Bis-(2-methoxy-ethyl)-amino]-3-fluoro-pheny1}-3-methyl-8-pyridi
n-3-y1-1,3-dihydroimidazo[4,5-clquinolin-2-one;
1-{4-[Bis-(2-methoxy-ethyl)-amino1-3-fluoro-pheny1}-3-methyl-8-quinol
in-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
144-[Bis-(2-methoxy-ethyl)-amino]-pheny1)-3-methyl-8-pyridin-3-y1-1,3
-dihydro-imidazo[4,5- c]quinolin-2-one;
1-{4-[Bis-(2-methoxy-ethyl)-amino]-pheny1)-3-methyl-8-quinolin-3-y1-1
,3-dihydro-imidazo[4,5- c]quinolin-2-one; 



3-Methy1-1-naphthalen-2-y1-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-c]q
uinolin-2-one;
3-Methyl-1-naphthalen-2-y1-8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-c]
quinolin-2-one;
1-(2-Chloro-phenyl)-3-methyl-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-c
]quinolin-2-one;
1-(2-Chloro-phenyl)-3-methyl-8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-
c]quinolin-2-one;
3-Methyl-8-pyridin-3-y1-1-o-toly1-1,3-dihydro-imidazo[4,5-c]quinolin-
2-one; 3-M
ethy1-8-quinolin-3-y1-1-o-toly1-1,3-dihydro-imidazo[4,5-clquinolin-2-
one;
1-(2-Ethyl-phenyl)-3-methyl-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-cl
quinolin-2-one;
1-(2-Ethyl-phenyl)-3-methyl-8-quinolin-3-y1-1,3-dihydro-imidazo(4,5-c
]quinolin-2-one;
3-Methyl-8-pyridin-3-y1-1-(2-trifluoromethyl-phenyl)-1,3-dihydro-imid
azo[4,5-c]quinolin-2-one;
3-Methy1-8-quinolin-3-y1-1-(2-trifluoromethyl-pheny1)-1,3-dihydro-imi
dazo4,5-c]quinolin-2- one;
1-(4-Fluoro-2-methyl-phenyl)-3-methyl-8-quinolin-3-y1-1,3-dihydro-imi
dazo[4,5-c]quinolin-2- one;
1-(4-Fluoro-2-methyl-phenyl)-3-methyl-8-quinolin-3-y1-1,3-dihydro-imi
dazo[4,5-clquinolin-2- one;  WO 2006/122806PCT/EP20061004725 - 7 -
1-(2-Chloro-4-fluoro-pheny1)-3-methy1-8-pyridin-3-y1-1,3-dihydro-imid
azo[4,5-c]quinolin-2- one;
1-(2-Chloro-4-fluoro-pheny1)-3-methyl-8-quinolin-3-y1-1,3-dihydro-imi
dazo[415-c]quinolin-2- one;
1-(3-Chloro-pheny1)-3-methy1-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-c
lquinolin-2-one;
1-(3-Chloro-phenyl)-3-methyl-8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-
c]quinolin-2-one;
3-Methyl-8-pyridin-3-y1-1-(3-trifluoromethyl-phenyl)-1,3-dihydro-imid
azo[4,5-c]quinolin-2-one;
3-Methyl-8-quinolin-3-y1-1-(3-trifluoromethyl-pheny1)-1,3-dihydro-imi
dazo[4,5-c]quinolin-2- one;
1-(4-Methoxymethyl-pheny1)-3-methyl-8-pyridin-3-y1-1,3-dihydro-imidaz
o[4,5-c]quinolin-2- one;
1-(4-Methoxymethyl-phenyl)-3-methy1-8-quinolin-3-y1-1,3-dihydro-imida
zo[4,5-clquinolin-2- one;
1-[2-Chloro-4-(2-methoxy-ethyl)-pheny1]-3-methyl-8-pyridin-3-y1-1,3-d
ihydro-imidazo[4,5- c]quinolin-2-one;
112-Chloro-4-(2-methoxy-ethyl)-phenyij-3-methyl-8-quinolin-3-y1-1,3-d
ihydro-imidazo[4,5- c]quinolin-2-one;
114-(2-Methoxy-ethyl)-pheny1]-3-methyl-8-quinolin-3-y1-1,3-dihydro-im
idazo[4,5-c]quinolin-2- one;
144-(2-Methoxy-ethyl)-pheny1]-3-methyl-8-pyridin-3-y1-1,3-dihydro-imi
dazo[4,5-c]quinolin-2- one;
2-Methy1-214-(3-methy1-2-oxo-5-oxy-8-pyridin-3-y1-2,3-dihydro-imidazo
[4,5-c]quinolin-1-y1)- phenylypropionitrile;
2-Methy1-214-(3-methy1-2-oxo-5-oxy-8-quinolin-3-y1-2,3-dihydro-imidaz
o[4,5-clquinolin-1-y1)- phenylypropionitrile;
244-(7-Fluoro-3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c
lquinolin-1-y1)-pheny1]- 2-methyl-propionitrile; 



244-(7-Fluoro-3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-
clquinolin-1-y1)- phenyl]-2-methyl-propionitrile;
N-Methyl-N44-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c
]quinolin-1-y1)-phenyljmethanesulfonamide;
Methyl-f4-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c]qu
inolin-1-y1)-pheny1]- carbamic acid tert-butyl ester;  WO
2006/122806PCT/EP2006/004725 - 8 -  Ethanesulfonic acid
methyl-P-(3-methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-
cjquinolin-1-y1)-phenylkamide; Ethanesulfonic acid
methy1-14-(3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-1-y1)-phenylkamide;
N-Ethyl-N-[4-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c
]quinolin-1-y1)-phenyllmethanesulfonamide;
N-Ethyl-N14-(3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-c
]quinolin-1-y1)-phenyljmethanesulfonamide;
2-[4-(3-Ethy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c]quinolin
-1-y1)-phenyl]-2-methylpropionitrile;
1-[3-Fluoro-4-(4-methanesulfonyl-piperazin-1-y1)-pheny11-3-methy1-8-q
uinolin-3-y1-1,3- dihydro-imidazo[415-c]quinolin-2-one;
1-P-Fluoro-4-(4-methanesulfonyl-piperazin-1-y1)-phenyn-3-methy1-8-pyr
idin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-(3-Fluoro-4-piperazin-1-yl-phenyl)-3-methyl-8-quinolin-3-y1-1,3-dih
ydro-imidazo[4,5- c]quinolin-2-one;
1-(3-Fluoro-4-piperazin-1-yl-phenyl)-3-methyl-8-pyridin-3-y1-1,3-dihy
dro-imidazo[4,5- ciquinolin-2-one;
3-Methy1-144-(4-methyl-piperazin-1-y1)-pheny11-8-quinolin-3-y1-1,3-di
hydro-imidazo[4,5- c]quinolin-2-one;
3-Methy1-1-[4-(4-methyl-piperazin-1-y1)-pheny11-8-pyridin-3-y1-1,3-di
hydro-imidazo[4,5- clquinolin-2-one;
142-Chloro-4-(4-methyl-piperazin-1-y1)-pheny11-3-methyl-8-quinolin-3-
y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-[2-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-3-methy1-8-pyridin-3-
y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one; 



1 43-C h loro-4-(4-methyl-p ipe razin-1-y1)-pheny1]-3-m ethy I-8-qu
inolin-3-y1-1 , 3-d ihyd ro- im idazo[4, 5-c]quinol in-2-on e;
113-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1)-3-methyl-8-pyridin-3-y
1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;  WO
2006/122806PCT/EP2006/004725 - 9 -
1-(4-Imidazol-1-y1-2-methyl-pheny1)-3-methyl-8-quinolin-3-y1-1,3-dihy
dro-imidazo[4,5- c]quinolin-2-one;
1-(4-Imidazol-1-y1-2-methyl-phenyl)-3-methyl-8-pyridin-3-y1-1,3-dihyd
ro-imidazo[4,5- clquinolin-2-one;
3-Methyl-1-(4-pyrazol-1-yl-pheny1)-8-quinolin-3-y1-1,3-dihydro-imidaz
o[4,5-c]quinolin-2-one;
3-Methyl-1-(4-pyrazol-1-yl-phenyl)-8-pyridin-3-y1-1,3-dihydro-imidazo
[4,5-c]quinolin-2-one;
3-Methyl-8-quinolin-3-y1-1-(441,2,4]triazol-1-yl-pheny1)-1,3-dihydro-
imidazo[4,5-c]quinolin-2- one;
3-Methy1-8-pyridin-3-y1-1-(4-[1,2,4]triazol-1-yl-pheny1)-1,3-dihydro-
imidazo[4,5-c]quinolin-2- one;
3-Methy1-114-(4-methyl-piperazin-1-y1)-3-trifluoromethyl-phenyl]-8-qu
inalin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
3-Methy1-1-[4-(4-methyl-piperazin-1-y1)-3-trifluoromethyl-phenyl]-8-p
yridin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-(3-Chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-quinolin-3-y1-1,3-dih
ydro-imidazo[4,5- c]quinolin-2-one;
1-(3-Chloro-4-piperazin-1-yl-phenyl)-3-methyl-8-pyridin-3-y1-1,3-dihy
dro-imidazo[4,5- clquinolin-2-one;
1-(3-Chloro-4-piperazin-1-yl-pheny1)-8-(6-rnethoxy-pyridin-3-y0-3-rne
thyl-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-(3-Chloro-4-piperazin-1-yl-pheny1)-8-(5-methoxy-pyridin-3-y1)-3-met
hyl-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
8-(6-Methoxy-pyridin-3-y1)-3-methy1-144-(4-methyl-piperazin-1-y1)-3-t
rifluoromethyl-phenyll1,3-dihydro-imidazo[4,5-c]quinolin-2-one;
8-(5-Methoxy-pyridin-3-y1)-3-methy1-1-[4-(4-meth.y1-piperazin-1-y1)-3
-trifluoromethyl-phenyl]- 1,3-dihydro-imidazo[4,5-c]quinolin-2-one;
142-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-8-(6-methoxy-pyridin-3
-y1)-3-methy1-1,3- dihydro-imidazo[4,5-c]quinolin-2-one; 



1-[2-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-8-(5-methoxy-pyridin-
3-y1)-3-methyl-1,3- dihydro-imidazo[4,5-c]quinolin-2-one;  WO
2006/122806PCT/EP2006/004725 - 10 -
1-(3-Chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-quinoxalin-6-y1-1,3-d
ihydro-imidazo[4,5- elquinolin-2-one;
3-Methy1-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-quinolin-3-y
1-1,3-dihydro-imidazo[4,5- c]quinolin-2-one;
3-Methy1-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-pyridin-3-y1
-1,3-dihydro-imidazo[4,5- c]quinolin-2-one;
8-(6-Methoxy-pyridin-3-y1)-3-methy1-1-(4-piperazin-1-y1-3-trifluorome
thyl-pheny1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
8-(5-Methoxy-pyridin-3-y1)-3-methyl-1-(4-piperazin-1-y1-3-trifluorome
thyl-pheny1)-1,3-dihydroimidazo[4,5-clquinolin-2-one;
3-Methy1-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-quinoxalin-6
-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
143-Chloro-4-(cis-3,5-dimethyl-piperazin-l-y1)-pheny1]-3-methyl-8-pyr
idin-3-y1-1,3-dihydroimidazo[4,5-clquinolin-2-one;
143-Chloro-4-(cis-3,5-dimethyl-piperazin-l-y1)-pheny1]-3-methy1-8-qui
nolin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
113-Chloro-4-(4-ethyl-piperazin-1-y1)-pheny1]-3-methy1-8-pyridin-3-y1
-1,3-dihydro-imidazo[4,5- c]quinolin-2-one;
1-[3-Chloro-4-(4-ethyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinolin-3-
y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-[3-Chloro-4-(4-isopropyl-piperazin-1-y1)-pheny11-3-methyl-8-pyridin
-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
143-Chloro-4-(4-isopropyl-piperazin-1-y1)-pheny11-3-methy1-8-quinolin
-3-y1-1,3-dihydroimidazo[4,5-e]quinolin-2-one;
1-[a-Chloro-4-(4-isopropyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinoli
n-3-y1-1,3-dihydroimidazo[4,5-clquinolin-2-one;
113-Chloro-4-(4-isopropyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinolin
-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
114-(4-Ethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-3-methyl-8-pyr
idin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one; 



WO 2006/122806PCT/EP2006/004725 - 11 -
114-(4-Ethyl-piperazin-1-y1)-3-trifluoromethyl-pheny11-3-methyl-8-qui
nolin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-[4-(4-Ethy)-piperazin-1-y1)-3-trifluoromethyl-pheny1)-3-methyl-8-py
ridin-3-y1-1,3-dihydroimidazo[4,5-clquinolin-2-one;
114-(4-Ethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-3-methy1-8-qui
nolin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
3-Methy1-8-(6-piperazin-1-yl-pyridin-3-y1)-1-(3-trifluoromethyl-pheny
1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
8-(6-Methoxy-pyridin-3-y1)-3-methy1-1-(3-trifluoromethyl-pheny1)-1,3-
dihydro-imidazo[4,5- clquinolin-2-one;
8-(6-Methoxy-pyridin-3-y1)-3-methy1-1-(3-trifluoromethyl-pheny1)-1,3-
dihydro-imidazo[4,5- c]quinolin-2-one;
1-(3-Chloro-4-imidazol-1-yl-pheny0-3-methyl-8-pyridin-3-y1-1,3-dihydr
o-imidazo[4,5- c]quinolin-2-one;
1-(3-Chloro-4-imidazol-1-yl-phenyl)-3-methyl-8-quinolin-3-y1-1,3-dihy
dro-imidazo[4,5- c]quinolin-2-one;
2-Methy1-2-[4-(3-methy1-8-quinolin-3-y1-2-thioxo-2,3-dihydro-imidazo(
4,5-c1quinolin-1-y1)- phenyl]-propionitrile;
2-Methy1-2-(413-methyl-8-(2-methyl-pyridin-4-y1)-2-oxo-2,3-dihydro-im
idazo[4,5-c]quinolin-1- ylkphenyl}-propionitrile:
5-(144-(Cyano-dimethyl-methyl)-phenyl]-3-methyl-2-oxo-2,3-dihydro-1H-
imidazo[4,5- clquinolin-8-y1}-pyridine-2-carbonitrile;
2-[4-(4-Amino-3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-1-y1)- phenyl]-2-methyl-propionitrile;
144-(3-Methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c]quinolin
-1-y1)-phenyl]- cyclopropanecarbonitrile;
114-(3-Methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-c]quinoli
n-1-y1)-pheny1]- cyclopropanecarbonitrile;
1-{4-[8-(6-Methoxy-pyridin-3-y1)-3-methyl-2-oxo-2,3-dihydro-imidazo[4
,5-clquinolin-l-y1)- phenyl}-cyclopropanecarbonitrile;  
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43-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-8-(6-methoxy-pyridin-3-
y1)-3-methyl-113- dihydro-imidazo[4,5-c]quinolin-2-one; 1
43-ChIoro-4-(4-methyl-piperazin-1-y1)-pheny1]-8-(5-methoxy-pyridin-3-
y1)-3-methyl-1, 3- dihydro-imidazo[4,5-c]quinolin-2-one;
113-Chloro-4-(4-methyl-piperazin-1-y1)-pheny11-3-methy1-8-quinoxalin-
6-y1-1,3-dihydroimidazo[4,5-o]quinolin-2-one;  1
-(3-Chloro-4-piperazin-1
-yl-pheny1)-8-(2-methoxy-pyrimidin-5-y1)-3-methyl-1,
3-dihydroimidazo[4,5-c]quinolin-2-one;  1 -(3-Chloro-4-piperazin-1
-yl-pheny1)-3-methyl-8-pyrimidin-5-y1-1, 3-dihydro-imidazo[4,5-
c]quinolin-2-one; 1 -(3-Chloro-4-piperazin-1
-yl-pheny1)-8-(2-methoxy-pyrimidin-5-y1)-3-methy1-1,3-dihydroimidazo[
4,5-c]quinolin-2-one; 1
-(3-Chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-pyrimidin-5-y1-1 ,
3-dihydro-imidazo[4,5- c]quinolin-2-one; 1
-(3-Chloro-4-piperazin-1-yl-pheny0-3-methyl-8-(2-methyl-pyridin-4-y1)
-1, 3-dihydroimidazo[4,5-clquinolin-2-one; 1
-[3-Chloro-4-(cis-3,5-dimethyl-piperazin-1
-y1)-pheny1]-8-(6-methoxy-pyridin-3-y1)-3-methyl1,
3-dihydro-imidazo[4,5-c]quinotin-2-one; 1
-[3-Chloro-4-(cis-3,5-dimethyl-piperazin-1-y1)-pheny1]-8-(5-methoxy-p
y ridin-3-y1)-3-methyl1,3-dihydro-imidazo[4,5-c]quinolin-2-one;
114-(cis-3,5-Dimethyl-piperazin-1-y1)-3-trifluoromethyl-pheny11-8-(6-
methoxy-pyridin-3-y1)-3- methyl-1, 3-dih
ydro-imidazo[4,5-c]quinolin-2-one; 114-(cis-3,5-Dimethyl-piperazin-1
-y1)-3-trifluoromethyl-pheny1]-8-(5-methoxy-pyridin-3-y0-3- methyl-1,
3-dihydro-imidazo[4,5-o]quinolin-2-one;
8-(2-Methoxy-pyrimidin-5-y1)-3-methy1-1-(4-piperazin-1
-y1-3-trifluoromethyl-phenyI)-1, 3-
dihydro-imidazo[4,5-c]quinolin-2-one;
3-Methy1-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-pyrimidin-5-
y1-1,3-dihydroimidazo[4 5-c]quinolin-2-one;  - 13-
3-Methyl-13-(2-methyl-pyridin-4-y4-1-(4-piperazin-1-y1-3-frifluororne
thyl-pheny0-1,3-dihydroimIciazof4,5.cjquinolin-2-one; 



3-Methy1-3-pyridin-3-y1-1-(4-11,2,eiazol4-y1-3-1rifluoromethyl-pbeny1
)-1,34Nydroimiclazol4,5-elquinolin-2-one;
3-Methy[-8-quinclin-3-y1-1-(4-(1,2,4priazol4-y1-34riikiorornethylphen
yD-1,3-dihydroImicrazol4,5-ciqu1noffn-2-one;
8{6-Methoxy-pyridirt-3104-methyi-1-(4-[1,2,41triazol-1-y1-3-trifluoro
methyl-pheny!)-1,3- dthydro-imidazo[4,6-qquInolin-2-one;
B-(5-Methoxy-pyricim-3-A-3-methyl-1-(411.2,4)trIazol-1-y1-3-trIfiuoro
methyl-phenyl)-1,3- dihydro-ImIdazoK,5-4quinolin-2-one:
543-Methyl-2-oxo-1-(4-[1,2,4]triazol-1-y1-3-trifluoromeihyl-pheny1)-2
,3-dihydro-1HImidazo[4,6-clquinolirt-13-y4j-pyr4ine-2-cattionilrile;
8-(6-Fluora-pyridin,1-y1)-3-inethyl-1-(441,2,41triazol-1-y1-3-trifluo
rornethyl-pheny1)-1,3- dihydro-imidazor4,5-4quinolin-2-one;
8-(2,6-Dimethoxy-pyriclin-3-y0-3-mWh31-1-(4.1112,4yriaz01-1-y1-3-tril
luoromethylpheny1)-1,3- dihydro4raidazo(4,6cjquinogn-2-one;
3-Methyl-8-pyrimidin-5-A-1-(441,2,41friazol-1-y1-3-trifluoromeihyl-ph
eny1)-1,3-dihydroimIdazo[4,6-qquinolln-2-one;
3-(2-Methoxy-pyrimiclin-5-y1)-3-methyl-1-(441,214)blazol-1-y!-3-trifi
tioromethyl-pheny1)-1,3- dihydro4rnitiazo[4,5-qquinolin-2-one;
8-(2,4-01rnelhoxy-pyrimidn-5-y1)-3-methyl4-(44112,42triazol-1-y1-3-tr
1fluoromethy1-pheny1)- 1,3-dihydro-Omiciazo[4,5-clquinolin-2-one;
3-Methy1.114-pyrazol-1-y1-3titioromethyl-phenyl)4pyr1din-3.-y1-1,3-cl
thydro-imidazo[4,5- c]quinolin-2-one:
3-Methy1-1-(4-pyrazot-1-y1-3-1rilitwornetriy1pherwl)-8-quinolin-3-y1-
1,3-chhydro-imidazo[4,5- clquInolin-2-one;
8-(6-Methoxy-pyricfm-.3-y1)-3-inethyl-1-(4-pyrazof-1-yl-34rifluoromet
hyl-phenyl)-1.3-ciihydroimidazo[4,5-4quinoHn-2-one;  WO
20061122806PCT/EP20061004725 - 14 -
8-(5-Methoxy-pyridin-3-y1)-3-methy1-1-(4-pyrazol-1-y1-3-trifluorometh
yl-pheny1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-(3-Chloro-411,2,4]triazol-1-yl-pheny1)-3-methy1-8-pyridin-3-y1-1,3-
dihydro-imidazo[4,5- clquinolin-2-one;
1-(3-Chloro-411,2,4]triazol-1-yl-pheny1)-3-methyl-8-quinolin-3-y1-1,3
-dihydro-imidazo[4,5- clquinolin-2-one; 



1-(4-Imidazol-1-y1-3-trifluoromethyl-pheny1)-3-methyl-8-pyridin-3-y1-
1,3-dihydro-imidazo[4,5- c]quinolin-2-one;
1-(4-Imidazol-1-y1-3-trifluoromethyl-pheny1)-3-methyl-8-quinolin-3-y1
-1,3-dihydro-imidazo[4,5- ciquinolin-2-one:
1-(4-Imidazol-1-y1-3-trifluoromethyl-pheny1)-8-(6-methoxy-pyridin-3-y
1)-3-methyl-1,3-dihydroimidazo[4,6-c]quinolin-2-onel
1-(4-Imidazol-111-3-trifluoromethyl-pheny1)-8-(5-methoxy-pyridin-3-y1
)-3-methyl-1,3-dihydroimidazo[4,5-clquinolin-2-one;
3-Methyl-8-pyridin-3-y1-1 -(411
,2,41triazol-1-ylmethyl-pheny1)-1.,3-dihydro-imidazo[4,5-
c]quinolin-2-one;
3-Methyl-8-quinofin-3-y1-1-(441,2,4]triazol-1-ylmethyl-phenyl)-1,3-di
hydro-imidazo[4,5- c]quinolin-2-one;
1-(4-Imidazol-1-ylmethyl-phenyl)-3-methyl-8-pyridin-3-y1-1,3-dihydro-
imidazo[4,5-c]quinolin-2- one; and
1-(4-Imidazol-1-ylmethyl-pheny1)-3-methyl-8-quinolin-3-y1-1,3-dihydro
-imidazo[4,5-c]quinolin2-one; or a tautomer thereof, or a
pharmaceutically acceptable salt, or a hydrate or solvate thereof.
Preferred are also compounds of formula la,   WO
20061122806PCT1EP20061004725 - 15 - wherein RI is naphthyl or phenyl
wherein said phenyl is substituted by one or two substituents
independently selected from the group consisting of Halogen; lower
alkyl unsubstituted or substituted by halo or cyano; amino
substituted by one or two substituents independently selected from
the group consisting of lower alkyl, lower alkyl sulfonyl, lower
alkoxy and lower alkoxy lower alkylamino; piperazinyl wherein said
piperazinyl is unsubstituted or substituted by one or two
substituents independently selected from the group consisting of
lower alkyl and lower alkyl sulfonyl; 2-oxo-pyrrolidinyl; lower
alkoxy lower alkyl; 



imidazolyl; pyrazolyl and triazolyl; R2 IS 0 or S; R3 is lower alkyl;
R4 is pyridyl unsubstituted or substituted by lower alkoxy or
piperazinyl unsubstituted or substituted by lower alkyl, or
quinolinyl unsubstituted or substituted by halogen, or quinoxalinyl;
R5 is hydrogen or halogen; n is 0 or 1; R6 is oxido; with the proviso
that if n=1, the N-atom bearing the radical R6 has a positive charge;
or a tautomer thereof, or a pharmaceutically acceptable salt, or a
hydrate or solvate thereof.  WO 2006/122806PCT/EP2006/004725 - 16 -
Surprisingly, it has now been found that the compounds of formula I,
have advantageous pharmacological properties and inhibit the activity
of the lipid kinases, such as the P13-kinase and/or members of the
P13-kinase-related protein kinase family (also called PIKK and
include DNA-PK, ATM, ATR, hSMG-1 and mTOR), such as the DNA
protein-kinase, and may be used to treat disease or disorders which
depend on the activity of said kinases. Having regard to their
inhibition of phosphatidylinositol 3-kinase enzymes, compounds of
formula (I) in free or pharmaceutically acceptable salt form, are
useful in the treatment of conditions which are mediated by the
activation of the PI3 kinase enzymes, such as proliferative,
inflammatory or allergic conditions, or disorders commonly occurring
in connection with transplantation. Treatment in accordance with the
invention may be symptomatic or prophylactic.  Preferred is a
compound of formula (I) for use in the treatment of a proliferative
disease selected from a benign or malignant tumor, carcinoma of the
brain, kidney, liver, adrenal gland, bladder, breast, stomach,
gastric tumors, ovaries, colon, rectum, prostate, pancreas, lung,
vagina or thyroid, sarcoma, glioblastomas, multiple myeloma or
gastrointestinal cancer, especially colon carcinoma or colorectal
adenoma or a tumor of the neck and head, an epidermal
hyperproliferation, psoriasis, prostate hyperplasia, a neoplasia, a
neoplasia of epithelial character, lymphomas, a mammary carcinoma or
a leukemia. Other diseases include Cowden syndrome, Lhermitte-Dudos
disease and Bannayan-Zonana syndrome, or diseases in which the
PI3K/PK6 pathway is aberrantly activated. 



Compounds according to the invention are useful in the treatment of
inflammatory or obstructive airways diseases, resulting, for example,
in reduction of tissue damage, airways inflammation, bronchial
hyperreactivity, remodelling or disease progression. Inflammatory or
obstructive airways diseases to which the present invention is
applicable include asthma of whatever type or genesis including both
intrinsic (non-allergic) asthma and extrinsic (allergic) asthma, mild
asthma, moderate asthma, severe asthma, bronchitic asthma,
exercise-induced asthma, occupational asthma and asthma induced
following bacterial infection Treatment of asthma is also to be
understood as embracing treatment of subjects, e.g. of less than 4 or
5 years of age, exhibiting wheezing symptoms and diagnosed or
diagnosable  WO 2006/122806PCT/EP2006/004725 - 17 - as "wheezy
infants", an established patient category of major medical concern
and now often identified as incipient or early-phase asthmatics. (For
convenience this particular asthmatic condition is referred to as
"wheezy-infant syndrome".)  Prophylactic efficacy in the treatment of
asthma will be evidenced by reduced frequency or severity of
symptomatic attack, e.g. of acute asthmatic or bronchoconstrictor
attack, improvement in lung function or improved airways
hyperreactivity. It may further be evidenced by reduced requirement
for other, symptomatic therapy, i.e. therapy for or intended to
restrict or abort symptomatic attack when it occurs, for example
anti-inflammatory (e.g. corticosteroid) or bronchodilatory.
Prophylactic benefit in asthma may in particular be apparent in
subjects prone to "morning dipping". "Morning dipping" is a
recognised asthmatic syndrome, common to a substantial percentage of
asthmatics and characterised by asthma attack, e.g. between the hours
of about 4 to 6 am, i.e. at a time normally substantially distant
form any previously administered symptomatic asthma therapy.
Compounds according to formula I can be used for other inflammatory
or obstructive airways diseases and conditions to which the present
invention is applicable and include acute lung injury (ALI),
adult/acute respiratory distress syndrome (ARDS), chronic obstructive
pulmonary, airways or lung disease (COPD, COAD or COLD), including
chronic bronchitis or dyspnea associated therewith, emphysema, as
well as exacerbation of airways hyperreactivity consequent to other
drug therapy, in particular other inhaled drug therapy. The invention
is also applicable to the treatment of bronchitis of whatever type or
genesis including, e.g., acute, arachidic, catarrhal, croupus,
chronic or phthinoid bronchitis. Further inflammatory or obstructive
airways diseases to which the present invention is applicable include
pneumoconiosis (an inflammatory, commonly occupational, disease of
the lungs, frequently accompanied by airways obstruction, whether
chronic or acute, and occasioned by repeated inhalation of dusts) of
whatever type or genesis, including, for example, aluminosis,
anthracosis, asbestosis, chalicosis, ptilosis, siderosis, silicosis,
tabacosis and byssinosis. Having regard to their anti-inflammatory
activity, in particular in relation to inhibition of eosinophil
activation, compounds of the invention are also useful in the
treatment of eosinophil related disorders, e.g. eosinophilia, in
particular eosinophil related disorders of the airways (e.g.
involving morbid eosinophilic infiltration of pulmonary tissues)
including  WO 2006/122806PCDEP20061004725 - 18 -  hypereosinophilia
as it effects the airways and/or lungs as well as, for example,



disease or an obstructive respiratory disease, or a disorder commonly
occurring in connection with transplantation. The efficacy of the
compounds of formula I and salts thereof as PI3 kinase inhibitors can
be demonstrated as follows: The kinase reaction was performed in a
final volume of 50 gt_ per well of a half area COSTAR, 96 well plate.
The final concentrations of ATP and phosphatidyl inositol in the
assay were 5 g.M and 6 gg/mL respectively. The reaction was started
by the addition of PI3 kinase p11011 The components of the assay were
added per well as follows:  10 AL test compound in 5% DMSO per well
in columns 2-1.  Total activity was determined by addition 10 gL of
5% vol/vol DMSO in the first 4 wells of column 1 and the last 4 wells
of column 12.  The background was determined by addition of 10 AM
control compound to the last 4 wells of column 1 and the first 4
wells of column 12.  2 mL 'Assay mix' were prepared per plate: 1.912
mL of HEPES assay buffer 8.33 ML of 3 mM stock of ATP giving a final
concentration of 5 AM per well 1 AL of [33P]ATP on the activity date
giving 0.05 gCi per well 30 gt_ of 1 mg/mL PI stock giving a final
concentration of 6 gg/mL per well 5 AL of 1 M stock MgCl2 giving a
final concentration of 1 mM per well  20 AL of the assay mix were
added /well.  2 mL 'Enzyme mix' were prepared per plate (x. gL PI3
kinase p1 l0 in 2 mL of kinase buffer). The 'Enzyme mix' was kept on
ice during addition to the assay plates.  20 gl 'Enzyme mix' were
added/well to start the reaction.  The plate was then incubated at
room temperature for 90 minutes.  The reaction was terminated by the
addition of 50 pL WGA-SPA bead suspension per well.  The assay plate
was sealed using TopSeal-S and incubated at room temperature for at
least 60 minutes.  WO 2006/122806PCT/EP2006/004725 - 20 - 



The assay plate was then centrifuged at 1500 rpm for 2 minutes using
the Jouan bench top centrifuge.  The assay plate was counted using a
Packard TopCount, each well being counted for 20 seconds.  The volume
of enzyme will be dependent on the enzymatic activity of the batch in
use. Some of the compounds show a certain level of selectivity
against the different paralogs PI3K alpha, gamma and delta.
Description of biochemical assay for DNA-PK: The assay was done using
the kit V7870 from Promega, that quantitated DNA-dependent protein
kinase activity, both in purified enzyme preparations and in cell
nuclear extracts. DNA-PK is a nuclear serine/threonine protein kinase
that requires double-stranded DNA (dsDNA) for activity. The binding
of dsDNA to the enzyme results in the formation of the active enzyme
and also brings the substrate closer to the enzyme, allowing the
phosphorylation reaction to proceed. DNA-PK X5 reaction buffer (250
mM HEPES, 500 mM KCI, 50 mM MgCl2, 1 mM EGTA, 0.5 mM EDTA, 5 mM DTT,
pH to 7.5 with KOH) was diluted 1/5 in deionised water and BSA (stock
= 10 mg/ml) was added to a final concentration of 0.1 mg/ml. The
activation buffer was made of 100 pg/ml of calf thymus DNA in control
buffer (10 mM Tris-HCI (pH 7.4), 1 mM EDTA (pH 8.0)). Per tube, the
reaction mix was composed of: 2.5 pl of activation or control
buffers, 5 pl of X5 reaction buffer, 2.5 pl of p53-derived
biotinylated peptide substrate (stock= 4mM), 0.2 pl of BSA (stock at
10 mg/ml) and 5 pl of [7-32P] ATP (5 pl of 0.5 mM cold ATP + 0.05 pl
of Redivue [7-32P] ATP = Amersham AA0068-250 pCi, 30000i/mmol, 10
pCi/p1).  The DNA-PK enzyme (Promega V5811, concentration=100 U/pL)
was diluted 1/10 in X1 reaction buffer and kept on ice until imminent
use. 10.8 pl of the diluted enzyme was incubated with 1.2 pl of 100
pM compounds (diluted 1/100 in water from 10 mM stock in neat DMSO)
for 10 minutes, at room temperature. During that time, 15.2 pl of the
reaction mix was added to screw-capped tubes, behind Perspex glass.
9.8 pl of the enzyme was then transferred to the tubes containing the
reaction mix and after 5 minutes incubation, at 30C,  WO
2006/122806PCT/EP2006/004725 - 21 - the reaction was stopped by
adding 12.5 pl of termination buffer (7.5 M guanidine hydrochloride).
After mixing well, a 10 pl aliquot of each tube was spotted onto a
SAM2R biotin capture membrane, which was left to dry for a few
minutes. The membrane was then washed extensively to remove the
excess free hf-321:1 ATP and nonbiotinylated proteins: once for 30
seconds in 200 ml of 2M NaCI, 3 times for 2 minutes each in 200 ml of
2M NaCl, 4 times for 2 minutes each in 2M NaCI in 1% H3PO4 and twice
for 30 seconds each in 100 ml of deionised water. The membrane was
then left to air-dry at room temperature for 30-60 minutes. Each
membrane square was separated using forceps and scissors and placed
into a scintillation vial, after which 8 ml of scintillation liquid
(Flo-Scint 6013547 from Perkin-Elmer) was added. The amount of 32P
incorporated into the DNA-PK biotinylated peptide substrate was then
determined by liquid scintillation counting. The efficacy of the
compounds of the invention in blocking the activation of the PI3K/PKB
pathway can be demonstrated in cellular settings as follows: Protocol
for the detection of phospho-PKB and phospho-GSK3[3. On day 1, U87MG
cells (ATCC No. HTB-14) are trypsinized, counted in a Neubauer
chamber, and diluted in fresh complete RPM! 1640 medium to a final
concentration of 6 x 105 cells/mL. Ten (10) cm tissue culture dishes
are then loaded with 10 mL of the cell suspension, and incubated for
18 hours. 



On day 2, the medium in plates is discarded and replaced by complete
RPMI 1640 medium containing either DMSO or inhibitors [compounds of
formula WI After 30 minutes of contact, the medium is quickly removed
by aspiration and the cells rinsed twice with pre-cooled PBS. Cells
are then placed on ice and immediately lysed. Protein samples are
then resolved by SDS-PAGE and transferred to lmmbilon-P membrane for
detection of levels of endogenous GSK3p, PKB, PhosphoT308-PKB and
PhosphoS9-GSK313 by western-blotting. Membranes are then dried and
covered with polyethylene film, and chemiluminescence measured in a
MultilmageTM Light Cabinet (Alpha Innotech Corp) driven with the
FluorChemTM software (Alpha Innotech Corp). The data are analyzed
with AlphaEasy software, plotted as % of control (cells treated with
DMSO in identical experimental conditions used for kinase inhibitors)
with SigmaPlot(r) (SSPI Inc, version 7) as a regression curve (Four
Parameter Logistic Cubic) and IC50 values are determined accordingly.
WO 2006/122806PCT1EP20061004725 - 22 - There are also experiments to
demonstrate the antitumor activity of compounds of the formula (I) in
vivo. Female Harlan athymic nu/nu mice with s.c. transplanted human
glioblastoms U87MG tumors can be used to determine the anti-tumor
activity of PI3 kinase inhibitors. On day 0, with the animals under
peroral forene narcosis, a tumor fragment of approximately 25 mg is
placed under the skin on the animals' left flank and the small
incised wound is closed by means of suture clips. When tumors reaches
a volume of 100 mrn3 the mice are divided at random into groups of
6-8 animals and treatment commences. The treatment is carried out for
a 2-3 weeks period with peroral, intravenous or intra-peritoneal
administration once daily (or less frequently) of a compound of
formula (I) in a suitable vehicle at defined doses. The tumors are
measured twice a week with a slide gauge and the volume of the tumors
is calculated. As an alternative to cell line U87MG, other cell lines
may also be used in the same manner, for example,  the MDA-MB 468
breast adenocarcinoma cell line (ATCC No. HTB 132; see also In Vitro
14, 911-15 [1978]);  the MDA-MB 231 breast carcinoma cell line (ATCC
No. HTB-26; see also In Vitro 12,331 [1976]);  the MDA-MB 453 breast
carcinoma cell line (ATCC No.HTB-131);  the Colo 205 colon carcinoma
cell line (ATCC No. CCL 222; see also Cancer Res. 38, 1345-5511978]);
the 1JU145 prostate carcinoma cell line DU 145 (ATCC No. HTB 81; see
also Cancer Res. 37, 4049-58 [1978]),  the PC-3 prostate carcinoma
cell line PC-3 (especially preferred; ATCC No. CRL 1435; see also
Cancer Res. 40, 524-34 [1980]) and the PC-3M prostate carcinoma cell
line;  the A549 human lung adenocarcinoma (ATCC No. CCL 185; see also
Int. J. Cancer 17, 62-70 [1976]),  the NCI-H596 cell line (ATCC No.
HTB 178; see also Science 246 491-4 [1989]);  the pancreatic cancer
cell line SUIT-2 (see Tomioka et al., Cancer Res. 61, 7518- 24
[2001]).  WO 2006/122806PCT/EP2006/004725 



- 23 -  demonstrated in accordance with the following test method.
The two-way MLR is performed according to standard procedures ( J.
lmmunol. Methods, 1973, 2, 279 and Meo T. et al., Immunological
Methods, New York, Academic Press, 1979, 227-39). Briefly, spleen
cells from CBA and BALB/c mice (1.6 x 105 cells from each strain per
well in flat bottom tissue culture microtiter plates, 3.2 x 105 in
total) are incubated in RPM! medium containing 10% FCS, 100 U/m1
penicillin, 100 pg/ml streptomycin (Gibco BRL, Basel, Switzerland),
50 pM 2- mercaptoethanol (Fluka, Buchs, Switzerland) and serially
diluted compounds. Seven threefold dilution steps in duplicates per
test compound are performed. After four days of incubation 1 pCi
31-1-thymidine is added. Cells are harvested after an additional
five-hour incubation period, and incorporated 3H-thymidine is
determined according to standard procedures. Background values (low
control) of the MLR are the proliferation of BALB/c cells alone. Low
controls are subtracted from all values. High controls without any
sample are taken as 100% proliferation. Percent inhibition by the
samples is calculated, and the concentrations required for 50%
inhibition (IC50 values) are determined. In this assay, the compounds
of the invention have IC50 values in the range of 1 nM to 10 pM,
preferably from 10 nM to 100 nM. A compound of the formula (I) may
also be used to advantage in combination with other antiproliferative
compounds. Such antiproliferative compounds include, but are not
limited to aromatase inhibitors; antiestrogens; topoisomerase I
inhibitors; topoisomerase II inhibitors; microtubule active
compounds; alkylating compounds; histone deacetylase inhibitors;
compounds which induce cell differentiation processes; cyclooxygenase
inhibitors; MMP inhibitors; mTOR inhibitors; antineoplastic
antimetabolites; platin compounds; compounds targeting/decreasing a
protein or lipid kinase activity and further anti-angiogenic
compounds; compounds which target, decrease or inhibit the activity
of a protein or lipid phosphatase; gonadorelin agonists;
anti-androgens; methionine aminopeptidase inhibitors;
bisphosphonates; biological response modifiers; antiproliferative
antibodies; heparanase inhibitors; inhibitors of Ras oncogenic
isoforms; telomerase inhibitors; proteasome inhibitors; compounds
used in the treatment of hematologic malignancies; compounds which
target, decrease or inhibit the activity of Flt-3; Hsp90 inhibitors
such as 17-MG (17-allylaminogeldanamycin, NSC330507), 17-DMAG
(17-dimethylaminoethylamino-17-demethoxy-geldanamycin, NSC707545),
IPI-504, CNF1010, CNF2024, CNF1010 from Conforma Therapeutics;
temozolomide (TEMODALO); kinesin spindle protein inhibitors, such as
SB715992 or SB743921 from GlaxoSmithKline, or  WO
2006/122806PCT/EP2006/004725 - 24 - pentamidine/chlorpromazine from
CombinatoRx: MEK inhibitors such as ARRY142886 from Array PioPharma,
A206244 from AstraZeneca, PD181461 from Pfizer and leucovorin. The
term "aromatase inhibitor" as used herein relates to a compound which
inhibits the estrogen production, i.e. the conversion of the
substrates androstenedione and testosterone to estrone and estradiol,
respectively. The term includes, but is not limited to steroids,
especially atamestane, exemestane and formestane and, in particular,
non-steroids, especially aminoglutethimide, roglethimide,
pyridoglutethimide, trilostane, testolactone, ketokonazole, vorozole,
fadrozole, anastrozole and letrozole. Exemestane can be administered,
e.g., in the form as it is marketed, e.g. under the trademark



WO 2006/122806PCT/EP20061004725 - 26 - Ifosfamide can be
administered, e.g., in the form as it is marketed, e.g. under the
trademark HOLOXAN. The term ''histone deacetylase inhibitors" or
"HDAC inhibitors" relates to compounds which inhibit the histone
deacetylase and which possess antiproliferative activity. This
includes compounds disclosed in WO 02/22577, especially
N-hydroxy-344-[[(2-hydroxyethyl)[2-(1H-indo1-
3-ypethyll-aminoimethyl]phenyl]-2E-2-propenamide,
N-hydroxy-3-[4-E2-(2-methyl-1 H-indol-3-
y1)-ethyll-amino]methyl]pheny1]-2E-2-propenamide and pharmaceutically
acceptable salts thereof. It further especially includes
Suberoylanilide hydroxamic acid (SAHA). The term "antineoplastic
antimetabolite" includes, but is not limited to, 5-Fluorouracil or
5-FU, capecitabine, gemcitabine, DNA demethylating compounds, such as
5-azacytidine and decitabine, methotrexate and edatrexate, and folic
acid antagonists such as pemetrexed. Capecitabine can be
administered, e.g., in the form as it is marketed, e.g. under the
trademark XELODA. Gemcitabine can be administered, e.g., in the form
as it is marketed, e.g. under the trademark GEMZAR.. The term "platin
compound" as used herein includes, but is not limited to,
carboplatin, cis-platin, cisplatinum and oxaliplatin. Carboplatin can
be administered, e.g., in the form as it is marketed, e.g. under the
trademark CARBOPLAT. Oxaliplatin can be administered, e.g., in the
form as it is marketed, e.g. under the trademark ELOXATIN. The term
"compounds targeting/decreasing a protein or lipid kinase activity;
or a protein or lipid phosphatase activity; or further
anti-angiogenic compounds" as used herein includes, but is not
limited to, protein tyrosine kinase and/or serine and/or threonine
kinase inhibitors or lipid kinase inhibitors, e.g.,  a) compounds
targeting, decreasing or inhibiting the activity of the
platelet-derived growth factor-receptors (PDGFR), such as compounds
which target, decrease or inhibit the activity of PDGFR, especially
compounds which inhibit the PDGF receptor, e.g. a
N-phenyl-2-pyrimidine-amine derivative, e.g. imatinib, SU101, SU6668
and GFB-111;  b) compounds targeting, decreasing or inhibiting the
activity of the fibroblast growth factor-receptors (FGFR);  c)
compounds targeting, decreasing or inhibiting the activity of the
insulin-like growth factor receptor I (IGF-IR), such as compounds
which target, decrease or inhibit the activity of IGF-IR, especially
compounds which inhibit the kinase activity of IGF-1 receptor, such
as those compounds disclosed in WO 02/092599, or antibodies that
target the extracellular domain of IGF-I receptor or its growth
factors;  WO 2(106/122806PCT/EP20061004725 - 27 -  d) compounds
targeting, decreasing or inhibiting the activity of the Trk receptor
tyrosine kinase family, or ephrin B4 inhibitors;  e) compounds
targeting, decreasing or inhibiting the activity of the Axl receptor
tyrosine kinase family;  f) compounds targeting, decreasing or
inhibiting the activity of the Ret receptor tyrosine kinase;  g)
compounds targeting, decreasing or inhibiting the activity of the
Kit/SCFR receptor tyrosine kinase, e.g imatinib;  h) compounds
targeting, decreasing or inhibiting the activity of the C-kit
receptor tyrosine kinases - (part of the PDGFR family), such as
compounds which target, decrease or inhibit the activity of the c-Kit
receptor tyrosine kinase family, especially compounds which inhibit
the c-Kit receptor, e.g. imatinib; 



i) compounds targeting, decreasing or inhibiting the activity of
members of the c-Abl family, their gene-fusion products (e.g. BCR-Abl
kinase) and mutants, such as compounds which target decrease or
inhibit the activity of c-Abl family members and their gene fusion
products, e.g. a N-phenyl-2-pyrimidine-amine derivative, e.g.
imatinib or nilotinib (AMN107); PD180970; AG957; NSC 680410; PD173955
from ParkeDavis; or dasatinib (BMS-354825) j) compounds targeting,
decreasing or inhibiting the activity of members of the protein
kinase C (PKC) and Raf family of serine/threonine kinases, members of
the MEK, SRC, JAK, FAK, PDK1, PKB/Akt, and Ras/MAPK family members,
and/or members of the cyclin-dependent kinase family (CDK) and are
especially those staurosporine derivatives disclosed in US 5,093,330,
e.g. midostaurin; examples of further compounds include e.g. UCN-01,
safingol, BAY 43-9006, Bryostatin 1, Perifosine; Ilmofosine; RO
318220 and RO 320432; GO 6976; Isis 3521; LY3335311LY379196;
isochinoline compounds such as those disclosed in WO 00/09495; FTIs;
PD184352 or QAN697 (a P13K inhibitor) or AT7519 (CDK inhibitor);   k)
compounds targeting, decreasing or inhibiting the activity of
protein-tyrosine kinase inhibitors, such as compounds which target,
decrease or inhibit the activity of protein-tyrosine kinase
inhibitors include imatinib mesylate (GLEEVEC) or tyrphostin. A
tyrphostin is preferably a low molecular weight (Mr < 1500) compound,
or a pharmaceutically acceptable salt thereof, especially a compound
selected from the  WO 2006/122806PCT/EP2006/004725 - 28 -
benzylidenemalonitrile class or the S-arylbenzenemalonirile or
bisubstrate quinoline class of compounds, more especially any
compound selected from the group consisting of Tyrphostin
A23/RG-50810; AG 99; Tyrphostin AG 213; Tyrphostin AG 1748;
Tyrphostin AG 490; Tyrphostin 844; Tyrphostin 844 (+) enantiomer;
Tyrphostin AG 555; AG 494; Tyrphostin AG 556, AG957 and adaphostin
(4-{[(2,5- dihydroxyphenyl)methyl]amino)-benzoic acid adamantyl
ester; NSC 680410, adaphostin); I) compounds targeting, decreasing or
inhibiting the activity of the epidermal growth factor family of
receptor tyrosine kinases (EGFR, ErbB2, ErbB3, ErbB4 as homo- or
heterodimers) and their mutants, such as compounds which target,
decrease or inhibit the activity of the epidermal growth factor
receptor family are especially compounds, proteins or antibodies
which inhibit members of the EGF receptor tyrosine kinase family,
e.g. EGF receptor, ErbB2, ErbB3 and ErbB4 or bind to EGF or EGF
related ligands, and are in particular those compounds, proteins or
monoclonal antibodies generically and specifically disclosed in WO
97/02266, e.g. the compound of ex. 39, or in EP 0 564 409, WO
99/03854, EP 0520722, EP 0 566 226, EP 0 787 722, EP 0 837 063, US
5,747,498, WO 98/10767, WO 97/30034, WO 97/49688, WO 97/38983 and,
especially, WO 96/30347 (e.g. compound known as OP 358774), WO
96/33980 (e.g. compound ZD 1839) and WO 95/03283 (e.g. compound
ZM105180); e.g. trastuzumab (Herceptinn"), cetuximab (Erbitux11"),
Iressa, Tarceva, OSI-774, Cl1033, EKB-569, CW-2016, E1.1, E2.4, E2.5,
E6.2, E6.4, E2.11, E6.3 or E7.6.3, and 7H-pyrrolo-[2,3-d)pyrimidine
derivatives which are disclosed in WO 03/013541; and m) compounds
targeting, decreasing or inhibiting the activity of the c-Met
receptor, such as compounds which target, decrease or inhibit the
activity of c-Met, especially compounds which inhibit the kinase
activity of c-Met receptor, or antibodies that target the
extracellular domain of c-Met or bind to HGF. Further anti-angiogenic



The term cyclooxygenase inhibitor as used herein includes, but is not
limited to, e.g. Cox-2 inhibitors, 5-alkyl substituted
2-arylaminophenylacetic acid and derivatives, such as celecoxib
(CELEBREX), rofecoxib (VIOXX), etoricoxib, valdecoxib or a 5-alkyl-2-
arylaminophenylacetic acid, e.g.
5-methyl-2-(2'-chloro-6'-fluoroanilino)phenyl acetic acid,
lumiracoxib. The term "bisphosphonates" as used herein includes, but
is not limited to, etridonic, clodronic, tiludronic, pamidronic,
alendronic, ibandronic, risedronic and zoledronic acid. "Etridonic
acid" can be administered, e.g., in the form as it is marketed, e.g.
under the trademark DIDRONEL. "Clodronic acid" can be administered,
e.g., in the form as it is marketed, e.g. under the trademark
BONEFOS. "Tiludronic acid" can be administered, e.g., in the form as
it is marketed, e.g. under the trademark SKELID. "Pamidronic acid"
can be administered, e.g. in the form as it is marketed, e.g. under
the trademark AREDIATM. "Alendronic acid" can be administered, e.g.,
in the form as it is marketed, e.g. under the trademark FOSAMAX.
"lbandronic acid" can be administered, e.g., in the form as it is
marketed, e.g. under the trademark BONDRANAT. "Risedronic acid" can
be administered, e.g., in the form as it is marketed, e.g. under the
trademark ACTONEL. "Zoledronic acid" can be administered, e.g. in the
form as it is marketed, e.g. under the trademark ZOMETA. The term
"mTOR inhibitors" relates to compounds which inhibit the mammalian
target of rapamycin (mTOR) and which possess antiproliferative
activity such as sirolimus (RapamuneO), everolimus (CerticanTm),
CCI-779 and ABT578. The term "heparanase inhibitor" as used herein
refers to compounds which target, decrease or inhibit heparin sulfate
degradation. The term includes, but is not limited to, PI-88. The
term" biological response modifier as used herein refers to a
lymphokine or interferons, e.g. interferon y. The term "inhibitor of
Ras oncogenic isoforms", e.g. H-Ras, K-Ras, or N-Ras, as used herein
refers to compounds which target, decrease or inhibit the oncogenic
activity of Ras e.g. a "farnesyl transferase inhibitor" e.g.
L-744832, DK8G557 or R115777 (Zarnestra). The term "telomerase
inhibitor" as used herein refers to compounds which target, decrease
or inhibit the activity of telomerase. Compounds which target,
decrease or inhibit the activity of telomerase are especially
compounds which inhibit the telomerase receptor, e.g. telomestatin.
The term "methionine aminopeptidase inhibitor" as used herein refers
to compounds which target, decrease or inhibit the activity of
methionine aminopeptidase. Compounds which  WO
2006/122806PCT/EP2006/004725 - 30 - target, decrease or inhibit the
activity of methionine aminopeptidase are e.g. bengamide or a
derivative thereof. The term "proteasome inhibitor" as used herein
refers to compounds which target, decrease or inhibit the activity of
the proteasome. Compounds which target, decrease or inhibit the
activity of the proteasome include e.g. Bortezomid (Velcadelliand MLN
341.  The term "matrix metalloproteinase inhibitor" or ("MMP"
inhibitor) as used herein includes, but is not limited to, collagen
peptidomimetic and nonpeptidomimetic inhibitors, tetracycline
derivatives, e.g. hydroxamate peptidomimetic inhibitor batimastat and
its orally bioavailable analogue marimastat (BB-2516), prinomastat
(AG3340), metastat (NSC 683551) BMS279251, BAY 12-9566, TAA211,
MM1270B or AAJ996. The term "compounds used in the treatment of
hematologic malignancies" as used herein includes, but is not limited



WO 2006/122806PCT/EP2006/004725 - 31 - for the treatment of AML. In
particular, compounds of formula (I) can be administered in
combination with, e.g., farnesyl transferase inhibitors and/or other
drugs useful for the treatment of AML, such as Daunorubicin,
Adriamycin, Ara-C, VP-16, Teniposide, Mitoxantrone, ldarubicin,
Carboplatinum and PKC412. The term "antileukemic compounds" includes,
for example, Ara-C, a pyrimidine analog, which is the
2'-alpha-hydroxy ribose (arabinoside) derivative of deoxycytidine.
Also included is the purine analog of hypoxanthine, 6-mercaptopurine
(6-MP) and fludarabine phosphate. Compounds which target, decrease or
inhibit activity of histone deacetylase (HDAC) inhibitors such as
sodium butyrate and suberoylanilide hydroxamic acid (SAHA) inhibit
the activity of the enzymes known as histone deacetylases. Specific
HDAC inhibitors include MS275, SAHA, FK228 (formerly FR901228),
Trichostatin A and compounds disclosed in  US 6,552,065, in
particular, N-hydroxy-3-[4-[[[2-(2-methyl-1H-indol-3-y1)-ethyl]-
aminojrnethyl]phenyl]-2E-2-propenamide, or a pharmaceutically
acceptable salt thereof and
N-hydroxy-3-[44(2-hydroxyethyl)(2-(1H-indol-3-yDethyl]-aminoimethyllp
henyl]-2E-2- propenamide, or a pharmaceutically acceptable salt
thereof, especially the lactate salt. Somatostatin receptor
antagonists as used herein refers to compounds which target, treat or
inhibit the somatostatin receptor such as octreotide, and S0M230.
Tumor cell damaging approaches refer to approaches such as ionizing
radiation. The term "ionizing radiation" referred to above and
hereinafter means ionizing radiation that occurs as either
electromagnetic rays (such as X-rays and gamma rays) or particles
(such as alpha and beta particles). Ionizing radiation is provided
in, but not limited to, radiation therapy and is known in the art.
See Hellman, Principles of Radiation Therapy, Cancer, in Principles
and Practice of Oncology, Devita et al., Eds., 42h Edition, Vol. 1,
pp. 248-275 (1993). The term EDG binders as used herein refers a
class of immunosuppressants that modulates lymphocyte recirculation,
such as FTY720. The term ribonucleotide reductase inhibitors refers
to pyrimidine or purine nucleoside analogs including, but not limited
to, fludarabine and/or cytosine arabinoside (ara-C), 6-thioguanine,
5-fluorouracil, cladribine, 6-mercaptopurine (especially in
combination with ara-C against ALL) and/or pentostatin.
Ribonucleotide reductase inhibitors are especially hydroxyurea or
2-hydroxy-1H-isoindole-1,3-dione derivatives, such as PL-1, PL-2,
PL-3, PL-4, PL-5, PL-6, PL-7 or PL-8 mentioned in Nandy et al., Acta
Oncologica, Vol. 33, No. 8, pp. 953-961 (1994).  WO
2006/122806PCT/EP2006/004725 - 32 - The term "S-adenosylmethionine
decarboxylase inhibitors" as used herein includes, but is not limited
to the compounds disclosed in US 5,461,076. Also included are in
particular those compounds, proteins or monoclonal antibodies of VEGF
disclosed in WO 98/35958, e.g.
1-(4-chloroanilino)-4-(4-pyridylmethyl)phthalazine or a
pharmaceutically acceptable salt thereof, e.g. the succinate, or in
WO 00/09495, WO 00/27820, WO 00/59509, WO 98/11223, WO 00/27819 and
EP 0 769 947; those as described by Prewett et al, Cancer Res, Vol.
59, pp. 5209-5218 (1999); Yuan et al., Pico Nat! Aced Sci U S A, Vol.
93, pp. 14765-14770 (1996); Zhu et al., Cancer Res, Vol. 58, pp.
3209-3214 (1998); and Mordenti et al., Toxicol Patna', Vol. 27, No.
1, pp. 14-21 (1999); in WO 00/37502 and WO 94110202; ANGIOSTATIN,



Implants containing corticosteroids refers to compounds, such as e.g.
fluocinolone, dexamethasone. Other chemotherapeutic compounds
include, but are not limited to, plant alkaloids, hormonal compounds
and antagonists; biological response modifiers, preferably
lymphokines or interferons; antisense oligonucleotides or
oligonucleotide derivatives; shRNA or siRNA; or miscellaneous
compounds or compounds with other or unknown mechanism of action. The
compounds of the invention are also useful as co-therapeutic
compounds for use in combination with other drug substances such as
anti-inflammatory, bronchodilatory or antihistamine drug substances,
particularly in the treatment of obstructive or inflammatory airways
diseases such as those mentioned hereinbefore, for example as
potentiators of therapeutic activity of such drugs or as a means of
reducing required dosaging or potential side effects of such drugs. A
compound of the invention may be mixed with the other drug  WO
20061122806PCT/EP2006/004725 - 33 -  substance in a fixed
pharmaceutical composition or it may be administered separately,
before, simultaneously with or after the other drug substance.
Accordingly the invention includes a combination of a compound of the
invention as hereinbefore described with an anti-inflammatory,
bronchodilatory, antihistamine or anti-tussive drug substance, said
compound of the invention and said drug substance being in the same
or different pharmaceutical composition. Suitable anti-inflammatory
drugs include steroids, in particular glucocorticosteroids such as
budesonide, beclamethasone dipropionate, fluticasone propionate,
ciclesonide or mometasone furoate, or steroids described in WO
02/88167, WO 02/12266, WO 02/100879, WO 02/00679 (especially those of
Examples 3, 11, 14, 17, 19, 26, 34, 37, 39, 51, 60, 67, 72, 73, 90,
99 and 101), WO 03/035668, WO 03/048181, WO 03/062259, WO 03/064445,
WO 03/072592, non-steroidal glucocorticoid receptor agonists such as
those described in WO 00100531, WO 02/10143, WO 03/082280, WO
03/082787, WO 03/104195, WO 04/005229; LTB4 antagonists such
LY293111, CGS025019C, CP-195543, SC-53228, BIlL 284, ONO 4057, SB
209247 and those described in US 5451700; LTD4 antagonists such as
montelukast and zafirlukast; PDE4 inhibitors such cilomilast (Ariflo6
GlaxoSmithKline), Roflumilast (Byk Gulden),V-11294A (Napp),
BAY19-8004 (Bayer), SCH-351591 (Schering-Plough), Arofylline
(Almirall Prodesfarma), PD189659 / PD168787 (Parke-Davis), AWD-12-
281 (Asta Medica), CDC-801 (Celgene), SeICID(TM) CC-10004 (Celgene),
VM554/UM565 (Vernalis), 1-440 (Tanabe), KW-4490 (Kyowa Hakko Kogyo),
and those disclosed in WO 92/19594, WO 93/19749, WO 93/19750, WO
93/19751, WO 98/18796, WO 99/16766, WO 01/13953, WO 03/104204, WO
03/104205, WO 03/39544, WO 04/000814, WO 04/000839, WO 04/005258, WO
04/018450, WO 04/018451, WO 04/018457, WO 04/018465, WO 04/018431, WO
04/018449, WO 04/018450, WO 04/01 8451, WO 04/018457, WO 04/018465,
WO 04/019944, WO 04/019945, WO 04/045607 and WO 04/037805; A2a
agonists such as those disclosed in EP 409595A2, EP 1052264, EP
1241176, WO 94/17090, WO 96/02543, WO 96/02553, WO 98/28319, WO
99/24449, WO 99/24450, WO 99/24451, WO 99/38877, WO 99/41267, WO
99/67263, WO 99/67264, WO 99/67265, WO 99/67266, WO 00/23457, WO
00/77018, WO 00118774, WO 01/23399, WO 01/27130, WO 01/27131, WO
01/60835, WO 01/94368, WO 02/00676, WO 02/22630, WO 02/96462, WO
03/086408, WO 04/039762, WO 04/039766, WO 04/045618 and WO 04/046083;
A2b antagonists such as those described in WO 02/42298; and beta-2
adrenoceptor agonists such as albuterol (salbutamol), metaproterenol,



JP 2004107299. Other useful combinations Of compounds of 1he
invention with anti-Inflammatory drugs are thase with antagonists of
chemokine receptors, e.g. OCR-1, CCR-2, CCR-3, CCR-4, CCR-5, CCR-6,
CCR-7, CCR-8, CCR-9 and CCR10, CXCR1, CXCR2, CXCR3, CXCR4, CXCR5,
particularly MR-5 antagonists such as Schering-Plough antagonists
SC-351125, SCH55700 and SCI-D, Takeda antagonists such as
N-114116,7-dihydro-2-(4-methylpherry)-5Hbenzo-cyclohepten-8-ylicarbon
y1faminolphenylf-methyl]tetrahydro-N,N-dimethyl-2H-pyran-4- amin-ium
chloride (TAX-770), and OCR-6 antagonists described in US 6166037
(particularly claims 18 and 19), WO 00/66558 (particularly claim 8).
WO 00/66559 (particularly claim 9), WO 04/018425 and WO 091026873.
The structure of the active compounds identified by code not, generic
or trade names may be taken from the actual edition of the standard
compendium "The Merck index' or from databases, e.g. Patents
international (e.g.1MS Vliorkl Publications),  WO
2006/122806PCT/EP2006/004725 - 35 - The above-mentioned compounds,
which can be used in combination with a compound of the formula (I),
can be prepared and administered as described in the art, such as in
the documents cited above.  A compound of the formula (I) may also be
used to advantage in combination with known therapeutic processes,
for example, the administration of hormones or especially radiation.
A compound of formula (I) may in particular be used as a
radiosensitizer, especially for the treatment of tumors which exhibit
poor sensitivity to radiotherapy.  By "combination", there is meant
either a fixed combination in one dosage unit form, or a kit of parts
for the combined administration where a compound of the formula (I)
and a combination partner may be administered independently at the
same time or separately within time intervals that especially allow
that the combination partners show a cooperative, e.g. synergistic
effect. The invention also provides a pharmaceutical preparation,
comprising a compound of formula I as defined herein, or an N-oxide
or a tautomer thereof, or a pharmaceutically acceptable salt of such
a compound, or a hydrate or solvate thereof, and at least one
pharmaceutically acceptable carrier. A compound of formula I can be
administered alone or in combination with one or more other
therapeutic compounds, possible combination therapy taking the form
of fixed combinations or the administration of a compound of the
invention and one or more other therapeutic compounds being staggered
or given independently of one another, or the combined administration
of fixed combinations and one or more other therapeutic compounds. A
compound of formula I can besides or in addition be administered
especially for tumor therapy in combination with chemotherapy,
radiotherapy, immunotherapy, phototherapy, surgical intervention, or
a combination of these. Long-term therapy is equally possible as is
adjuvant therapy in the context of other treatment strategies, as
described above. Other possible treatments are therapy to maintain
the patient's status after tumor regression, or even chemopreventive
therapy, for example in patients at risk. The dosage of the active
ingredient depends upon a variety of factors including type, species,
age, weight, sex and medical condition of the patient; the severity
of the condition to be treated; the route of administration; the
renal and hepatic function of the patient; and the particular
compound employed. A physician, clinician or veterinarian of ordinary
skill can readily determine and prescribe the effective amount of the
drug required to prevent, counter  WO 2006/122806PCT/EP2006/004725 -



parenteral administration and that may be inorganic or organic, solid
or liquid. There are used for oral administration especially tablets
or gelatin capsules that comprise the active ingredient together with
diluents, for example lactose, dextrose, mannitol, and/or glycerol,
and/or lubricants and/or polyethylene glycol. Tablets may also
comprise binders, for example magnesium aluminum silicate, starches,
such as corn, wheat or rice starch, gelatin, methylcellulose, sodium
carboxymethylcellulose and/or polyvinylpyrrolidone, and, if desired,
disintegrators, for example starches, agar, alginic acid or a salt
thereof, such as sodium alginate, and/or effervescent mixtures, or
adsorbents, dyes, flavorings and sweeteners. It is also possible to
use the pharmacologically active compounds of the present invention
in the  WO 2006/122806PCT/EP2006/004725 - 37 - form of parenterally
administrable compositions or in the form of infusion solutions. The
pharmaceutical compositions may be sterilized and/or may comprise
excipients, for example preservatives, stabilisers, wetting compounds
and/or emulsifiers, solubilisers, salts for regulating the osmotic
pressure and/or buffers. The present pharmaceutical compositions,
which may, if desired, comprise other pharmacologically active
substances are prepared in a manner known per se, for example by
means of conventional mixing, granulating, confectioning, dissolving
or lyophilising processes, and comprise approximately from 1% to 99%,
especially from approximately 1% to approximately 20%, active
ingredient(s). Additionally, the present invention provides a
compound of formula I or an N-oxide or a tautomer thereof, or a
pharmaceutically acceptable salt of such a compound, for use in a
method for the treatment of the human or animal body. The present
invention also relates to the use of a compound of formula I or a
tautomer thereof, or a pharmaceutically acceptable salt of such a
compound, for the preparation of a medicament for the treatment of a
proliferative disease, an inflammatory disease, or an obstructive
airway disease, or disorders commonly occurring in connection with
transplantation. Furthermore, the invention relates to a method for
the treatment of a proliferative disease which responds to an
inhibition of lipid kinases and/or PI3-kinase-related protein
kinases, in particular the PI3 kinase, and/or DNA protein kinase
activity, which comprises administering a compound of formula I or an
N-oxide or a tautomer thereof, or a pharmaceutically acceptable salt,
or a hydrate or solvate thereof, wherein the radicals and symbols
have the meanings as defined above, in a quantity effective against
the said disease, to a warm-blooded animal, in particular to humans,
requiring such treatment. Furthermore, the invention relates to a
pharmaceutical composition for treatment of solid or liquid tumours
in warm-blooded animals, including humans, comprising an
antitumourally effective dose of a compound of the formula I as
described above or a pharmaceutically acceptable salt of such a
compound together with a pharmaceutical carrier.  WO
2006/122806PCT/EP2006/004725 - 38 - The invention also provides a
process for the preparation of a compound of formula I according to
claim 1, or a pharmaceutically acceptable salt thereof, characterized
in that a imidazoquinoline derivative of the formula II A compound of
the invention may be prepared by processes that, though not applied
hitherto for the new compounds of the present invention, are known
per se, especially by a process characterized in that for the
synthesis of a compound of the formula I wherein the symbols RI, R2,



R4 \  (111a) wherein R4 is as defined for a compound of the formula I
in the presence of a base and a catalyst in a suitable solvent;  WO
2006/122806PCT/EP2006/004725 - 39 - where the above starting
compounds II and III may also be present with functional groups in
protected form if necessary and/or in the form of salts, provided a
salt-forming group is present and the reaction in salt form is
possible; any protecting groups in a protected derivative of a
compound of the formula I are removed; and, if so desired, an
obtainable compound of formula I is converted into another compound
of formula I or a N-oxide thereof, a free compound of formula I is
converted into a salt, an obtainable salt of a compound of formula I
is converted into the free compound or another salt, and/or a mixture
of isomeric compounds of formula I is separated into the individual
isomers. Detailed description of the process: In the more detailed
description of the process below, RI, R2, R3, R4, R5, R6 and n are as
defined for compounds of formula I, unless otherwise indicated. The
reaction of compound of formula II and III is preferably carried out
under the conditions of a Suzuki-reaction, preferably in a mixture of
a polar aprotic solvent such as DMF and water in the presence of a
catalyst, especially a noble metal catalyst, such as palladium (II),
preferable bis(triphenylphosphine)palladium (II) dichloride; in the
presence of a base such as potassium carbonate. Protecting groups If
one or more other functional groups, for example carboxy, hydroxy,
amino, or mercapto, are or need to be protected in a compound of
formulae! or III, because they should not take part in the reaction,
these are such groups as are usually used in the synthesis of peptide
compounds, and also of cephalosporins and penicillins, as well as
nucleic acid derivatives and sugars. The protecting groups may
already be present in precursors and should protect the functional
groups concerned against unwanted secondary reactions, such as
acylations, etherifications, esterifications, oxidations, solvolysis,
and similar reactions. It is a characteristic of protecting groups
that they lend themselves readily, i.e. without undesired secondary
reac-  WO 2006/122806PCT/EP2006/004725 



- 40 - tions, to removal, typically by acetolysis, protonolysis,
solvolysis, reduction, photolysis or also by enzyme activity, for
example under conditions analogous to physiological conditions, and
that they are not present in the end-products.The specialist knows,
or can easily establish, which protecting groups are suitable with
the reactions mentioned hereinabove and hereinafter. The protection
of such functional groups by such protecting groups, the protecting
groups themselves, and their removal reactions are described for
example in standard reference works, such as J. F. W. McOmie,
"Protective Groups in Organic Chemistry", Plenum Press, London and
New York 1973, in T. W. Greene, "Protective Groups in Organic
Synthesis", Wiley, New York 1981, in "The Peptides"; Volume 3
(editors: E. Gross and J. Meienhofer), Academic Press, London and New
York 1981, in "Methoden der organischen Chemie" (Methods of organic
chemistry), Houben VVeyl, 4th edition, Volume 15/1, Georg Thieme
Verlag, Stuttgart 1974, in H.-D. Jakubke and H. Jescheit,
"Aminosauren, Peptide, Proteine" (Amino acids, peptides, proteins),
Verlag Chemie, Weinheim, Deerfield Beach, and Basel 1982, and in
Jochen Lehmann, "Chemie der Kohlenhydrate: Monosaccharide und
Derivate" (Chemistry of carbohydrates: monosaccharides and
derivatives), Georg Thieme Verlag, Stuttgart 1974. Additional process
steps In the additional process steps, carried out as desired,
functional groups of the starting compounds which should not take
part in the reaction may be present in unprotected form or may be
protected for example by one or more of the protecting groups
mentioned hereinabove under "protecting groups". The protecting
groups are then wholly or partly removed according to one of the
methods described there. Salts of a compound of formula 1 with a
salt-forming group may be prepared in a manner known per se. Acid
addition salts of compounds of formula I may thus be obtained by
treatment with an acid or with a suitable anion exchange reagent. A
salt with two acid molecules (for example a dihalogenide of a
compound of formula 1) may also be converted into a salt with one
acid molecule per compound (for example a monohalogenide); this may
be done by heating to a melt, or for example by heating as a solid
under a high vacuum at elevated temperature, for example from 130 to
170C, one molecule of the acid being ex-  WO
2006/122806PCT/EP2006/004725 - 41 - pelled per molecule of a compound
of formula I. Salts can usually be converted to free compounds, e.g.
by treating with suitable basic compounds, for example with alkali
metal carbonates, alkali metal hydrogencarbonates, or alkali metal
hydroxides, typically potassium carbonate or sodium hydroxide.
Stereoisomeric mixtures, e.g. mixtures of diastereomers, can be
separated into their corresponding isomers in a manner known per se
by means of suitable separation methods. Diastereomeric mixtures for
example may be separated into their individual diastereomers by means
of fractionated crystallization, chromatography, solvent
distribution, and similar procedures. This separation may take place
either at the level of a starting compound or in a compound of
formula I itself. Enantiomers may be separated through the formation
of diastereomeric salts, for example by salt formation with an
enantiomer-pure chiral acid, or by means of chromatography, for
example by HPLC, using chromatographic substrates with chiral
ligands. A compound of the formula I, wherein R2 is 0, can be
converted into the respective compound wherein R2 is S, for example,



- 42 - point of the solvent used, under atmospheric pressure or in a
closed vessel, where appropriate under pressure, and/or in an inert
atmosphere, for example under argon or nitrogen. Salts may be present
in all starting compounds and transients, if these contain
salt-forming groups. Salts may also be present during the reaction of
such compounds, provided the reaction is not thereby disturbed. At
all reaction stages, isomeric mixtures that occur can be separated
into their individual isomers, e.g. diastereomers or enantiomers, or
into any mixtures of isomers, e.g. racemates or diastereomeric
mixtures, typically as described under "Additional process steps".
The solvents from which those can be selected which are suitable for
the reaction in question include for example water, esters, typically
lower alkyl-lower alkanoates, e.g ethyl acetate, ethers, typically
aliphatic ethers, e.g. diethylether, or cyclic ethers, e.g.
tetrahydrofuran, liquid aromatic hydrocarbons, typically benzene or
toluene, alcohols, typically methanol, ethanol or 1- or 2-propanol,
1-butanol, nitrites, typically acetonitrile, halogenated
hydrocarbons, typically dichloromethane, acid amides, typically
dimethylformamide, bases, typically heterocyclic nitrogen bases, e.g.
pyridine, carboxylic acids, typically lower alkanecarboxylic acids,
e.g. acetic acid, carboxylic acid anhydrides, typically lower alkane
acid anhydrides, e.g. acetic anhydride, cyclic, linear, or branched
hydrocarbons, typically cyclohexane, hexane, or isopentane, or
mixtures of these solvents, e.g. aqueous solutions, unless otherwise
stated in the description of the process. Such solvent mixtures may
also be used in processing, for example through chromatography or
distribution. The compounds of formula I, including their salts, are
also obtainable in the form of hydrates, or their crystals can
include for example the solvent used for crystallization (present as
solvates). In the preferred embodiment, a compound of formula I is
prepared according to or in analogy to the processes and process
steps defined in the Examples.  WO 2006/122806PCT/EP2006/004725 - 43
- New starting materials and/or intermediates, as well as processes
for the preparation thereof, are likewise the subject of this
invention. In the preferred embodiment, such starting materials are
used and reaction conditions so selected as to enable the preferred
compounds to be obtained. Starting materials of the formula II and
III are known, commercially available, or can be synthesized in
analogy to or according to methods that are known in the art. For
example, a compound of the formula II, wherein n is 0, can be
prepared by the alkylation of an amino compound of the formula IV,
wherein R1, R2 and R5 have the meanings as given under formula I with
a compound of the formula V (V) wherein R3 has the meaning as given
under formula I and Xis halogen or another suitable leaving group, in
the presence of a base, e.g. sodium hydroxide, in a suitable solvent,
e.g. a mixture of dichloromethane and water, preferably in the
presence of a phase transfer catalyst, e.g. tetrabutylammonium
bromide, at a temperature between 0 C and 50 C, preferably at room
temperature. 



A compound of the formula II, wherein n is 0, can be converted into
the respective compound wherein n is 1, for example, by using an
appropriate oxidant, e.g. using reaction with meta-chloroperbenzoic
acid in an appropriate solvent such as dichloromethan at room
temperature. A compound of the formula IV, wherein R2 is 0, can be
prepared by the cyclisation of a  WO 20061122806PCT/EP20061004725 -
44 - diamino compound of the formula VI,    wherein R, and R5 have
the meanings as given under formula I with trichloromethyl
chloroformate in the presence of a base, such as triethylamine in an
appropriate solvent, such as dichloromethane. A compound of the
formula VI can be prepared by the reduction of a nitro compound of
the formula VII,  wherein R, and R5 have the meanings as given under
formula I. The reduction preferably takes place in the presence of a
suitable reducing agent, such as hydrogen in the presence of an
appropriate catalyst, such as Raney nickel under pressure, e.g.
between 1.1 and 2 bar, in an appropriate solvent, e.g. an alcohol or
ether, such as methanol or tetrahydrofurane or a mixture thereof. The
reaction temperature is preferably between 0 and 80C, especially 15
to 30C. A compound of the formula VII can be prepared by reaction of
a compound VIII  WO 2006/122806PCT/EP2006/004725 - 45 -  



wherein R5 is as defined for a compound of the formula I and Y is
halogen or another suitable leaving group, is reacted with a compound
of the formula IX, - NH2(IX) wherein RI is as defined for a compound
of the formula I, at a temperature between 0 C and 50 C, preferably
at room temperature in a suitable solvent, i.e. acetic acid. All
remaining starting materials such as starting materials of the
formula III, IV and V are known, capable of being prepared according
to known processes, or commercially obtainable; in particular, they
can be prepared using processes as described in the Examples.
Abbreviations:  Et0Acethyl acetate Memethyl m.p.melting point
Booterf-butoxycarbonyl conc.concentrated DMFN,N-dimethylformamide
ES-MSelectrospray mass spectrometry Gradgradient hour(s)
HPLChigh-pressure liquid chromatography litre(s) minminute(s) 



MSmass spectrum Prep. HPLCpreparative HPLC reverse phase C18
sat.saturated  WO 2006/122806PCT/EP20061004725 - 46 - rtroom
temperature tretHPLC retention time in min TFAtrifluoroacetic acid
THFtetrahydrofurane The following Examples serve to illustrate the
invention without limiting the invention in its scope. Temperatures
are measured in degrees celsius (C). Unless otherwise indicated, the
reactions take place at room temperature (RT). Ratios of solvents
(e.g. in eluents or solvent mixtures) are given in volume by volume
(v/v). HPLC linear gradient between A =1-120/TFA 1000:1 and B =
acetonitrile/TFA 1000:1 Grad 1: 2-100 % B in 4.5 min and 1 min at 100
% B; column: Chromolith Performance 100 mm x 4.5 mm (Merck,
Darmstadt, Germany); flow rate 2 ml/min. Detection at 215 nM Grad 2:
2-100% B in 5 minutes and 2 minutes at 100%13; column: Nucleosil Cla
reverse phase; 150 mm x 4.6 mm (SMT, Burkard Instruments, Dietikon,
Switzerland); flow rate: 2.0 ml/min. Detection at 215 nm. Example 1
2-Methy1-214-(3-methy1-2-oxo-8-pyridin-4-y1-2,3-dihydro-imidazo[4,5-c
]quinolin-1-y1)- phenyll-propionitrile 



WO 20061122806PCT/EP2006/004725 - 47 - 37 mg (0.3 mmol) of
4-pyridineboronic acid (Aldrich, Buchs, Switzerland), 8 mg of
bis(triphenylphosphine)palladium (II) dichloride (Fluke, Buchs,
Switzerland) and 0.5 ml of a 1 M solution of Na2CO3 are added to a
solution of 84 mg (0.2 mmol) of
2-[4-(8-bromo-3-methyl2-oxo-2,3-dihydro-imidazo[4,5-clquinolin-111)-p
henyl]-2-methykPropionitrile (Example Ii) in 2 ml of DMF. The mixture
is stirred for 1 h at 100C. After this time, the mixture is quenched
with sat. aqueous NaHCO3 and extracted with Et0Ac (2x). The organic
layer is washed with brine, dried over Na2504, filtered and
evaporated in vacuo. The residue is loaded on silica gel and purified
by flash chromatography (CH2C12-Me01-1 97:3 to 18:1) to give the
title compound as an off-white solid. ES-MS: 420 (M + H); analytical
HPLC: trel= 2.40 min (Grad 1).             Example la
5-Bromo-2-(2-nitro-vinylamino)-benzoic acid OH  A suspension of 25 g
(16 mmol) of 2-amino-5-bromo-benzoic acid (Fluke, Buchs, Switzerland)
in H20-HCI (37%) (10:1) is stirred for 8 h and then filtered
(solution A). 8.17 g (255 mmol) of nitromethane (Fluke, Buchs,
Switzerland) are added over 10 min to an ice-bath cooled mixture of
35 g of ice and 15.3 g (382 mmol) of Na0H. After stirring for 1 h at
0 C and 1 h at it, the solution is added at 0 C to 28 g of ice and 42
ml of HCI (37%) (solution B). Solutions A and B are combined and the
reaction mixture is stirred for 18 h at rt. The yellow precipitate is
filtered off, washed with 1120 and dried in vacuo at 40C to give the
title compound. ES-MS: 287, 289 (M + H), Br pattern; 111 NMR
(DMSO-d6): S 13.7-14.6/br s (1H), 12.94/d (1H), 8.071d (1H), 8.03/dd
(1H), 7.83/dd (1H), 7.71/d (1H), 6.76/d (1H). Example lb
6-Bromo-3-nitro-quinolin-4-ol  WO 2006/122806PCT/EP2006/004725 - 48 -
29 g (101 mmol) of 5-bromo-2-(2-nitro-vinylamino)-benzoic acid
(Example la) and 11.9 g (121 mmol) of potassium acetate in 129 ml
(152 mmol) of acetic anhydride are stirred for 1.5 h at 120 C. The
precipitate is filtered off and washed with acetic acid until the
filtrate is colorless, then is washed with H20 and dried in vacuo to
give the title compound. ES-MS: 269, 271 (M + H), Br pattern;
analytical HPLC: tot= 2.70 min (Grad 1). Example lc
6-Bromo-4-chloro-3-nitro-quinoline 



CI  20 g (74.3 mmol) of 6-bromo-3-nitro-quinolin-4-ol (Example lb) in
150 ml (1.63 mol) of POC6 are stirred for 45 min at 120 C. The
mixture is cooled to rt and poured slowly into ice-water. The
precipitate is filtered off, washed with ice-cold water, and
dissolved in CH2Cl2. The organic phase is washed with cold brine, and
the aqueous phase is discarded. After drying over MgSO4, the organic
solvent is evaporated to dryness to provide the title compound. 111
NMR (CDCI3): 9.20/s (1H), 8.54/d (111), 8.04/d (1H), 7.961dd (1H);
analytical HPLC: tret= 4.32 min (Grad 1). Example Id
2-Methyl-2-(4-nitro-phenyl)-propionitrile  To 15 g (92.5 mmol) of
(4-nitro-phenyl)-acetonitrile (Fluka, Buchs, Switzerland), 1.64 mg
(5.09 mmol) of tetrabutylammonium bromide (Fluke, Buchs, Switzerland)
and 43.3 g (305 mmol) of iodomethane in 125 mL of CH2Cl2 are added 10
g (250 mmol) of NaOH in 125 ml  WO 2006/122806PCT/EP2006/004725 - 49
- of water. The reaction mixture is stirred for 20 h at RT. After
this time, the organic layer is separated, dried over MgSO4, and
evaporated to dryness. The residue is dissolved in diethylether and
treated with black charcoal for 30 min, filtered over Celite and
evaporated in vacuo to give the title compound as a pale yellow
solid. Analytical HPLC: trei= 3.60 minutes (Grad 1). Example le
(2-(4-Amino-phenyl)-2-methyl-propionitrile Eysl 16 g (84.1 mmol) of
2-methyl-2-(4-nitro-phenyl)-propionitrile (Example Id) and 4.16 g of
Raney-Ni are shacked in 160 ml of THF-Me0H (1:1) under 1.1 bar of H2
for 12 h at rt. After completion of the reaction, the catalyst is
filtered-off and the filtrate is evaporated to dryness. The residue
is purified by flash chromatography on silica gel (hexane-Et0Ac 3:1
to 1:2) to provide the title compound as an oil. ES-MS: 161 (M + H)+;
analytical HPLC: twi= 2.13 minutes (Grad 1). Example If
244-(6-Bromo-3-nitro-quinolin-4-ylamino)-phenyl]-2-methyl-propionitri
le 



18 g (62.6 mmol) of 6-bromo-4-chloro-3-nitro-quinoline (Example 1c)
and 11 g (68.9 mmol) of (2-(4-amino-phenyI)-2-methyl-propionitrile
(Example le) are dissolved in 350 ml of acetic acid and stirred for 2
h. After this time, water is added and the yellow precipitate is
filtered off and washed with I-120. The solid is dissolved in
Et0Ac-THF (1:1), washed with sat. aqueous NaHCO3 and dried over
Mg304. The organic phase is evaporated to dryness to give the title
compound as a yellow solid. ES-MS: 411, 413 (M + H), Br pattern;
analytical HPLC: tret= 3.69 min (Grad 1).  WO
2006/122806PCT/EP2006/004725 - 50 - Example lq
244-(3-Amino-6-bromo-quinolin-4-ylamino)-pheny11-2-methyl-propionitri
le 24 g (58.4 mmol) of
214-(6-bromo-3-nitro-quinolin-4-ylamino)-phenyl)-2-methyl-propionitri
le (Example le) is shacked in 300 ml of Me0H-THF (1:1) under 1.1 bar
of H2 in the presence of 8.35 g of Raney-Ni for 1 h. After completion
of the reaction, the catalyst is filtered off and the filtrate is
evaporated to dryness to give the title compound as a yellow foam.
ES-MS: 381, 383 (M+ H)+, Br pattern; analytical HPLC: to= 3.21 min
(Grad 1). Example 1 h  2-[4-(8-Bromo-2-oxo-2,3-dihyd ro-im
idazo[4,5-lquinolin-1-y1)-phenyl]-2-methylpropionitri le  A solution
of 5 g (13.1 mmol) of
214-(3-amino-6-bromo-quinolin-4-ylamino)-phenyl]-2-
methyl-propionitrile (Example 1g) and 1.59 g (15.7 mmol) of
triethylamine in 120 ml CH2Cl2 is added over 40 min to a solution of
2.85 g (14.4 mmol) of trichloromethyl chloroformate (Fluka, Buchs,
Switzerland) in 80 ml of CH2Cl2 at 0C with an ice-bath. The reaction
mixture is stirred for 20 mm at this temperature then is quenched
with sat. aqueous NaHCO3, stirred for 5 min and extracted with
CH2Cl2. The organic layer is dried over Na2SO4, filtered and
evaporated in vacuo to give crude title compound as a brownish solid.
ES-MS: 407, 409 (M + H), Br pattern; analytical HPLC: to= 3.05 mm
(Grad 1).  WO 2006/122806PCT/EP2006/004725 -51 - Example 1i
244-(8-Bromo-3-methyl-2-oxo-2,3-dihydro-imidazo[4,5-c]quinolin-1-y1)-
phenyl]-2- methyl-propionitrile  To a solution of 3.45 g (8.47 mmol)
of 244-(8-bromo-2-oxo-2,3-dihydro-imidazo[4,5-
ciquinolin-1-y1)-phenyl]-2-methyl-propionitrile (Example 1h), 1.8 g
(12.7 mmol) of iodomethane (Fluka, Buchs, Switzerland) and 273 mg
(0.847 mmol) of tetrabutylammonium bromide (Fluke, Buchs,
Switzerland) in 170 ml of CH2Cl2 is added a solution of 508 mg (12.7
mmol) of NaOH (Fluka, Buchs, Switzerland) in 85 ml of 1-120. The
reaction mixture is stirred for 2 days and 900 mg (6.35 mmol) of
iodomethane and 254 mg (6.35 mmol) of NaOH in 5 ml of 1120 are added.
The reaction mixture is stirred for 1 day at rt After this time, the
reaction is quenched with 1-120 and extracted with CH2Cl2 (2x). The
organic layer is washed with brine, dried over Na2SO4, filtered and
evaporated in vacua to give the title compound as a beige solid.
ES-MS: 421, 423 (M + H), Br pattern; analytical HPLC: tret= 3.15 min
(Grad 1), The following compounds (Table 1) are prepared in a similar
manner as described in example 1 by reacting
244-(8-bromo-3-methy1-2-oxo-2,3-dihydro-imidazo[4,5-clquinolin-1-
y1)-phenyl]-2-methyl-propionitrile (Example Ii), with the appropriate
boronic acid : 



Example 2:3-pyridineboronic acid (Aldrich, Buchs, Switzerland),
Example 3:4-methoxy-3-pyridylboronic acid (Frontier Scientific,
Logan, USA), Example 4:3-methoxypyridine-5-boronic acid pinecol ester
(Frontier Scientific, Logan, USA) Example
5:4-[5-(4,4,5,5-Tetramethy141,3,21dioxaborolan-2-yo-pyridin:2-y1]-
piperazine-1-carboxylic acid tert-butyl ester (CB Research &
Development, New Castle, USA)      Example 6:
1-Methyl-444-(4,4,5,5-tetramethy111,3,2]dioxaborolan-2-y1)-pyridin-2-
y1)- piperazine (Oakwood Products, West Columbia, USA), Example
7:3-quinolineboronic acid (Aldrich, Buchs, Switzerland), Example
8:2-fluoroquinoline-3-boronic acid (Lancaster, Morecambe, UK),
Example 9:6-quinolineboronic acid (Asychem, Durham, USA),  WO
20061122806PCT/EP2006/004725 - 52 - Example 10:5-quinolineboronic
acid (Asychem, Durham, USA), and Example 11:6-benzopyrazineboronic
acid hydrochloride (Asychem, Durham, USA) Table 1  Example Compound
name ES-MS 



(M + H) tret [min] 2 2-Methyl-214-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-
dihydro-imidazo[4,5-c]quinolin-1-y1)-pheny1]- propionitrile 420 2.44
Grad 1 3 2-{4-18-(6-Methoxy-pyridin-3-y1)-3-methyl-2-oxo-2,3-
dihydro-imidazo[4,5-clquinolin-1-yl]-pheny1}-2-methyl -propionitrile
450.3 4.63 Grad 2 4
2-{4-[8-(5-Methoxy-pyridin-3-y1)-3-methyl-2-oxo-2,3-
dihydro-imidazo[4,5-clquinolin-1-yl]theny1)-2-methyl -propionitrile
450.3 4.12 Grad 2 5 



2-Methyl-2-{443-methyl-2-oxo-8-(6-piperazin-1-yl-
pyridin-3-yI)-2,3-dihydro-im idazo[4,5-c]quinolin-1-y1]-
phenyl}-propionitrile 504 2.45 Grad 1 6
2-Methyl-2-(4-{3-methyl-812-(4-methyl-piperazin-1-y1)-
pyridin-411]-2-oxo-2,3-dihydro-imidazo[4,5-cjquinolin-
1-y1)-pheny1)-propionitrile 518 2.51 Grad 1 7
2-Methyl-2-[4-(3-methyl-2-oxo-8-quinolin-3-y1-2,3-
dihydro-imidazo[4,5-clquinolin-1-y1)-phenyll- propionitrile 470  2.90
Grad 1 8 2-{4-[8-(2-Fluoro-quinolin-310-3-methyl-2-oxo-2,3-
dihydro-imidazo[4,5-c]quinolin-1-y1]-pheny1)-2-methyl -propionitrile
488.4 4.82 Grad 2 9 



2-Methyl-2-[4-(3-methyl-2-oxo-8-quinolin-6-y1-2, 3-
dihydro-imidazo[4,5-c]quinolin-1-y1)-pheny1]- propionitrile 470 2.61
Grad 1 10 2-Methyl-2-[4-(3-methy1-2-oxo-8-quinolin-5-y1-2,3-
dihydro-imidazo[4,5-c]quinolin-1-y1)-phenylk propionitrile 470  2.53
Grad 1 11 2-Methyl-214-(3-methy1-2-oxo-8-quinoxalin-6-y1-2,3-
dihydro-imidazo[4,5-c]quinolin-1-y1)-phenyll- propionitrile 471  3.04
Grad 1  The following compounds (Table 2) are prepared in a similar
manner as described in Example 1 by reacting
6-bromo-4-chloro-3-nitro-quinoline (Example 1c) with
2-(4-aminopheny1)-2-ethyl-butyronitrile (Example 12a), and with the
appropriate boronic acid: Table 2. Example Compound name ES-MS (M
H)* 



trot [min] 12 2-Ethyl-2-14-(3-methyl-2-oxo-8-pyridin-3-y1-2,3-
dihydro-imidazo[4,5-clquinolin-1-y1)-phenyll- 448  2.69 Grad 1  WO
2006/122806PCT/EP2006/004725 - 53 -  butyronitrile   13
2-Ethyl-244-(3-methy1-2-oxo-8-quinolin-3-y1-2,3-
dihydro-imidazo[4,5-c]quinolin-1-yft-pheny1]- butyronitrile 498  3.13
Grad 1  Example 12a 



2-(4-Amino-phenyl)-2-ethyl-butyronitrile The title compound is
prepared in a similar manner as described in Example le using
iodoethane (Fluka, Buchs, Switzerland) in Example Id. Title compound:
ES-MS: 189 (M + H)+, Br pattern; analytical HPLC: tret= 2.50 min
(Grad 1). The following compounds (Table 3) are prepared in a similar
manner as described in Example 1 by reacting
6-bromo-4-chloro-3-nitro-quinoline (Example 1c) with 1-(4-amino-2-
fluoro-pheny1)-pyrrolidin-2-one (Example 14a), and with the
appropriate boronic acid: Table 3  Example Compound name ES-MS (M +
H) fret [min] 14
113-Fluoro-4-(2-oxo-pyrrolidin-1-yft-pheny11-3-methyl-
8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-clquinolin-2-one 454 2.26 Grad
1 15 1-[3-Fluoro-4-(2-oxo-pyrrolidin-1-yft-pheny11-3-methyl-
8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-clquinolin-2- one 504 



2.63 Grad 1  Example 14a
1-(4-Amino-2-fluoro-phenyl)-pyrrolidin-2-one 650 mg (2.9 mmol) of
1-(2-fluoro-4-nitro-phenyl)-pyrrolidin-2-one (Example 14b) and 65 mg
of Pd/C 10% are shacked in 15 ml of Me0H/THF (1:1) under 1.1 bar of
H2 for 2 h at rt. After completion of the reaction, the catalyst is
filtered-off and the filtrate is evaporated in vacuo to give the
title compound as an off-white solid. ES-MS: 195 (M+H)+; analytical
HPLC: tecr- 1.91 minutes (Grad 1). Example 14b
1-(2-Fluoro-4-nitro-phenyl)-pyrrolidin-2-one  WO
2006/122806PCT/EP2006/004725 - 54 - To 468 mg (5.5 mmol) of
2-pyrrolidone (Fluke, Buchs, Switzerland) in 10 ml of DMF at 0C are
added 240 mg (5.5 mmol) of 55% NaH in oil. The reaction mixture is
stirred for 30 min at 0C and for 30 min at rt. After this time, 795
mg (5 mmol) of 3,4-difluoronitrobenzene (Aldrich, Buchs, Switzerland)
are added and the reaction mixture is stirred for 1 h at rt. The
reaction mixture is quenched with 1 M aqueous HCI and extracted with
Et0Ac (2x). The organic layers are washed with aqueous sat. NaHCO3
and with brine (3x), dried over MgSO4, filtered and evaporated. The
residue is purified by flash chromatography on silica gel
(hexane-Et0Ac 5:1 to 1:3) to give the title compound as a solid.
ES-MS: 225 (M+H)+; analytical HPLC: tret= 2.99 minutes (Grad 1). The
following compounds (Table 4) are prepared in a similar manner as
described in Example 1 by reacting 6-bromo-4-chloro-3-nitro-quinoline
(Example 1c) with 1-(4-aminophenyl)-pyrrolidin-2-one (Example 16a),
and with the appropriate boronic acid: Table 4 Example Compound name
ES-MS (M + H) trel [min] 



16 3-Methyl-144-(2-oxo-pyrrolidin-1-y1)-phenyl]-8-pyridin-
3-y1-1,3-dihydro-imidazo[4,5-clquinolin-2-one 436  2.24 Grad 1 17
3-Methyl-144-(2-oxo-pyrrolidin-1-y1)-phenyl]-8-
quinolin-3-y1-1,3-dihydro-imidazo[4,5-clquinolin-2-one 486 2.61 Grad
1  Example 16a  1-(4-Amino-phenyI)-pyrrolidin-2-one The title
compound is obtained in a similar manner as described in Example 14a
starting with 1-(4-nitro-phenyl)-pyrrolidin-2-one (Acros, Basel,
Switzerland). Title compound: ES-MS: 177 (M+1-1)t; analytical HPLC:
t,1= 2.71 minutes (Grad 1). The following compounds (Table 5) are
prepared in a similar manner as described in Example 1 by reacting
6-bromo-4-chloro-3-nitro-quinoline (Example 1c) with 2-fluoro-N1,N1-
bis-(2-methoxy-ethyl)-benzene-1,4-diamine (Example 18a), and with the
appropriate boronic acid: Table 5  Example Compound name ES-MS 



t ret   (M + H) [min]  WO 2006/122806PCT/EP2006/00-1725 - 55 - 18
1-{4-[Bis-(2-methoxy-ethyl)-amino)-3-fluoro-phenyl}-3-
methyl-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5- c]quinolln-2-one 502
2.53 Grad 1 19 1-(4-[Bis-(2-methoxy-ethyl)-amino]-3-fluoro-phenyl)-3-
methyl-8-quinolin-3-y1-1,3-dihydro-imidazo[4,5- c]quinolin-2-one 552
2.96 Grad 1  Example 18a
2-Fluoro-NI,N1-bis-(2-methoxy-ethyl)-benzene-1,4-diamine 



The title compound is obtained in a similar manner as described in
Example 14a starting with
(2-fluoro-4-nitro-phenyI)-bis-(2-methoxy-ethyl)-amine (Example 18b).
Title compound: ES-MS: 243 (M+H)+; analytical HPLC: trot= 1.98
minutes (Grad 1). Example 18b
(2-Fluoro-4-nitro-phenyl)-bis-(2-methoxy-ethyl)-amine 1.13 g (7.1
mmol) of 3,4-difluoronitrobenzene (Aldrich, Buchs, Switzerland), 1.04
g (7.81 mmol) of bis(2-methoxyethyl)amine (Fluka, Buchs, Switzerland)
and 1.96 g (14.2 mmol) of K2CO3 in 7 ml of DMSO are stirred for 1.5 h
at rt and then heated at 80C for 4 h. The reaction mixture is
quenched with H20 and extracted with Et0Ac (2"). The organic layers
are washed with brine (3x), dried over MgSO4, filtered and
evaporated. The residue is purified by flash chromatography on silica
gel (hexane-Et0Ac 6:1 to 5:1) to give the title compound as a yellow
oil. ES-MS: 273 (M+H)*. The following compounds (Table 6) are
prepared in a similar manner as described in Example 1 by reacting
6-bromo-4-chloro-3-nitro-quinoline (Example 1c) with N,N-bis-(2-
methoxy-ethyl)-benzene-1,4-diamine (Example 20a), and with the
appropriate boronic acid: Table 6  Example Compound name ES-MS (M +
H) trel [min] 20 1-{4-[Bis-(2-methoxy-ethyl)-amino]-phenyl}-3-methyl-
8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-clquinolin-2-one 484  2.50
Grad 1 21 1-{4-[Bis-(2-methoxy-ethyl)-amino]-phenyl)-3-methyl-
8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-c]quinolin-2- one 



534  2.93 Grad 1  WO 2006/122806PCT/EP2006/004725 - 56 - Example 20a
N,N-Bis-(2-methoxy-ethyl)-benzene-1,4-diamine The title compound is
obtained in a similar manner as in Example 18b starting with 4-
fluoronitrobenzene (Aldrich, Buchs, Switzerland). Title compound:
ES-MS: 225 (M+H)+; analytical HPLC: tret= 1.94 minutes (Grad 1). The
following compounds (Table 7) are prepared in a similar manner as
described in Example 1 by reacting 6-bromo-4-chloro-3-nitro-quinoline
(Example 1c) with 2- naphthylamine (Aldrich, Buchs, Switzerland), and
with the appropriate boronic acid: Table 7  Example Compound name
ES-MS (M + 1-1). 6( [min] 22
3-Methyl-1-naphthalen-2-y1-8-pyridin-3-y1-1,3-dihydro-
imidazo[4,5-c]quinolin-2-one 



403 2.53 Grad 1 23 3-Methyl-1-naphthalen-2-y1-8-quinolin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one 453  3.02 Grad 1  The following
compounds (Table 8) are prepared in a similar manner as described in
Example 1 by reacting 6-bromo-4-chloro-3-nitro-quinonne (Example 1c)
with 2-chloroaniline (Fluka, Buchs, Switzerland), and with the
appropriate boronic acid: Table 8  Example Compound name ES-MS (M +
I-9t Let [min] 24 1-(2-Chloro-phenyl)-3-methyl-8-pyridin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one 



387  2.32 Grad 1 25 1-(2-Chloro-pheny1)-3-methy1-8-quinolin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one 437 2.83 Grad 1  The following
compounds (Table 9) are prepared in a similar manner as described in
Example 1 by reacting 6-bromo-4-chloro-3-nitro-quinoline (Example 1c)
with 2-toluidine (Fluka, Buchs, Switzerland), and with the
appropriate boronic acid: Table 9  Example Compound name ES-MS (M +
H)+ tret [min] 26 3-Methy1-8-pyridin-311-1-o-toly1-1,3-dihydro-
imidazo[4,5-c]quinolin-2-one 



367  2.27 Grad 1  -57 - 27I
3-Methy1-8-quino1in-3-y1-1-0-to4y1-1.34ihydro-I 417
IMIdazo[4.5-olquinolin-2-one  2.79 Grad 1 The following compounds
(Table 10) are prepared In a similar manner as described in Example 1
by reacting 6-bromo-4-chloro-3-nitro-quinoline (Example 10) with
2-ethylaniltne (Aldrich. Buchs, Switzerland), and with the
appropriate boronic acid: .Tabie 10  Example Compound name ES-MS (M
+If tra [min] 28
1-(2-Ethyl-phenyl)-3-methyl-8-pyridin-3-y1-1,3-chhydro-
imIdazo[4,5-c]quinolin-2-one 



381  2A0 Grad 1 29 1-(2-Ethyl-pheny1)-3-methyt-8-guinottn-3-y1-1,3-
dihydro-imklazo[4.5-c]quinolin-2-one 431  2.93 Grad 1  The following
compounds (Table 11) are prepared in a similar manner as described in
Example 1 by reacting 6-hrorno-4-chloro-3-niiro-quInaline (Example
It) with 2- trifluoromethylaniline (Flulsa, Buchs, Switzerland}, and
with the appropriate boronic acid: Table 11   Example Compound name
ES-MS (M 4- H)' tpet [min] SO
3-Methyl-8-pyridin-3114-(2-trifluoromethyl-phenyl)-
1,3-dihydro-imidazo[4.54quino1in-2-one 421 



2.43 Grad 1 31 3-Methyl-8-quinolin-3-y1-1-(2-trinuoromeihyl-phenyl)-
1 ,S-dihydro-imidazol4,5-clquinolln-2-one 471 2.91 Grad 1  The
following compounds (Table 12) are prepared in a similar manner as
described I Example 1 by reactin9 6-bromo-4.chloro.3.nitro'quinoline
(Example 1c) with 4-fluora-2- methylaniline (Aldrich, Buchs,
Switzerland), and with the appropriate boronlo acid: Table 12
Example Compound name ES-MS (hl + H). to [mini 32
144-PluCi64-tlieL'wl-Phem4)-3-methyl-8-pwidin 



-a-w1,3-clihydro-Imidazo[4,5-clquolin-2-one 385  230 Grad 1 33
1-(4-Fluoro-2-methyl-pheny1)-3-methyl-3-quinolin-3-yl-
1-.3-dihydro4midazo[4,5.clquinolin-2-one 435  2.85 Grad 1  WO
2006/122806PCT/EP2006/004725 - 58 - The following compounds (Table
13) are prepared in a similar manner as described in Example 1 by
reacting 6-bromo-4-chloro-3-nitro-quinoline (Example 1c) with
2-chloro-4- fluoroaniline (Aldrich, Buchs, Switzerland), and with the
appropriate boronic acid: Table 13 Example Compound name ES-MS (M +
H)+ tret [min] 34 



1-(2-Chloro-4-fluoro-pheny1)-3-methyl-8-pyridin-3-yl-
1,3-dihydro-imidazo[4,5-c]quinolin-2-one 405 2.37 Grad 1 35
1-(2-Chloro-4-fluoro-phenyl)-3-methyl-8-quinolin-3-yl-
1,3-dihydro-imidazo[4,5-c]quinolin-2-one 455 2.89 Grad 1  The
following compounds (Table 14) are prepared in a similar manner as
described in Example 1 by reacting 6-bromo-4-chloro-3-nitro-quinoline
(Example 1c) with 3-chloroaniHne (Fluke, Suchs, Switzerland), and
with the appropriate boronic acid: Table 14  Example Compound name
ES-MS (M + 1-04 tret [min] 



36 1-(3-Chloro-pheny1)-3-methyl-8-pyridin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one 387  2.37 Grad 1 37
1-(3-Chloro-phenyl)-3-methyl-8-quinolin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one 437 2.89 Grad 1  The following
compounds (Table 15) are prepared in a similar manner as described in
Example 1 by reacting 6-bromo-4-chloro-3-nitro-quinoline (Example 1c)
with 3- trifluoromethylaniline (Fluka, Buchs, Switzerland), and with
the appropriate boronic acid: Table 15  Example Compound name ES-MS
(M + H)+ trel [min] 



38 3-Methyl-8-pyridin-3-y1-1-(3-trifluoromethyl-pheny1)-
1,3-dihydro-imidazo[4,5-c]quinolin-2-one 421 2.53 Grad 1 39
3-Methyl-8-quinolin-3-y1-1-(3-trifluoromethyl-phenyl)-
1,3-dihydro-imidazo[4,5-c]quinolin-2-one 471 3.02 Grad 1  The
following compounds (Table 16) are prepared in a similar manner as
described in Example 1 by reacting 6-bromo-4-chloro-3-nitro-quinoline
(Example 1c) with 4- methoxymethylaniline (Example 38a), and with the
appropriate boronic acid:  WO 20061122806PCT/EP2006/004725 - 59 -
Table 16  Example Compound name 



ES-MS (M + H)+ tret [min] 40
1-(4-Methoxymethyl-phenyl)-3-methyl-8-pyridin-3-yl-
1,3-dihydro-imidazo[4,5-clquinolin-2-one 228   397 Grad 1 41
1-(4-Methoxymethykphenyl)-3-methyl-8-quinolin-3-yl-
1,3-dihydro-imidazo[4,5-c]quinolin-2-one 2.75 447 Grad 1  Example 40a
4-Methoxymethylaniline The title compound is known in the literature
(described in Journal of Chemical Society. Perkin Trans I, 2001, P.
955). Title compound: ES-MS: 138 (M + H)% analytical HPLC: 6E= 1.76
min (Grad 1). The following compounds (Table 17) are prepared in a
similar manner as described in Example 1 by reacting
6-bromo-4-chloro-3-nitro-quinoline (Example 1c) with 2-chloro-4-(2-
methoxy-ethyl)-phenylamine (Example 42a), and with the appropriate
boronic acid: Table 17 



Example Compound name ES-MS (M + HY fret [min] 42
1-[2-Chloro-4-(2-methoxy-ethyl)-phenyl]-3-methyl-8-
pyridin-3-y1-1,3-dihydro-imidazo[4,5-clquinolin-2-one 2.53   445 Grad
1 43 1-[2-Chloro-4-(2-methoxy-ethyl)-phenyl]-3-methyl-8-
quinolin-3-y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one 2.99 495 Grad
1  Example 42a 2-Chloro4-(2-methoxy-ethyl)-phenylamine 



2 g (13.2 mmol) of 4-(2-methoxy-ethyl)-phenylamine (Example 42b) and
1.85 g (13.9 mmol) of N-chlorosuccinimide (Aldrich, Buchs,
Switzerland) in 26 ml of isopropanol are stirred at n for 30 min. The
reaction mixture is evaporated to dryness and the residue is taken in
Et0Ac. The organic layers is washed with sat. aqueous NaHCO3 (2x),
dried over Mg504, filtered and evaporated. The residue is purified by
flash chromatography on silica gel (hexaneEt0Ac 5:1 to 2:1) to
provide the title compound as an oil. ES-MS: 186 (M + HY; analytical
HPLC: tret= 2.42 minutes (Grad 1).  WO 2006/122806PCT/EP2006/004725 -
60 - Example 42b  4-(2-Methoxy-ethyl)-phenylamine The title compound
is known in the literature (described in Synthetic communications,
1985, 15, p. 1131). Title compound: ES-MS: 152 (M + H)t; analytical
HPLC: tret= 1.84 min (Grad 1). The following compounds (Table 18) are
prepared in a similar manner as described in Example 1 by reacting
6-bromo-4-chloro-3-nitro-quinoline (Example 1c) with
4-(2-methoxyethy1)-phenylamine (Example 42b), and with the
appropriate boronic acid: Table 18  Example Compound name ES-MS (M +
H)+ 2.37 tret [min]  411 Grad 1 44 



1-[4-(2-Methoxy-ethyl)-pheny1]-3-methyl-8-quinolin-3-
y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one   45
144-(2-Methoxy-ethyl)-pheny1]-3-methyl-8-pyridin-3-yl-
1,3-dihydro-imidazo[4,5-clquinolin-2-one 2.83 461 Grad 1  The
following compounds (Table 19) are prepared in a similar manner as
described in Example 1 using
244-(8-bromo-3-methy1-2-oxo-5-oxy-2,3-dihydro-imidazo[4,5-c]quinolin-
1- y1)-pheny1]-2-methyl-propionitrile (Example 46a) with the
appropriate boronic acid: Table 19  Example Compound name ES-MS (M +
H)' tret [min] 46 



2-Methyl-2-[4-(3-methyl-2-oxo-5-oxy-8-pyridin-3-yl-
2,3-dihydro-imidazo[4,5-c]quinolin-1-y1)-phenylE propionitrile 436
2.57 Grad 1 47 2-Methyl-2-(4-(3-methyl-2-oxo-5-oxy-8-quinolin-3-yl-
2,3-dihydro-imidazo[4,5-clquinolin-1-y1)-phenylk propionitrile 486
3.11 Grad 1  Example 46a
244-(8-Bromo-3-methyl-2-oxo-5-oxy-2,3-dihydro-imidazo[4,5-c]quinolin-
1-y1)-pheny11-2- methyl-propionitrile 880 mg (2.09 mmol) of
2-[4-(8-bromo-3-methy1-2-oxo-2,3-dihydro-imidazo[4,5-c]quinolin-1-
y1)-pheny1]-2-methyl-propionitrile (Example 1i) and 696 mg (2.3 mmol)
of m-chloroperbenzoic  WO 2006/122806PCT/EP2006/004725 -61 - acid
(Aldrich, Buchs, Switzerland) in 40 ml of CH2Cl2 are stirred at rt
for 2 h. The reaction mixture is quenched with 10% aqueous Na2CO3 and
extracted with CH2Cl2 (2x). The organic layers are washed with 10%
aqueous Na2CO3 and with brine, dried over Na2SO4, filtered and
evaporated. The residue is triturated in hot Et0Ac, then cooled at
-18C and filtered to give the title compound as a yellow solid.
ES-MS: 437, 439 (M + H)+, Br pattern; analytical HPLC: fret= 3.45 min
(Grad 1). The following compounds (Table 20) are prepared in a
similar manner as described in Example 1 using
6-bromo-4-chloro-7-fluoro-3-nitro-quinoline (Example 48a), and the
required boronic acid: 



Table 20  Example Compound name ES-MS (M  H). 'Let [min] 48
2-14-(7-Fluoro-3-methyl-2-oxo-8-pyridin-3-y1-2,3-
dihydro-imidazo[4,5-c]quinolin-1-yl)-pheny11-2-methyl- propionitrile
438 2.54 Grad 1 49 244-(7-Fluoro-3-methyl-2-oxo-8-quinolin-3-y1-2,3-
dihydro-imidazo[4,5-c]quinolin-1-y1)-pheny1)-2-methyl- propionitrile
488 3.03 Grad 1  



Example 48a  6-bromo-4-chloro-7-fluoro-3-nitro-quinoline The title
compound is prepared in a similar manner as described in Example 1c
starting from 2-amino-5-bromo-4-fluoro-benzoic acid (ES-MS: 232, 234
M-H, Br pattern; synthesis described in Macromolecules, 1997, 30,
p.1964). Title compound: analytical HPLC: tret= 4.07 min (Grad 1).
Example 50
N-Nlethyl-N14-(3-methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-1-y1)- phenyllmethanesulfonamide 62 mg (0.128 mmol) of
methyl44-(3-methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-1-y1)-phenyl}-carbamic acid tert-butyl ester (Example 50a)
is treated with 2.5 ml of 1 M HCI in dioxane at rt for 1 h, and then
the solution is evaporated to dryness. The residue is taken in 2 ml
of CH2Cl2 together with 414 III (5.13 mmol) of pyridine and 66 mg
(0.579 mmol) of mesylchloride (Fluke, Buchs, Switzerland). The
solution is stirred at d for 17.5 h, then 15 mg (0.129 mmol) of
mesylchloride are added and the reaction mixture is stirred at rt  WO
2006/122806PCT/EP2006/004725 - 62 - for 5.5 h. The rection is
quenched with sat. aqueous NaHCO3 and extracted with CH2Cl2 (2x). The
organic layers are washed with brine, dried over Na2504, filtered and
evaporated. The residue is purified by preparative HPLC to give the
title compound as a yellowish solid. ES-MS: 460 (M + H)+; analytical
HPLC: tret= 2.25 min (Grad 1). Example 50a
Methy144-(3-methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-im
idazo[4,5-c]quinoli n-1-yI)- 



phenyl)-carbamic acid tert-butyl ester The title compound is prepared
in a similar manner as described in Example 1 by reacting 6-
bromo-4-chloro-3-nitro-quinoline (Example 1c) with
(4-amino-phenyl)-carbamic acid tert-butyl ester (Fluka, Buchs,
Switzerland) and using 3-pyrineboronic acid (Aldrich, Buchs,
Switzerland). Title compound: ES-MS: 482 (M + H)% analytical HPLC:
tret= 2.77 min (Grad 1). Example 51
Methyl-pt-(3-methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c]qu
inolin-1-y1)- phenyll-carbamic acid tert-butyl ester The title
compound is prepared in a similar manner as described in Example 50
using 3- quinolineboronic acid (Aldrich, Buchs, Switzerland). Title
compound: ES-MS: 510 (M + H)+; analytical HPLC: tret= 2.65 min (Grad
1). The following compounds (Table 21) are prepared in a similar
manner as described in Example 50 by using ethansulfonyl chloride
(Fluke, Buchs, Switzerland) and with the appropriate boronic acid.
Table 21   Example Compound name ES-MS (M + HY tret [min) 52 



Ethanesulfonic acid methyl-14-(3-methy1-2-oxo-8-
pyridin-3-yI-2,3-dihydro-imidazo[4,5-c]quinolin-1-y1)- phenylkamide
438  2.54 Grad 1 53 Ethanesulfonic acid methyl-[4-(3-methyl-2-oxo-8-
quinolin-3-y1-2,3-dihydro-imidazo[4,5-c]quinolin-1-y1)- phenyli-amide
488  3.03 Grad 1  The following compounds (Table 22) are prepared in
a similar manner as described in Example 50 by using
ethyl-[4-(3-methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-
clquinolin-1-y1)-phenyl]-carbamic acid tert-butyl ester (ES-MS: 496
(M + H)+; analytical  WO 2006/122806PCT/EP2006/004725 - 63 - HPLC:
ttet= 2.88 min (Grad 1)) or
ethyl-[4-(3-methy1-2-oxo-8-quinoiin-3-y1-2,34dihydroimidazo[4,5-c]qui
nolin-l-y1)-phenyli-carbamic acid tert-butyl ester (ES-MS: 546 (M +
Hy% analytical HPLC: tret= 3.29 min (Grad 1)), respectively. Table 22
Example Compound name 



ES-MS (M + H) LI [min] 54
N-Ethyl-N44-(3-methy1-2-oxo-8-pyridin-3-y1-2,3- dihydro-imidazo[4
5-c]quinolin-1-y1)-phenyll- methanesulfonamide 474 2.33 Grad 1 55
N-Ethyl-N-[4-(3-methyl-2-oxo-8-quinolin-3-y1-2,3-
dihydro-imidazo[4,5-clquinolin-1-y1)-phenyl]- methanesulfonamide 524
2.72 Grad 1  Example 56
214-(3-Ethyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-clquinolin-
1-y1)-pheny1]-2- methyl-propionitrile The title compound is prepared
in a similar manner as described in Example 1 by reacting 2-
[4-(8-bromo-2-oxo-2,3-dihydro-imidazo[4,5-c]quinolin-1-y1)-pheny1]-2-
methyl-propionitrile (Example 1h) with iodoethane (Fluka, Buchs,
Switzerland) and using 3-pyridineboronic acid. ES-MS: 434 (M + H)+;
analytical HPLC:2.55 mm (Grad 1). 



Example 57
1-[3-Fluoro-4-(4-methanesulfonyl-piperazin-1-y1)-phenyl]-3-methyl-8-q
uinolin-3-y1-1,3- di hydro-imidazo[4,5-c]quinolin-2-one The title
compound is prepared in a similar manner as described in Example 1
using 3- fluoro-4-(4-methanesulfonyl-piperazin-1-y1)-phenylamine
(Example 57a) and 3- quinolineboronic acid. Title compound: ES-MS:
583.5 (M+H)+; analytical HPLC: tret= 4.12 minutes (Grad 2). Example
57a  3-Fluoro-4-(4-methanesulfonyl-piperazin-1-yI)-phenylamine The
title compound is prepared in a similar manner as described in
Example 14a using 1-(2-
fluoro-4-nitro-pheny1)-4-methanesulfonyl-piperazine (Example 57b).
Title compound: ES-MS: 274.3 (M+H)*; analytical HPLC: tie,. 3.50
minutes (Grad 2).  WO 2006/122806PCT/EP2006/004725 - 64 - Example 57b
1-(2-Fluoro-4-nitro-phenyl)-4-methanesulfonyl-piperazine The title
compound is prepared in a similar manner as described in Example 18b
using 1- methanesulfonyl-piperazine (ChemBridge Corporation, San
Diego, USA). Title compound: ES-MS: 304.3 (M+H)'; analytical HPLC: 6=
4.94 minutes (Grad 2). Example 58
113-Fluoro-4-(4-methanesulfonyl-piperazin-1-y1)-pheny13-3-methy1-8-py
ridin-3-y1-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is prepared in a similar manner as described in Example 57
using 3- pyridineboronic. Title compound: ES-MS: 533.4 (M+H)+;
analytical HPLC: t,e1= 3.75 minutes (Grad 2). Example 59
1-(3-Fluoro-4-piperazin-1-yl-phenyl)-3-methyl-8-quinolin-3-y1-1,3-dih
ydro-imidazo[4,5- c]quinolin-2-one The title compound is prepared in
a similar manner described in Example 1 using 4(4-
amino-2-fluoro-phenyl)-piperazine-1-carboxylic acid tert-butyl ester
(Example 59a) and 3- quinolineboronic acid. The removal of the
tert-butoxycarbonyl protecting group is performed by using 4 N HCI in
dioxane following protocols known in the art (The peptides, Vol. 3;
ed. Edhard Gross and Johannes Meienhofer, Academic Press, New York).
Title compound: ES-MS: 505.4 (M+H).; analytical HPLC: t,et= 3.63
minutes (Grad 2). Example 59a
4-(4-amino-2-fluoro-phenyl)-piperazine-1-carboxylic acid tert-butyl
ester 



The title compound is obtained as described in Example 14a using
4-(2-fluoro-4-nitrophenyl)-piperazine-1-carboxylic acid tert-butyl
ester (Example 59b). Title compound: ES-MS: 296.3 (M+H)*; analytical
HPLC: 61= 4.18 minutes (Grad 2). Example 59b
4-(2-Fluoro-4-nitro-phenyl)-piperazine-1-carboxylic acid tert-butyl
ester The title compound is obtained as described in Example 18b
using piperazine-1-carboxylic acid tert-butyl ester (Aldrich, Buchs,
Switzerland) and by running the reaction at room  WO
2006/122806PCT/EP2006/004725 - 65 - temperature. Title compound:
ES-MS: 326.3 (WHY; analytical HPLC: tret= 5.84 minutes (Grad 2).
Example 60
1-(3-Fluoro-4-piperazin-1-yl-phenyl)-3-methyl-8-pyridin-3-y1-1,3-dihy
dro-imidazo[4,5- c]quinolin-2-one The title compound is prepared as
described in Example 59 using 3-pyridineboronic acid. Title compound:
ES-MS: 455.4 (M+H)+; analytical HPLC: tret= 3.39 minutes (Grad 2).
Example 61
3-Methyl-144-(4-methyl-piperazin-1-y1)-pheny11-8-quinolin-3-y1-1,3-di
hydro-imidazo[4,5- c]quinolin-2-one The title compound is prepared as
described in Example 1 using 4-(4-methyl-piperazin-1-yI)- phenylamine
(Acros, Morris Plains, New Jersey, USA) and 3-quinolineboronic acid.
Title compound: ES-MS: 501.5 (M+H).; analytical HPLC: t,0 3.78
minutes (Grad 2). Example 62
3-Methyl-1-14-(4-methyl-piperazin-1-y1)-phenyl]-8-pyridin-3-y1-1,3-di
hydro-imidazo[4,5- c]quinolin-2-one The title compound is obtained as
described in Example 61 using 3-pyridineboronic acid. Title compound:
ES-MS: 451.3 (M+H)+; analytical PLC: 61= 3.49 minutes (Grad 2).
Example 63
142-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinolin-3-
y1-1,3-dihydroimidazopt,5-c]quinolin-2-one 



The title compound is obtained as described in Example 1 using
(6-bromo-3-nitro-quinolin-4-
y1)-[2-chloro-4-(4-methyl-piperazin-1-y1)-phenyl]-amine (Example 63a)
and 3-quinolineboronic acid. Title compound: ES-MS: 535.4 (M+H).;
analytical HPLC: tret= 3.93 minutes (Grad 2).
Example 63a
(6-Bromo-3-nitro-quinolin-4-y1)42-chloro-4-(4-methyl-piperazin-1-y1)-
phenylFamine 5 ml of N-methylpiperazine are added to a solution of
600 mg (1.5 mmol) of (6-bromo-3-
nitro-quinolin-4-y1)-(2-chloro-4-fluoro-pheny1)-amine (Example 63b)
in 2 ml of DMSO. The reaction is heated at 180 C for 1 h in a
microwave oven (Emrys Optimizer, Personal Chemistry). After this
time, the solution is concentrated to dryness and the crude compound
WO 2006/122806PCT/EP2006/004725 - 66 - is purified by preparative
MPLC. Title compound: ES-MS: 476.3, 478.3, 480.3 (M+H)+; analytical
HPLC: trot= 4.213 minutes (Grad 2). Example 63b
(6-Bromo-3-nitro-quinolin-4-y1)-(2-chloro-4-fluoro-pheny1)-amine The
title compound is obtained as described in Example if using
2-chloro-4-fluorophenylamine (Aldrich, Buchs, Switzerland). Title
compound: ES-MS: 396.1, 398.1, 400.1 (M+H)*; analytical HPLC: 6= 5.69
minutes (Grad 2).                                     Example 64
112-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-3-methyl-8-pyridin-3-y
1-1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained as described in Example 63 using 3-pyridineboronic acid.
Title compound: ES-MS: 485.3 (M+H)*; analytical HPLC: tree 3.58
minutes (Grad 2).                                      Example 65
143-Chloro-4-(4-methyl-piperazin-1-y1)-pheny11-3-methyl-8-quinolin-3-
y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained as described in Example '1 using
3-chloro-4-(4-methylpiperazin-1-y1)-phenylamine (Example 65a) and
3-quinolineboronic acid. Title compound: ES-MS: 536.4 (M+H)+;
analytical HPLC: t,et= 3.78 minutes (Grad 2). Example 65a
3-Chloro-4-(4-methyl-piperazin-l-y1)-phenylamine 298 mg (0.92 mmol)
of [3-chloro-4-(4-methyl-piperazin-1-yo-phenylkcarbamic acid
tert-butyl ester (Example 65b) are dissolved in 5 ml of 4 N HC1 in
dioxane. The solution is stirred for 4 h at 50 C, and after this time
water is added and the pH is adjusted to 8 with NaHCO3. The
suspension is extracted with n-butanol. The organic phase is washed
with water, dried over Mg304 and evaporated to dryness to provide the
title compound. Title compound: ES-MS: 226.2 (M+H)`; analytical HPLC:
Li= 3.09 minutes (Grad 2).
Example 65b [3-Chloro-4-(4-methyl-piperazin-1-y1)-phenyl]-carbamic
acid tert-butyl ester 583 mg (2 mmol) of
[4-(4-methyl-piperazin-1-y1)-phenyl]carbamic acid tert-butyl ester
(Example 65c) are dissolved in 10 ml of isopropanol and 286 mg (2.1
mmol) of Nchlorosuccinimide are added. The solution is stirred for 1
h at r.t. and 100 ml of water are 



WO 2006/122806PCT/EP2006/004725 - 67 - added. The suspension is
extracted with Et0Ac and the organic phase is washed with water,
dried over Mg304 and evaporated to dryness. The residue is purified
by MPLC to provide the title compound. Title compound: ES-MS: 326.3
(M+H); analytical HPLC: tet= 4.43 minutes (Grad 2). Example 65c
[4-(4-Methyl-piperazin-1-y1)-pheny1]-carbamic acid tert-butyl ester
478 mg (2.5 mmol) of 4-(4-methylpiperazino)aniline (Acros, New
Jersey, USA) are dissolved in 10 ml of THF and 0.67 ml (3 mmol) of
Boc20 and 0.49 ml (3.5 ml) of tryethylamine are added. After stirring
for 16 h at r.t., the solution is evaporated to dryness and the
residue is dissolved in 100 ml of Et0Ac. The suspension is washed
with water, dried over MgSO4 and evaporated to dryness to provide the
title compound. Title compound: ES-MS: 2922 (M+H)+; analytical HPLC:
tre 4.15 minutes (Grad 2).
Example 66
113-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-3-methy1-8-pyridin-3-y
1-1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained as described in Example 65 using 3-pyridineboronic acid.
Title compound: ES-MS: 485.4 (M+H)+; analytical HPLC: tret= 3.53
minutes (Grad 2).                                       Example 67
1-(4-Imidazol-1-y1-2-methyl-pheny1)-3-methyl-8-quinolin-3-y1-1,3-dihy
dro-imidazo[4,5- c]quinolin-2-one The title compound is obtained as
described in Example 1 using 4-imidazol-1-y1-2-methylphenylamine
(Example 68a) and 3-quinolineboronic acid. Title compound: ES-MS:
483.4 (MTh); analytical HPLC: tret= 3.78 minutes (Grad 2).
Example 67a 4-Imidazol-1-y1-2-methyl-phenylamine The title compound
is obtained as described in Example 18a/b using
5-fluoro-2-nitrotoluene (Aldrich, Buchs, Switzerland) and 1H-pyrazole
(Fluke, Buchs, Switzerland). Title compound: ES-MS: 174.2 (M+H)*;
analytical HPLC: Li= 3.20 minutes (Grad 2).  WO
20061122806PCT/EP2006/004725 - 68 -
1-(4-Imidazol-1-y1-2-methyl-phenyl)-3-methyl-8-pyridin-3-y1-1,3-dihyd
ro-imidazo[4,6- c]quinolin-2-one The title compound is obtained as
described in Example 67 using 3-pyridineboronic acid. Title compound:
ES-MS: 433.3 (M+H)*; analytical HPLC: Let= 3.46 minutes (Grad 2).
Example 69 



3-Methyl-1-(4-pyrazol-1-yl-phenyl)-8-quinolin-3-y1-1,3-dihydro-imidaz
o[4,5-c]quinolin-2- one The title compound is obtained as described
in Example 1 using 4-pyrazol-1-yl-phenylamine (Example 69a) and
3-quinolineboronic acid. Title compound: ES-MS: 469.4 (M+H)+;
analytical I-PLC: Let= 4.18 minutes (Grad 2). Example 69a
4-Pyrazol-1-yl-phenylamine The title compound is obtained as
described in Example 18a/b using 1-fluoro-4-nitrobenzene (Fluke,
Buchs, Switzerland) and 1H-pyrazole (Fluke, Buchs, Switzerland).
Title compound: ES-MS: 160.2 (M+H)+; analytical HPLC: Let= 3.61
minutes (Grad 2). Example 70
3-Methyl-1-(4-pyrazol-1-yl-phenyl)-8-pyridin-3-y1-1,3-dihydro-imidazo
[4,5-c]quinolin-2- one The title compound is obtained as described in
Example 69 using 3-pyridineboronic acid. Title compound: ES-MS: 419.3
(M+H)*; analytical HPLC: Let= 3.80 minutes (Grad 2). Example 71
3-Methyl-8-quinolin-3-y1-1-(441,2,1triazol-1-yl-phenyl)-113-dihydro-i
midazo[4,5- c]quinolin-2-one The title compound is obtained as
described in Example 1 using 4-[1,2,4]triazol-1-ylphenylamine
(Example 71a) and 3-quinolineboronic acid. Title compound: ES-MS:
470.3 (M+H).; analytical HPLC: Let= 3.99 minutes (Grad 2).  WO
2006/122806PCT/EP2006/004725 - 69 -
4-[1,2,4]Ttriazol-1-yl-phenylamine The title compound is obtained as
described in Example 18a/b using 1-fluoro-4-nitrobenzene (Fluke,
Buchs, Switzerland) and 1,2,4-triazole (Fluke, Buchs, Switzerland).
Title compound: ES-MS:161.2 (M+H)+; analytical HPLC: tret= 3.29
minutes (Grad 2).                                       Example 72
3-Methyl-8-pyridin-3-y1-1-(4-(1,2,4]triazol-1-yl-phenyl)-1,3-dihydro-
imidazo[4,5- clquinolin-2-one The title compound is obtained as
described in Example 71 using 3-pyridineboronic acid. Title compound:
ES-MS: 420.3 (M+H)*; analytical HPLC: 61= 3.68 minutes (Grad 2).
Example 73 



3-Methyl-114-(4-methyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-8-qu
inolin-3-y1-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 1 using
4-(4-methyl-piperazin-1-yI)- 3-trifluoromethyl-phenylamine (Example
73a) and 3-quinolineboronic acid. Title compound: ES-MS: 569.5
(M+H)+; analytical HPLC: LI= 4.08 minutes (Grad 2). Example 73a
4-(4-Methyl-piperazin-1-yI)-3-trifluoromethyl-phenylamine The title
compound is obtained as described in Example 18a/b using 2-fluoro-5-
nitrobenzotrifluoride (Aldrich, Buchs, Switzerland) and
N-methylpyrezarine. Title compound: ES-MS: 260.2 (M+H)*; analytical
HPLC: tret= 3.59 minutes (Grad 2). Example 74
3-Methyl-144-(4-methyl-piperazin-1-y1)-3-trifluoromethyl-phenyl]-8-py
ridin3y1-1,3 dihydro-imidazo[4,5-ciquinolin-2-one The title compound
is obtained as described in Example 73 using 3-pyridineboronic acid.
Title compound: ES-MS: 519.4 (M+H)3; analytical HPLC: tree 3.78
minutes (Grad 2). Example 75
113-Chloro-4-piperazin-1-yl-phenyl)-3-methyl-8-quinolin-3-y1-1,3-dihy
dro-imidazo[4,5- c]quinolin-2-one  WO 20061122806PCT/EP2006/004725 -
70 - The title compound is obtained as described in Example 1 using
4-(4-amino-2-chlorophenyl)-piperazine-1-carboxylic acid tert-butyl
ester (Example 75a) and 3-quinolineboronic acid and removal of the
tert-butoxycarbonyl protecting group in a similar manner as described
in Example 59. Title compound: ES-MS: 521.4 (M+H).; analytical HPLC:
tret= 3.68 minutes (Grad 2). Example 75a
4-(4-Amino-2-chloro-phenyl)-piperazine-1-carboxylic acid tert-butyl
ester The title compound is obtained as described in Example le using
2-chloro-4-(4-nitro-phenyl)- piperazine-1-carboxylic acid tert-butyl
ester (Example 75b) as starting material. Title compound: ES-MS:
312.2, 314.3 (M+H)+; analytical HPLC: t,et= 4.58 minutes (Grad 2).
Example 75b 2-Chloro-4-(4-nitro-phenyl)-piperazine-1-carboxylic acid
tert-butyl ester 



To a solution of 1.25 g (4 mmol) of
4-(4-nitro-phenyl)-piperazine-1-carboxylic acid tert-butyl ester
(Example 75c) in 10 ml of isopropanol are added 0.72 g (4.2 mmol) of
Nchlorosuccinimide. The solution is stirred for 6 h at 50 C. After
this time, the solution is evaporated to dryness and the residue is
dissolved in 100 ml of Et0Ac. The solution is extracted with water,
dried over MgSO4 and evaporated to dryness to provide the title
compound: ES-MS: 342.2, 344.2 (M+H).; analytical HPLC: Le= 5.70
minutes (Grad 2). Example 75c
4-(4-Nitro-phenyl)-piperazine-1-carboxylic acid tert-butyl ester To a
solution of 0.45 ml (4 mmol) of 4-fluoronitrobenze (Aldrich, Buchs,
Switzerland) in 10 ml of DMSO are added 1.12 g (6 mmol) of
piperazine-1-carboxylic acid tert-butyl ester (Aldrich, Buchs,
Switzerland) and 1.1 g (8 mmol) of K2CO3. The suspension is stirred
for 1 h at 100 C. After this time, 100 ml of AcOEt are added and the
suspension is extracted with water. The organic solution is dried
over MgSO4 and evaporated to dryness to provide the title compound:
ES-MS: 307.3 (M+H)*; analytical HPLC: tret= 5.72 minutes (Grad 2).
Example 76
1-(3-Chloro-4-piperazin-1-yl-pheny1)-3-methy1-8-pyridin-3-y1-1,3-dihy
dro-imidazo[4,5- c]quinolin-2-one  WO 2006/122806PCT/EP2006/004725
-71 - The title compound is obtained as described in Example 75 using
3-pyridineboronic acid. Title compound: ES-MS: 471.3 (M+H)";
analytical HPLC: tie= 3.42 minutes (Grad 2). Example 77
1-(3-Chloro-4-piperazin-1-yl-phenyl)-8-(6-methoxy-pyridin-3-y1)-3-met
hy1-1,3-dihydroimidazo[4,5-clquinolin-2-one The title compound is
obtained as described in Example 75 using 2-methoxy-5-
pyridineboronic acid. Title compound: ES-MS: 501.4 (M+H)*; analytical
HPLC: trei= 3.76 minutes (Grad 2). Example 78
1-(3-Chloro-4-piperazin-1-yl-phenyl)-8-(5-methoxy-pyridin-3-y1)-3-met
hyl-1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained as described in Example 75 using 3-Methoxy-5-(4,4,5,5-
tetramethy141,3,2]dioxaborolan-2-y1)-pyridine (Frontier Scientific,
Logan, USA). Title compound: ES-MS: 501.4 (M+H)4; analytical HPLC:
tet= 3.55 minutes (Grad 2). Example 79
8-(6-Methoxy-pyridin-3-y1)-3-methyl-144-(4-methyl-piperazin-1-y1)-3-t
rifluoromethylphenyl]-1,3-dihydro-imidazo[4,6-lquinolin-2-one The
title compound is obtained as described in Example 73 using
2-methoxy-5- pyridineboronic acid. Title compound: ES-MS: 549.2
(WH)t; analytical HPLC: tet= 3.89 minutes (Grad 2). 



Example 80 8-(5-Methoxy-py rid in-3-y1)-3-methy1-144-(4-methyl-pi
perazin-1-yI)-3-trifluoromethylphenyl]-1,3-dihydro-imidazo[4,5-c]quin
olin-2-one The title compound is obtained as described in Example 73
using 3-methoxy-5- pyridineboronic acid. Title compound: ES-MS: 549.2
(M+H): analytical HPLC: 61= 3.67 minutes (Grad 2).  WO
2006/122806PCTIEP2006/004725 - 72 -
142-Chloro-4-(4-methyl-piperazin-1-y1)-phenyl]-8-(6-methoxy-pyridin-3
-y1)-3-methyl-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 63 using 2-methoxy-5-
pyridineboronic acid. Title compound: ES-MS: 515.4 (M+H)4; analytical
HPLC: tre,. 3.73 minutes (Grad 2). Example 82
112-Chloro-4-(4-methyl-piperazin-1-y1)-pheny11-8-(5-methoxy-pyridin-3
-y1)-3-methyl-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 63 using
3-Methoxy-5-(4,4,5,5- tetramethyl-11,3,2]dioxaborolan-2-y1)-pyridine.
Title compound: ES-MS: 515.4 (M+H)+; analytical HPLC: fret= 3.58
minutes (Grad 2). Example 83
1,-(3-Chloro-4-piperazin-1-yl-phenyl)-3-methyl-8-quinoxalin-6-y1-1,3-
dihydroimidazo[4,5-c]quinolin-2-one The title compound is obtained as
described in Example 75 using benzopyrazine-5-boronic acid HCI
(Asymchem, Durham, NC, USA). Title compound: ES-MS: 522.4 (M+H)+;
analytical HPLC: 61= 3.70 minutes (Grad 2). Example 84
3-Methy1-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-quinolin-3-y
1-1,3-dihydroimidazo[4,5-clquinolin-2-one The title compound is
obtained as described in Example I using 4-(4-amino-2-
trifluoromethyl-phenyl)-piperazine-1-carboxylic acid tert-butyl ester
(Example 84a). Title compound: Title compound: ES-MS: 555.0 (M+H)*;
analytical HPLC: tiet= 3.86 minutes (Grad 2). Example 84a 



4-(4-Amino-2-trifluoromethyl-phenyl)-piperazine-l-carboxylic acid
tert-butyl ester  WO 2006/122806PCT/EP2006/004725 - 73 - The title
compound is obtained as described in Example le using
4-(4-nitro-2-trifluoromethylphenylypiperazine-1-carboxylic acid
tert-butyl ester (Example 84b) as staffing material. Title compound:
ES-MS: 346.2 (M+H)+; analytical HPLC: tet= 4.95 minutes (Grad 2).
Example 84b 4-(4-Nitro-2-trifluoromethyl-phenyl)-piperazine4
-carboxylic acid tert-butyl ester The title compound is obtained as
described in Example 75c using 1-fluoro-4-nitro-2-
trifluoromethyl-benzene as starting material. Title compound: ES-MS:
375.3 (M-1-9. Example 85
3-Methyl-1-(4-piperazin-l-y1-3-trifluoromethyl-pheny1)-8-pyridin-3-y1
-1,3-dihydroimidazo[4,5-1quinolin-2-one  The title compound is
obtained as described in Example 84 using 3-pyridineboronic acid.
Title compound: ES-MS: 505.4 (M+H)+; analytical HPLC: 6= 3.61 minutes
(Grad 2). Example 86
8-(6-Methoxy-pyridin-3-y1)-3-methyl-1-(4-piperazin-1-y1-3-trifluorome
thyl-pheny1)-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 84 using 2-methoxy-5-
PYridineboronic acid. Title compound: ES-MS: 535.4 (M+H)+: analytical
HPLC: to= 3.93 minutes (Grad 2). Example 87
8-(5-Methoxy-pyridin-3-y1)-3-methy1-1-(4-piperazin-l-y1-3-trifluorome
thyl-pheny1)-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 84 using
3-Methoxy-5-(4,4,5,5- tetramethyl-(1,3,21clioxaborolan-210-pyridine.
Title compound: ES-MS: 535.4 (M+H)+; analytical HPLC: tret= 3.71
minutes (Grad 2). Example 88
3-Methyl-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-quinoxalin-6
-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one  



WO 20061122806PCT/EP2006/004725 - 74 - The title compound is obtained
as described in Example 84 using benzopyrazine-5-boronic acid HCI.
Title compound: ES-MS: 556.0 (M+H)+; analytical HPLC: tret= 3.92
minutes (Grad 2). Example 89
143-Chloro-4-(cis-3,5-dimethyl-piperazin-1-y1)-pheny1]-3-methy1-8-pyr
idin-3-y1-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 1 using
4-(4-amino-2-chloropheny0-2,6-cis-dimethyl-piperazine-1-carboxylic
acid tert-butyl ester (Example 89a) and 3- pyridineboronic acid and
removal of the tert-butoxycarbonyl protecting group in a similar
manner as described in Example 59. Title compound: ES-MS: 499 (M+H)*;
analytical HPLC: Li= 2.24 minutes (Grad 1). Example 89a
4-(4-Amino-2-chloro-phenyl)-2,6-cis-dimethyl-piperazine-l-carboxylic
acid tert-butyl ester The title compound is obtained in a similar
manner as described in Example le starting with
4-(2-chloro-4-nitro-phenyl)-2,6-cis-dimethyl-piperazine-1-carboxylic
acid tert-butyl ester (Example 89b). Title compound: ES-MS: 340
(M+H).; analytical HPLC: tet= 3.35 minutes (Grad 1). Example 89b
4-(2-Chloro-4-nitro-phenyl)-2,6-cis-dimethyl-piperazine-l-carboxylic
acid tert-butyl ester 983 mg (3.64 mmol) of
1-(2-chloro-4-nitro-phenyI)-3,5-cis-dimethyl-piperazine (Example
89c), 1.59 g (7.29 mmol) Boc-anhydride (Fluka, Buchs, Switzerland) in
5 ml THF and 5.47 ml (5.47 mmol) 1 M aqueous K2CO3 are stirred at it
for 72 h The reaction mixture is quenched with brine and extracted
with CH2Cl2 (2x). The combined organic layers are washed with 1 M
aqueous NCI, with brine, dried over MgSO4, filtered and evaporated
The residue is purified by flash chromatography (CH2C12-Me0H 1:0 to
39:1) to give the title compound as a pinkish solid. ES-MS: 370
(M+H)*; analytical HPLC: tret= 4.73 minutes (Grad 1). Example 89c
1-(2-Chloro-4-nitro-phenyl)-3,5-cis-dimethyl-piperazine  WO
2006/122806PCT/EP2006/004725 - 75 - 1.0 g (5.21 mmol) of
3,4-dichloronitrobenzene (Fluka, Buchs, Switzerland), 624 mg (5.47
mmol) cis-2,6-dimethylpiperazine (Aldrich, Buchs, Switzerland) and
580 mg (5,73 mmol) triethylamine in 20 ml of Et0H are heated in a
microwave oven at 170C for 6 h and 180C for 2 h. The reaction mixture
is evaporated to dryness and then taken in Et0Ac. The organic layers
is extracted with 1 M aqueous HCI(5x) and the combined aqueous layers
are basified with NaHCO3 and extracted with CH2Cl2 (3x), washed with
brine, dried over MgSO4, filtered and evaporated to dryness to give
the title compound as a yellow solid. ES-MS: 270 (M+H)+; analytical
HPLC: tre= 2.72 minutes (Grad 1). Example 90 



143-Chloro-4-(cis-3,5-dimethyl-piperazin-1-y1)-pheny1]-3-methy1-8-qui
nolin-3-y1-1,3- dihydro-imidazo[4,5-chuinolin-2-one The title
compound is obtained in a similar manner as described in Example 89
using 3- quinolineboronic acid and removal of the tert-butoxycarbonyl
protecting group in a similar manner as described in Example 59.
Title compound: ES-MS: 549 (M+H)+; analytical HPLC: tret= 2.60
minutes (Grad 1). Example 91
1-p-Chloro-4-(4-ethyl-piperazin-1-y1)-pheny11-3-methyl-8-pyridin-3-y1
-1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained in a similar manner as described in Example 1 using 3-
chloro-4-(4-ethyl-piperazin-1-y1)-phenylamine (Zerenex, Greater
Manchester, UK) and 3- pyridineboronic acid. Title compound: ES-MS:
499 (WH); analytical HPLC: tret= 2.24 minutes (Grad 1). Example 92
1-[3-Chloro-4-(4-ethyl-piperazin-1-y1)-pheny1]-3-methyl-8-quinolin-3-
y1-1,3-dihydroimidazo[4,5-1quinolin-2-one The title compound is
obtained in a similar manner as described in Example 1 using 3-
chloro-4-(4-ethyl-piperazin-1-yI)-phenylamine (Zerenex, Greater
Manchester, UK) and 3- quinolineboronic acid. Title compound: ES-MS:
549 (M+H)t; analytical HPLC: trot= 2.58 minutes (Grad 1).  WO
2006/122806PCT/EP20061004725 - 76 -
143-Chloro-4-(4-isopropyl-piperazin-1-y1)-pheny1]-3-methy1-8-pyridin-
3-yl-1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained in a similar manner as described in Example 1 using 3-
chloro-4-(4-isopropyl-piperazin-1-y1)-phenylamine (Example 93a) and
3-pyridineboronic acid. Title compound: ES-MS: 513 (M+H)+; analytical
HPLC: t,0 2.32 minutes (Grad 1). Example 93a
3-Chloro-4-(4-isopropyl-piperazin-1-yI)-phenylamine The title
compound is obtained in a similar manner as described in Example le
using 1-(2- Chloro-4-nitro-phenyly4-isopropyl-piperazine (Example
93b). Title compound: ES-MS: 254 (M+H)+; analytical HPLC: tret= 1.80
minutes (Grad 1). Example 93b
1-(2-Chloro-4-nitro-phenyI)-4-isopropyl-piperazine The title compound
is obtained in a similar manner as described in Example 89c using
NisopropyIpiperazine (Aldrich, Buchs, Switzerland). Title compound:
ES-MS: 284 (M+H)+; analytical HPLC: tret= 2.76 minutes (Grad 1). 



Example 94
1-(3-Chloro-4-(4-isopropyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinoli
n-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained in a similar manner as described in Example 1 using 3-
chloro-4-(4-isopropyl-piperazin-1-y1)-phenylamine (Example 93a) and
3-quinolineboronic acid. Title compound: ES-MS: 563 (M+H)+;
analytical HPLC: tret= 2.68 minutes (Grad 1). Example 85
144-(cis-3,5-Dimethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-3-met
hyl-8-pyridin-3-yl1,3-dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained in a similar manner as described in Example 1
using 4-(4-
amino-2-trifluoromethyl-pheny1)-2,6-cis-dimethyl-piperazine-1-carboxy
lic acid tert-butyl ester (Example 95a) and 3-pyridineboronic acid
and removal of the tert-butoxycarbonyl protecting  WO
2006/122806PCT/EP2006/004725 - 77 - group in a similar manner as
described in Example 59. Title compound: ES-MS: 533 (M+H)+;
analytical HPLC: tie= 2.37 minutes (Grad 1). Example 95a
4-(4-Amino-2-trifluoromethyl-phenyI)-2,6-cis-dimethyl-piperazine-l-ca
rboxylicacid tert-butyl ester The title compound is obtained in a
similar manner as described in Example le starting with
4-(4-nitro-2-trifluoromethyl-pheny1)-2,6-cis-dimethyl-piperazine-1-ca
rboxylic acid tert-butyl ester (Example 95b). Title compound: ES-MS:
374 (M+H)+; analytical HPLC: 'Li= 3.79 minutes (Grad 1). Example 95b
cis-2,6-Dimethy1-4-(4-nitro-2-trifluoromethyl-phenyl)piperazine-1-car
boxylic acid tort-butyl ester The title compound is obtained in a
similar manner as described in Example 89b starting with
cis-3,5-Dimethy1-1-(4-nitro-2-trifluoromethyl-pheny1)-piperazine
(Example 89c). Title compound: ES-MS: 404 (M+H).; analytical HPLC:
4et= 4.76 minutes (Grad 1). 



Example 95c
cis-3,5-Dimethyl-1-(4-nitro-2-trifluoromethyl-pheny1)-piperazine The
title compound is obtained in a similar manner as described in
Example 18b starting with cis-2,6-dimethylpiperazine (Aldrich, Buchs,
Switzerland) and 2-fluoro-5- nitrobenzotrifluoride (Aldrich, Buchs,
Switzerland). Title compound: ES-MS: 304 (M+H)+; analytical HPLC:
trot= 2.89 minutes (Grad 1). Example 96
144-(cis-3,5-Dimethyl-piperazin-l-y
0-3-trifluoromethyl-phenyl]-3-methy1-8-quinolin-3-
y1-1,3-dihydro-imidazo[4,5-clquinolin-2-one The title compound is
obtained in a similar manner as described in Example 1 using 4-(4-
amino-2-trifluoromethyl-pheny1)-2,6-cis-dimethyl-piperazine-l-carboxy
lic acid tert-butyl ester (Example 95a) and 3-quinolineboronic acid
and removal of the tert-butoxycarbonyl protecting  WO
2006/122806PCT/EP2006/004725 - 78 - group in a similar manner as
described in Example 59. Title compound: ES-MS: 583 (M+1-1).;
analytical HPLC: ter= 2.71 minutes (Grad 1). Example 97
114-(4-Ethyl-piperazin-1-y1)-3-trifluoromethyl-phenyl1-3-methy1-8-pyr
idin-3-y1-1,3- dihydro-imidazo[4,5-clquinolin-2-one The title
compound is obtained in a similar manner as described in Example 1
using 4-(4- ethyl-piperazin-1-y1)-3-trifluoromethyl-phenylamine
(Example 97a) and 3-pyridineboronic acid. Title compound: ES-MS: 533
(M+H)+; analytical HPLC: tret= 2.38 minutes (Grad 1). Example 97a
4-(4-Ethyl-piperazin-1-yI)-3-trifluoromethyl-phenylamine The title
compound is obtained in a similar manner as described in Example
95a/c using Nethylpiperazine (Aldrich, Buchs, Switzerland). Title
compound: ES-MS: 274 (M+H)+; analytical HPLC: tret= 2.01 minutes
(Grad 1). Example 98 



1-[4-(4-Ethyl-piperazin-l-y1)-3-trifluoromethyl-phenyl]-3-methy1-8-qu
inolin-3-y1-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained in a similar manner as described in Example 1
using 4-(4- ethyl-piperazin-1-y1)-3-trifluoromethyl-phenylamine
(Example 97a) and 3-quinolineboronic acid. Title compound: ES-MS: 583
(M+1-1).; analytical HPLC: LI= 2,73 minutes (Grad 1). Example 99
114-(4-Ethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-3-methy1-8-pyr
idin-3-y1-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained in a similar manner as described in Example 1
using 4-(4- isopropyl-piperazin-1-y1)-3-trifluoromethyl-phenylamine
(Example 99a) and 3-pyridineboronic acid. Title compound: ES-MS: 547
(M+H)+: analytical HPLC: tret= 2.45 minutes (Grad 1). Example 99a
4(4-lsopropyl-piperazin-1-y0-3-trifluoromethyl-phenylamine  -79 - The
title compound is obtained in a similar manner as described in
Example 95a/c using Nisopropylpfperazlne (Aldrich, Sachs,
Switzerland). title compound: ES-MS: 288 (69-tH)4; analytical IIPLC:
trte 2.17 minutes (Grad 1). Example 100
144-(4-Ethyl-piperazin-1-y1)-3-triflUoromethyl-phenyl]3-methyl4-quino
lin-3-y14,3- dihydro-1m1dazoK5-clquinolin-2-one The title compound is
obtained in a similar manner as deserted in Example 1 using 414-
isopropyl-plperazin-1-0)-3-trilluoromethylphenylamlne (Example 99a)
and 3- quinolineboronic acid. Title compound: ES-MS: 597 (M+14).;
analytical HPLC: tep 2.82 minutes (Grad 1). Example 401
3-Methyl-8-(6-piperazin-l-yl-pyridin-3-y1)-1-(3-trifluorontethyt-phen
yl)4,3-thhydrormidazot4,6-clguinolin-2-one The title compound is
obtained in a similar manner as described in Example 1 using 2-
trifluoromethylanlline (Flutes, Sachs, Switzerland) and
4-(5-(4,415,5-Tetramethyl1,3,2)clioxaborolan-211)-pyriciin-2-A.pipera
zine4-carboxyEc acid tert-butyl ester (Cs Research & Development, New
Castle, USA) and removal of the tert-butoxycarbonyt protecting group
in a simitar manner as described in Example 59. Title compound:
ES-MS: 595 (M+11).: analylical HPLC: tro= 247 minutes (Grad 1).
Example 102
8-(6-Methoxy-pyridin-3-y1)-3-methyl4-13-trifluoromethyl-pheny1)-1,3-d
ihydroimidazo[4,$-c4quinolin-2-one The title compound is obtained in
a similar manner as described In Example 1 using 2-
Itrifitioromethylaniline (Fluke, Butts, Switzerland) and
2-methoxy-5-pyridirmboranic acid (Lancaster, Morecambe, UK). lane
compound: ES-MS: 451 (Mil-t; analytical HPLC: 3.28 minutes (Grad 1). 



Example 103
8-(quinolin4-y1)-3-methy1-1-(3-trifluoromethyl-phenyl)-1,3-clihydro-
ImIdazoK5-c1quinolin-2-one  WO 20061122806PCT/EP2006/004725 - 80 -
The title compound is obtained in a similar manner as described in
Example 1 using 2- trifluoromethylaniline (Fluka, Buchs, Switzerland)
and 6-benzopyrazineboronic acid hydrochloride (Asychem, Durham, USA).
Title compound: ES-MS: 472 (M+H)+; analytical HPLC: tret= 3.15
minutes (Grad 1). Example 104
1-(3-Chloro-4-imidazol-1-yl-pheny1)-3-methyl-8-pyridin-3-y1-1,3-dihyd
ro-imidazo[4,5- c)quinolin-2-one The title compound is obtained in a
similar manner as described in Example 1 using 3-
chloro-4-imidazol-1-yl-phenylamine (Example 104a) and
3-pyridineboronic acid. Title compound: ES-MS: 453 (M+H)'; analytical
HPLC: tret= 2.09 minutes (Grad 1). Example 104a
3-Chloro-4-imidazol-1-yl-phenylamine The title compound is obtained
in a similar manner as described in Example le starting with
1-(2-chloro-4-nitro-phenyl)-1H-imidazole (Example 104b). Title
compound: ES-MS: 194 (M+H)+; analytical HPLC: trel= 1.84 minutes
(Grad 1).                                       Example 104b
1-(2-Chloro-4-nitro-pheny1)-1H-imidazole 1.0 g (5.21 mmol) of
3,4-dichloronitrobenzene (Fluka, Buchs, Switzerland), 532 mg (7.81
mmol) imidazole (Aldrich, Buchs, Switzerland) and 1.35 g (10.4 mmol)
FlOnig's base in 4 ml of DMA are heated in a microwave oven at 180C
for 1 h 40 min. The reaction mixture is quenched with sat. aqueous
NaHCO3 and extracted with Et0Ac (2x). The organic layers is washed
with sat. aqueous NaHCO3 (3x), with brine, dried over MgSO4, filtered
and evaporated. The residue is purified by flash chromatography on
silica gel (CH2C12-Me0H 1:0 to 93:7) to provide the title compound as
an oil. ES-MS: 224 (M + H)+; analytical HPLC: tret= 2.11 minutes
(Grad 1). Example 105
1-(3-Chloro-4-imidazol-1-yl-pheny1)-3-methyl-8-quinolin-3-y1-1,3-dihy
dro-imidazo[4,5- c]quinolin-2-one  WO 2006/122806PCT/EP2006/004725 



- 81 - The title compound is obtained in a similar manner as
described in Example 1 using 3- chloro-4-imidazol-1-yl-phenylamine
(Example 104a) and 3-quinolineboronic acid. Title compound: ES-MS:
503 (M+H)+; analytical HPLC: tret= 2.44 minutes (Grad 1). Example 106
2-Methyl-244-(3-methyl-8-quinolin-3-y1-2-thioxo-2,3-dihydro-imidazo[4
,5-c]quinolin-1- y1)-phenyll-propionitrile 100 mg (0.213 mmol) of
2-methy1-244-(3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydroimidazo[4,5-c
jquinolin-1-y1)-pheny1]-propionitrile (Example 7) and 95 mg (0.234
mmol) Lawesson reagent (Fluka, Buchs, Switzerland) in 1 ml of dioxane
are heated at 100C for 96 h. The reaction mixture is quenched with
sat. aqueous NaHCO3 and extracted with CH2Cl2 (2x). The organic
layers are washed with sat. aqueous NaHCO3, dried over Na2SO4,
filtered and evaporated. The residue is purified by preparative HPLC
to provide the title compound as an off-white solid. ES-MS: 486 (M +
H)+; analytical HPLC: fret= 3.29 minutes (Grad 1). Example 107
2-Methyl-2-{4-p-methyl-8-(2-methyl-pyridin-4-y1)-2-oxo-2,3-dihydro-im
idazo[4,5- c]quinolin-1-y1]-pheny1}-propionitrile The title compound
is obtained in a similar manner as described in Example 1 using 2-
methy1-4-pyridylboronic acid (Asymchem, Durham, USA). Title compound:
ES-MS: 434 (M+H)+; analytical HPLC: tret= 2.44 minutes (Grad 1).
Example 108
5-(144-(Cyano-dimethyl-methyl)-pheny1]-3-methyl-2-oxo-2,3-dihydro-111
-imidazo(4,5- c]quinolin-8-y1}-pyridine-2-carbonitrile The title
compound is obtained in a similar manner as described in Example 1
using 2- cyano-5-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-yOpyridine
(Frontier Scientific, Logan, USA). Title compound: ES-MS: 445.5
(M+H)+; analytical HPLC: tret= 4.42 minutes (Grad 2). Example 109
244-(4-Amino-3-methyl-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-1
quinolin-1-y1)- phenyl]-2-methyl-propionitrile  WO
2006/122806PCT/EP20061004725 - 82 - ml TFA are stirred at rt for 24 h
and then at 35C for 5 h. The reaction mixture is purified by
preparative HPLC to provide the title compound as an off-white solid.
ES-MS: 485 (M + H)s; analytical HPLC: Let= 2.86 minutes (Grad 1).
Example 109a
2-{4-0-(4-Methoxy-benzylamino)-3-methyl-2-oxo-8-quinolin-3-y1-2,3-dih
ydroimidazo[4,5-clquinolin-1-y11-phenyl}-2-methyl-propionitrile 



100 mg (0.198 mmol) of
2-14-(4-chloro-3-methyl-2-oxo-8-quinolin-3-yl-2,3-dihydroimidazo[4,5-
c]quinolin-1-y1)-pheny1]-2-methyl-propionitrile (Example 109b), 27 mg
(0.278 mmol) sodium tert-butanolate, 11 mg (0.02 mmol) SK-CC01-A
catalyst and 33 mg (0.238 mmol) 4-methoxybenzylamine in 0.4 ml
degassed toluene under argon are heated at 100C for 22 h. The
reaction mixture is quenched with sat. aqueous NaHCO3 and extracted
with CH2Cl2 (2x). The organic layers are washed with sat. aqueous
NaliCO3, dried over Na2504, filtered and evaporated to provide the
title compound as a crude brown solid. ES-MS: 605 (NI + H)+;
analytical HPLC: tret= 3.29 minutes (Grad 1). Example 109b
244-(4-Chloro-3-methyl-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-
clquinolin-1-y1)- phenyl]-2-methyl-propionitrile 1 g (2.06 mmol) of
2-methyl-244-(3-methyl-2-oxo-5-oxy-8-quinolin-3-y1-2,3-dihydroimidazo
[4,5-clquinolin-1-y1)-pheny1)-propionitrile (Example 109c) and 948 mg
(6.18 mmol) POCI3 in 25 ml of toluene are heated at 100C for 5 h. Are
added 948 mg (6.18 mmol) POCI3 and the reaction mixture is heated at
100C for 15.5 h. The reaction mixture is quenched with sat. aqueous
NaHCO3 and extracted with CH2Cl2 (2x). The organic layers is washed
with sat. aqueous NaHCO3, brine, dried over Na2SO4, filtered and
evaporated to provide the crude title compound. ES-MS: 504 (M + H)+;
analytical HPLC: '6E= 3.56 minutes (Grad 1). Example 109c
2-Methy1-244-(3-methyl-2-oxo-5-oxy-8-quinolin-311-2,3-dihydro-imidazo
[4,5-clquinolin1-y1)-phenyll-propionitrile The title compound is
obtained in a similar manner as described in Example 1 using 244-(8-
bromo-3-methyl-2-oxo-5-oxy-2,3-dihydro-imidazo[4,5-c]quinolin-1-y1)-p
heny11-2-methylpropionitrile (Example 109d) and 3-quinofineboronic
acid. Title compound: ES-MS: 486 (M + H)+; analytical HPLC: tret=
3.14 minutes (Grad 1).  WO 2006/122806PCT/EP2006/004725 - 83 -
Example 109d
214-(8-Bromo-3-methy1-2-oxo-5-oxy-2,3-dihydro-imidazo(4,5-clquinolin-
1-y1)-phenylj-2- methyl-propionitrile 2 g (4.75 mmol) of
214-(8-bromo-3-methyl-2-oxo-2,3-dihydro-imidazo[4,5-c}quinolin-1-y1)-
phenyl1-2-methyl-propionitrile (Example 1i) and 1.58 g (5.22 mmol)
3-chloroperbenzoic acid in 90 ml of CH2Cl2 are stirred at rt for 2 h.
The reaction mixture is washed with 10% aqueous Na2CO3 and brine,
dried over Na2SO4, filtered and evaporated. The solid is triturated
in ethyl acetate to provide the crude title compound. ES-MS: 337, 339
(M + H), Br pattern; analytical HPLC: tret= 3.47 minutes (Grad 1).
Example 110
144-(3-Methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c]quinolin
-1-y1)-phenyljcyclopropanecarbonitrile The title compound is obtained
in a similar manner as described in Example 1 using 1-(4-
amino-phenyl)-cyclopropanecarbonitrile (Example 110a) and
3-pyridineboronic acid. Title compound: ES-MS: 418 (M+H)+; analytical
HPLC: tret= 3.82 minutes (Grad 2). Example 110a
1-(4-Amino-phenyl)-cyclopropanecarbonitrile 750 mg (4 mmol) of
4-(1-cyano-cyclopropyI)-benzoic acid (Example 110b) in 20 ml of
tertbutanol are stirred in presence of 0.86 ml (4 mmol)
diphenylphosphoryl azide (DPPA, Fluke, Buchs, Switzerland) and 0.59
ml (4 mmol) triethylamine at 95C for 3 h. Are added 0.43 ml (2 mmol)
DPPA and 0.29 ml (2 mmol) triethylamine and the reaction mixture is
stirred at 95C for 30 mm. The reaction mixture is evaporated to
dryness and then is taken in Et0Ac and washed with H20, dried over
Na2SO4, filtered and evaporated. The solid is separated by flash



Example 110b 4-(1-Cyano-cyclopropyI)-benzoic acid  WO
2006/122806PCT/EP2006/004725 - 84 - To 2 g (12.4 mmol) of
4-(cyanomethyl)benzoic acid (Ubichem, Eastleigh, UK) and 10.9 ml (124
mmol) 1,2-dibromoethane (Fluke, Buchs, Switzerland) cooled at 0C with
an ice-bath are added a solution of 14.4 g (62 mmol)
benzyltriethylammonium chloride in 50 ml 8 M aqueous NaOH. The
reaction mixture is stirred over night at rt and then is acidified at
pH 1-2 with 6 M aqueous HCI and is extracted with Et0Ac. The organic
layer is washed with H20 (2x) and evaporated to dryness. The solid is
triturated in Me0H to provide the crude title compound. ES-MS: 186 (M
- Hy; analytical HPLC: t"i= 4.43 minutes (Grad 2). Example 111
144-(3-Methyl-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-c]quinoli
n-1-y1)-phenyl]- cyclopropanecarbonitrile The title compound is
obtained in a similar manner as described in Example 1 using 1-(4-
amino-pheny1)-cyclopropanecarbonitrile (Example 110a) and
3-quinolineboronic acid. Title compound: ES-MS: 468 (M+H)+;
analytical HPLC: fret= 4.14 minutes (Grad 2). Example 112
14418-(6-Methoxy-pyridin-3-y1)-3-methyl-2-oxo-2,3-dihydro-imidazo[4,5
-c]quinolin-1- y1]-phenyl}-cyclopropanecarbonitrile The title
compound is obtained in a similar manner as described in Example 1
using 1-(4- amino-pheny1)-cyclopropanecarbonitrile (Example 110a) and
2-methoxy-5-pyridineboronic acid. Title compound: ES-MS: 448.5
(M+H)*; analytical HPLC: tret= 4.42 minutes (Grad 2).
Example 113
143-Chloro-4-(4-methyl-piperazin-1-y1)-phenyl]-8-(6-methoxy-pyridin-3
-y1)-3-methyl-1,3- dihydro-imidazo[4,5-clquinolin-2-one The title
compound is obtained as described in Example 65 using 2-methoxy-5-
pyridineboronic acid. Title compound: ES-MS: 515 (M+H)+; analytical
HPLC: tret= 3.83 minutes (Grad 2).
Example 114
1-[3-Chloro-4-(4-methyl-piperazin-1-y1)-pheny11-8-(5-methoxy-pyridin-
3-y1)-3-methyl-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 65 using
3-methoxy-5-(4,4,5,5- tetramethy1-1,3,2-dioxaborolan-2-yl)pyridine.
Title compound: ES-MS: 515.5 (M+H)*; analytical HPLC: tret= 3.60
minutes (Grad 2). Example 115   WO 20061122806PCT/EP2006/004725 - 85
- 



113-C hloro-4-(4-methyl-piperazin-1-y1)-phenyl]-3-methy1-8-qu inoxal
in-6-y I-1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound
is obtained as described in Example 65 using 6-benzopyrazineboronic
acid hydrochloride. Title compound: ES-MS: 536.6 (M+H)+; analytical
HPLC: fret= 3.80 minutes (Grad 2). Example 116
1-(3-Chloro-4-piperazin-1-yl-phenyl)-8-(2-methoxy-pyrimidin-5-y1)-3-m
ethyl-1,3- dihydro-imidazo(4,5-clquinolin-2-one The title compound is
obtained as described in Example 75 using 2-methoxy-5-
pyrimidineboronic acid (Frontier Scientific, Logan, USA). Title
compound: ES-MS: 502 (M+H).; analytical HPLC: trei= 2.40 minutes
(Grad 1). Example 117
1-(3-Chloro-4-piperazin-1-yl-phenyl)-3-methyl-8-pyrimidin-5-y1-1,3-di
hydro-imidazo[4,5- c]quinolin-2-one The title compound is obtained as
described in Example 75 using 5-pyrimidineboronic acid (Frontier
Scientific, Logan, USA). Title compound: ES-MS: 472 (M+H)+;
analytical HPLC: tret= 2.26 minutes (Grad 1). Example 118
1-(3-Chloro-4-piperazin-1-yl-phenyl)-3-methy1-8-(2-methyl-pyridin-4-y
1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained as described in Example 75 using 2-picoline-4-boronic acid.
Title compound: ES-MS: 485 (M+H)`; analytical HPLC: tot= 2.14 minutes
(Grad 1). Example 119 143-C hloro-4-(cis-3,5-d
imethyl-piperazin-1-y1)-pheny1]-8-(6-methoxy-pyridin-3-y1)-3-
methyl-1,3-dihydro-imidazo[4,5-c]quinolin-2-one The title compound is
obtained in a similar manner as described in Example 89 using 2-
methoxy-5-pyridineboronic acid and removal of the tert-butoxycarbonyl
protecting group in a similar manner as described in Example 59.
Title compound: ES-MS: 529 (M+H)*; analytical HPLC: t,err- 2.66
minutes (Grad 1).  WO 2006/122806PCT/EP2006/004725 - 86 -
1-(3-Chloro-4-(cis-3,5-dimethyl-piperazin-1-y1)-phenyl]-8-(5-methoxy-
pyridin-3-y1)-3- methyl-1,3-dihydro-imidazo[4,5-c]quinolin-2-one The
title compound is obtained in a similar manner as described in
Example 89 using 3-
methoxy-5-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-yOpyridine and
removal of the tertbutoxycarbonyl protecting group in a similar
manner as described in Example 59. Title compound: ES-MS: 529 (M+H)t;
analytical HPLC: trot= 2.40 minutes (Grad 1). 



Example 121
144-(cis-3,5-Dimethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1J-8-(6-
methoxy-pyridin-3-
y1)-3-methyl-1,3-dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained in a similar manner as described in Example 1
using 4-(4-
amino-2-trifluoromethyl-pheny1)-2,6-cis-dimethyl-piperazine-1-carboxy
lic acid tert-butyl ester (Example 95a) and
2-methoxy-5-pyridineboronic acid and removal of the
tert-butoxycarbonyl protecting group in a similar manner as described
in Example 59. Title compound: ES-MS: 563 (M+H)*; analytical HPLC:
trot = 2.76 minutes (Grad 1). Example 122
1-14-(cis-3,5-Dimethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-8-(5
-methoxy-pyrid in-3-
y1)-3-methyl-1,3-dihydro-imidazo[4,5-lquinolin-2-one The title
compound is obtained in a similar manner as described in Example 1
using 4-(4-
amino-2-trifluoromethyl-pheny1)-2,6-cis-dimethyl-piperazine-1-carboxy
lic acid tert-butyl ester (Example 95a) and
3-methoxy-5-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-yOpyridine and
removal of the tert-butoxycarbonyl protecting group in a similar
manner as described in Example 59. Title compound: ES-MS: 563 (M+H)+;
analytical HPLC: tret= 2.50 minutes (Grad 1). Example 123
8-(2-Methoxy-pyrimidin-5-y1)-3-methyl-1-(4-piperazin-1-y1-3-trifluoro
methyl-pheny1)-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 84 using 2-methoxy-5-
pyridineboronic acid. Title compound: ES-MS: 536.5 (M+H)*; analytical
HPLC: ter= 3.78 minutes (Grad 2).  -87 -
3-Methy1-144-plperazin-1-y1-3-14111uoromethyl-pheny1)-8-pyrirriklin-5
11-1,3-dthydroimidazo[4,6-ciquiriolin-2-orte The tit% compound is
obtained as described in Example 84 using 5-pyrimirineboronic acid.
Title compound: ES-MS-. 508 (14+11)": anatylical HPLC: ter= 3.66
minutes (Grad 2). Example 125
5-13-Methyl-2-oxo-1-(4-piperazin-1-y14-trilltforomethyl-pheny1)-2,1.4
ihydr04Himidazof4,5-cjcptinolin-8-yil-pyridine-2-carbonitrile The
title compound is obtained as described In Example 84 using
2-cyano-5-(4,4,515- tetramethyl-1.3,2-dioxaborolan-2-Apyridine. Title
cx:mpounct ES-MS: 530.5 (M+H)+; analytical HPLC: tee 3.89 minutes
(Grad 2). Example 126
3-Methy1-8-(2-rnethyl-pyriclin-4-y1)-1-0-piperazin-1-y1-3-trifluorome
thyl-pheny1)-1,3- dihydro-lmidazo[4,5-clquinolin-Z-one The title
compound is obtained as described In Example 84 using
2-methyt-9-pyriclyiboronic acid. Title compound: ES-MS: 519 (Iti+H)*;
analytical HPLC: trtit: 3.63 minutes (Grad 2). 



Example 128
3-Nlethy1-3-pyridin-3-59-1-(411,2,4priazol-1-yl-3-trittuoromethyl-pha
ny0-1,3-dihydroimIdazo[4,5-cjquinolin-2-one The title compound is
obtained as described in Example 1 using 4-11,2,41triazol-1-y1-3-
trifluctromethylphenylamine (Example 128a). Title compound: ES-MS:
988 (M44-1)% analytical HPLC: tatz 3.72 minutes (Grad 2). Example
128a 441,2,43TrIazol-1-y1-34rifluoromethyltheny7amine  WO
2006/122806PCT/EP2006/004725 - 88 - The title compound is obtained in
a similar manner as Example 71a using 1-fluoro-4-nitro-2-
trifluoromethyl-benzene (Aldrich, Buchs, Switzerland) and
1,24-triazole (Fluke, Buchs, Switzerland). Title compound: ES-MS: 229
(M+H)t; analytical HPLC: tret= 4.14 minutes (Grad 2). Example 129
3-Methyl-8-quinolin-3-y1-1-(441,2,4]triazol-1-y1-3-trifluoromethyl-ph
enyl)-1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained as described in Example 128 using 3-quinolineboronic acid.
Title compound: ES-MS: 538 (M+H)+; analytical HPLC: tret= 4.03
minutes (Grad 2). Example 130
8-(6-Methoxy-pyridin-3-y1)-3-methyl-1-(441,2,4]triazol-1-y1-3-trifluo
romethyl-pheny0- 1,3-dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 128 using 2-methoxy-5-
pyridineboronic acid. Title compound: ES-MS: 518 (M+H); analytical
HPLC: 4,1= 4.25 minutes (Grad 2). Example 131
8-(5-Methoxy-pyridin-3-y1)-3-methy14-(441,2,41triazol-1-y1-3-trifluor
omethyl-phenyl)- 1,3-dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 128 using
3-methoxy-5-(4,4,5,5- tetramethy1-1,3,2-dioxaborolan-2-yOpyridine.
Title compound: ES-MS: 518 (M+H)+; analytical HPLC: tietr- 3.85
minutes (Grad 2). Example 132 



5-[3-Methyl-2-oxo-1-(4-[1,2,4]triazoI-1-yl-3-trifluoromethyl-phenyl)-
2,3-dihydro-1Himidazo[4,5-c]quinoIin-8-yI]-pyridine-2-carbonitrile
The title compound is obtained as described in Example 128 using
2-cyano-5-(4,4,5,5- tetramethy1-1,3,2-dioxaborolan-2-yOpyridine.
Title compound: ES-MS: 513.5 (M+H)*; analytical HPLC: tet= 4.21
minutes (Grad 2). Example 133  WO 2006/122806PCT/EP2006/004725 - 89 -
The title compound is obtained as described in Example 128 using
2-fluoro-5-pyridineboronic acid (Frontier Scientific, Logan, USA).
Title compound: ES-MS: 506 (M+H)+; analytical HPLC: tret= 4.19
minutes (Grad 2). Example 134
8-(2,6-Dimethoxy-pyridin-3-y1)-3-methyl-1-(4-[1,2,4]triazol-1-y1-3-tr
ifluoromethylphenyl)-1,3-dihydro-imidazo[4,5-c]quinolin-2-one The
title compound is obtained as described in Example 128 using
2,6-dimethoxy-3- pyridineboronic acid (Lancaster, Morecambe, UK).
Title compound: ES-MS: 548.6 (M+H)t; analytical HPLC: 'Let= 4.54
minutes (Grad 2). Example 135
3-Methyl-8-pyrimidin-5-y1-1-(411,2,4]triazol-1-y1-3-trifluoromethyl-p
heny1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained as described in Example 128 using 5-pyrimidineboronic acid.
Title compound: ES-MS: 489.6 (M+H)+; analytical HPLC: tet= 3.93
minutes (Grad 2). Example 136
8-(2-Methoxy-pyrimidin-5-y1)-3-methyl-1-(411,2,4]triazol-1-y1-3-trifl
uoromethyl-pheny1)- 1,3-dihydro-imidazo[4,5-c]quinolin-2-one The
title compound is obtained as described in Example 128 using
2-methoxy-5- pyridineboronic acid. Title compound: ES-MS: 519 (M+H)+;
analytical HPLC: tmt= 4.12 minutes (Grad 2).
Example 137
8-(2,4-Dimethoxy-pyrimidin-5-y1)-3-methyl-1-(4-11,2,4]triazol-1-y1-3-
trifluoromethylpheny1)-1,3-dihydro-imidazo[4,5-c]quinolin-2-one The
title compound is obtained as described in Example 128 using
2,4-dimethoxy-5- pyridineboronic acid (Frontier Scientific, Logan,
USA). Title compound: ES-MS: 549 (M+H)+; analytical HPLC: tet= 4.19
minutes (Grad 2). Example 138 



3-Methyl-114-pyrazol-1-y1-3-trifluoromethyl-phenyl)-8-pyridin-3-y1-1,
3-dihydroimidazo[4,5-c]quinolin-2-one  WO
2006/122806PCT/EP2006/004725 - 90 - The title compound is obtained as
described in Example 1 using 4-pyrazol-1-y1-3-
trifluoromethyl-phenylamine (Example 137a). Title compound: ES-MS:
487 (M+H)+; analytical HPLC: trot= 3.92 minutes (Grad 2). Example
138a 4-Pyrazol-1-y1-3-trifluoromethyl-phenylamine The title compound
is obtained in a similar manner as Example 71a using
1-fluoro-4-nitro-2- trifluoromethyl-benzene (Aldrich, Buchs,
Switzerland) and pyrazole (Fluke, Buchs, Switzerland). Title
compound: ES-MS: 228 (M+H)+; analytical HPLC: tm= 4.58 minutes (Grad
2). Example 139
3-Methy1-1-(4-pyrazol-1-y1-3-trifluoromethyl-pheny1)-8-quinolin-3-y1-
1,3-dihydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained as described in Example 138 using 3-guinolineboronic acid.
Title compound: ES-MS: 537 (M+H)+; analytical HPLC: t"t= 4.29 minutes
(Grad 2).                                       Example 140
8-(6-Methoxy-pyridin-3-y1)-3-methyl-1-(4-pyrazol-1-y1-3-trifluorometh
yl-pheny1)-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 138 using 2-methoxy-5-
pyridineboronic acid. Title compound: ES-MS: 517 (M+H).: analytical
HPLC: t"t= 4.57 minutes (Grad 2).
Example 141
8-(5-1111ethoxy-pyridin-3-y1)-3-methyl-1-(4-pyrazol-1-y1-3-trifluorom
ethyl-pheny1)-1,3- dihydrolmidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 138 using
3-methoxy-5-(4,4,5,5- tetramethy1-1,3,2-dioxaborolan-2-yl)pyridine.
Title compound: ES-MS: 517 (M+H).; analytical HPLC: tm= 4.07 minutes
(Grad 2). Example 142 1-(3-C h Toro-441
,2,4]triazol-1-yl-pheny1)-3-methyl-8-pyridin-3-y1-1,3-dihydroimidazo[
4,5-c]quinolin-2-one  WO 2006/122806PCT/EP2006/004725 



-91 - The title compound is obtained in a similar manner as described
in Example 1 starting with 3-chloro-441,2,41triazol-1-yl-phenylamine
(Example 142a). Title compound: ES-MS: 454 (M+H)*; analytical HPLC:
tret= 2.28 minutes (Grad 1).
Example 142a 3-Chloro-441,2,41triazol-1-yl-phenylamine The title
compound is obtained in a similar manner as described in Example
104a/b starting with 1,2,4-triazole. Title compound: ES-MS: 195
(M+H).; analytical HPLC: ts= 2.09 minutes (Grad 1).
Example 143
1-(3-Chloro-441,2,4]triazol-1-yl-pheny1)-3-methyl-8-quinolin-3-y1-1,3
-dihydroimidazo[4,5-cjquinolin-2-one The title compound is obtained
in a similar manner as described in Example 142 starting with
3-quinolineboronic acid. Title compound: ES-MS: 504 (WHY; analytical
HPLC: tret= 2.67 minutes (Grad 1). Example 144
1-(4-Imidazol-1-y1-3-trifluoromethyl-pheny1)-3-methyl-8-pyridin-3-y1-
1,3-di hydroimidazo[4,5-c]quinolin-2-one The title compound is
obtained as described in Example 1 using 4-pyrazol-1-y1-3-
trifluoromethyl-phenylamine (Example 144a). Title compound: ES-MS:
487 (WH)P; analytical HPLC: t,e1= 3.54 minutes (Grad 2). Example 144a
4-Imidazol-1-y1-3-trifluoromethyl-phenylamine The title compound is
obtained in a similar manner as Example 138a using imidazole Title
compound: ES-MS: 228 (WHY; analytical HPLC: tree: 3.73 minutes (Grad
2). Example 145 144-1m
idazol-1-y1-3-trifluoromethyl-pheny1)-3-methyl-8-quinolin-3-y1-1,3-di
hydroimidazo[4,5-c]quinolin-2-one The title compound is obtained as
described in Example 144 using 3-quinolineboronic acid. Title
compound: ES-MS: 537 (M+H).; analytical HPLC: tier= 3.83 minutes
(Grad 2). Example 146  WO 2006/122806PCT/EP2006/004725 - 92 - 



1-(4-Imidazol-1-0-3-trifluoromethyl-pheny1)-8-(6-methoxy-pyridin-3-y1
)-3-methyl-1,3- dihydro-imidazo[4,5-c]quinolin-2-one The title
compound is obtained as described in Example 144 using 2-methoxy-5-
PYridineboronic acid. Title compound: ES-MS: 517 (M+H); analytical
HPLC: tree: 3.90 minutes (Grad 2). Example 147
1-(4-Imidazol-1-y1-3-trifl
uoromethyl-pheny1)-8-(5-methoxy-pyridin-3-y1)-3-methyl-1,3-
dihydro-im idazo[4,5-clq uinol in-2-one The title compound is
obtained as described in Example 144 using 3-methoxy-5-(4,4,5,5-
tetramethy1-1,3,2-dioxaborolan-2-yOpyridine. Title compound: ES-MS:
517 (M+H); analytical HPLC: tret= 3.64 minutes (Grad 2).
Example 148
3-Methy1-8-pyridin-3-y1-1-(4-[1,2,4]triazol-1-ylmethyl-phenyl)-1,3-di
hydro-imidazo[4,5- c]quinolin-2-one The title compound is obtained in
a similar manner as described in Example 1 starting with
411,2,4]Triazol-1-ylmethyl-phenylamine (Example 148a). Title
compound: ES-MS: 434 (M+H); analytical HPLC: t,e1= 2.13 minutes (Grad
1).                                      Example 148a
441,2,4]Triazol-1-ylmethyl-phenylamine The title compound is obtained
in a similar manner as described in Example le starting with
1-(4-nitro-benzy1)-1H-[1,2,4]triazole (Example 148b). Title compound:
ES-MS: 175 (M+H)t; analytical HPLC: trett: minutes (Grad 2). Example
148b 1-(4-Nitro-benzy1)-1H-fl,2,4]triazole 1.09 (4.63 mmol) of
4-nitrobenzyl bromide (Fluke, Buchs, Switzerland), 799 mg (11.6 mmol)
of 1,2,4-triazole and 0.692 mL (4.63 mmol) of
1,5-diazabicyclo[5.4.0]-5-undecene (Fluka, Buchs, Switzerland) in 10
ml of CH2Cl2 are stirred at rt for 1.5 h. The reaction mixture is
quenched with sat. aqueous NaHCO3 and extracted with CH2Cl2 (2x). The
organic layers are washed with brine, dried over Mg304, filtered and
evaporated. The residue is purified by flash chromatography
(CH2C12-Me0H 49:1 to 19:1) to provide the title compound as a pale
yellow solid. ES-MS: 205 (M + H); analytical HPLC: tree 2.54 minutes
(Grad 1).  WO 2006/122806PCT/EP2006/004725 - 93 - Example 149
3-Methyl-8-quinolin-3-111-1-(4-(1,2,4]triazol-1-ylmethyl-phenyl)-1,3-
dihydro-imidazo[4,5- c]quinolin-2-one The title compound is obtained
as described in Example 148 using 3-quinolineboronic acid. Title
compound: ES-MS: 484 (M+H)+; analytical HPLC: tw= 2.49 minutes (Grad
1).                                     Example 150
1-(4-Imidazol-1-ylmethyl-phenyl)-3-methyl-8-pyridin-3-y1-1,3-dihydro-
imidazo[4,5- c]quinolin-2-one 



The title compound is obtained in a similar manner as described in
Example 1 starting with 4-imidazol-1-ylmethyl-phenylamine (Example
150a). Title compound: ES-MS: 433 (M+H)`; analytical HPLC: Li= 1.96
minutes (Grad 1). Example 150a 4-Imidazol-1-ylmethyl-phenylamine The
title compound is obtained in a similar manner as described in
Example 147a/b starting with imidazole. Title compound: ES-MS: 174
(M+1-1); analytical FIPLC: Ire minutes (Grad 2). Example 151
1-(4-Imidazol-1-ylmethyl-phenyl)-3-methyl-8-quinolin-3-y1-1,3-dihydro
-imidazo[4,5- clquinolin-2-one The title compound is obtained as
described in Example 150 using 3-quinolineboronic acid. Title
compound: ES-MS: 483 (M+H)*; analytical HPLC: iret= 2.33 minutes
(Grad 1). Example 152 The following 4-toluenesulfonic acid salts are
prepared in a stoichiometric ratio of 1:1 following standard reaction
conditions in analogy to or according to methods that are known in
the art: 152-1)4-Toluenesulfonic acid
2-methyl-244-(3-methyl-2-oxo-8-pyridin-4-y1-2,3-dihydro-
imidazo[4.5-c]quinolin-1-y1)-phenyl)-propionitrile salt;
152-2)4-Toluenesulfonic acid
2-methyl-2-[4-(3-methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-
imidazo14,5-c)quinolin-1-y1)-phenyll-propionitrile salt;  WO
2006/122806PCTIEP2006/004725 - 94 - 152-3)4-Toluenesulfonic acid
2-methyl-2-[4-(3-methyl-2-oxo-8-quinolin-3-y1-2,3-dihydro-
imidazo[4,5-c]quinolin-1-y1)-phenyl]-propionitrile salt;
152-4)4-Toluenesulfonic acid
2-methyl-244-(3-methyl-2-oxo-8-quinolin-6-y1-2,3-dihydro- 



imidazo[4,5-c)quinolin-1-y1)-phenylFpropionitrile salt;
152-5)4-Toluenesulfonic acid
2-methyl-244-(3-methyl-2-oxo-8-quinoxalin-6-y1-2,3-
dihydro-imidazo[4,5-c]quinolin-1-y1)-phenyl]-propionitrile salt;
152-6)4-Toluenesulfonic acid
2-ethyl-214-(3-methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-
imidazo[4,5-c]quinolin-1-y1)-phenylkbutyronitrile salt;
152-7)4-Toluenesulfonic acid
2-ethyl-244-(3-methyl-2-oxo-8-quinolin-311-2,3-dihydro-
imidazo[4,5-clquinolin-1-y1)-phenyll-butyronitrile salt;
152-8)4-Toluenesulfonic acid
1[3-fluoro-4-(2-oxo-pyrrolidin-1-y1)-phenylj-3-methyl-8-
pyridin-3-y1-1,3-dihydro-imidazo[4,5-clquinolin-2-one salt;
152-9)4-Toluenesulfonic acid
143-fluoro-4-(2-oxo-pyrrolidin-1-y1)-pheny11-3-methyl-8-
quinolin-3-y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
152-10)4-Toluenesulfonic acid
3-methyl-1-[4-(2-oxo-pyrradin-1-y1)-phenyl]-8-pyridin-3-y1-
1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
152-11)4-Toluenesulfonic acid
3-methyl-1-[4-(2-oxo-pyrrolidin-1-y1)-phenyl]-8-quinolin-3-
y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
152-12)4-Toluenesulfonic acid
1-{4-[bis-(2-methoxy-ethyl)-aminol-3-fluoro-phenyl)-3-
methyl-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
152-13)4-Toluenesulfonic acid
144-[bis-(2-methoxy-ethyl)-amino1-3-tluoro-pheny1)-3-
methyl-8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-clquinolin-2-one salt;



152-14)4-Toluenesulfonic acid
1-{4-[bis-(2-methoxy-ethyl)-aminol-phenyl)-3-methyl-8-
pyridin-3-y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
152-15)4-Toluenesulfonic acid
1-{4-[bis-(2-methoxy-ethyl)-aminol-phenyl)-3-methyl-8-
quinolin-3-y1-1,3-dihydro-imidazo[4,5-ciquinolin-2-one salt;
152-16)4-Toluenesulfonic acid
3-methyl-1-naphthalen-2-y1-8-pyridin-3-y1-1,3-dihydro-
imidazo[4,5-c]quinolin-2-one salt; 152-17)4-Toluenesulfonic acid
3-methyl-1-naphthalen-2-y1-8-quinolin-3-y1-1,3-dihydro-
imidazo[4,5-clquinolin-2-one salt; 152-18)4-Toluenesulfonic acid
1-(2-chloro-phenyl)-3-methyl-8-pyridin-3-y1-1,3-dihydro-
imidazo[4,5-c]quinolin-2-one salt; 152-19)4-Toluenesulfonic acid
1-(2-chloro-phenyl)-3-methyl-8-quinolin-3-y1-1,3-dihydro-
imidazo[4,5-c]quinolin-2-one salt;  WO 2006/122806PCT/EP2006/004725 -
95 - 152-20)4-Toluenesulfonic acid
3-methyl-8-pyridin-3-y1-1-o-toly1-1,3-dihydro-imidazo[4,5-
c]quinolin-2-one salt; 152-21)4-Toluenesulfonic acid
3-methyl-8-quinolin-3-y1-1-o-toly1-1,3-dihydro-imidazo[4,5-
c]quinolin-2-one salt; 



152-22)4-Toluenesulfonic acid
1-(2-ethyl-pheny1)-3-methy1-8-pyridin-3-y1-1,3-dihydro-
imidazo[4,5-clquinolin-2-one salt; 152-23)4-Toluenesulfonic acid
1-(2-ethyl-pheny1)-3-methy1-8-quinolin-3-y1-1,3-dihydro-
imidazo[4,5-c)quinolin-2-one salt; 152-24)4-Toluenesulfonic acid
3-methyl-8-pyridin-3-y1-1-(2-trifluoromethyl-pheny1)-1,3-
dihydro-imidazo[4,5-ciquinolin-2-one salt; 152-25)4-Toluenesulfonic
acid 3-methyl-8-quinolin-3-y1-1-(2-trifluoromethyl-pheny1)-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one salt; 152-26)4-Toluenesulfonic
acid 1-(4-fluoro-2-methyl-pheny1)-3-methy1-8-quinolin-311-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one salt; 152-27)4-Toluenesulfonic
acid 1-(4-fluoro-2-methyl-pheny1)-3-methy1-8-quinolin-3-y1-1,3-
dihydro-imidazo[4,5-clquinolin-2-one salt; 152-28)4-Toluenesulfonic
acid 1-(2-chloro-4-fluoro-pheny1)-3-methy1-8-pyridin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one salt; 152-29)4-Toluenesulfonic
acid 1-(2-chloro-4-fluoro-pheny1)-3-methy1-8-quinolin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one salt; 152-30)4-Toluenesulfonic
acid 1-(3-chloro-pheny1)-3-methy1-8-pyridin-3-y1-1,3-dihydro-
imidazo[4,5-c]quinolin-2-one salt; 152-31)4-Toluenesulfonic acid
1-(3-chloro-pheny1)-3-methy1-8-quinolin-3-y1-1,3-dihydro- 



imidazo[4,5-c]quinolin-2-one salt; 152-32)4-Toluenesulfonic acid
1-(4-methoxymethyl-pheny1)-3-methy1-8-quinolin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one salt; 152-33)4-Toluenesulfonic
acid 142-chloro-4-(2-methoxy-ethyl)-pheny1]-3-methyl-8-
quinolin-3-y1-1,3-dihydro-imidazo[4,5-clquinolin-2-one salt;
152-34)4-Toluenesulfonic acid
144-(2-methoxy-ethyl)-pheny1]-3-methy1-8-pyridin-3-yl-
1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
152-35)4-Toluenesulfonic acid
2-methy1-244-(3-methy1-2-oxo-5-oxy-8-pyridin-3-y1-2,3-
dihydro-imidazo[4,5-ciquinolin-1-y1)-phenyll-propionitrile salt;
152-36)4-Toluenesulfonic acid
2-methyl-244-(3-methy1-2-oxo-5-oxy-8-quinolin-3-y1-2,3-
dihydro-imidazo[4,5-c]quinolin-1-y1)-pheny1]-propionitrile salt;  WO
20061122806PCT/EP2006/004725 - 96 - 152-37)4-Toluenesulfonic acid
244-(7-fluoro-3-methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-
imidazo[4,5-c]quinolin-1-y1)-pheny11-2-methyl-propionitrile salt;
152-38)4-Toluenesulfonic acid
214-(7-fluoro-3-methyl-2-oxo-8-quinolin-3-y1-2,3-dihydro-
imidazo[4,5-c]quinalin-1-y1)-phenyl]-2-methyl-propionitrile salt;
152-39)4-Toluenesulfonic acid
N-Methyl-N-14-(3-methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro- 



imidazo[4,5-ciquinolin-1-y1)-phenylbmethanesulfonamide salt;
152-40)4-Toluenesulfonic acid ethanesulfonic acid
methyl-[4-(3-methy1-2-oxo-8-pyridin-3-
y1-2,3-dihydro-imidazo[4,5-c]quinolin-1-y1)-phenylFamide salt;
152-41)4-Toluenesulfonic acid ethanesulfonic acid
methyl-14-(3-methy1-2-oxo-8-quinolin-
3-y1-2,3-dihydro-imidazo[4,5-ciquinolin-1-y1)-phenylj-amide salt;
152-42)4-Toluenesulfonic acid
N-ethyl-N1-[4-(3-methyl-2-oxo-8-pyridin-3-yl-Z3-dihydro-
imidazo[4,5-c]quinolin-1-y1)-phenyn-methanesulfonamide salt;
152-43)4-Toluenesulfonic acid
N-ethyl-N44-(3-methyl-2-oxo-8-quinolin-3-y1-2,3-dihydro-
imidazo[4,5-c]quinolin-1-y1)-phenylkmethanesulfonamide salt;
152-44)4-Toluenesulfonic acid
214-(3-ethyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-
clquinolin-1-y1)-phenyl)-2-methyl-propionitrile salt;
152-45)4-Toluenesulfonic acid
143-fluoro-4-(4-methanesulfonyl-piperazin-1-y1)-phenyl]-
3-methyl-8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one
salt; 152-46)4-Toluenesulfonic acid
143-fluoro-4-(4-methanesulfonyl-piperazin-1-y1)-phenyll-
3-methyl-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one
salt; 152-47)4-Toluenesulfonic acid
143-chloro-4-(4-methyl-piperazin-1-y1)-phenylj-3-methyl-
8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
152-48)4-Toluenesulfonic acid
113-chloro-4-(4-methyl-piperazin-1-y1)-phenyl]-3-methyl-
8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt; 



152-49)4-Toluenesulfonic acid
1-(4-imidazol-1-y1-2-methyl-phenyl)-3-methyl-8-pyridin-3-
y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
152-50)4-Toluenesulfonic acid
3-methyl-1-(4-pyrazol-1-yl-phenyl)-8-pyridin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one salt; 152-51)4-Toluenesulfonic
acid 1-(3-chloro-4-imidazol-1-yl-phenyl)-3-methyl-8-pyridin-3-
y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
152-52)4-Toluenesulfonic acid
1-(3-chloro-4-imidazol-1-yl-pheny1)-3-methyl-8-quinolin-3-
y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
152-53)4-Toluenesulfonic acid
2-methyl-214-(3-methyl-8-quinolin-3-y1-2-thioxo-2,3-
dihydro-imidazo[4,5-c]quinolin-1-y1)-phenylFpropionitrile salt;  WO
2006/122806PCT/EP2006/004725 - 97 - 152-54)4-Toluenesulfonic acid
2-methy1-2-{443-methy1-8-(2-methyl-pyridin-4-y1)-2-oxo-
2,3-dihydro-imidazo[4,5-c]guinolin-1-yikphenyl}-propionitrile salt;
152-55)4-Toluenesulfonic acid
144-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-
imidazo[4,5-c]guinolin-1-y1)-phenyIJ-cyclopropanecarbonitrile salt;
152-56)4-Toluenesulfonic acid
1-[4-(3-methy1-2-oxo-8-guinolin-3-y1-2,3-dihydro-
imidazo[4,5-c]guinolin-1-y1)-phenylycyclopropanecarbonitrile salt; 



152-57)4-Toluenesulfonic acid
1-(4-[8-(6-methoxy-pyridin-3-y1)-3-methyl-2-oxo-2,3-
dihydro-imidazo[4,5-c]guinolin-1-y1]-pheny1}-cyclopropanecarbonitrile
salt; 152-58)4-Toluenesulfonic acid
1-(3-chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-pyrimidin-
5-0-1,3-dihydro-imidazo[4,5-c]guinolin-2-one salt;
152-59)4-Toluenesulfonic acid
8-(6-methoxy-pyridin-3-y1)-3-methyl-1-(441,2,41triazol-1-
y1-3-trifluoromethyl-pheny1)-1,3-dihydro-imidazo[4,5-clguinolin-2-one
salt; 152-60)4-Toluenesulfonic acid
1-(3-chloro-4-[1,2,4]triazol-1-yl-pheny1)-3-methyl-8-
pyridin-3-y1-1,3-dihydro-imidazo[4,5-c]guinolin-2-one salt;
152-61)4-Toluenesulfonic acid
1-(3-chloro-4-[1,2,4)triazol-1-yl-pheny1)-3-methyl-8-
guinolin-3-y1-1,3-dihydro-imidazo[4,5-c]guinolin-2-one salt;
152-62)4-Toluenesulfonic acid
1-(4-imidazol-1-y1-3-trifluoromethyl-pheny1)-3-methyl-8-
pyridin-3-y1-1,3-dihydro-imidazo[4,5-ciguinolin-2-one salt;
152-63)4-Toluenesulfonic acid
1-(4-imidazol-1-y1-3-trifluoromethyl-pheny1)-3-methyl-8-
guinolin-3-y1-1,3-dihydro-imidazo[4,5-c]guinolin-2-one salt;
152-64)4-Toluenesulfonic acid
1-(4-imidazol-1-y1-3-trifluoromethyl-pheny1)-8-(6-methoxy-
pyridin-3-y1)-3-methyl-1,3-dihydro-imidazo[4,5-clguinolin-2-one salt;
152-65)4-Toluenesulfonic acid
3-methy1-8-guinolin-3-y1-1-(441,2,4]triazol-1-ylmethyl-
pheny1)-1,3-dihydro-imidazo[4,5-c]guinolin-2-one salt;
152-66)4-Toluenesulfonic acid
1-(4-imidazol-1-ylmethyl-pheny1)-3-methyl-8-guinolin-3-y1-
1,3-dihydro-imidazo[4,5-clguinolin-2-one salt. Example 153  



The following maleic acid salts are prepared in a stoichiometric
ratio of 1:1 following standard reaction conditions in analogy to or
according to methods that are known in the art. 153-1)Maleic acid
2-methy1-2-(4-[3-methyl-2-oxo-8-(6-piperazin-1-yl-pyridin-3-y1)-2,3-
dihydro-imidazo[4,5-c]guinolin-1-yl]-pheny1}-propionitrile salt;
153-2)Maleic acid
1-(3-fluoro-4-piperazin-1-yl-phenyl)-3-methyl-8-guinolin-3-y1-1,3-
dihydro-imidazo[4,5-ciguinolin-2-one salt;  WO
2006/122806PCT/EP2006/004725 - 98 - 153-3)Malaic acid
1-(3-fluoro-4-piperazin-1-yl-pheny1)-3-methyl-8-pyridin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one salt; 153-4)Maleic acid
3-methy1-114-(4-methyl-piperazin-1-y1)-pheny11-8-quinolin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one salt; 153-5)Maleic acid
3-methy1-144-(4-methyl-piperazin-1-y1)-pheny1]-8-pyridin-3-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one salt; 153-6)Maleic acid
3-methy1-1-(4-(4-methyl-piperazin-1-y1)-3-trifluoromethyl-phenyl]-8-
quinolin-3-y1-1,3-dihydro-imidazo[4,5-clquinolin-2-one salt;
153-7)Maleic acid
3-methyl-114-(4-methyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-8-
pyridin-3-y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
153-8)Malaic acid
1-(3-chloro-4-piperazin-1-yl-phenyl)-3-methyl-8-quinolin-3-y1-1,3-
dihydro-imidazo[415-c]quinolin-2-one salt; 



153-9)Malaic acid
1-(3-chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-pyridin-3-y1-1,3-
dihydro-imidazo[4,5-clquinolin-2-one salt; 153-10)Maleic acid
1-(3-chloro-4-piperazin-1-yl-pheny1)-8-(6-methoxy-pyridin-3-y1)-3-
methyl-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt; 153-11)Maleic
acid
1-(3-chloro-4-piperazin-l-yl-pheny1)-8-(5-methoxy-pyridin-3-y1)-3-
methyl-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt; 153-12)Maleic
acid
1-(3-chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-quinoxalin-6-y1-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one salt; 153-13)Maleic acid
3-methyl-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-quinolin-3-y
1- 1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt; 153-14)Malaic acid
3-methyl-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-pyridin-3-y1
- 1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt; 153-15)Malaic acid
8-(6-methoxy-pyridin-3-y1)-3-methy1-1-(4-piperazin-1-y1-3-
trifluoromethyl-phenyl)-1,3-dihydro-imidazo[4,5-c]quinolin-2-one
salt; 153-16)Maleic acid
8-(5-methoxy-pyridin-3-y1)-3-methy1-1-(4-piperazin-1-y1-3-
trifluoromethyl-pheny1)-1,3-dihydro-imidazo[4,5-c]quinolin-2-one
salt; 153-17)Malaic acid
3-methy1-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-quinoxalin-6
- y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt; 153-18)Malaic
acid
143-chloro-4-(4-ethyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinolin-3-y
1- 



1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt; 153-19)Malaic acid
143-chloro-4-(4-isopropyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinolin
- 3-y1-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;  WO
2006/122806PCT/EP2006/004725 - 99 - 153-20)Maleic acid
114-(cis-3,5-dimethyl-piperazin-1-y1)-3-trifluoromethyl-pheny11-3-
methyl-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-clguinolin-2-one salt;
153-21)Malaic acid
1-[4-(cis-3,5-dimethyl-piperazin-1-y1)-3-trifluoromethyl-pheny11-3-
methyl-8-guinolin-3-y1-1,3-dihydro-imidazo[4,5-c]guinolin-2-one salt;
153-22)Maleic acid
114-(4-ethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-3-methy1-8-
pyridin-3-y1-1,3-dihydro-imidazo[4,5-clquinolin-2-one salt;
153-23)Maleic acid
3-methy1-8-(6-piperazin-1-yl-pyridin-3-y1)-1-(3-trifluoromethyl-pheny
I)- 1,3-dihydro-imidazo[4,5-c]guinolin-2-one salt; 153-24)Maleic acid
1-(3-chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-(2-methyl-pyridin-4-
y1)-1,3-dihydro-imidazo[4,5-clquinolin-2-one salt; 153-25)Maleic acid
1 43-chloro-4-(cis-3,5-dimethyl-piperazin-1-y1)-pheny11-8-(6-methoxy-
pyridin-3-yI)-3-methyl-1,3-dihydro-imidazo[4,5-cjquinolin-2-one salt;
153-26)Maleic acid
113-chloro-4-(cis-3,5-dimethyl-piperazin-1-y1)-pheny1]-8-(5-methoxy- 



pyridin-3-y1)-3-methyl-1,3-dihydro-imidazo[4,5-c]quinolin-2-one salt;
153-27)Maleic acid
1-[4-(cis-3,5-dimethyl-piperazin-1-y1)-3-trifluoromethyl-phenyl]-8-(6
-
methoxy-pyridin-3-y1)-3-methyl-1,3-dihydro-imidazo[4,5-c]guinolin-2-o
ne salt; 153-28)Maleic acid
144-(cis-3,5-dimethyl-piperazin-1-y1)-3-trifluoromethyl-pheny11-8-(5-
methoxy-pyridin-3-y1)-3-methyl-1,3-dihydro-imidazo[4,5-c]guinolin-2-o
ne salt; 153-29)Maleic acid
8-(2-methoxy-pyrimidin-5-y1)-3-methyl-1-(4-piperazin-1-0-3-
trifluoromethyl-phenyl)-1,3-dihydro-imidazo[4,5-c]quinolin-2-one
salt; 153-30)Maleic acid
3-methyl-1-(4-piperazin-l-y1-3-trifluoromethyl-pheny1)-8-pyrimidin-5-
y1-1,3-dihydro-imidazo[4,5-c]guinolin-2-one salt; 153-31)Malaic acid
3-methyl-8-(2-methyl-pyridin-4-y1)-1-(4-piperazin-1-y1-3-
trifluoromethyl-pheny1)-1,3-dihydro-imidazo[4,5-cjguinolin-2-one
salt; 153-32)Malaic acid
8-(314-dimethoxy-phenyl)-3-methyl-1-(4-piperazin-1-y1-3-
trifluoromethyl-pheny1)-1,3-dihydro-imidazo(4,5-c]quinolin-2-one
salt. Example 154: Soft capsules  5000 soft gelatin capsules, each
comprising as active ingredient 0.05 g of one of the compounds of
formula I mentioned in the preceding Examples, are prepared as
follows:  WO 2096/122806PCT/EP2006/004725 - 100 - Lauroglycol2 litres
Preparation process: The pulverized active ingredient is suspended in
Lauroglykol(r) (propylene glycol laurate, Gattefosse S.A. Saint
Priest, France) and ground in a wet pulverizer to produce a particle
size of about 1 to 3 pm. 0.419 g portions of the mixture are then
introduced into soft gelatin capsules using a capsule-filling
machine.  - 101 - 



CLAIMS: 1. A compound according to Formula (I)    wherein R1 is
naphthyl or phenyl wherein said phenyl is substituted by one or two
substituents independently selected from the group consisting of
Halogen; Ci-Cralkyl unsubstituted or substituted by halogen, cyano,
imidazolyl or triazolyl; cycloalkyl; amino substituted by one or two
substituents independently selected from the group consisting of
C1-C7-alkyl, C1-Cralkyl sulfonyl, Ci-Cralkoxy and C1-C7-alkoxy Ci-C7-
alkylamino; piperazinyl unsubstituted or substituted by one or two
substituents independently selected from the group consisting of
Cl-Cralkyl and Ci-Cralkyl sulfonyl; 2-oxo-pyrrolidinyl; Cl-Cralkoxy
Cl-Cralkyl; imidazolyl; pyrazolyl; and triazolyl; R2 iS 0 or S;  -
102 - 



R3 is CrCralkyl; R4 is pyridyl unsubstituted or substituted by
halogen, cyano, C1-C7-alkyl, CrCralkoxy or piperazinyl unsubstituted
or substituted by CI-Cralkyl; pyrimidinyl unsubstituted or
substituted by CrCralkoxy; quinolinyl unsubstituted or substituted by
halogen; or quinoxalinyl; R5 is hydrogen or halogen; n is 0 or 1; R6
is oxido; with the proviso that if n=1, the N-atom bearing the
radical R6 has a positive charge; R7 is hydrogen or amino; or a
tautomer thereof, or a pharmaceutically acceptable salt, or a hydrate
thereof. 2. A compound of formula I, which is chosen from
2-Methyl-244-(3-methyl-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c
]quinolin-1-y1)-phenyl]- propionitrile;
2-{448-(6-Methoxy-pyridin-3-y1)-3-methyl-2-oxo-2,3-dihydro-imidazo[4,
5-c]quinolin-1-y11- phenyl}-2-methyl-propionitrile;
2-{418-(5-Methoxy-pyridin-3-y1)-3-methyl-2-oxo-2,3-dihydro-imidazo[4,
5-c]quinolin-1-y1]- phenyl}-2-methyl-propionitrile;
2-Methyl-2-{4-[3-methyl-2-oxo-8-(6-piperazin-1-yl-pyridin-3-y1)-2,3-d
ihydro-imidazo[4,5- c]quinolin-1-y1]-pheny1}-propionitrile;
2-Methyl-2-(4-{3-methyl-8-[2-(4-methyl-piperazin-1-y1)-pyridin-4-y1]-
2-oxo-2,3-dihydroimidazo[4,5-c]quinolin-1-y1}-phenyl)-propionitrile;
2-Methyl-244-(3-methyl-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-1-y1)- phenylFpropionitrile;  - 103 -
2-{448-(2-Fluoro-quinolin-3-y1)-3-methy1-2-oxo-2,3-dihydro-imidazo[4,
5-c]quinolin-111]- pheny1}-2-methyl-propionitrile; 



2-Methy1-244-(3-methy1-2-oxo-8-quinolin-6-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-1-yhphenyq-propionitrile;
2-Methy1-244-(3-methy1-2-oxo-8-quinolin-5-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-1-y1)- phenylFpropionitrile;
2-Methy1-214-(3-methy1-2-oxo-8-quinoxalin-6-y1-2,3-dihydro-imidazo[4,
5-c]quinolin-1-y1)- phenyll-propionitrile;
2-Ethy1-214-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c]
quinolin-1-y1)-pheny0- butyronitrile;
2-Ethy1-244-(3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-c
]quinolin-1-y1)-phenylk butyronitrile;
1-[3-Fluoro-4-(2-oxo-pyrrolidin-1-y1)-pheny1]-3-rnethyl-8-pyridin-3-y
1-1,3-dihydro-imidazo[4,5- c]quinolin-2-one;
1-[3-Fluoro-4-(2-oxo-pyrrolidin-1-y1)-pheny1]-3-methy1-8-quinolin-3-y
1-1,3-dihydro-imidazo[4,5- c]quinolin-2-one;
3-Methyl-1-[4-(2-oxo-pyrrol idin-1-y1)-pheny1]-8-pyridin-3-y1-1,3-d
ihydro-imidazo[4,5-c]quinolin2-one;
3-Methyl-1-[4-(2-oxo-pyrrolidin-1-y1)-phenyl]-8-quinolin-3-y1-1,3-dih
ydro-imidazo[4,5- c]quinolin-2-one;
1-(4-[Bis-(2-methoxy-ethyl)-amino]-3-fluoro-pheny1}-3-methyl-8-pyridi
n-3-y1-1,3-dihydroimidazo[4,5-clquinolin-2-one;
1-{4-[Bis-(2-methoxy-ethyl)-amino]-3-fluoro-pheny1}-3-methyl-8-quinol
in-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-{4-[Bis-(2-methoxy-ethyl)-amino]-pheny1}-3-methyl-8-pyridin-3-y1-1,
3-dihydro-imidazo[4,5- c]quinolin-2-one;
1-(4-[Bis-(2-methoxy-ethyl)-amino]-phenyll-3-methyl-8-quinolin-3-y1-1
,3-dihydro-imidazo[4,5- c]quinolin-2-one;
3-Methyl-1-naphthalen-2-y1-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-c]q
uinolin-2-one;
3-Methyl-1-naphthalen-2-y1-8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-cl
quinolin-2-one;
1-(2-Chloro-pheny1)-3-methy1-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-c
]quinolin-2-one;
1-(2-Chloro-pheny0-3-rnethy1-8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-
c]quinolin-2-one;
3-Methyl-8-pyridin-3-y1-1-o-toly1-1,3-dihydro-imidazo[4,5-c]quinolin-
2-one;
3-Methyl-8-quinolin-3-y1-1-o-toly1-1,3-dihydro-imidazo[4,5-c]quinolin
-2-one;  - 104 -
1-(2-Ethyl-pheny0-3-methy1-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-c]q
uinolin-2-one;
1-(2-Ethyl-pheny1)-3-methy1-8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-c
]quinolin-2-one;
3-Methyl-8-pyridin-3-y1-1-(2-trifluoromethyl-pheny1)-1,3-dihydro-imid
azo[4,5-c]quinolin-2-one;
3-Methyl-8-quinolin-3-y1-1-(2-trifluoromethyl-pheny0-1,3-dihydro-imid
azo[4,5-c]quinolin-2- one;
1-(4-Fluoro-2-methyl-pheny0-3-rnethyl-8-pyridin-3-y1-1,3-dihydro-imid
azo[4,5-c]quinolin-2- one;
1-(4-Fluoro-2-methyl-pheny0-3-rnethyl-8-quinolin-3-y1-1,3-dihydro-imi
dazo[4,5-c]quinolin-2- one; 



1-(2-Chloro-4-fluoro-pheny0-3-methy1-8-pyridin-3-y1-1,3-dihydro-imida
zo[4,5-c]quinolin-2- one;
1-(2-Chloro-4-fluoro-pheny0-3-methy1-8-quinolin-3-y1-1,3-dihydro-imid
azo[4,5-c]quinolin-2- one;
1-(3-Chloro-pheny1)-3-methy1-8-pyridin-3-y1-1,3-dihydro-imidazo[4,5-c
]quinolin-2-one;
1-(3-Chloro-pheny0-3-rnethyl-8-quinolin-3-y1-1,3-dihydro-imidazo[4,5-
c]quinolin-2-one;
3-Methyl-8-pyridin-3-y1-1-(3-trifluoromethyl-pheny0-1,3-dihydro-imida
zo[4,5-c]quinolin-2-one;
3-Methyl-8-quinolin-3-y1-1-(3-trifluoromethyl-pheny0-1,3-dihydro-imid
azo[4,5-c]quinolin-2- one;
1-(4-Methonrrnethyl-pheny1)-3-methyl-8-pyridin-3-y1-1,3-dihydro-imida
zo[4,5-c]quinolin-2- one;
1-(4-Methoxymethyl-pheny1)-3-methy1-8-quinolin-3-y1-1,3-dihydro-imida
zo[4,5-c]quinolin-2- one;
142-Chloro-4-(2-methoxy-ethyl)-pheny1]-3-methy1-8-pyridin-3-y1-1,3-di
hydro-imidazo[4,5- c]quinolin-2-one;
142-Chloro-4-(2-methoxy-ethyl)-pheny1]-3-methy1-8-quinolin-3-y1-1,3-d
ihydro-imidazo[4,5- c]quinolin-2-one;
144-(2-Methoxy-ethyl)-pheny1]-3-methyl-8-quinolin-3-y1-1,3-dihydro-im
idazo[4,5-c]quinolin-2- one;
144-(2-Methoxy-ethyl)-pheny1]-3-methyl-8-pyridin-3-y1-1,3-dihydro-imi
dazo[4,5-c]quinolin-2- one;
2-Methy1-244-(3-methy1-2-oxo-5-oxy-8-pyridin-3-y1-2,3-dihydro-imidazo
[4,5-c]quinolin-1-y1)- phenylkpropionitrile;
2-Methy1-244-(3-methy1-2-oxo-5-oxy-8-quinolin-3-y1-2,3-dihydro-imidaz
o[4,5-c]quinolin-110- pheny11-propionitrile;  - 105 -
214-(7-Fluoro-3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c
]quinolin-110-phenyl]- 2-methyl-propionitrile;
244-(7-Fluoro-3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-1-y1)- phenyl]-2-methyl-propionitrile;
N-Methyl-N44-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c
]quinolin-1-y1)-phenyl]- methanesulfonamide;
Methy144-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c]qui
nolin-1-y1)-phenyl]- carbamic acid tert-butyl ester; Ethanesulfonic
acid methy114-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-1-y1)-phenyikamide; Ethanesulfonic acid
methy114-(3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-
c]quinolin-1-y1)-phenylkamide; 



N-Ethyl-N14-(3-methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c]
quinolin-1-y1)-phenyllmethanesulfonamide;
N-Ethyl-N44-(3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-c
lquinolin-1-y1)-phenygmethanesulfonamide;
244-(3-Ethy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-im
idazo[4,5-c]quinolin-1-y1)-pheny1]-2-m ethylpropionitrile;
143-Fluoro-4-(4-methanesulfonyl-piperazin-1-y1)-pheny1]-3-methy1-8-qu
inolin-3-y1-1,3- dihydro-imidazo[4,5-c]quinolin-2-one;
1-[3-Fluoro-4-(4-methanesulfonyl-piperazin-1-y0-pheny1]-3-methy1-8-py
ridin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-(3-Fluoro-4-piperazin-1-yl-pheny1)-3-methyl-8-quinolin-3-y1-1,3-dih
ydro-imidazo[4,5- c]quinolin-2-one;
1-(3-Fluoro-4-piperazin-1-yl-pheny1)-3-methyl-8-pyridin-3-y1-1,3-dihy
dro-imidazo[4,5- c]quinolin-2-one;
3-Methyl-144-(4-methyl-piperazin-1-y1)-phenyl]-8-quinolin-3-y1-1,3-di
hydro-imidazo[4,5- c]quinolin-2-one;
3-Methyl-1-[4-(4-methyl-piperazin-1-y1)-phenyl]-8-pyridin-3-y1-1,3-di
hydro-imidazo[4,5- c]quinolin-2-one;
142-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinolin-3-
y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;  - 106 -
1-[2-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-3-methy1-8-pyridin-3-
y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-[3-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinolin-3
-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-[3-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-3-methy1-8-pyridin-3-
y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-(4-Imidazol-1-y1-2-methyl-pheny1)-3-methyl-8-quinolin-3-y1-1,3-dihy
dro-imidazo[4,5- c]quinolin-2-one;
1-(4-Imidazol-1-y1-2-methyl-pheny1)-3-methyl-8-pyridin-3-y1-1,3-dihyd
ro-imidazo[4,5- c]quinolin-2-one;
3-Methyl-1-(4-pyrazol-1-yl-pheny1)-8-quinolin-3-y1-1,3-dihydro-imidaz
o[4,5-c]quinolin-2-one;
3-Methyl-1-(4-pyrazol-1-yl-pheny1)-8-pyridin-3-y1-1,3-d ihydro-im
idazo[4,5-clqu inol in-2-one;
3-Methyl-8-quinolin-3-y1-1-(411,2,4]triazol-1-yl-pheny1)-1,3-dihydro-
imidazo[4,5-c]quinolin-2- one; 



3-Methyl-8-pyridin-3-y1-1-(4-[1,2,4]triazol-1-yl-pheny1)-1,3-dihydro-
im idazo[4,5-c]quinol in-2- one;
3-Methy1-114-(4-methyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-8-qu
inolin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
3-Methyl-1-[4-(4-methyl-piperazin-1-y1)-3-trifluoro m ethyl-ph
eny1]-8-pyridin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-(3-Chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-quinolin-3-y1-1,3-dih
ydro-imidazo[4,5- c]quinolin-2-one;
1-(3-Chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-pyridin-3-y1-1,3-dihy
dro-imidazo[4,5- c]quinolin-2-one;
1-(3-Chloro-4-piperazin-1-yl-pheny1)-8-(6-methoxy-pyridin-3-y1)-3-met
hy1-1,3-dihydroimidazo[4,5-clquinolin-2-one; 1-(3-Chloro-4-pipe
razin-1-yl-phenyI)-8-(5-m ethoxy-pyridin-3-y1)-3-methy1-1,3-di
hydroimidazo[4,5-c]quinolin-2-one;  - 107 -
8-(5-Methoxy-pyridin-3-y1)-3-methyl-1-[4-(4-methyl-piperazin-1-y1)-3-
trifluoromethyl-phenyl]- 1,3-dihydro-imidazo[4,5-o]quinolin-2-one;
1-[2-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-8-(6-methoxy-pyridin-
3-y1)-3-methyl-1,3- dihydro-imidazo[4,5-c]quinolin-2-one; 1-[2-Chlo
ro-4-(4-m ethyl-piperazin-1-y1)-pheny1]-8-(5-m
ethoxy-pyridin-3-y1)-3-m ethyl-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one;
1-(3-Chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-quinoxalin-6-y1-1,3-d
ihydro-imidazo[4,5- o]quinolin-2-one; 3-M
ethy1-1-(4-piperazin-1-y1-3-trifluorom ethyl-pheny1)-8-q
uinolin-3-y1-1,3-dihydro-im idazo[4,5- c]quinolin-2-one;
3-Methyl-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-pyridin-3-y1
-1,3-dihydro-imidazo[4,5- o]quinolin-2-one;
8-(6-Methoxy-pyridin-3-y1)-3-methy1-1-(4-piperazin-1-y1-3-trifluorome
thyl-pheny1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
8-(5-Methoxy-pyridin-3-y1)-3-methyl-1-(4-piperazin-1-y1-3-trifluorome
thyl-pheny1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
3-Methy1-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-quinoxalin-6
-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
143-Chloro-4-(cis-3,5-dimethyl-piperazin-1-y1)-pheny1]-3-methy1-8-pyr
idin-3-y1-1,3-dihydroimidazo[4,5-o]quinolin-2-one; 



143-Chloro-4-(cis-3,5-dimethyl-piperazin-1-y1)-pheny1]-3-methy1-8-qui
nolin-3-y1-1,3-dihydroimidazo[4,5-o]quinolin-2-one;
1-[3-Chloro-4-(4-ethyl-piperazin-1-y1)-pheny1]-3-methy1-8-pyridin-3-y
1-1,3-dihydro-imidazo[4,5- c]quinolin-2-one;
143-Chloro-4-(4-ethyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinolin-3-y
1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-[3-Chloro-4-(4-isopropyl-piperazin-1-y1)-pheny1]-3-methy1-8-pyridin
-3-y1-1,3-dihydroimidazo[4,5-clquinolin-2-one;
143-Chloro-4-(4-isopropyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinolin
-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;  - 108 -
1-[4-(4-Ethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-3-methy1-8-py
ridin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-[4-(4-Ethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-3-methy1-8-qu
inolin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-[4-(4-Ethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-3-methy1-8-py
ridin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-[4-(4-Ethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-3-methy1-8-qu
inolin-3-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
3-Methy1-8-(6-piperazin-1-yl-pyridin-3-y1)-1-(3-trifluoromethyl-pheny
1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
8-(6-Methoxy-pyridin-3-y1)-3-methy1-1-(3-trifluoromethyl-pheny1)-1,3-
dihydro-imidazo[4,5- c]quinolin-2-one;
8-quinolin-3-y1-3-methyl-1-(3-trifluoromethyl-pheny1)-1,3-dihydro-imi
dazo[4,5-c]quinolin-2- one;
1-(3-Chloro-4-imidazol-1-yl-pheny1)-3-methyl-8-pyridin-3-y1-1,3-dihyd
ro-imidazo[4,5- c]quinolin-2-one;
1-(3-Chloro-4-imidazol-1-yl-pheny1)-3-methyl-8-quinolin-3-y1-1,3-dihy
dro-imidazo[4,5- c]quinolin-2-one;
2-Methy1-244-(3-methy1-8-quinolin-3-y1-2-thioxo-2,3-dihydro-imidazo[4
,5-c]quinolin-1-y1)- phenylFpropionitrile;
2-Methy1-2-{413-methy1-8-(2-methyl-pyridin-4-y1)-2-oxo-2,3-dihydro-im
idazo[4,5-c]quinolin-1- yfl-phenyl}-propionitrile;
5-(144-(Cyano-dimethyl-methyl)-pheny1]-3-methyl-2-oxo-2,3-dihydro-11-
1-imidazo[4,5- c]quinolin-8-yll-pyridine-2-carbonitrile; 



244-(4-Amino-3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-c
]quinolin-1-y1)- phenyl]-2-methyl-propionitrile;
144-(3-Methy1-2-oxo-8-pyridin-3-y1-2,3-dihydro-imidazo[4,5-c]quinolin
-1-y1)-phenyljcyclopropanecarbonitrile;
144-(3-Methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-c]quinoli
n-1-y1)-pheny1]- cyclopropanecarbonitrile;  - 109 -
1-(4-[8-(6-Methoxy-pyridin-3-y1)-3-methyl-2-oxo-2,3-dihydro-imidazo[4
,5-c]quinolin-1-y11- phenyll-cyclopropanecarbonitrile;
1-[3-Chloro-4-(4-m
ethyl-piperazin-1-y1)-pheny1]-8-(6-methoxy-pyridin-3-y1)-3-m
ethyl-1,3- dihydro-imidazo[4,5-c]quinolin-2-one;
1-[3-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-8-(5-m ethoxy-pyrid
in-3-y1)-3-m ethyl-1,3- dihydro-imidazo[4,5-c]quinolin-2-one;
1-[3-Chloro-4-(4-methyl-piperazin-1-y1)-pheny1]-3-methy1-8-quinoxalin
-6-y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-(3-Chloro-4-piperazin-1-yl-pheny1)-8-(2-methoxy-pyrimidin-5-y1)-3-m
ethyl-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-(3-Chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-pyrimidin-5-y1-1,3-di
hydro-imidazo[4,5- c]quinolin-2-one;
1-(3-Chloro-4-piperazin-1-yl-pheny1)-3-methyl-8-(2-methyl-pyridin-410
-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
143-Chloro-4-(cis-3,5-dimethyl-piperazin-1-y1)-pheny1]-8-(6-methoxy-p
yridin-3-y1)-3-methyl1,3-dihydro-imidazo[4,5-c]quinolin-2-one;
143-Chloro-4-(cis-3,5-dimethyl-piperazin-1-y1)-pheny1]-8-(5-methoxy-p
yridin-3-y1)-3-methyl1,3-dihydro-imidazo[4,5-c]quinolin-2-one;
144-(cis-3,5-Dimethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-8-(6-
methoxy-pyridin-3-y1)-3-
methyl-1,3-dihydro-imidazo[4,5-c]quinolin-2-one;
144-(cis-3,5-Dimethyl-piperazin-1-y1)-3-trifluoromethyl-pheny1]-8-(5-
methoxy-pyridin-3-y1)-3-
methyl-1,3-dihydro-imidazo[4,5-clquinolin-2-one;
8-(2-Methoxy-pyrimidin-5-y1)-3-methyl-1-(4-piperazin-1-y1-3-trifluoro
methyl-pheny1)-1,3- dihydro-imidazo[4,5-c]quinolin-2-one;
3-Methy1-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-8-pyrimidin-5-
y1-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
5-[3-Methyl-2-oxo-1-(4-piperazin-1-y1-3-trifluoromethyl-pheny1)-2,3-d
ihydro-1H-imidazo[4,5- c]quinolin-8-ylkpyridine-2-carbonitrile; 



- 110 -
3-Methy1-8-pyridin-3-y1-1-(441,2,4]triazol-1-y1-3-trifluoromethyl-phe
ny1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
3-Methy1-8-quinolin-3-y1-1-(441,2,41triazol-1-y1-3-trifluoromethyl-ph
eny1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
8-(6-Methoxy-pyridin-3-y1)-3-methyl-1-(441
,2,41triazol-1-y1-3-trifluoromethyl-pheny1)-1,3-
dihydro-imidazo[4,5-c]quinolin-2-one;
8-(5-Methoxy-pyridin-3-y1)-3-methyl-1-(441,2,4]triazol-1-y1-3-trifluo
romethyl-pheny1)-1,3- dihydro-imidazo[4,5-c]quinolin-2-one;
5-[3-Methyl-2-oxo-1-(411,2,4]triazol-1-y1-3-trifluoromethyl-pheny1)-2
,3-d i hydro-1 Himidazo[4,5-c]quinolin-811]-pyridine-2-carbonitrile;
8-(6-Fluoro-pyridin-3-y1)-3-methyl-1-(411,2,4]triazol-1-y1-3-trifluor
omethyl-pheny1)-1,3- dihydro-imidazo[4,5-c]quinolin-2-one;
8-(2,6-Dimethoxy-pyridin-3-y1)-3-methyl-1-(441,2,4]triazol-1-y1-3-tri
fluoromethyl-pheny1)-1,3- dihydro-imidazo[4,5-clquinolin-2-one;
3-Methyl-8-pyrim id
in-5-y1-1-(441,2,4]triazol-1-y1-3-trifluoromethyl-pheny1)-1,3-dihyd
roimidazo[4,5-c]quinolin-2-one; 8-(2-Methoxy-pyrim id
in-5-y1)-3-methy1-1-(441,2,4]triazol-1-y1-3-trifluorom
ethyl-pheny1)-1,3- dihydro-imidazo[4,5-c]quinolin-2-one;
8-(2,4-Dimethoxy-pyrimidin-5-y1)-3-methyl-1-(441,2,4]triazol-1-y1-3-t
rifluoromethyl-pheny1)- 1,3-dihydro-imidazo[4,5-clquinolin-2-one;
3-Methyl-1-(4-pyrazol-1-y1-3-trifluoromethyl-pheny1)-8-pyridin-3-y1-1
,3-dihydro-imidazo[4,5- c]quinolin-2-one;
3-Methyl-1-(4-pyrazol-1-y1-3-trifluoromethyl-pheny1)-8-quinolin-3-y1-
1,3-dihydro-imidazo[4,5- c]quinolin-2-one;
8-(6-Methoxy-pyridin-3-y1)-3-methy1-1-(4-pyrazol-1-y1-3-trifluorometh
yl-pheny1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
8-(5-Methoxy-pyridin-3-y1)-3-methy1-1-(4-pyrazol-1-y1-3-trifluorometh
yl-pheny1)-1,3-dihydroimidazo[4,5-c]quinolin-2-one;
1-(3-Chloro-441,2,4]triazol-1-yl-pheny1)-3-methy1-8-pyridin-3-y1-1,3-
dihydro-imidazo[4,5- c]quinolin-2-one;  1-(3-Chloro-441
,2,4]triazol-1-yl-pheny1)-3-methyl-8-guinolin-3-y1-1,3-dihydro-imidaz
o[4,5- c]guinolin-2-one; 



1-(4-Imidazol-1-y1-3-trifluoromethyl-pheny1)-3-methyl-8-pyridin-3-y1-
1,3-dihydro-imidazo[4,5- c]guinolin-2-one;
1-(4-Imidazol-1-y1-3-trifluoromethyl-phenyl)-3-methyl-8-gu
inolin-3-y1-1,3-dihyd ro-imidazo[4,5- c]g u inolin-2 -one; 1-(4-Im
idazol-1-y1-3-trifluorom ethyl-ph
eny1)-8-(6-methoxy-pyridin-3-y1)-3-m ethy1-1
,3-dihydroimidazo[4,5-c]guinolin-2-one; 1 -(4-Im idazol-1-y1-3-trif
luorom ethyl-pheny1)-8-(5-methoxy-pyridin-3-y1)-3-methyl-1 ,3-d
ihydroim id azo[4,5-c]g uinol in-2-one;
3-Methyl-8-pyridin-3-y1-1-(441,2,4]triazol-1-ylmethyl-pheny1)-1,3-dih
ydro-imidazo[4,5- c]guinolin-2-one;
3-Methyl-8-guinolin-3-y1-1-(441,2,41triazol-1-ylmethyl-pheny1)-1,3-di
hydro-imidazo[4,5- c]guinolin-2-one;
1-(4-Imidazol-1-ylmethyl-phenyl)-3-methyl-8-pyridin-3-y1-1,3-dihydro-
imidazo[4,5-c]guinolin-2- one; and
1-(4-Imidazol-1-ylmethyl-pheny1)-3-methyl-8-guinolin-3-y1-1,3-dihydro
-imidazo[4,5-c]guinolin2-one; or a tautomer thereof, or a
pharmaceutically acceptable salt, or a hydrate thereof. 3. A compound
of formula I according to claim 2, which is
2-Methy1-214-(3-methy1-2-oxo-8-guinolin-3-y1-2,3-dihydro-imidazo[4,5-
c]guinolin-1-y1)- phenylFpropionitrile or a tautomer thereof, or a
pharmaceutically acceptable salt, or a hydrate thereof. 4. A compound
of formula I according to claim 2, which is
8-(6-Methoxy-pyridin-3-y1)-3-methy1-1-(4-piperazin-1-y1-3-trifluorome
thyl-pheny1)-1,3-dihydroimidazo[4,5-c]guinolin-2-one or a tautomer
thereof, or a pharmaceutically acceptable salt, or a hydrate thereof.
-112-  5. A compound of formula I according to any one of claim 1, 2,
3 or 4, or a tautomer thereof, or a pharmaceutically acceptable salt
of such a compound, for use in a method for the treatment of the
human or animal body.  6. Use of a compound according to any one of
claim 1, 2, 3 or 4, or a tautomer thereof, or a pharmaceutically
acceptable salt, or a hydrate thereof for the preparation of a
medicament for the treatment of a proliferative disease, an
inflammatory disease or an obstructive respiratory disease.  7. A use
according to claim 6 wherein the proliferative disease is a solid
tumor disease.  8. A compound according to any one of claim 1, 2, 3
or 4, or a tautomer thereof, or a pharmaceutically acceptable salt,
or a hydrate thereof for use in the treatment of a proliferative
disease, an inflammatory disease or an obstructive respiratory
disease. 



9. A compound for use in the treatment of a disease according to
claim 8 wherein the proliferative disease is a solid tumor disease.
10. A pharmaceutical preparation, comprising a compound of formula I
according to any one of claims 1, 2, 3 or 4, or a tautomer thereof,
or a pharmaceutically acceptable salt, or a hydrate thereof, and at
least one pharmaceutically acceptable carrier.  11. A process for the
preparation of a compound of formula I according to claim 1, or a
pharmaceutically acceptable salt thereof, characterized in that a
imidazoquinoline derivative of the formula II  - 113 -  wherein R1,
R2, R3r F13, R6 and n are as defined for a compound of the formula I
is reacted with a boronic acid of the formula Ill R4-B(OH)2(III)
wherein R4 is as defined for a compound of the formula I in the
presence of a base and a palladium(II) compound in the presence of an
inert solvent; where the above starting compounds II and III may also
be present with functional groups in protected form if necessary
and/or in the form of salts, provided a salt-forming group is present
and the reaction in salt form is possible; any protecting groups in a
protected derivative of a compound of the formula I are removed; and,
if so desired, an obtainable compound of formula I is converted into
another compound of formula I, a free compound of formula I is
converted into a salt, an obtainable salt of a compound of formula I
is converted into the free compound or another salt, and/or a mixture
of isomeric compounds of formula I is separated into the individual
isomers. 


