
WO 2008/017361PCT/EP2007/006r$6 2-(Heterocyclylbenzyl)pyridazinone
derivatives BACKGROUND OF THE INVENTION The invention had the object
of finding novel compounds having valuable properties, in particular
those which can be used for the preparation of medicaments. The
present invention relates to compounds and to the use of compounds in
which the inhibition, regulation and/or modulation of signal
transduction by kinases, in particular tyrosine kinases and/or
serine/threonine kinases, plays a role, furthermore to pharmaceutical
compositions which comprise 15 these compounds, and to the use of the
compounds for the treatment of kinase-induced diseases.     In
particular, the present invention relates to compounds and to the use
of compounds in which the inhibition, regulation and/or modulation of
signal 20transduction by Met kinase plays a role. One of the
principal mechanisms by which cellular regulation is effected is
through the transduction of extracellular signals across the membrane
that in turn modulate biochemical pathways within the cell. Protein
phosphoryl- 25 ation represents one course by which intracellular
signals are propagated from molecule to molecule resulting finally in
a cellular response. These signal transduction cascades are highly
regulated and often overlap, as is evident from the existence of many
protein kinases as well as phosphate- 30ses. Phosphorylation of
proteins occurs predominantly at serine, threonine or tyrosine
residues, and protein kinases have therefore been classified by their
specificity of phosphorylation site, i.e. serinelthreonine kinases
and tyrosine kinases. Since phosphorylation is such a ubiquitous
process within cells and since cellular phenotypes are largely
influenced by the 35  WO 2008/017361PCT/EP2007/006186 2 states and/or
diseases are attributable to either aberrant activation or functional
mutations in the molecular components of kinase cascades.
Consequently, considerable attention has been devoted to the
characteri- 5sation of these proteins and compounds that are able to
modulate their activity (for a review see: Weinstein-Oppenheimer et
al. Pharma. &. Therap., 2000, 88, 229-279). The role of the receptor
tyrosine kinase Met in human oncogenesis and 10the possibility of
inhibition of HGF (hepatocyte growth factor)dependent 



Met activation are described by S. Berthou et al. in Oncogene, Vol.
23, No. 31, pages 5387-5393 (2004). The inhibitor SU11274 described
therein, a pyrrole-indoline compound, is potentially suitable for
combating cancer. 15Another Met kinase inhibitor for cancer therapy
is described by J.G. Christensen et al. in Cancer Res. 2003, 63(21),
7345-55. A further tyrosine kinase inhibitor for combating cancer is
reported by H. Hov et al. in Clinical Cancer Research Vol. 10,
6686-6694(2004). The 20compound PHA-665752, an indole derivative, is
directed against the HGF receptor c-Met. It is furthermore reported
therein that HGF and Met make a considerable contribution to the
malignant process of various forms of cancer, such as, for example,
multiple myeloma. 25The synthesis of small compounds which
specifically inhibit, regulate and/or modulate signal transduction by
tyrosine kinases and/or serine/ threonine kinases, in particular Met
kinase, is therefore desirable and an aim of the present invention.
30 It has been found that the compounds according to the invention
and salts thereof have very valuable pharmacological properties while
being well tolerated. 35The present invention specifically relates to
compounds of the formula I which inhibit, regulate and/or modulate
signal transduction by Met kinase,  WO 2008/017361PCT/EP2007/00618,6
3 to compositions which comprise these compounds, and to processes
for the use thereof for the treatment of Met kinase-induced diseases
and complaints, such as angiogenesis, cancer, tumour formation,
growth and pro- pagation, arteriosclerosis, ocular diseases, such as
age-induced macular 5 degeneration, choroidal neovascularisation and
diabetic retinopathy, in- flammatory diseases, arthritis, thrombosis,
fibrosis, glomerulonephritis, neurodegeneration, psoriasis,
restenosis, wound healing, transplant rejection, metabolic diseases
and diseases of the immune system, also auto- 10immune diseases,
cirrhosis, diabetes and diseases of the blood vessels, also
instability and permeability and the like in mammals. Solid tumours,
in particular fast-growing tumours, can be treated with Met 15 kinase
inhibitors. These solid tumours include monocytic leukaemia, brain,
urogenital, lymphatic system, stomach, laryngeal and lung carcinoma,
including lung adenocarcinoma and small-cell lung carcinoma. The
present invention is directed to processes for the regulation,
module- 



20 tion or inhibition of Met kinase for the prevention and/or
treatment of diseases in connection with unregulated or disturbed Met
kinase activity. In particular, the compounds of the formula I can
also be employed in the treatment of certain forms of cancer. The
compounds of the formula I can 25furthermore be used to provide
additive or synergistic effects in certain existing cancer
chemotherapies, and/or can be used to restore the efficacy of certain
existing cancer chemotherapies and radiotherapies. 30The compounds of
the formula I can furthermore be used for the isolation and
investigation of the activity or expression of Met kinase. In
addition, they are particularly suitable for use in diagnostic
methods for diseases in connection with unregulated or disturbed Met
kinase activity. 35  4 pounds according to the invention are
administered to a patient having a hyperproliferative disease, for
example to inhibit tumour growth, to reduce inflammation associated
with a lymphoproliferative disease, to inhibit transplant rejection
or neurological damage due to tissue repair, etc. The present
compounds are suitable for prophylactic or therapeutic purposes. As
used herein, the term "treatment" is used to refer to both prevention
of diseases and treatment of pre-existing conditions. The prevention
of proliferation is achieved by administration of the compounds
according to the 10 invention prior to the development of overt
disease, for example to prevent the growth of tumours, prevent
metastatic growth, diminish restenosis associated with cardiovascular
surgery, etc. Alternatively, the compounds are used for the treatment
of ongoing diseases by stabilising or improving the 15clinical
symptoms of the patient. The host or patient can belong to any
mammalian species, for example a primate species, particularly
humans; rodents, including mice, rats and hamsters; rabbits; horses,
cows, dogs, cats, etc. Animal models are of 20interest for
experimental investigations, providing a model for treatment of human
disease. The susceptibility of a particular cell to treatment with
the compounds 25 according to the invention can be determined by in
vitro tests. Typically, a culture of the cell is combined with a
compound according to the invention at various concentrations for a
period of time which is sufficient to allow the active agents to
induce cell death or to inhibit migration, usually between 30about
one hour and one week. In vitro testing can be carried out using cul-
tivated cells from a biopsy sample. The viable cells remaining after
the treatment are then counted. The dose varies depending on the
specific compound used, the specific disease, the patient status,
etc. A therapeutic dose is typically sufficient 35considerably to
reduce the undesired cell population in the target tissue while the
viability of the patient is maintained. The treatment is generally
WO 2008/017361PCT/EP2007/006186 5 continued until a considerable
reduction has occurred, for example an at least about 50% reduction
in the cell burden, and may be continued until essentially no more
undesired cells are detected in the body. 5 



For identification of a signal transduction pathway and for detection
of interactions between various signal transduction pathways, various
scientists have developed suitable models or model systems, for
example cell culture models (for example Khwaja et al., EMBO, 1997,
16, 2783-93) and 10 models of transgenic animals (for example White
et al., Oncogene, 2001, 20, 7064-7072). For the determination of
certain stages in the signal transduction cascade, interacting
compounds can be utilised in order to modulate the signal (for
example Stephens et al., Biochemical J., 2000, 351, 1595-105). The
compounds according to the invention can also be used as reagents for
testing kinase-dependent signal transduction pathways in animals
and/or cell culture models or in the clinical diseases mentioned in
this application. 20Measurement of the kinase activity is a technique
which is well known to the person skilled in the art. Generic test
systems for the determination of the kinase activity using
substrates, for example histone (for example Alessi et al., FEBS
Lett. 1996, 399, 3, pages 333-338) or the basic myelin 25protein, are
described in the literature (for example Campos-Gonzalez, R. and
Glenney, Jr., J.R. 1992, J. Biol. Chem. 267, page 14635). For the
identification of kinase inhibitors, various assay systems are avail-
30able. In scintillation proximity assay (Sorg et al., J. of
Biomolecular Screen- ing, 2002, 7, 11-19) and flashplate assay, the
radioactive phosphorylation of a protein or peptide as substrate with
yATP is measured. In the presence of an inhibitory compound, a
decreased radioactive signal, or none at 35all, is detectable.
Furthermore, homogeneous time-resolved fluoroescence resonance energy
transfer (HTR-FRET) and fluoroescence polarisation  WO
2008/017361PCT/EP2007/006186 6 (FP) technologies are suitable as
assay methods (Sills et al., J. of Si-molecular Screening, 2002,
191-214). Other non-radioactive ELISA assay methods use specific
phospho-anti- 5 bodies (phospho-ABs). The phospho-AB binds only the
phosphorylated substrate. This binding can be detected by
chemiluminescence using a second peroxidase-conjugated anti-sheep
antibody (Ross et al., 2002, Biochem. J.). 10There are many diseases
associated with deregulation of cellular prolifera- tion and cell
death (apoptosis). The conditions of interest include, but are not
limited to, the following. The compounds according to the invention
are suitable for the treatment of various conditions where there is
proliferation 15 and/or migration of smooth muscle cells and/or
inflammatory cells into the intimal layer of a vessel, resulting in
restricted blood flow through that vessel, for example in the case of
neointimal occlusive lesions. Occlusive graft vascular diseases of
interest include atherosclerosis, coronary vascular 20disease after
grafting, vein graft stenos's, peri-anastonnatic prosthetic
restenosis, restenosis after angioplasty or stent placement, and the
like. PRIOR ART 



25Dihydropyridazinones for combating cancer are described in WO
03/037349 Al.     Other pyridazines for the treatment of diseases of
the immune system, ischaemic and inflammatory diseases are known from
EP 1 043 317 Al 30and EP 1 061 077 Al . EP 0 738 716 A2 and EP 0 711
759 B1 describe other dihydropyridazinones and pyridazinones as
fungicides and insecticides.         Other pyridazinones are
described as cardiotonic agents in US 4,397,854. 35JP 57-95964
discloses other pyridazinones.  7 SUMMARY OF THE INVENTION The
invention relates to compounds of the formula I S    in which
R1denotes Ar or Het, R2denotes a saturated, unsaturated or aromatic
5-membered 15heterocycle having 1 to 4 N, 0 and/or S atoms, which may
be unsubstituted or mono- or disubstituted by Hal, A, (CH2)n0R3,
N(R3)2, SR3, NO2, CN, COOR3, CON(R3)2, NR3COA, NR3S02A, SO2N(R3)2,
S(0)rnA, Heti, -1C(R3)2bN(R3)2, -[C(R3)2],1-let1 , 0[C(R3)2],N(R3)2,
0[C(R3)21nHet1, S[C(R3)2]N(R3)2, S{C(R3)2}nHet1, -NR3[C(R3)2}nN(R3)2,
-NR3[C(R3)2]nHet1 , -NR3Het1, NHCON(R3)2, NHCONH[C(R3)2bN(R3)2,
NHC0NH[C(R3)2bHet1, CON(R3)2, ONR3[C(R3)2]1N(R3)2,
C0NRIC(R3)21,1-let1, COHeti, COA and/or =0 (carbonyl 25oxygen),
R3denotes H or A, R4, R5each, independently of one another, denote H,
Hal, A, OR3, CN, COOR3, CON(R3)2, NR3COA, NR3S02A, SO2N(R3)2 or
S(0)rnA, 



30Adenotes unbranched or branched alkyl having 1-10 C atoms, in which
1-7 H atoms may be replaced by F, Cl and/or Br,
and/or in which one or two CH2 groups may be replaced by 0, 35S, SO,
SO2 and/or CH=CH groups,  8 cyclic alkyl having 3-7 C atoms,
Ardenotes phenyl, naphthyl or biphenyl, each of which is unsubsti-
tuted or mono-, di- or trisubstituted by Hal, A, OR3, N(R3)2, SR3,
NO2, CN, COOR3, CON(R3)2, NR3COA, NR3S02A, SO2N(R3)2, S(0)"A,
CO-Heti, Het', 0[C(R3)2}1N(R3)2, 0[C(R3)2bHet1 , NHCOOA, NHCON(R3)2,
NHCOO[C(R3)21nN(R3)2, NHCOO[C(R3)21,Hetl, NHCONH[C(R3)2]nN(R3)2,
NHCONH[C(R3)2]nHet1, 0C0NH[C(R3)2]nN(R3)2, 10OCONH[C(R3)21nHet1
and/or COA, Hetdenotes a mono-, bi- or tricyclic saturated,
unsaturated or aro- matic heterocycle having Ito 4 N, 0 and/or S
atoms, which may                    be unsubstituted or mono-, di- or
trisubstituted by Hal, A, OR3, 15N(R3)2, SR3, NO2, CN, COOR3,
CON(R3)2, NR3COA, NR3S02A, SO2N(R3)2, S(0)mA, CO-Hetl, Heti,
0[C(R3)2]N(R3)2, 0[C(R3)2],Het1, NHCOOA, NHCON(R3)2,
NHCOO[C(R3)2]1N(R3)2, NHCO0[C(R3)2]Het1 , NHC0NH[C(R3)2]nN(R3)2,
NHCONH[C(R3)2]nHet1 , OCONH[C(R3)2bN(R3)2, OCONH[C(R3)2InHet1,
CO-Hetl, CHO, COA, =S, =NH, =NA and/or =0 (carbonyl oxygen),
Hetidenotes a monocyclic saturated or aromatic heterocycle having
1 to 2 N and/or 0 atoms, which may be mono- or disubstituted 25by A,
OA, OH, Hal, (CH2)nN(R3)2, (CH2)n0R3, (CH2),Het2 and/or =0 (carbonyl
oxygen), Het2denotes pyrrolidino, piperidino or morpholino,
Haldenotes F, Cl, Br or 1, 



30mdenotes 0, 1 or 2, denotes 1, 2, 3 or 4, and pharmaceutically
usable derivatives, solvates, salts, tautomers and stereoisomers
thereof, including mixtures thereof in all ratios,  WO
2008/017361PCT/EP2007/0061$6 9 vates of these compounds. The term
solvates of the compounds is taken to mean adductions of inert
solvent molecules onto the compounds which form owing to their mutual
attractive force. solvates are, for example, 5mono- or dihydrates or
alkoxides. The term pharmaceutically usable derivatives is taken to
mean, for example, the salts of the compounds according to the
invention and also so-called prodrug compounds. The term prodrug
derivatives is taken to mean compounds of the formula I 10 which have
been modified by means of, for example, alkyl or acyl groups, sugars
or oligopeptides and which are rapidly cleaved in the organism to
form the effective compounds according to the invention.    These
also include biodegradable polymer derivatives of the compounds
15according to the invention, as described, for example, in Int. J.
Pharm. 115, 61-67 (1995). The expression "effective amount" denotes
the amount of a medicament or of a pharmaceutical active ingredient
which causes in a tissue, system, 20animal or human a biological or
medical response which is sought or desired, for example, by a
researcher or physician. In addition, the expression "therapeutically
effective amount" denotes an        amount which, compared with a
corresponding subject who has not 25received this amount, has the
following consequence: improved treatment, healing, prevention or
elimination of a disease, syndrome, condition, complaint, disorder or
side-effects or also the reduction in the advance of a disease,
complaint or disorder. 30The expression "therapeutically effective
amount' also encompasses the amounts which are effective for
increasing normal physiological function.    The invention also
relates to the use of mixtures of the compounds of the 35formula I,
for example mixtures of two diastereomers, for example in the ratio
1:1, 1:2, 1:3, 1:4, 1:5, 1:10, 1:100 or 1:1000. These are
particularly preferably mixtures of stereoisomeric compounds.   



WO 2008/017361 PCT/EP2007/006186  10 The invention relates to the
compounds of the formula I and salts thereof and to a process for the
preparation of compounds of the formula I accord- 6ing to Claims 1-11
and pharmaceutically usable derivatives, salts, solvates, tautomers
and stereoisomers thereof, characterised in that a)a compound of the
formula II 10 R1N "NHII in which Ri has the meaning indicated in
Claim 1, 15 is reacted with a compound of the formula III R2
in which R2, R3, R4 and R5 have the meanings indicated in Claim 1
25and Ldenotes Cl, Br, I or a free or reactively functionally
modified OH group, 30or b) a radical R2 is converted into another
radical R2 by i)acylating or alkylating an amino group,
35ii)cyclising an oxyamidine derivative to give an oxadiazole
derivative,  



11 iii) cyclising an amide derivative to give an oxazole derivative,
iv) reacting an alkyl ester derivative with an N-hydroxyamidine
derivative to give an oxadiazole derivative, 5v)cyclising an
N-(aminothiocarbonyphydrazide derivative to give an oxadiazole
derivative, vi) alkylating an SH group, vii) reacting a cyano group
with an azide derivative to give a tetrazole derivative 10or c)in
that it is liberated from one of its functional derivatives by treat-
ment with a solvolysing or hydrogenolysing agent, 15 and/or a base or
acid of the formula I is converted into one of its salts.
Above and below, the radicals R1, R2, R3, R4 and R5 have the meanings
20indicated for the formula I, unless expressly stated otherwise. A
denotes alkyl, is unbranched (linear) or branched, and has 1, 2, 3,
4, 5, 6, 7, 8, 9 or 10 C atoms. A preferably denotes methyl,
furthermore ethyl, 25propyl, isopropyl, butyl, isobutyl, sec-butyl or
tert-butyl, furthermore also pentyl, 1-, 2- or 3-methylbutyl, 1,1-,
1,2- or 2,2-dimethylpropyl, 1-ethylpropyl, hexyl, 1-, 2-, 3- or
4-methylpentyl, 1,1-, 1,2-, 1,3- , 2,2- , 2,3- or 3,3-dimethylbutyl,
1- or 2-ethylbutyl, 1-ethyl-1-methylpropyl, 1-ethyl-2-
30methylpropyl, 1,1,2- or 1,2,2-trimethylpropyl, furthermore
preferably, for example, trifluoromethyl. A very particularly
preferably denotes alkyl having 1, 2, 3, 4, 5 or 6 C atoms,
preferably methyl, ethyl, propyl, isopropyl, butyl, isobutyl,
sec-butyl, 35tert-butyl, pentyl, hexyl, trifluoromethyl,
pentafluoroethyl or 1,1,1-trifluoro- ethyl.  12 Cyclic alkyl
(cycloalkyl) preferably denotes cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl or cycloheptyl. 5Ar denotes, for example, phenyl, o-, m-
or p-tolyl, o-, m- or p-ethylphenyl, 



o-, m- or p-propylphenyl, o-, m- or p-isopropylphenyl, o-, m- or
p-tert-butylphenyl, o-, m- or p-hydroxyphenyl, o-, m- or
p-nitrophenyl, o-, m- or paminophenyl, o-, m- or
p-(N-methylamino)phenyl, o-, m- or p-(N-methylaminocarbonyl)phenyl,
o-, in- or p-acetamidophenyl, o-, m- or p-methoxy- 10 phenyl, o-, m-
or p-ethoxyphenyl, o-, m- or p-ethoxycarbonylphenyl, o-, m-or
p-(N,N-dimethylamino)phenyl, o-, m- or p-(N,N-dimethylaminocarbonyI)-
phenyl, o-, m- or p-(N-ethylamino)phenyl, o-, m- or
p-(N,N-diethylamino)- phenyl, o-, m- or p-fluorophenyl, o-, m- or
p-bromophenyl, o-, m- or p- 15chlorophenyl, o-, m- or
p-(methylsulfonamido)phenyl, o-, m- or p-(methyl- sulfonyl)phenyl,
o-, m- or p-methylsulfanylphenyl, o-, m- or p-cyanophenyl, o-, m- or
p-carboxyphenyl, o-, m- or p-methoxycarbonylphenyi, o-, m- or
p-formylphenyl, o-, m- or p-acetylphenyl, o-, m- or
p-aminosulfonylphenyl, o-, in- or p-(morpholin-4-ylcarbonyhpheny1,
o-, m- or p-(morpholin-4-yl- 20carbonyl)phenyl, o-, m- or
p-(3-oxomorpholin-4-yl)phenyl, o-, m- or p-
(piperidinylcarbonyl)phenyl, o-, m- or
p[2-(morpholin-4-yDethoxylphenyl, o-, m- or
p-P-(N,N-diethylamino)propoxylphenyl, o-, m- or
p-(3-(3-diethylaminopropyOureidoThhenyl, o-, m- or
p-(3-diethylaminopropoxycarbonyl- 25amino)phenyl, furthermore
preferably 2,3-, 2,4-, 2,5-, 2,6-, 3,4- or 3,5-di- fluorophenyl,
2,3-, 2,4-, 2,5-, 2,6-, 3,4- or 3,5-dichlorophenyl, 2,3-, 2,4-, 2,5-,
2,6-, 3,4- or 3,5-dibromophenyl, 2,4- or 2,5-dinitrophenyl, 2,5- or
3,4- dimethoxyphenyl, 3-nitro 4 chlorophenyl, 3-amino-4-chloro-,
2-amino-3- 30chloro-, 2-amino-4-chloro-, 2-amino-5-chloro- or
2-amino-6-chlorophenyl, 2-nitro-4-N,N-dimethylamino- or
3-nitro-4-N,N-dimethylaminophenyl, 2,3- diaminophenyl, 2,3,4-,
2,3,5-, 2,3,6-, 2,4,6- or 3,4,5-trichlorophenyl, 2,4,6-
trimethoxyphenyl, 2-hydroxy-3,5-dichlorophenyl, p-iodophenyl,
3,6-dichloro-4-aminophenyl, 4-fluoro-3-chlorophenyl, 2-fluoro
4-bromophenyl, 352,5-difluoro-4-bromophenyl, 3-bromo-6-methoxyphenyl,
3-chloro-6-meth- oxyphenyl, 3-chloro-4-acetarnidophenyl, 3-fluoro-4
methoxyphenyl,  13 3-amino-6-methylphenyl, 3-chloro-4-acetamidophenyl
or 2,5-dimethy1-4- chlorophenyl. 5In a further embodiment, Ar
preferably denotes phenyl, naphthyl or bi- phenyl, each of which is
unsubstituted or mono-, di- or trisubstituted by Hal, CN and/or
S(0)mA. Irrespective of further substitutions, Het denotes, for
example, 2- or 3-furyl, 102- or 3-thienyl, 1-, 2- or 3-pyrrolyl, 1-,
2, 4- or 5-imidazolyi, 1-, 3-, 4- or 5- pyrazolyl, 2-, 4- or
5-oxazolyl, 3-, 4- or 5-isoxazolyl, 2-, 4- or 5-thiazolyl, 3-, 4- or
5-isothiazolyl, 2-, 3- or 4-pyridyl, 2-, 4-, 5- or 6-pyrimidinyl,
furthermore preferably 1,2,3-triazol-1-, -4- or -5-yl,
1,2,4-triazol-1-, -3- or 5-yl, 1- 15or 5-tetrazolyl,
1,2,3-oxadiazol-4- or -5-yl, 1,2,4-oxadiazol-3- or -5-yl, 1,3,4-
thiadiazol-2- or -5-yl, 1,2,4-thiadiazol-3- or -5-yl,
1,2,3-thiadiazol-4- or -5-yl, 3- or 4-pyridazinyl, pyrazinyl, 1-, 2-,
3-, 4-, 5-, 6- or 7-indolyi, 4- or 5-isoindolyl, indazolyi, 1-, 2-,
4- or 5-benzimidazolyl, 1-, 3-, 4-, 5-, 6- or 7-benzo- 2pyrazolyl,
2-, 4-, 5-, 6- or 7-benzoxazolyl, 3-, 4-, 5-, 6- or 7-
benzisoxazolyl, 0  2-, 4-, 5-, 6- or 7-benzothiazolyl, 2-, 4-, 5-, 6-
or 7-benzisothiazolyl, 4-, 5-, 6- or 7-benz-2,1,3-oxadiazolyl, 2-,
3-, 4-, 5-, 6-, 7- or 8-quinolyl, 1-, 3-, 4-, 5-, 6-, 7- or
8-isoquinolyl, 3-, 4-, 5-, 6-, 7- or 8-cinnolinyl, 2-, 4-, 5-, 6-, 7-



25 oxazinyl, further preferably 1,3-benzodioxo1-5-yl,
1,4-benzodioxan-6-yl, 2,1,3-benzothiadiazol-4-, -5-ylor
2,1,3-benzoxadiazol-5-ylor dibenzofuranyl. The heterocyclic radicals
may also be partially or fully hydrogenated. 30Irrespective of
further substitutions, Net and Het2 can thus also denote, for
example, 2,3-dihydro-2-, -3-, -4- or -5-furyl, 2,5-dihydro-2-, -3-,
-4- or 5- furyl, tetrahydro-2- or -3-furyl, 1,3-dioxolan-4-yl,
tetrahydro-2- or -3-thienyl, 2,3-dihydro-1-, -2-, -3-, -4- or
-5-pyrrolyl, 2,5-dihydro-1-, -2-, -3-, -4- or -5- pyrrolyl, 1-, 2- or
3-pyrrolidinyl, tetrahydro-1-, -2- or -4-imidazolyl, 2,3-di- 35
hydro-1-, -2-, -3-, -4- or -5-pyrazolyl, tetrahydro-1-, -3- or
-4-pyrazolyl, 1,4- dihydro-1-, -2-, -3- or -4-pyridyl,
1,2,3,4-tetrahydro-1-, -2-, -3-, -4-, -5- or -6-  14 pyridyl, 1-, 2-,
3- or 4-piperidinyl, 2-, 3- or 4-morpholinyl, tetrahydro-2-, -3- or
-4-pyranyl, 1,4-dioxanyl, 1,3-dioxane-2-, -4- or -5-yl, hexahydro-1-,
-3- or -4-pyridazinyl, hexahydro-1-, -2-, -4- or -5-pyrimidinyl, 1-,
2- or 3-piperaz- 5inyl, 1,2,3,4-tetrahydro-1-, -2-, -3-, -4-, -5-,
-6-, -7- or -8-quinolyl, 1,2,3,4- tetrahydro-1-,-2-,-3-, -4-, -5-,
-6-, -7- or -8-isoquinolyl, 2-, 3-, 5-, 6-, 7- or 8-
3,4-dihydro-2H-benzo-1,4-oxazinyl, furthermore preferably
2,3-methylenedioxyphenyl, 3,4-methylenedioxyphenyl,
2,3-ethylenedioxyphenyl, 3,4- ethylenedioxyphenyl,
3,4-(difluoromethylenedioxy)phenyl, 2,3-dihydro- 10benzofuran-5- or
6-yl, 2,3-(2-oxomethylenedioxy)phenyl or also 3,4-di-
hydro-2H-1,5-benzodioxepin-6- or -7-yl, furthermore preferably
2,3-di- hydrobenzofuranyl, 2,3-dihydro-2-oxofuranyl,
3,4-dihydro-2-oxo-1Hquinazolinyl, 2,3-dihydrobenzoxazolyl,
2-oxo-2,3-dihydrobenzoxazolyl, 2,3- 15dihydrobenzimidazolyl,
1,3-dihydroindole, 2-oxo-1,3-dihydroindole or 2-
oxo-2,3-dihydrobenzimidazolyl.     In a further embodiment, Het
preferably denotes a mono- or bicyclic aro20matic heterocycle having
1 to 3 N, 0 and/or S atoms, which may be un- substituted or mono-,
di- or trisubstituted by Hal. Het particularly preferably denotes
thiazolyl, thienyl, pyridyl, benzo-1,2,5- thiadiazoly1 or
benzo-1,3-dioxolyl. 25 Heti preferably denotes a monocyclic saturated
or aromatic heterocycle having 1 to 2 N and/or 0 atoms, which may be
mono- or disubstituted by A. Heti particularly preferably denotes
piperidin-1-yl, pyrrolidin-1-yl, mar- 30pholin-4-yl, piperazin-1-0,
1,3-oxazolidin-3-yl, imidazoliclinyl, oxazolyl, thia- zofyl,
1,4-diazepanyl, thienyl, furanyl or pyridyl, where the radicals may
also be mono- or disubstituted by A, (OH2)nHe9, (CH2)0N(R3)2 and/or
(CH2),OR3. 35Ri preferably denotes 4-fluorophenyl,
3,5-difluorophenyl, 3,4-difluoro- 



phenyl, 3,4,5-trifluorophenyl, 2-chlorophenyl, 3-chlorophenyl,
3-cyano-  15 phenyl, 4-cyanophenyl, 4-methylsulfonylphenyl, pyridyl,
benzo-1,3-dioxoly1 or benzo-1,2,5-thiadiazolyl. R2 preferably denotes
an unsaturated or aromatic 5-membered heterocycle having 1 to 4 N, 0
and/or S atoms, which may be unsubstituted or mono- or disubstituted
by Hal, A, (CH2)"0R3, N(R3)2, SR3, Heti, -[C(R3)2],11\1(R3)2,
40(R3)21Het1, S[C(R3)2]nN(R3)2,        -NR3[C(R3)2]N(R3)2,
-NR3[C(R3)2]Het1, -NR3Het1, COHeti and/or =0 (car-10bonyl oxygen).
Unsaturated or aromatic 5-membered heterocycle having 1 to 4 N, 0
and/or S atoms here denotes, for example, 2- or 3-fury!, 2- or
3-thienyl, 1-, 2- or 3-pyrrolyl, 1-, 2, 4- or 5-imidazolyl, 1-, 3-,
4- or 5-pyrazolyl, 2-, 4- or 5- 15oxazolyl, dihydrooxazolyl, 3-, 4-
or 5-isoxazolyl, 2-, 4- or 5-thiazolyl, di- hydrothiazolyl, 3-, 4- or
5-isothiazolyl, furthermore preferably 1,2,3-triazol1-, -4- or -5-yl,
1,2,4-triazol-1-, -3- or 5-yl, 1- or 5-tetrazolyl, 1,2,3-oxadiazoi-4-
or -5-yl, 1,2,4-oxadiazol-3- or -5-yl, 1,3,4-thiadiazol-2- or -5-yl,
1,2,4-thiadiazol-3- or -5-yl, 1,2,3-thiadiazol-4- or -5-yl. 20 R2
furthermore preferably denotes a saturated 5-membered heterocycle
having 1 to 4 N, 0 and/or S atoms, which may be unsubstituted or
mono-or disubstituted by Hal, A, (CH2)n0R3, N(R3)2, SR3, Heti,
25-[C(R3)2InN(R3)2, -PR3)2inHet1, S[C(R3)21-iN(R3)2,
-NR3[C(R3)21,N(R3)2, -NR3[C(R3)2],Het1, -NR3Het1, COHeti and/or =0
(carbonyl oxygen). 30R2 particularly preferably denotes a heterocycle
selected from the group 1,2,4-oxadiazolyl, 1,3,4-oxadiazolyl,
oxazolyl, dihydrooxazolyl, pyrazolyl, imidazolyl, triazolyl,
tetrazolyl, pyrrolyl, furanyl, thienyl, thiazolyl, dihydrothiazolyl,
thiadiawlyl, oxazolidinyl, pyrrolidinyl, piperidinyl, which may be
mono- or disubstituted by Hal, A, (CH2)n0R3, N(R3)2, SR3, Net', 35
-[C(R3)21,N(R3)2, -[C(R3)2]nHet1, S[C(R3)2]-N(R3)2,  wb
20081017361PCT/EP2007/006186 16 -NR3[C(R3)2]N(R3)2, -NR3[C(R3)2]Het1,
-NR3Het1, COHeti and/or =0 (carbonyl oxygen). R3 preferably denotes
H, methyl, ethyl, propyl, isopropyl, butyl or tert-butyl. R4 and R5
preferably denote H. Hal preferably denotes F, Cl or Br, but also I,
particularly preferably F or Cl. 



Dess-Martin periodinane is a commercial oxidant of the following
structure:  0 0 0, 0  20Throughout the invention, all radicals which
occur more than once may be identical or different, i.e. are
independent of one another. The compounds of the formula I may have
one or more chiral centres and can therefore occur in various
stereoisomeric forms. The formula I encom- passes all these forms. 25
Accordingly, the invention relates, in particular, to the compounds
of the formula I in which at least one of the said radicals has one
of the preferred meanings indicated above. Some preferred groups of
compounds may be 30expressed by the following sub-formulae la to Im,
which conform to the for- mula I and in which the radicals not
designated in greater detail have the meaning indicated for the
formula I, but in which 35in laAdenotes unbranched or branched alkyl
having 1-10 C atoms,    in lb Ar 5    in lc 
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17 in which 1-7 H atoms may be replaced by F and/or Cl; denotes
phenyl which is unsubstituted or mono-, di- or trisubstituted by Hal,
CN and/or S(0)n,A; denotes a mono- or bicyclic aromatic heterocycle
having 1 to 3 N, 0 and/or S atoms, which may be unsubstituted or
mono-, di- or trisubstituted by Hal; denotes thiazolyl, thienyl,
pyridyl, benzo-1,2,5-thiadiazoly1 or benzo-1,3-dioxoly1; denotes a
saturated, unsaturated or aromatic 5- membered heterocycle having Ito
4 N, 0 and/or S atoms, which may be unsubstituted or mono- or
disubstituted by Hal, A, (CH2)n0R3, N(R3)2, SR3, Heti,
-[C(R3)2]nN(R3)2, -EC(R3)2P-let1, SEC(R3)21N(R3)2,
-NR3[C(R3)21nN(R3)2, ..NR3[C(R3)21-,Het1, -NR3Het1 , COHet1 and/or =0
(carbonyl oxygen); denotes a heterocycle selected from the group
1,2,4-oxadiazolyl, 1,3,4-oxadiazolyl, oxazolyl, dihydrooxazolyl,
pyrazolyl, imidazolyl, triazolyl, tetrazolyl, pyrrolyl, furanyl,
thienyl, thiazolyl, dihydrothiazolyl, thiadiazolyl, oxazolidinyl,
pyrrolidinyl, piperidinyl, which may be mono- or disubstituted by
Hal, A, (CH2)n0R3, N(R3)2, SR3, Heti, -[C(R3)2]nN(R3)2,
-[C(R3)2]nHet1 , S[C(R3)2]nN(R3)2, -NR3[C(R3)21,N(R3)2,
-NR3[C(R3)2),1-let1, -NR3Hee, COHeti and/or =0 (carbonyl oxygen);  in
lgR4, R5denotes H;  WO 2008/017361PCT/EP2007/006186 18    in lh R3 5
inIi Ri 10 
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R3    R4, R5 35       A  19 in which 1-7 H atoms may be replaced by F
and/or CI, Ardenotes phenyl which is unsubstituted or mono-, di- or
trisubstituted by Hal, CN and/or S(0),,A, 5Hetdenotes a mono- or
bicyclic aromatic heterocycle having 1 to 3 N, 0 and/or S atoms,
which may be unsubstituted or mono-, di- or trisubstituted by Hal,
Hetidenotes a monocyclic saturated or aromatic heterocycle 10having 1
to 2 N and/or 0 atoms, which may be mono- or disubstituted by A,
(CH2)nHet2, (CH2)nN(R3)2 and/or (CH2)n0R3, Het2denotes pyrrolidino,
piperidino or morpholino, 15Haldenotes F, CI, Sr or I, 



denotes 0, 1 or 2, denotes 1, 2, 3 or 4; in Im R1denotes Ar or Het,
20R2denotes a heterocycle selected from the group 1,2,4-oxadiazolyl,
1,3,4-oxadiazolyl, oxazolyl, dihydrooxazolyl, pyrazolyl, imidazolyl,
triazolyl, tetrazolyl, pyrrolyl, furanyl, thienyl, thiazolyl,
dihydrothiazolyl, thiadia- 25zolyl, oxazolidinyl, which may be mono-
or disubstituted by Hal, A, (CH2),OR3, N(R3)2, SR3, Het',
-[C(R3)21,N(R3)2, -[C(R3)21nElet1 S[C(R3)2]nN(R3)2,
-NRIC(R3)2DINI(R3)2, 30-NR3[C(R3)2}nHet1, -NR3Het1, COHet1 and/or =0
(carbonyl oxygen), R3denotes H, methyl, ethyl, propyl, isopropyl,
butyl or tert- butyl, R4, R5denote H, 35Adenotes unbranched or
branched alkyl having 1-100 atoms,  %Nib 2008/017361PCT/EP2007/006186
20 in which 1-7 H atoms may be replaced by F and/or Cl, Ardenotes
phenyl which is unsubstituted or mono-, di- or 5trisubstituted by
Hal, CN and/or S(0)",A, Hetdenotes thiazolyl, thienyl, pyridyl,
benzo-1,2,5-thiadia- zolylor benzo-1,3-dioxolyi, Hetidenotes
piperidin-1-yl, pyrrolidin-1-yl, morpholin-4-yl, piperazin-1-yl,
1,3-oxazolidin-3-yl, imidazolidinyl, oxa- 10zolyl, thiazolyl,
1,4-diazepanyl, thienyl, furanyl or pyridyl, 



where the radicals may also be mono- or disubstituted by A,
(CH2),,Het2, (CH2)N(R3)2 and/or (CH2)OR3, Het2denotes pyrrolidino,
piperidino or morpholino, 15Haldenotes F, CI, Br or I, denotes 0, 1
or 2, denotes 1, 2, 3 or 4; 20and pharmaceutically usable
derivatives, salts, solvates, tautomers and stereoisomers thereof,
including mixtures thereof in all ratios. The compounds of the
formula I and also the starting materials for their preparation are,
in addition, prepared by methods known per se, as 25described in the
literature (for example in the standard works, such as Houben-Weyl,
Methoden der organischen Chemie [Methods of Organic Chemistry],
Georg-Thieme-Verlag, Stuttgart), to be precise under reaction
conditions which are known and suitable for the said reactions. Use
can 30also be made here of variants known per se which are not
mentioned here in greater detail. The starting compounds of the
formulae II and III are generally known. If they are novel, however,
they can be prepared by methods known per se. 35  21 The
pyridazinones of the formula II used are, if not commercially
available, generally prepared by the method of W. J. Coates, A.
McKillop, Synthesis, 1993, 334-342. 5 Compounds of the formula I can
preferably be obtained by reacting a com- pound of the formula II
with a compound of the formula III. In the compounds of the formula
III, L preferably denotes Cl, Br, I or a free or reactively modified
OH group, such as, for example, an activated ester, 10 an imidazolide
or alkylsulfonyloxy having 1-6 C atoms (preferably methylsulfonyloxy
or trifluoromethylsulfonyloxy) or arylsulfonyloxy having 6-10 C atoms
(preferably phenyl- or p-tolylsulfonyloxy). 15The reaction is
generally carried out in the presence of an acid-binding agent,
preferably an organic base, such as DIPEA, triethylamine,
dimethylaniline, pyridine or quinoline. 



The addition of an alkali or alkaline earth metal hydroxide,
carbonate or bicarbonate or another salt of a weak acid of the alkali
or alkaline earth 20 metals, preferably of potassium, sodium, calcium
or caesium, may also be favourable. Depending on the conditions used,
the reaction time is between a few minutes and 14 days, the reaction
temperature is between about -30 and 25140, normally between -10 and
900, in particular between about 0 and about 70. Examples of suitable
inert solvents are hydrocarbons, such as hexane, petroleum ether,
benzene, toluene or xylene; chlorinated hydrocarbons, 30such as
trichloroethylene, 1,2-dichloroethane, carbon tetrachloride, chloro-
form or dichloromethane; alcohols, such as methanol, ethanol,
isopropanol, n-propanol, n-butanol or tert-butanol; ethers, such as
diethyl ether, diisopropyl ether, tetrahydrofuran (If-IF) or dioxane;
glycol ethers, such as 35 ethylene glycol monomethyl or monoethyl
ether, ethylene glycol dimethyl ether (diglyme); ketones, such as
acetone or butanone; amides, such as acetamide, dimethylacetamide,
1-methylpyrrolidinone (NMP) or dimethyl-  WO
2008/017361PCT/EP2007/006186 22 formamide (DMF); nitrites, such as
acetonitrile; sulfoxides, such as di-methyl sulfoxide (DMS0); carbon
disulfide; carboxylic acids, such as formic acid or acetic acid;
nitro compounds, such as nitromethane or nitro- 5benzene; esters,
such as ethyl acetate, or mixtures of the said solvents. Particular
preference is given to acetonitrile, dichloromethane, NMP and/or DMF.
It is furthermore possible to convert a compound of the formula I
into 10another compound of the formula I by converting a radical R2
into another radical R2. For example, free amino groups can be
acylated in a conventional manner using an acid chloride or anhydride
or alkylated using an unsubstituted or 15substituted alkyl halide,
advantageously in an inert solvent, such as di- chloromethane or THF,
and/or in the presence of a base, such as triethylamine or pyridine,
at temperatures between -60 and +30. It is furthermore possible to
cyclise an oxyamidine derivative to give an oxadiazole derivative,
preferably in THF using the Burgess reagent at temperatures between
60 and 80. It is also possible to cyclise an amide derivative,
preferably using AuCI3 in THF, to give an oxazole derivative. 



It is furthermore possible to react an alkyl ester derivative with an
N- 25hydroxyamidine derivative to give an oxadiazole derivative,
where DMF is preferably used as solvent.     It is furthermore
possible to cyclise an N-(aminothiocarbonyl) hydrazide derivative to
give an oxadiazole derivative, preferably using Hg(0Ac)2 in
30methanol. It is furthermore possible to alkylate an SH group,
advantageously in an inert solvent, such as dichloromethane, DMF or
THF, and/or in the presence of a base, such as caesium carbonate,
triethylamine or pyridine, at temperatures between -60 and +30. 35
23 It is also possible to react a cyano group with an azide
derivative to give a tetrazole derivative, where the reaction is
preferably carried out at 80 - 120 using NH4CI, Lid I in DMF 5It is
furthermore possible to convert a compound of the formula (into
another compound of the formula by converting a radical R2 into
another radical R2, for example by reducing nitro groups to amino
groups (for example by hydrogenation on Raney nickel or Pd/carbon in
an inert sol- 1 0vent, such as methanol or ethanol).     The
compounds of the formula I can furthermore be obtained by liberating
them from their functional derivatives by solvolysis, in particular
hydrolysis, 15or by hydrogenolysis. Preferred starting materials for
the solvolysis or hydrogenolysis are those which contain
corresponding protected amino and/or hydroxyl groups instead of one
or more free amino and/or hydroxyl groups, preferably 20 those which
carry an amino-protecting group instead of an H atom bonded to an N
atom, for example those which conform to the formula I, but contain
an NHR' group (in which R' is an amino-protecting group, for example
BOC or CBZ) instead of an NH2 group. 25 Preference is furthermore
given to starting materials which carry a hydroxyl-protecting group
instead of the H atom of a hydroxyl group, for example those which
conform to the formula I, but contain an R"0-phenyl 30group (in which
R" is a hydroxyl-protecting group) instead of a hydroxy- phenyl
group.  WO 2008/017361PCT/EP20071006186 24 The term "amino-protecting
group" is known in general terms and relates to groups which are
suitable for protecting (blocking) an amino group 5against chemical
reactions, but are easy to remove after the desired chemical reaction
has been carried out elsewhere in the molecule. Typical of such
groups are, in particular, unsubstituted or substituted acyl, aryl,
aralkoxyrnethyl or aralkyl groups. Since the amino-protecting groups
are removed after the desired reaction (or reaction sequence), their
type and 



10size are furthermore not crucial; however, preference is given to
those hav- ing 1-20, in particular 1-8, carbon atoms. The term "acyl
group" is to be understood in the broadest sense in connection with
the present process. it includes acyl groups derived from aliphatic,
araliphatic, aromatic or 15heterocyclic carboxylic acids or sulfonic
acids, and, in particular, alkoxy- carbonyl, aryloxycarbonyl and
especially aralkoxycarbonyl groups. Exam- ples of such acyl groups
are alkanoyl, such as acetyl, propionyl and butyryl; aralkanoyl, such
as phenylacetyl; aroyl, such as benzoyl and tolyi; 20aryloxyalkanoyl,
such as POA; alkoxycarbonyl, such as methoxycarbonyl, ethoxycarbonyl,
2,2,2-trichloroethoxycarbonyl, BOC and 2-iodoethoxycarbonyl;
aralkoxycarbonyl, such as CBZ ("carbobenzoxy"),
4-methoxybenzyloxycarbonyl and FMOC; and arylsulfonyl, such as Mtr,
Pbf and Pmc. Preferred amino-protecting groups are BOC and Mtr,
furthermore CBZ, 25Fmoc, benzyl and acetyl. The term
"hydroxyl-protecting group" is likewise known in general terms and
relates to groups which are suitable for protecting a hydroxyl group
30against chemical reactions, but are easy to remove after the
desired chemical reaction has been carried out elsewhere in the
molecule. Typical of such groups are the above-mentioned
unsubstituted or substituted aryl, aralkyl or acyl groups,
furthermore also alkyl groups. The nature and size of the
hydroxyl-protecting groups are not crucial since they are removed
35again after the desired chemical reaction or reaction sequence;
preference is given to groups having 1-20, in particular 1-10, carbon
atoms. Examples  25 of hydroxyl-protecting groups are, inter alia,
tert-butoxycarbonyl, benzyl, p-nitrobenzoyl, p-toluenesulfonyl,
tert-butyl and acetyl, where benzyl and tert-butyl are particularly
preferred. The COON groups in aspartic acid and 5glutamic acid are
preferably protected in the form of their tert-butyl esters (for
example Asp(OBut)). The compounds of the formula I are liberated from
their functional derivatives - depending on the protecting group used
- for example using strong 10acids, advantageously using TFA or
perchloroic acid, but also using other strong inorganic acids, such
as hydrochloroic acid or sulfuric acid, strong organic carboxylic
acids, such as trichloroacetic acid, or sulfonic acids, such as
benzene- or p-toluenesulfonic acid. The presence of an additional
15inert solvent is possible, but is not always necessary. Suitable
inert sol- vents are preferably organic, for example carboxylic
acids, such as acetic acid, ethers, such as tetrahydrofuran or
dioxane, amides, such as DMF, halogenated hydrocarbons, such as
dichloromethane, furthermore also alcohols, such as methanol, ethanol
or isopropanol, and water. Mixtures of 20 the above-mentioned
solvents are furthermore suitable. TFA is preferably used in excess
without addition of a further solvent, and perchloroic acid is
preferably used in the form of a mixture of acetic acid and 70%
perchloroic acid in the ratio 9:1. The reaction temperatures for the
cleavage are ad- 



25vantageously between about 0 and about 500, preferably between 15
and 300 (room temperature). The BOC, OBut, Pbf, Pmc and Mtr groups
can, for example, preferably be 30cleaved off using TFA in
dichloromethane or using approximately 3 to 5N Hain dioxane at
15-300, and the FMOC group can be cleaved off using an approximately
5 to 50% solution of dimethylamine, diethylamine or piperidine in DMF
at 15-300 . 35  WO 2008/017361PCT/EP20071006186 26 desired end
product, using TFA / 10% thiophenol, with the trityl group being
cleaved off from all the said amino acids; on use of TFA / anisole or
TFA / thioanisole, only the trityl group of His, Asn and Gin is
cleaved off, 5whereas it remains on the Cys side chain. The Pbf
(pentamethylbenzofuranyl) group is employed to protect Arg. It is
cleaved off using, for example, TFA in dichloromethane.
Hydrogenolytically removable protecting groups (for example CBZ or
10benzyl) can be cleaved off, for example, by treatment with hydrogen
in the presence of a catalyst (for example a noble-metal catalyst,
such as palladium, advantageously on a support, such as carbon).
Suitable solvents here are those indicated above, in particular, for
example, alcohols, such 15as methanol or ethanol, or amides, such as
DMF. The hydrogenolysis is generally carried out at temperatures
between about 0 and 100 and pressures between about 1 and 200 bar,
preferably at 20-30 and 1-10 bar. Hydrogenolysis of the CBZ group
succeeds well, for example, on 5 to 10% 20Pd/C in methanol or using
ammonium formate (instead of hydrogen) on Pd/C in methanol/DMF at
20-30. Pharmaceutical salts and other forms  The said compounds
according to the invention can be used in their final 25 non-salt
form. On the other hand, the present invention also encompasses the
use of these compounds in the form of their pharmaceutically
acceptable salts, which can be derived from various organic and
inorganic acids and bases by procedures known in the art.
Pharmaceutically acceptable 30salt forms of the compounds of the
formula I are for the most part prepared by conventional methods. If
the compound of the formula I contains a carboxyl group, one of its
suitable salts can be formed by reacting the compound with a suitable
base to give the corresponding base-addition salt. Such bases are,
for example, alkali metal hydroxides, including potassium
35hydroxide, sodium hydroxide and lithium hydroxide; alkaline earth
metal hydroxides, such as barium hydroxide and calcium hydroxide;
alkali metal 



WO 20081017361PCT1EP2007/006?86 27 alkoxides, for example potassium
ethoxide and sodium propoxide; and various organic bases, such as
piperidine, diethanolamine and N-methylglutamine. The aluminium salts
of the compounds of the formula I are like- 5wise included. In the
case of certain compounds of the formula!, acid- addition salts can
be formed by treating these compounds with pharmaceutically
acceptable organic and inorganic acids, for example hydrogen halides,
such as hydrogen chloride, hydrogen bromide or hydrogen iodide, other
mineral acids and corresponding salts thereof, such as sulfate,
10nitrate or phosphate and the like, and alkyl- and
monoarylsulfonates, such as ethanesulfonate, toluenesulfonate and
benzenesulfonate, and other organic acids and corresponding salts
thereof, such as acetate, trifluoroacetate, tartrate, maleate,
succinate, citrate, benzoate, salicylate, ascor- 15 bate and the
like. Accordingly, pharmaceutically acceptable acid-addition salts of
the compounds of the formula I include the following: acetate,
adipate, alginate, arginate, aspartate, benzoate, benzenesulfonate
(besylate), bisulfate, bisulfite, bromide, butyrate, camphorate,
camphorsulfonate, 20caprylate, chloride, chlorobenzoate, citrate,
cyclopentanepropionate, digtu- conate, dihydrogenphosphate,
dinitrobenzoate, dodecylsulfate, ethanesulfonate, fumarate,
galacterate (from mucic acid), galacturonate, glucoheptanoate,
gluconate, glutamate, glycerophosphate, hemisuccinate, hemisulfate,
heptanoate, hexanoate, hippurate, hydrochloride, hydro- 25bromide,
hydroiodide, 2-hydroxyethanesulfonate, iodide, isethionate, iso-
butyrate, lactate, lactobionate, malate, maleate, malonate,
mandelate, nnetaphosphate, methanesulfonate, methylbenzoate,
monohydrogenphosphate, 2-naphthafenesulfonate, nicotinate, nitrate,
oxalate, oleate, palmo- 30ate, pectinate, persulfate, phenylacetate,
3-phenylpropionate, phosphate, phosphonate, phthalate, but this does
not represent a restriction. Furthermore, the base salts of the
compounds according to the invention 36 include aluminium, ammonium,
calcium, copper, iron(111), iron(11), lithium, magnesium,
manganese(III), manganese 01), potassium, sodium and zinc salts, but
this is not intended to represent a restriction. Of the above-men-
WO 2008/017361PCT/EP2007/006186 28 tioned salts, preference is given
to ammonium; the alkali metal salts sodium and potassium, and the
alkaline earth metal salts calcium and magnesium. Salts of the
compounds of the formula I which are derived 5from pharmaceutically
acceptable organic non-toxic bases include salts of primary,
secondary and tertiary amines, substituted amines, also including
naturally occurring substituted amines, cyclic amines, and basic ion
exchanger resins, for example arginine, betaine, caffeine,
chloroprocaine, choline, N,N'-dibenzylethylenediamine (benzathine),
dicyclohexylamine, 10diethanolamine, diethylamine,
2-diethylaminoethanol, 2-dimethylamino- ethanol, ethanolamine,
ethylenediamine, N-ethylmorpholine, N-ethylpiperldine, glucamine,
glucosamine, histidine, hydrabamine, isopropyl-amine, lidocaine,
lysine, meglumine, N-methyl-D-glucamine, morpholine, 



15piperazine, piperidine, polyamine resins, procaine, purines,
theobromoine, triethanolamine, triethylamine, trimethylamine,
tripropylamine and tris(hydroxymethyl)methylamine (tromethamine), but
this is not intended to represent a restriction. 20 Compounds of the
present invention which contain basic nitrogen-contain- ing groups
can be quaternised using agents such as (Ci-C4)alkyl halides, for
example methyl, ethyl, isopropyl and tert-butyl chloride, bromide and
iodide; di(Crat)alkyl sulfates, for example dimethyl, diethyl and
diamyl 25 sulfate; (C10-C18)alkyl halides, for example decyl,
dodecyl, lauryl, myristyl and stearyl chloride, bromide and iodide;
and aryl(C1-C4)alkyl halides, for example benzyl chloride and
phenethyl bromide. Both water- and oil-soluble compounds according to
the invention can be prepared using such 30salts. The above-mentioned
pharmaceutical salts which are preferred include acetate,
trifluoroacetate, besylate, citrate, fumarate, gluconate, hemisucci-
nate, hippurate, hydrochloride, hydrobromide, isethionate, mandelate,
35 meglumine, nitrate, oleate, phosphonate, pivalate, sodium
phosphate,  WO 2008/017361PCT/EP2007/006186 29 stearate, sulfate,
sulfosalicylate, tartrate, thiomalate, tosylate and tromethamine, but
this is not intended to represent a restriction. 5Particular
preference is given to hydrochloride, dihydrochloride, hydro-
bromide, maleate, mesylate, phosphate, sulfate and succinate. The
acid-addition salts of basic compounds of the formula I are prepared
by bringing the free base form into contact with a sufficient amount
of the 10desired acid, causing the formation of the salt in a
conventional manner. The free base can be regenerated by bringing the
salt form into contact with a base and isolating the free base in a
conventional manner. The free base forms differ in a certain respect
from the corresponding salt forms 15thereof with respect to certain
physical properties, such as solubility in polar solvents; for the
purposes of the invention, however, the salts otherwise correspond to
the respective free base forms thereof. 20As mentioned, the
pharmaceutically acceptable base-addition salts of the compounds of
the formula I are formed with metals or amines, such as alkali metals
and alkaline earth metals or organic amines. Preferred metals are
sodium, potassium, magnesium and calcium. Preferred organic amines
are N,N'-dibenzylethylertediamine, chloroprocaine, choline, di- 



25ethanolamine, ethylenediamine, N-methyl-D-glucamine and procaine.
The base-addition salts of acidic compounds according to the
invention are prepared by bringing the free acid form into contact
with a sufficient 30 amount of the desired base, causing the
formation of the salt in a conventional manner. The free acid can be
regenerated by bringing the salt form into contact with an acid and
isolating the free acid in a conventional manner. The free acid forms
differ in a certain respect from the corresponding 35salt forms
thereof with respect to certain physical properties, such as solu-
WO 2008/017361PCT/EP2007/006186 30 bility in polar solvents; for the
purposes of the invention, however, the salts otherwise correspond to
the respective free acid forms thereof. 5If a compound according to
the invention contains more than one group which is capable of
forming pharmaceutically acceptable salts of this type, the invention
also encompasses multiple salts. Typical multiple salt forms include,
for example, bitartrate, diacetate, difumarate, dimeglumine,
di-phosphate, disodium and trihydrochloride, but this is not intended
to repre- 10sent a restriction. With regard to that stated above, it
can be seen that the expression "pharmaceutically acceptable salt" in
the present connection is taken to mean 15an active ingredient which
comprises a compound of the formula I in the form of one of its
salts, in particular if this salt form imparts improved
pharmacokinetic properties on the active ingredient compared with the
free form of the active ingredient or any other salt form of the
active ingredient 20used earlier. The pharmaceutically acceptable
salt form of the active ingredient can also provide this active
ingredient for the first time with a desired pharmacokinetic property
which it did not have earlier and can even have a positive influence
on the pharmacodynamics of this active ingredient with respect to its
therapeutic efficacy in the body. 25 The invention furthermore
relates to medicaments comprising at least one compound of the
formula I and/or pharmaceutically usable derivatives, solvates and
stereoisomers thereof, including mixtures thereof in all ratios,
30and optionally excipients and/or adjuvants. Pharmaceutical
formulations can be administered in the form of dosage units which
comprise a predetermined amount of active ingredient per dosage unit.
Such a unit can comprise, for example, 0.5 mg to 1 g, prefer- 35ably
1 mg to 700 mg, particularly preferably 5 mg to 100 mg, of a com-
pound according to the invention, depending on the condition treated,
the  31 method of administration and the age, weight and condition of
the patient, or pharmaceutical formulations can be administered in
the form of dosage units which comprise a predetermined amount of
active ingredient per 



5 dosage unit. Preferred dosage unit formulations are those which
comprise a daily dose or part-dose, as indicated above, or a
corresponding fraction thereof of an active ingredient. Furthermore,
pharmaceutical formulations of this type can be prepared using a
process which is generally known in the pharmaceutical art. 10
Pharmaceutical formulations can be adapted for administration via any
desired suitable method, for example by oral (including buccal or
sublingual), rectal, nasal, topical (including buccal, sublingual or
transdermal), 15vaginal or parenteral (including subcutaneous,
intramuscular, intravenous or intradermal) methods. Such formulations
can be prepared using all processes known in the pharmaceutical art
by, for example, combining the active ingredient with the
excipient(s) or adjuvant(s). 20Pharmaceutical formulations adapted
for oral administration can be ad- ministered as separate units, such
as, for example, capsules or tablets; powders or granules; solutions
or suspensions in aqueous or non-aqueous liquids; edible foams or
foam foods; or oil-in-water liquid emulsions or 25water-in-oil liquid
emulsions. Thus, for example, in the case of oral administration in
the form of a tablet or capsule, the active-ingredient component can
be combined with an oral, 30non-toxic and pharmaceutically acceptable
inert excipient, such as, for example, ethanol, glycerol, water and
the like. Powders are prepared by comminuting the compound to a
suitable fine size and mixing it with a pharmaceutical excipient
comminuted in a similar manner, such as, for example, an edible
carbohydrate, such as, for example, starch or mannitol. 35 A flavour,
preservative, dispersant and dye may likewise be present.  VVb
2008/017361PCT/EP20071006186 32 Capsules are produced by preparing a
powder mixture as described above and filling shaped gelatine shells
therewith. Glidants and lubricants, such as, for example, highly
disperse silicic acid, talc, magnesium stearate, cal- 5cium stearate
or polyethylene glycol in solid form, can be added to the powder
mixture before the filling operation. A disintegrant or solubiliser,
such as, for example, agar-agar, calcium carbonate or sodium
carbonate, may likewise be added in order to improve the availability
of the medicament after the capsule has been taken. 10 In addition,
if desired or necessary, suitable binders, lubricants and
disintegrants as well as dyes can likewise be incorporated into the
mixture. Suitable binders include starch, gelatine, natural sugars,
such as, for 15 example, glucose or beta-lactose, sweeteners made
from maize, natural and synthetic rubber, such as, for example,
acacia, tragacanth or sodium alginate, carboxymethylcellulose,
polyethylene glycol, waxes, and the like. The lubricants used in
these dosage forms include sodium oleate, sodium 20stearate,
magnesium stearate, sodium benzoate, sodium acetate, sodium 



chloride and the like. The disintegrants include, without being
restricted thereto, starch, methylcellulose, agar, bentonite, xanthan
gum and the like. The tablets are formulated by, for example,
preparing a powder mixture, granulating or dry-pressing the mixture,
adding a lubricant and a disinteg- 25rant and pressing the entire
mixture to give tablets. A powder mixture is prepared by mixing the
compound comminuted in a suitable manner with a diluent or a base, as
described above, and optionally with a binder, such as, for example,
carboxymethylcellulose, an alginate, gelatine or polyvinyl-
30pyrrolidone, a dissolution retardant, such as, for example,
paraffin, an absorption accelerator, such as, for example, a
quaternary salt, and/or an absorbent, such as, for example,
bentonite, kaolin or dicalciunn phosphate. The powder mixture can be
granulated by wetting it with a binder, such as, for example, syrup,
starch paste, acadia mucilage or solutions of cellulose 35 or polymer
materials and pressing it through a sieve. As an alternative to
granulation, the powder mixture can be run through a tabletting
machine,  WO 2008/017361PCT/EP2007/0061f6 33  giving lumps of
non-uniform shape, which are broken up to form granules. The granules
can be lubricated by addition of stearic acid, a stearate salt, ,talc
or mineral oil in order to prevent sticking to the tablet casting
moulds. 5The lubricated mixture is then pressed to give tablets. The
compounds according to the invention can also be combined with a
free-flowing inert excipient and then pressed directly to give
tablets without carrying out the granulation or dry-pressing steps. A
transparent or opaque protective layer consisting of a shellac
sealing layer, a layer of sugar or polymer material 10and a gloss
layer of wax may be present. Dyes can be added to these coatings in
order to be able to differentiate between different dosage units.
Oral liquids, such as, for example, solution, syrups and elixirs, can
be pre- 15 pared in the form of dosage units so that a given quantity
comprises a pre-specified amount of the compound. Syrups can be
prepared by dissolving the compound in an aqueous solution with a
suitable flavour, while elixirs are prepared using a non-toxic
alcoholic vehicle. Suspensions can be for- 20mutated by dispersion of
the compound in a non-toxic vehicle. Solubilisers and emulsifiers,
such as, for example, ethoxylated isostearyl alcohols and
polyoxyethylene sorbitol ethers, preservatives, flavour additives,
such as, for example, peppermint oil or natural sweeteners or
saccharin, or other artificial sweeteners and the like, can likewise
be added. 25 The dosage unit formulations for oral administration
can, if desired, be encapsulated in microcapsules. The formulation
can also be prepared in such a way that the release is extended or
retarded, such as, for example, 30by coating or embedding of
particulate material in polymers, wax and the like. The compounds of
the formula 1 and salts, solvates and physiologically 



35functional derivatives thereof can also be administered in the form
of lipo- some delivery systems, such as, for example, small
unilamellar vesicles, large unilamellar vesicles and multilamellar
vesicles. Liposomes can be  W6 2008/017361PCT/EP20071006186 34 formed
from various phospholipids, such as, for example, cholesterol,
stearylamine or phosphatidylcholines. The compounds of the formula I
and the salts, solvates and physiologically 5 functional derivatives
thereof can also be delivered using monoclonal anti- bodies as
individual carriers to which the compound molecules are coupled. The
compounds can also be coupled to soluble polymers as targeted
medicament carriers. Such polymers may encompass polyvinyl-
10pyrrolidone, pyran copolymer,
polyhydroxypropylmethacrylamidophenol,
polyhydroxyethylaspartamidophenol or polyethylene oxide polylysine,
substituted by palmitoyl radicals. The compounds may furthermore be
coupled to a class of biodegradable polymers which are suitable for
achieving con- 15 trolled release of a medicament, for example
polylactic acid, poly-epsiloncaprolactone, polyhydroxybutyric acid,
polyorthoesters, polyacetals, polydihydroxypyrans, polycyanoacrylates
and crosslinked or amphipathic block copolymers of hydrogels. 20
Pharmaceutical formulations adapted for transdermal administration
can be administered as independent plasters for extended, close
contact with the epidermis of the recipient. Thus, for example, the
active ingredient can be delivered from the plaster by iontophoresis,
as described in general 25terms in Pharmaceutical Research, 3(6), 318
(1986).     Pharmaceutical compounds adapted for topical
administration can be formulated as ointments, creams, suspensions,
lotions, powders, solutions, 30pastes, gels, sprays, aerosols or
oils.  WO 2008/017361PCT/EP2007/004186 35 Alternatively, the active
ingredient can be formulated to give a cream with an oil-in-water
cream base or a water-in-oil base. 5Pharmaceutical formulations
adapted for topical application to the eye include eye drops, in
which the active ingredient is dissolved or suspended in a suitable
carrier, in particular an aqueous solvent.        Pharmaceutical
formulations adapted for topical application in the mouth 10encompass
lozenges, pastilles and mouthwashes. Pharmaceutical formulations
adapted for rectal administration can be administered in the form of
suppositories or enemas. 



15 Pharmaceutical formulations adapted for nasal administration in
which the carrier substance is a solid comprise a coarse powder
having a particle size, for example, in the range 20-500 microns,
which is administered in the manner in which snuff is taken, i.e. by
rapid inhalation via the nasal 20passages from a container containing
the powder held close to the nose. Suitable formulations for
administration as nasal spray or nose drops with a liquid as carrier
substance encompass active-ingredient solutions in water or oil. 25
Pharmaceutical formulations adapted for administration by inhalation
encompass finely particulate dusts or mists, which can be generated
by various types of pressurised dispensers with aerosols, nebulisers
or insuf- 30flators. Pharmaceutical formulations adapted for vaginal
administration can be administered as pessaries, tampons, creams,
gels, pastes, foams or spray formulations.  WO
2008/017361PCT/EP2007/006186 36 Pharmaceutical formulations adapted
for parenteral administration include aqueous and non-aqueous sterile
injection solutions comprising antioxidants, buffers, bacteriostatics
and solutes, by means of which the formula- tion is rendered isotonic
with the blood of the recipient to be treated; and 5 aqueous and
non-aqueous sterile suspensions, which may comprise sus- pension
media and thickeners. The formulations can be administered in
single-dose or multidose containers, for example sealed ampoules and
vials, and stored in freeze-dried (lyophilised) state, so that only
the addition 10of the sterile carrier liquid, for example water for
injection purposes, imme- diately before use is necessary. Injection
solutions and suspensions prepared in accordance with the recipe can
be prepared from sterile powders, granules and tablets. 15 It goes
without saying that, in addition to the above particularly mentioned
constituents, the formulations may also comprise other agents usual
in the art with respect to the particular type of formulation; thus,
for example, 20formulations which are suitable for oral
administration may comprise fla- vours. A therapeutically effective
amount of a compound of the formula I depends on a number of factors,
including, for example, the age and weight of the 25animal, the
precise condition that requires treatment, and its severity, the
nature of the formulation and the method of administration, and is
ultimately determined by the treating doctor or vet. However, an
effective amount of a compound according to the invention for the
treatment of neo- 30plastic growth, for example colon or breast
carcinoma, is generally in the 



range from 0.1 to 100 mg/kg of body weight of the recipient (mammal)
per day and particularly typically in the range from Ito 10 mg/kg of
body weight per day. Thus, the actual amount per day for an adult
mammal weighing 70 kg is usually between 70 and 700 mg, where this
amount can 35 be administered as a single dose per day or usually in
a series of part- doses (such as, for example, two, three, four, five
or six) per day, so that  37 the total daily dose is the same. An
effective amount of a salt or solvate or of a physiologically
functional derivative thereof can be determined as the fraction of
the effective amount of the compound according to the invention per
se. it can be assumed that similar doses are suitable for the
treatment 5 of other conditions mentioned above. The invention
furthermore relates to medicaments comprising at least one compound
of the formula I and/or pharmaceutically usable derivatives, sol-
10vates and stereoisomers thereof, including mixtures thereof in all
ratios, and at least one further medicament active ingredient. The
invention also relates to a set (kit) consisting of separate packs of
15 (a) an effective amount of a compound of the formula I and/or
pharmaceutically usable derivatives, solvates and stereoisomers
thereof, including mixtures thereof in all ratios, and 20(b) an
effective amount of a further medicament active ingredient. The set
comprises suitable containers, such as boxes, individual bottles,
bags or ampoules. The set may, for example, comprise separate
ampoules, each containing an effective amount of a compound of the
formula 25land/or pharmaceutically usable derivatives, solvates and
stereoisomers thereof, including mixtures thereof in all ratios, and
an effective amount of a further medicament active ingredient in
dissolved or lyophilised form. 30 USE The present compounds are
suitable as pharmaceutical active ingredients for mammals, especially
for humans, in the treatment of tyrosine kinase- 35induced diseases.
These diseases include the proliferation of tumour cells, 



pathological neovascularisation (or angiogenesis) which promotes the
38 growth of solid tumours, ocular neovascularisation (diabetic
retinopathy, age-induced macular degeneration and the like) and
inflammation (psoriasis, rheumatoid arthritis and the like). 5 The
present invention encompasses the use of the compounds of the for-
mula I and/or physiologically acceptable salts and solvates thereof
for the preparation of a medicament for the treatment or prevention
of cancer. Preferred carcinomas for the treatment originate from the
group cerebral 10carcinoma, urogenital tract carcinoma, carcinoma of
the lymphatic system, stomach carcinoma, laryngeal carcinoma and lung
carcinoma. A further group of preferred forms of cancer are monocytic
leukaemia, lung adenocarcinoma, small-cell lung carcinomas,
pancreatic cancer, glioblastomas 15and breast carcinoma. Also
encompassed is the use of the compounds according to Claim 1
according to the invention and/or physiologically acceptable salts
and solvates thereof for the preparation of a medicament for the
treatment or pre- vention of a disease in which angiogenesis is
implicated. 20 Such a disease in which angiogenesis is implicated is
an ocular disease, such as retinal vascularisation, diabetic
retinopathy, age-induced macular degeneration and the like. The use
of compounds of the formula I and/or physiologically acceptable
25salts and solvates thereof for the preparation of a medicament for
the treatment or prevention of inflammatory diseases also falls
within the scope of the present invention. Examples of such
inflammatory diseases include rheumatoid arthritis, psoriasis,
contact dermatitis, delayed hyper- 30sensitivity reaction and the
like. Also encompassed is the use of the compounds of the formula I
and/or physiologically acceptable salts and solvates thereof for the
preparation of a medicament for the treatment or prevention of a
tyrosine kinase-induced disease or a tyrosine kinase-induced
condition in a mammal, in which to 35this method a therapeutically
effective amount of a compound according to the invention is
administered to a sick mammal in need of such treatment.  39 The
therapeutic amount varies according to the specific disease and can
be determined by the person skilled in the art without undue effort. 



The present invention also encompasses the use compounds of the for-
mula I and/or physiologically acceptable salts and solvates thereof
for the 5 preparation of a medicament for the treatment or prevention
of retinal vas- cularisation. Methods for the treatment or prevention
of ocular diseases, such as diabetic retinopathy and age-induced
macular degeneration, are likewise part 10of the invention. The use
for the treatment or prevention of inflammatory diseases, such as
rheumatoid arthritis, psoriasis, contact dermatitis and delayed
hypersensitivity reaction, as well as the treatment or prevention of
bone pathologies from the group osteosarcoma, osteoarthritis and
rickets, 15likewise falls within the scope of the present invention.
The expression "tyrosine kinase-induced diseases or conditions"
refers to pathological conditions that depend on the activity of one
or more tyrosine kinases. Tyrosine kinases either directly or
indirectly participate in the signal transduction pathways of a
variety of cellular activities, including proliferation, adhesion and
migration and differentiation. Diseases associated with tyrosine
kinase activity include proliferation of tumour cells, pathological
neovascularisation that promotes the growth of solid tumours, ocular
neovascularisation (diabetic retinopathy, age-induced macular
degenera- 25tion and the like) and inflammation (psoriasis,
rheumatoid arthritis and the like).         The compounds of the
formula I can be administered to patients for the 30treatment of
cancer, in particular fast-growing tumours. The invention thus
relates to the use of compounds of the formula I, and
pharmaceutically usable derivatives, solvates and stereoisomers
thereof, including mixtures thereof in all ratios, for the
preparation of a medicament 35for the treatment of diseases in which
the inhibition, regulation and/or modulation of kinase signal
transduction plays a role.  WO 2008/017361PCT/EP2007/006186 90
Preference is given here to Met kinase. Preference is given to the
use of compounds of the formula I, and pharmaceutically usable
derivatives, solvates and stereoisomers thereof, including mixtures
thereof in all ratios,     for the preparation of a medicament for
the treatment of diseases which are influenced by inhibition of
tyrosine kinases by the compounds accord-10ing to Claim 1.
Particular preference is given to the use for the preparation of a
medicament for the treatment of diseases which are influenced by
inhibition of 15Met kinase by the compounds according to Claim 1.
Especial preference is given to the use for the treatment of a
disease where the disease is a solid tumour. 20The solid tumour is
preferably selected from the group of tumours of the lung, squamous
epithelium, the bladder, the stomach, the kidneys, of head and neck,
the oesophagus, the cervix, the thyroid, the intestine, the liver,
the brain, the prostate, the urogenital tract, the lymphatic system,
the stomach and/or the larynx. 



25 The solid tumour is furthermore preferably selected from the group
lung adenocarcinoma, small-cell lung carcinomas, pancreatic cancer,
glioblastomes, colon carcinoma and breast carcinoma. 30 Preference is
furthermore given to the use for the treatment of a tumour of the
blood and immune system, preferably for the treatment of a tumour
selected from the group of acute myeloid leukaemia, chronic myeloid
leu- kaemia, acute lymphatic leukaemia and/or chronic lymphatic
leukaemia. 35  41 The disclosed compounds of the formula I can be
administered in combination with other known therapeutic agents,
including anticancer agents. As used here, the term "anticancer
agent" relates to any agent which is 5administered to a patient with
cancer for the purposes of treating the can- cer. The anti-cancer
treatment defined herein may be applied as a sole therapy or may
involve, in addition to the compound of the invention, conventional
10surgery or radiotherapy or chemotherapy. Such chemotherapy may
include one or more of the following categories of anti- tumour
agents:         antiproliferativefantineoplastidDNA-damaging agents
and combinations thereof, as used in medical oncology, such as
alkylating agents 15 (for example cis-platin, carboplatin,
cyclophosphamide, nitrogen mustard, melphalan, chloroambucil,
busulphan and nitrosoureas); antimetabolites (for example antifolates
such as fluoropyrimidines like 5-fluorouracil and tegafur,
raltitrexed, methotrexate, cytosine arabinoside, hydroxyurea and
20gemcitabine); antitumour antibiotics (for example anthracyclines,
like adriamycin, bleomycin, doxorubicin, daunomycin, epirubicin,
idarubicin, mitomycin-C, dactinomycin and mithramycin) ; antimitotic
agents (for example vinca alkaloids, like vincristine, vinblastine,
vindesine and vinorelbine, and taxoids, like taxol and taxotere) ;
topoisomerase inhibitors (for 25example epipodophyllotoxins, like
etoposide and teniposide, amsacrine, topotecan, irinotecan and
camptothecin) and cell-differentiating agents (for example
all-trans-retinoic acid, 13-cis-retinoic acid and fenretinide);
(ii)cytostatic agents, such as antioestrogens (for example tamoxifen,
30toremifene, raloxifene, droloxifene and iodoxyfene), oestrogen
receptor downregulators (for example fulvestrant), antiandrogens (for
example bicalutamide, flutamide, nifutamide and cyproterone acetate),
LHRH antagonists or LHRH agonists (for example goserelin, leuprorelin
and buserelin), 35progesterones (for example megestrol acetate),
aromatase inhibitors (for  



Wo*2008/017361PCT/EP2007/006186 42 example as anastrozole, letrozole,
vorazole and exemestane) and inhibitors of 5a-reductase, such as
finasteride;  (iii) agents which inhibit cancer cell invasion (for
example metalloproteinase inhibitors, like marimastat, and inhibitors
of urokinase plasminogen activator receptor function);  (iv)
inhibitors of growth factor function, for example such inhibitors
include growth factor antibodies, growth factor receptor antibodies
(for example the anti-erbb2 antibody trastuzumab [HerceptinTM] and
the anti- 10erbbl antibody cetuximab [C225]), famesyl transferase
inhibitors, tyrosine kinase inhibitors and serine/threonine kinase
inhibitors, for example inhibitors of the epidermal growth factor
family (for example EGFR family tyrosine kinase inhibitors, such
as11-(3-chloro-4-fluoropheny1)-7-methoxy- 156- (3-morpholinopropoxy)
quinazolin-4-amine (gefitinib, AZD1839), N-(3- ethynylphenyI)-6,7-to
(2-methoxyethoxy)quinazolin-4-amine (erlotinib, OSI- 774) and
6-aci-ylamido-N-(3-chloro-4-fluorophenyl)-7-(3-morpholinopropoxy)quin
azolin 4 amine (Cl 1033) ), for example inhibitors of the
20platelet-derived growth factor family and for example inhibitors of
the hepatocyte growth factor family; (v)antiangiogenic agents, such
as those which inhibit the effects of vascular endothelial growth
factor, (for example the anti-vascular endothelial cell growth factor
antibody bevacizumab [AvastinTml, compounds such as 25those disclosed
in published international patent applications WO 97/22596, WO
97/30035, WO 97/32856 and WO 98/13354) and compounds that work by
other mechanisms (for example linomide, inhibitors of integrin avp3
function and angiostatin); 30(vi)vessel-damaging agents, such as
combretastatin A4 and com- pounds disclosed in international patent
applications WO 99/02166, WO 00/40529, WO 00/41669, WO 01/92224, WO
02/04434 and WO 02/08213; 35(vii)antisense therapies, for example
those which are directed to the targets listed above, such as ISIS
2503, an anti-Ras antisense;  WO 2008/017361PCT/EP2007/006.186 43
(viii) gene therapy approaches, including, for example, approaches
for replacement of aberrant genes, such as aberrant p53 or aberrant
BRCA1 or BRCA2, GDEPT (gene-directed enzyme pro-drug therapy)
approaches, such as those using cytosine deaminase, thymidine kinase
or a bacterial 5 nitroreductase enzyme, and approaches for increasing
patient tolerance to 



chemotherapy or radiotherapy, such as multi-drug resistance gene
therapy; and  (ix) immunotherapy approaches, including, for example,
ex-vivo and 10in-vivo approaches for increasing the immunogenicity of
patient tumour cells, such as transfection with cytokines, such as
interleukin 2, interleukin 4 or granulocyte-macrophage colony
stimulating factor, approaches for decreasing T-cell anergy,
approaches using transfected immune cells, 15such as
cytokine-transfected dendritic cells, approaches using cytokine-
transfected tumour cell lines, and approaches using anti-idiotypic
antibodies. The medicaments from Table 1 below are preferably, but
not exclusively, combined with the compounds of the formula I.  Table
1.  Alkylating agents Cyclophosphamide Busulfan ifosfamide Melphalan
Hexamethylmelamine Thiotepa chloroambucil Dacarbazine Carmustine
Lomustine Procarbazine Altretamine Estramustine phosphate
Mechloroethamine Streptozocin Temozolomide Semustine   Platinum
agents Cisplatin 



Oxaliplatin Spiroplatin Carboxyphthalatoplatinum Tetraplatin
Ormiplatin proplatin Carboplatin ZD-0473 (AnorMED) Lobaplatin
(Aetema) Satraplatin (Johnson Matthey) BBR-3464 (Hoffrnann-La Roche)
WO 2008/017361PCTIEP2007/006186 44  WO 2008/017361PCT/EP2007/00618N5
45  4 WO 2008/017361PCTIEP2007/006186 46        Farnesyl transferase
inhibitors Arglabin (NuOncology Labs) lonafarnib (Schering-Plough)
BAY-43-9006 (Bayer)  Tipifarnib (Johnson & Johnson) PeriIly1 alcohol
(DOR BloPharma)    



WO 2008/017361PCT/EP2007/0061A6 47  W0.2008/017361.PCT/EP2007/006186
48  WO 2008/017361PCT/EP2007/006186 49    A combined treatment of
this type can be achieved with the aid of simultaneous, consecutive
or separate dispensing of the individual components of the treatment.
Combination products of this type employ the compounds according to
the invention.  50 ASSAYS The compounds of the formula I described in
the examples were tested by the assays described below and were found
to have kinase inhibitory 5activity. Other assays are known from the
literature and could readily be performed by the person skilled in
the art (see, for example, Dhanabal et at, Cancer Res. 59:189-197;
Xin et at, J. Biol. Chem. 274:9116-9121; Sheu et al., Anticancer Res.
18:4435-4441; Ausprunk Sal., Day. Biol. 1038:237-248; Gimbrone et
al., J. Natl. Cancer Inst. 52:413-427; Nicosia et at, In Vitro
18:538- 549). Measurement of Met kinase activity 15According to the
manufacturer's data (Met, active, upstate, catalogue No. 14-526), Met
kinase is expressed for the purposes of protein production in insect
cells (Sf21; S. frugiperda) and subsequent affinity-chromatographic
purification as "N-terminal 6His-tagged" recombinant human protein in
a 20baculovirus expression vector. The kinase activity can be
measured using various available measurement systems. In the
scintillation proximity method (Sorg et al., J. of Biomolecu- 



25lar Screening, 2002, 7, 11-19), the flashplate method or the filter
binding test, the radioactive phosphorylation of a protein or peptide
as substrate is measured using radioactively labelled ATP (32P-ATP,
33P-ATP). In the case of the presence of an inhibitory compound, a
reduced radioactive signal, or none at all, can be detected.
Furthermore, homogeneous time- 30resolved fluoroescence resonance
energy transfer (HTR-FRET) and fluoroescence polarisation (FP)
technologies can be used as assay methods (Sills et al., J. of
Biomolecular Screening, 2002, 191-214).    Other non-radioactive
ELISA assay methods use specific phospho anti35bodies (phospho-ABs).
The phospho-antibody only binds the phosphor- ylated substrate. This
binding can be detected by chemiluminescence  W6
2008/017361PCT/EP2007/006186 51 using a second peroxidase-conjugated
antibody (Ross et al., 2002, Riochem. J.). Flashplate method (Met
kinase)  5The test plates used are 96-well FlashplateR microtitre
plates from Perkin Elmer (Cat. No. SMP200). The components of the
kinase reaction described below are pipetted into the assay plate.
The Met kinase and the substrate poly Ala-Glu-Lys-Tyr, (pAGLT,
6:2:5:1), are incubated for 3 hrs at 10room temperature with
radioactively labelled 33P-ATP in the presence and absence of test
substances in a total volume of 100 pl. The reaction is terminated
using 150 pi of a 60 mM EDTA solution. After incubation for a further
30 min at room temperature, the supernatants are filtered off with
15suction, and the wells are washed three times with 200 pl of 0.9%
Naa solution each time. The measurement of the bound radioactivity is
carried out by means of a scintillation measuring instrument
(Topcount NXT, Perkin-Elmer). The full value used is the
inhibitor-free kinase reaction. This should be 20approximately in the
range 6000-9000 cpm. The pharmacological zero value used is
staurosporin in a final concentration of 0.1 mM. The inhibitory
values (1050) are determined using the RS1_MTS program. 25Kinase
reaction conditions per well: 30 pl of assay buffer     10 pl of
substance to be tested in assay buffer with 10% of DMSO 10 pi of ATP
(final concentration 1 pM cold, 0.35 pCi of 33P-ATP) 3050 pl of Met
kinase/substrate mixture in assay buffer; (10 ng of enzyme/well, 50
ng of pAGLT/well) Solutions used: - Assay buffer 3550 mM HEPES 



3 mM magnesium chloride  52 3 pM sodium orthovanadate 3 mM
manganese(II) chloride 1 mM dithiothreitol (DTT) pH = 7.5 (to be set
using sodium hydroxide) 5  Stop solution: 60 mM Titriplex NI (EDTA)
33P-ATP: Perkin-Elmer; 10- Met kinase: Upstate, Cat. No. 14-526,
Stock 1 pg/10 pl; spec. activity 954 U/mg; -Poly-Ala-Glu-Lys-Tyr, 6 :
2 : 5: 1: Sigma Cat. No. P1152 15Above and below, all temperatures
are indicated inC. In the following ex- amples, "conventional
work-up" means: water is added if necessary, the pH is adjusted, if
necessary, to values between 2 and 10, depending on the constitution
of the end product, the mixture is extracted with ethyl ace- 20 tate
or dichloromethane, the phases are separated, the organic phase is
dried over sodium sulfate and evaporated, and the residue is purified
by chromatography on silica gel and/or by crystallisation. Rf values
on silica gel; eluent: ethyl acetate/methanol 9:1. Mass spectrometry
(MS):El (electron impact ionisation) M+ 26FAB (fast atom bombardment)
(M+H)+ ESI (electrospray ionisation) (M+H)+ APCI-MS (atmospheric
pressure chemical ionisation - mass spectrometry) (M+H). 30 Retention
time Rt {mini : determination carried out using HPLC
Column:Chromolith SpeedROD, 50 x 4.6 mm2 (Order No. 1.51450.0001)
from Merck 35Gradient:5.0 min, t = 0 min, A:8 = 95:5, t = 4.4 min:
A:8 = 25:75, t = 4.5 min to t = 5.0 min: A:B = 0:100 



53 Flow rate:3.00 ml/min Eluent A: water + 0.1% of TFA
(trifluoroacetic acid), Eluent B: acetonitrile + 0.08% of TFA
5Wavelength: 220 nm The pyridazinones used, if not commercially
available, were generally prepared in accordance with W. J. Coates,
A. McKillop, Synthesis, 1993, 334-342. 10 Example 1     The
preparation of
6-(3,5-difluoropheny1)-243-(5-methyl-1,2,4-oxadiazol-3-
15yl)benzy11-2H-pyridazin-3-one ("Al") is carried out analogously to
the fol- lowing scheme    163 mg (0.50 mmol) of caesium carbonate are
added to a solution of 104 mg (0.50 mmol) of
6-(3,5-difluorophenyI)-2H-pyridazin-3-one and 30 127 mg (0.50 mmol)
of 3-(3-bromomethylphenyI)-5-methyl-1,2,4-oxadia- zole (prepared in
accordance with W. W. K. R. Mederski et al, Tetrahedron 55, 1999,
12757-12770) in 1 ml of 1-methylpyrrolidinone (NMP), and the
resultant suspension is stirred at room temperature for 18 hours.
Water is 35added to the reaction mixture, the resultant precipitate
is filtered off, washed with water and dried:
6-(3,5-difiuoropheny1)-243-(5-methyl-1,2,4-  54
oxadiazol-3-yl)benzyli-2H-pyridazin-3-one ("Al") as slightly
yellowish crystals; ESI 381. The following compounds are obtained
analogously No. 



Name and/or structure ES I
243-(5-Methy1-1,2,4-oxadiazo(-3-yl)benzy11-6-
(3,4,5-trifluoropheny1)-2H-pyridazin-3-one 399  'H-NMR (d6-DMS0): 6
[ppm] = 2.66 (s, 3H), 5.43 (s, 2H), 7.15 (d, J = 9.5 Hz, 1H), 7.57
(m, 2H), 7.99 (m, 3H), 8.05 (bs, 1H), 8.14 (d, J = 9.5 Hz, 1H)  "A3"
6-(3,5-Difluoropheny1)-244-(5-methy1-1,2,4-oxadia-
zol-3-Abenzylk2H-pyridazin-3-one 381 "A4"
6-(4-F1uoropheny1)-2-13-(5-methy1-1,2,4-oxadiazol-
3-yl)benzyI]-2H-pyridazin-3-one 363
243-(5-Methy1-1,2,4-oxadiazol-3-yObenzyl]-6-
pyridin-3-y1-2H-pyridazin-3-one ,o.., "... N 346  iT /\\ N 



0   - N-N it        "A6"
6-(3-Chloropheny1)-243-(5-methy1-1,2,4-oxadiazol-
3-yObenzylj-2H-pyridazin-3-one 379 "A7"
6-(3-Cyanopheny1)-2-[3-(5-methyl-1,2,4-oxadiazol-
3-yObenzyl]-2H-pyridazin-3-one 370 "A8"  6-(4-Cya no
pheny1)-243-(5-methy1-1,2,4-oxad iazol- 3-y1 )benzy1]-2H-pyridazi
n-3-o ne 



370  6-(4-Methylsu If nyl phenyl )-243-(5-methy1-1,2,4-
oxadiazol-3-yObenzylj-2H-pyridazin-3-one 423  *0
2008/017361PCT/EP2007/006186 55   N r   t?1\N   11   N-N .      



"A39" 6-(3,4-Difluoropheny1)-243-(5-methy1-1,2,4-
oxadiazol-3-yObenzyl]-2H-pyridazin-3-one 381        Example 2     The
preparation of
6-(3,5-difluoropheny1)-2-[3-(5-dimethylaminomethyl151,2,4-oxadiazol-3
-yObenzyl]-2H-pyridazin-3-one ("Al 0") is carried out analogously to
the following scheme 20 25 30  56  2.116.3 g (50.0 mmol) of caesium
carbonate are added to a solution of 10.4 g (50.0 mmol) of
6-(3,5-di-fluorophenyI)-2H-pyridazin-3-one and 9.80 g (50. mmol) of
3-(bromomethykbenzonitrile in 100 ml of DMF, and the resultant
suspension is stirred at room temperature for 18 hours. The reaction
mixture is poured into water, the resultant precipitate is filtered
off with suction, washed with water and dried: 3-[3-
(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethyl]benzonitrile as
colourless crystals; ESI 324. 2.2 5.21 g (75.0 mmol) of
hydroxylammonium chloride and 7.59 g (75.0 mmol) of triethylamine are
added to a suspension of 4.85 g (15.0 mmol) of
3-[3-(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethyl]-
benzonitrile in a mixture of 10 ml of ethanol and 3 ml of DMSO, and
the 



'Wu 20081017361PCT/EP2007/006186 57 mixture is stirred at room
temperature for 70 hours. The reaction mixture is poured into water,
the resultant precipitate is filtered off with suction, washed with
water and dried: 3-(3-(3,5-difluoropheny1)-6-oxo-6H-pyri-
5dazin-1-ylmethyll-N-hydroxybenzamidine as colourless crystals; ES!
357. 2.3 125 mg (0.65 mmol) of
N-(3-dimethylaminopropyI)-N'-ethylcarbodiimide hydrochloride (EDCI)
and 76,8 mg (0.50 mmol) of 1-hydroxy- 1 0benzotriazole hydrate (HOBt)
are added to a solution of 56.7 mg (0.505 mmol) of
dimethyiaminoacetic acid in 2 ml of DMF, and the reac- tion solution
is stirred at room temperature for 15 minutes. 178 mg (0.50 mmol) of
3-[3-(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethyl]-
15N-hydroxybenzamidine are then added, and the reaction mixture is
stirred at room temperature for 3 hours. Water is added to the
reaction mixture, during which a gradually crystallising precipitate
deposits: 3-[3-
(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethyll-N-(dimethylamino-
20acetyloxy)benzamidine as yellowish crystals; ESI 442. 2.4 A
solution of 150 mg (0.34 mmol) of
3-[3-(3,5-difluoropheny1)-6-oxo6H-pyridazin-1-ylmethyli-N-(dimethylam
inoacetyloxy)benzamidine and 105 mg (1.3 mmol) of
(methoxycarbonylsulfamoyntriethylammonium 25 betaine (Burgess
reagent) in 1 ml of THF is stirred at 80C for 18 hours. The reaction
mixture is partitioned between saturated sodium hydrogen-carbonate
solution and dichloromethane. The organic phase is dried over sodium
sulfate and evaporated. The crystalline residue is digested with 30
tert-butyl methyl ether, filtered off with suction, and the residue
is dried in vacua. This material is dissolved in 4 ml of a 0.1 M
solution of hydrogen chloride in 2-propanol with warming, and
tert-butyl methyl ether is added. The resultant precipitate is
filtered off with suction, washed with tert-butyl 35methyl ether and
dried in vacuo: 6-(3,5-difluoropheny1)-243-(5-dimethyl-  WO
2008/017361PCT/EP2007/0061,6 58
aminomethy1-1,2,4-oxadiazol-3-yObenzyl]-2H-pyridazin-3-one
hydrochloride ("Al 0") as colourless crystals; ESI 424. 5An analogous
procedure gives the compounds "A34"   



hydrochloride, ESI 464 and (via the BOC-protected compound) "A41"
hydrochloride, ESI 450. 25 Example 3 The preparation of
6-(3,5-difluoropheny1)-243-(5-ethylamino-1,2,4-oxadia-
30zol-3-yl)benzyli-2H-pyridazin-3-one ("Al 1") and of
6-(3,5-difluoropheny1)-2-
(345-(3-dirnethylaminopropylamino)-1,2,4-oxadiazol-3-yl]benzy1}-2H-py
ridazin-3-one ("Al2") is carried out analogously to the following
scheme  Wo 2008/017361 PCT/EP2007/006186  59  5    Burgess reagent



20 125 mg (0.65 mmol) of
N-(3-dimethylaminopropy1)-N'ethylcarbodiimide hydrochloride (EDCI)
are added to a solution of 178 mg (0.50 mmof) of 25
343-(3,5-difluoropheny0-6-oxo-61-1-pyridazin-1-ylmethyli-N-hydroxyben
zamidine in 2 ml of DMF, and the mixture is stirred at room
temperature for 18 hours. The reaction mixture is partitioned between
saturated sodium hydrogencarbonate solution and dichloromethane. The
organic phase is dried over sodium sulfate and evaporated, giving the
adduct of 30EDC1 onto the hydroxyamidine derivative as yellow oil
(ESI 512). This material is, without further purification, dissolved
in 2 ml of THF, 119 mg (0.50 mmol) of
(methoxycarbonylsulfamoyl)triethylammonium betaine (Burgess reagent)
are added, and the mixture is stirred at 60C for three 35hours. The
reaction mixture is evaporated, and the residue is separated by
preparative HPLC, giving 6-(3,5-difluorophenyI)-2-[3-(5-ethylamino-
60 1,2,4-oxadiazol-3-yl)benzyl]-2H-pyridazin-3-one as colourless
crystals (ESI 410) and
6-(3,5-difluoropheny1)-2-{345-(3-dimethylaminopropylamino)-1,2,4-oxad
iazol-3-yl]benzy1)-2H-pyridazin-3-one (ESI 467). The 5latter is
converted into the hydrochloride by dissolution in 1 N hydro- chloric
acid and lyophilisation. "Al 1 ": 1H-NMR (d6-DMS0): 6 [ppm] = 1.17
(t, J = 7 Hz, 3H), 3.33 (quintet, J = 7 Hz, 2H), 5.43(s, 2H), 7.14(d,
J = 9.5 Hz, 1H), 7.36 (11, J1 = 109 Hz, J2 = 2 Hz, 1H), 7.49 (t, J =
7.5 Hz, 1H), 7.54 (d, J = 7.5 Hz, 1H), 7.66 (m, 2H), 7.82 (d, J = 7.5
Hz, 1H), 7.95 (bs, I H), 8.15 (d, J = 9.5 Hz, 1H), 8.42 (t, J = 5 Hz,
I H). 15"Al211: 1H-NMR (d6-DMS0): 6 [ppm] = 1.97 (m, 2H), 2.76 (d, J
= 4 Hz, 6H), 3.12 (m, 2H), 3.39 (q, J = 6.5 Hz, 2H), 5.42 (s, 2H),
7.14 (d, J = 9.5 Hz, 1H), 7.36 (11, J1 = 9 Hz, J2 = 2 Hz, 1H), 7.50
(t, J = 7.5 Hz, 1H), 7.55 (d, J = 7.5 Hz, 1H), 7.65 (m, 2H), 7.83 (d,
J = 7.5 Hz, 1H), 7.94 (bs, 201H), 8.16 (d, J = 9.5 Hz, 1H), 8.56 (t,
J = 5 Hz, 1H), 9.96 (bs, 1H). Example 4 Alternatively, "Al2" can be
prepared analogously to the following scheme: 25 30  



15 4.1A suspension of 1.42 g (4.0 mmol) of
343-(3,5-difluoropheny1)-6-
oxo-6H-pyridazin-1-ylmethyl]-N-hydroxybenzamidine in 2.6 g of
trichloroacetic acid is heated to 85C with stirring. 2.23 g (12.0
mmol) of trichloro- 20acetyl chloride are added dropwise, and the
mixture is stirred at 94C for 18 hours. The reaction mixture is
allowed to cool and is partitioned between water and ethyl acetate.
The aqueous phase is extracted a further twice with ethyl acetate.
The combined organic phases are washed with 25 saturated sodium
hydrogencarbonate solution, dried over sodium sulfate and evaporated.
The residue, a slowly crystallising oil, is stirred with water and
filtered off with suction and dried in vacuo:
6-(3,5-difluoropheny1)-243-
(5-trichloromethy1-1,2,4-oxadiazol-3-yObenzylj-21-1-pyridazin-3-one
as colourless crystals; ESI 483. 30 4.2652 mg (2.00 mmol) of caesium
carbonate and 245 mg of N,N-di- methyltrimethylenediamine are added
to a solution of 967 mg (2.00 mmol) of
6-(3,5-difluoropheny1)-243-(5-trichloromethyl-1,2,4-oxadiazol-3-y1)-
35benzylk2H-pyridazin-3-one in 4 ml of DMF, and the mixture is
stirred over- night at room temperature. Water is added to the
reaction mixture. The  62 resultant precipitate is filtered off with
suction, dried in vacuo and chrometographed on a silica gel column
with dichloromethane/methanol as eluent. The product-containing
fractions are evaporated, and the residue is converted into the
hydrochloride using 0.1 N hydrochloric acid in 2-propanol:
6-(3,5-difluoropheny1)-2-{345-(3-dimethylaminopropylamino)-1,2,4-oxad
iazol-3-yl]benzy11-2H-pyridazin-3-one hydrochloride as colourless
crystals; ESI 467. An analogous procedure gives the compounds
6-(3,5-difluoropheny1)-2-{3-[5-(2-dimethylaminoethylamino)-1,2,4-oxad
iazol-3-Abenzyll-2H-pyridazin-3-one ("A27"), ES! 453; (via the
BOC-protected compound)
6-(3,5-difluoropheny1)-2-{3[5-(piperidin-4-ylamino)-1,2,4-oxadiazol-3
-y1]- benzy1}-2H-pyridazin-3-one ("A42") 20   25hydrochloride, ES1
465; 2-{3-[5-(1 -methyl pi peridin-4-ylam i no)-1
,2,4-oxadiazol-3-yl]benzyl}-6-(3,4,5-
trifluorophenyI)-2H-pyridazin-3-one ("A43")    



35hydrochloride, ESI 497.  63 Example 5     The preparation of
6-(3,5-difluorophenyl)-243-(5-methyloxazol-2-yObenzylj52H-pyridazin-3
-one ("A13"), ESI 380, is carried out analogously to the fol- lowing
scheme         The final step is carried out in accordance with A. S.
K. Hashmi et al., 30Org. Lett. 2004, Vol. 6, 4391-4394. The following
compounds are obtained analogously  WO 2008/017361PCT/EP2007/006186
64 No. Name and/or structure ESI "A32"    so  N N ilo , 380 "A33"   



0 CI  t?I'ki  01 /....-'  378 11-1-NMR (d6-DMS0): 6 [ppm] = 2.38 (d,
J = 1Hz, 3H), 5.42 (s, 2H), 6.98 (q, J = 1Hz, 1H), 7.13 (d, J = 10
Hz, 1H), 7.51 (m, 4H), 7.86 (m, 2H), 7.95 (s, 1H), 7.97 (s, 1H), 8.13
(d, J = 10 Hz, 1H) "A44" IINN lik 398  Example 6 The preparation of
6-(3,5-difluoropheny1)-243-(3-methyl-1,2,4-oxadiazol-5-
yl)benzylk2H-pyridazin-3-one ("A14"), is carried out analogously to
the following scheme  326 mg (1.00 mmol) of caesium carbonate are
added to a suspension of 222 mg (3.00 mmol) of N-hydroxyacetamidine
in 6 ml of DMF, and the mixture is stirred for 1 hour. 356 mg (1.00
mmol) of methyl 313-(3,5-difluoro-
15phenyl)-6-oxo-6H-pyridazin-1-ylmethylibenzoate are then added, and
the mixture is stirred at room temperature for 18 hours. The reaction
mixture is partitioned between water and dichloromethane. The organic
phase is dried over sodium sulfate, evaporated and purified by
preparative HPLC:
206-(3,5-difluoropheny1)-243-(3-methyl-1,2,4-oxadiazol-5-yl)benzyl]-2
H-pyri- dazin-3-one ("A14") as colourless solid; ESI 381. Example 7
25 



The preparation of
6-(3,5-difluoropheny1)-2-43-(5-oxo-4,5-dihydro-1,3,4-
oxadiazol-2-yObenzylk2H-pyridazin-3-one ("A15") is carried out
analogously to the following scheme: 30  66 7.11.50 g (10 mmol) of
hydrazine hydrate are added to a suspen- sion of 1.07 g (3.0 mmol) of
methyl 3-[3-(3,5-difluoropheny1)-6-oxo-61-1-
pyridazin-1-ylmethylibenzoate in a mixture of 10 ml of ethanol and 4
ml of dimethyl sulfoxide, and the mixture is stirred at 70C for 40
hours. Water is added to the reaction mixture. The resultant
precipitate is filtered off with suction, washed with water and dried
in vacuo. The crude product is recrystallised from 2-propanol:
3-(3-(3,5-cl1fluoropheny1)-6-
oxo-6H-pyridazin-1-ylmethyl]benzohydrazide as colourless crystals;
ESI 357. 7.2A solution of 131 mg (0.65 mmol) of trichIoromethylchIoro
formate in 3 ml of dioxane is added to a suspension of 178 mg (0.50
mmol) of 313-(3,5- difiuoropheny1)-6-oxo-6H-pyridazin-1-ylmethylj
benzohydrazide in 1 nil of dioxane, and the mixture is heated at the
boil for 4 hours. The reaction mixture is allowed to cool, and water
is added. The resultant precipitate is filtered off with suction,
washed with water and dried. The residue is chromatographed on a
silica gel column with dichloromethaneimethanol, giving  WO
2008/017361PCT1EP2007/006186 67
6-(3,5-diffuorophenyl)-243-(5-oxo-4,5-dihydro-1,3,4-oxadiazol-2-yOben
zy11- 2H-pyridazin-3-one ("A15") as colourless crystals; ESI 383;
Example 8 The preparation of
6-(3,5-difluoropheny1)-2-{345-(2-morpholin-4-yl-ethylamino)-1,3,4-oxa
diazol-2-yljbenzyll-2H-pyridazin-3-one ("A16") is carried out
analogously to the following scheme    301 lig(0Ac)2Me0H   "A16"
NrTho 



68 8.1142 mg (0.80 mmol) of 4-(2-isothiocyanatoethyl)morpholine are
added to a suspension of 287 mg (0.80 mmol) of 343-(3,5-difluoro-
5pheny1)-6-oxo-6H-pyridazin-1-ylmethylibenzohydrazide in 3 ml of di-
chloromethane, and the mixture is stirred at 60C for 24 hours. The
reaction mixture is evaporated:
N'-(4-morpholin-4-ylethylaminothio-carbony1)-3-[3-(3,5-difluoropheny1
)-6-oxo-61-1-pyridazin-1-ylmethyl]benzo-hydrazide as yellowish oil;
ESI 529. 10 8.2 172 mg (0.54 mmol) of mercury(II) acetate are added
to a solution of 260 mg (0.49 mmol) of
N'-(4-morpholin-4-ylethylaminothiocarbony1)-343-
(3,5-difluoropheny1)-6-oxo-61-1-pyridazin-1-ylmethylThenzohydrazide
in 2 ml 15of methanol, and the reaction mixture is stirred at 80C for
1.5 hours. The reaction mixture is filtered through kieselguhr, and
the filtrate is evaporated. The residue is chromatographed on a
silica gel column with dichloromethane/methanol as eluent. The
product is converted into the 20hydrochloride using 5 ml of 0.1 N
hydrochloric acid in 2-propanol: 6-(3,5-
difluoropheny1)-2-{345-(2-morpholin-4-ylethylamino)-1,3,4-oxadiazol-2
-Abenzy11-2H-pyridazin-3-one hydrochloride as slightly yellowish
crystals; ESI 495. 25Example 9     The preparation of
6-(3,5-difluoropheny1)-2-[3-(5-oxo-4,5-dihydro-1,2,4-
oxadiazol-3-yl)benzy11-2H-pyridazin-3-one ("M7") is carried out
analo30gously to the following scheme  1;70
20081017361PCT/EP2007/006186 69 2.37 g (30.0 mmol) of pyridine and
1.19 g (11.0 mmol) of ethyl chloro- formate are added to a solution
of 3.56 g (10.0 mmol) of 343-(3,5-di-
fluoropheny1)-6-oxo-6H-pyridazin-1-ylmethyll-N-hydroxybenzamidine in
5 20 ml of DMF, and the mixture is stirred at 80C for 18 hours and at
100C for 24 hours. 60 ml of 1 N hydrochloric acid and water are added
to the reaction mixture. The resultant precipitate is filtered off
with suction, washed with water and dried in vacua The crude product
is re- 10crystallised from isopropanol:
6-(3,5-difluoropheny1)-243-(5-oxo-4,5-di-
hydro-1,2,4-oxadiazol-3-yObenzyl]-2H-pyridazin-3-one ("A17") as
colourless crystals; ES? 383. Example 10 



The preparation of
6-(3,5-difluoropheny))-243-(5-thioxo-4,5-dihydro1,2,4-oxadiazol-3-Abe
nzyl]-2/1-pyridazin-3-one ("A18") and of
6-(3,5-difluoropheny1)-2-1345-(3-dimethylaminopropylsulfany1)-1,2,4-o
xadiazol-3- Abenzyl)-2H-pyridazin-3-one ("A 19") is carried out
analogously to the following scheme    hydrochloride  70 10.1274 mg
(1.49 mmol) of 1,1-thiocarbonyldiimidazole and 609 mg (4.00 mmol) of
1,8-diazabicyclo[5.4.0]undec-7-ene are added to a suspension of 356
mg (1.00 mmol) of 343-(3,5-difluoropheny1)-6-oxo-6H-pyri-
5dazin-1-ylmethyll-N-hydroxybenzamidine in 8 ml of acetonitrile, and
the mixture is stirred at room temperature for 18 hours. 16 ml of
water are added to the reaction mixture, which is then neutralised
using 2 N hydrochloric acid, the resultant precipitate is filtered
off with suction and dried in vacuo. The crude product is
recrystallised from 2-propanol: 6-(3,5-difluoro-
10pheny0-243-(5-thioxo-4,5-dihydro-1,2,4-oxadiazol-3-yl)benzy11-2H-py
ri- dazin-3-one ("Al 8") as colourless crystals; ESI 399. 10.2 172 mg
(0.42 mmol) of caesium carbonate and 67 mg 15(0.42 mmol) of
(3-chloropropyl)dimethylammonium chloride are added to a solution of
140 mg (0.35 mmol) of 6-(3,5-difluoropheny1)-243-(5-
thioxo-4,5-dihydro-1,2,4-oxadiazol-3-yObenzyl]-2H-pyridazin-3-one in
1 ml of DMF, and the resultant suspension is stirred at room tempera-
ture for 5 days. Water is added to the reaction mixture. The
resultant 20 precipitate is filtered off and chromatographed on a
silica gel column with dichloromethane / methanol as eluent. The
product is converted into the hydrochloride using 5 ml of 0.1 N
hydrochloric acid in 2-propanol:
6-(3,5-difluoropheny1)-2-{345-(3-dimethylaminopropylsulfany1)-1,2,4-
25oxadiazol-3-ylibenzyl}-2H-pyridazin-3-one hydrochloride ("A19") as
col- ourless crystals; ESI 484. Example 11  30 The preparation of
6-(3,5-difluoropheny1)-2-{345-(4-methylpiperazin-1-
y1)-1,2,4-oxadiazol-3-Abenzyll-2H-pyridazin-3-one ("A20") and 643,5-
difluoro ph eny1)-2-{345-(4-methylpiperazine-1-ca rbonyl)-1,2,4-oxad
iazo I- 353-yl]benzyI)-21-1-pyridazin-3-one ("A21") is carried out
analogously to the 



following scheme  PCTPEP2007/006186 71 N CIHN N- ICI N-0CI  THF I
20100 mg (1.00 mmol) of 1-methylpiperazine are added to a solution of
242 mg (0.50 mmol) of 6-(3,5-difluoropheny1)-243-(5-trichloromethy1-
1,2,4-oxadiazol-3-yObenzyl)-2H-pyridazin-3-one in 1 ml of THF, and
the mixture is stirred at room temperature for 18 hours. The reaction
mixture is evaporated and separated by preparative HPLC, giving
6-(3,5-di-
25fluoropheny1)-2-(345-(4-methylpiperazin-1-y1)-1,2,4-oxadiazol-3-y1]
- benzy1}-2H-pyridazin-3-one ("A20") formate as colourless oil (ESI
465) and
6-(3,5-difluoropheny1)-2-(345-(4-methylpiperazine-1-carbonyl)-1,2,4-
oxadiazol-3-ylThenzyl)-2H-pyridazin-3-one ("A21") formate as
colourless 30solid (ES! 493); 1H-NMR (d6-DMS0): 6 il3Pmi = 2.22 (s,
3H), 2.35 (m, 2H), 2.43 (m, 2H), 3.69 (m, 4H), 5.47 (s, 2H), 7.16 (d,
J = 9.5 Hz, 1H), 7.37 (tt, J1 = 9 Hz, J2 = 2 Hz, 1H), 7.61 (t, J =
7.5 Hz, 1H), 7.67 (m, 3H), 7.99 (d, J = 7.5 Hz, 351H), 8.08 (bs, 1H),
8.15 (s, 1H, HCOC), 8.17 (d, J = 9.5 Hz, 1H), 10.05 (bs, 111).  WO
2008/017361PCT/EP2007/006186 72 The following compounds are obtained
analogously  



No.  Name and/or structure ESI "A22"   0 / .11 41NH N-0 NTh
hydrochloride 495 "A23"   101  VN  411 N-0N-N_Nro 523 "A28"    



110            "A29"   40.... ci  0 N r , I,,- ,-N \__ jn N-0
Example 12 



An alternative preparation of
6-(3,5-difluoropheny1)-2-1345-(4-methylpiperazin-1-y1)-1,2,4-oxadiazo
l-3-ylibenzy1}-2H-pyridazin-3-one ("A20") 35is carried out
analogously to the following scheme  WO 2008/017361PCT/EP2007/006186
73    5  HN   10  THF     hydrochloride 12.1316 mg (4.00 mmol) of
pyridine and 613 mg (4.00 mmol) of phosphoryl chloride are added to a
suspension of 765 mg (2.00 mmol) of
6-(3,5-difluorophenyl)-243-(5-oxo-4,5-dihydro-1,2,4-oxadiazol-3-y1)-
benzyl]-2H-pyridazin-3-one in 4 ml of dichloromethane, and the
reaction solution is stirred overnight at room temperature. The
reaction mixture is added to ice and extracted with dichloromethane.
The organic phase is dried over sodium sulfate and evaporated:
243-(5-chloro-1,2,4-oxadiazol-3-yObenzyl]-6-(3,5-difluoropheny1)-2H-p
yridazin-3-one as brown oil (ESI 401), which is employed in the
following reaction without further purification. 12.2140 mg (1.40
mmol) of 1-methylpiperazine are added to a solu- tion of 450 mg
(about 0.7 mmol) of crude
243-(5-chloro-1,2,4-oxadiazoi3-yObenzyl]-6-(3,5-difluorophenyl)-2H-py
ridazin-3-one in 3 ml of THE, and the mixture is stirred overnight at
room temperature. The reaction mixture is partitioned between
dichloromethane and saturated sodium hydrogencarbonate solution. The
organic phase is dried over sodium sulfate evaporated, and the
residue is chromatographed on a silica gel column with
dichloromethane / methanol as eluent. The product is converted into
the hydrochloride using 12 ml of 0.1 N hydrochloric acid in 2-
propanol:
6-(3,5-difluoropheny1)-2-{345-(4-methylpiperazin-111)-1,2,4-  74 



oxadiazol-3-yl]benzyll-2H-pyridazin-3-one hydrochloride ("A20a") as
yellowish crystals; ESI 465; 1H-NMR (d5-DMS0): 6 [ppm] = 2.81 (s,
3H), 3.22 (b, 2H), 3.49 (b, 2H), 3.62 (b, 2H), 4.18 (b, 2)1), 5.42
(s, 2)1), 7.13 (d, J = 9.5 Hz, 1H), 7.36 (it, J1 = 9 Hz, J2 = 2 Hz,
1)1), 7.52 (t, J = 7.5 Hz, 1H), 7.57 (d, J = 7.5 Hz, 1H), 7.65 (m,
2H), 7.85 (d, J = 7.5 Hz, 1)1), 7.99 (bs, 1H), 8.15 (d, J = 9.5 Hz,
1H), 10.79 (bs, 1H). The following compounds are obtained analogously
No.   Name and/or structure ESI "A28"   le N 0 0 N r, , ,-N, N-0\-" \
---1i 465 "A29"   II a - 0 5 N N-0N----' hydrochloride 



463 ,,A30.,  0 N Nir tH \N N---0 hydrochloride 479  75  "A31"    Nle
N/ 481      



N-6   hydrochloride  "A45"       452   41/   I      \   



N-N             "A46"
6-(3,5-DiffuorophenyI)-2-(3-{5-[methyl-1-methyl- 493
piperidin-4-yDamino]-1,2,4-oxadiazol-3-y1}benzyl)-21-1-
pyridazin-3-one a, I 



N IT N      \     II  \      N - N4. 



hydrochloride   'H-NMR (do-DMS0): 6 [ppm] = 1.95 (m, 2H), 2.20 (m,
2H), 2.75 (s, 3H), 3.04 (s, 3H), 3.16 (m, 2H), 3.49 (m, 2H), 4.24 (m,
1H), 5.42 (s, 2H), 7.14 (d, J = 10 Hz, 1H), 7.36 (tt, J1 = 9.5 Hz, J2
= 2 Hz, 1H), 7.50 (t, J = 7.5 Hz, 1H), 7.54 (d, J ----. 7.5 Hz, 1H),
7.65 (m, 2H), 7.84 (d, J = 7.5 Hz, 1H), 7.97 (s, 11-1), 8.16 (d, J =
10 Hz, 1H), 10.3 (bs, 1H)  WO 2008/017361PCT/EP2007/006186 76 "A47"
,0r-\N- 41, 483  N 



N-N # hydrochloride  "A48"  F likr-N--1 Nc,r_N\ j 479     N-NN   lie
hydrochloride  1H-NMR (c16-DMS0): 5 [ppm] = 1.27(t, J = 7 Hz, 31-0,
3.17 (m, 4H), 3.56 (m, 2H), 3.67 (m, 2H), 4.20(m, 2H), 5.42 (s, 2H),
7.14(d, J = 10 Hz, 1H), 7.36 (tt, J1 = 9.5 Hz, J2 = 2 Hz, 1H), 7.52
(t, J = 7.5 Hz, 1H), 7.57 (d, J = 7.5 Hz, 1H), 7.66 (m, 2H), 7.85 (d,
J = 7.5 Hz, 1H), 7.99(s, 1H), 8.15(d, J = 10 Hz, 1H), 10.75 (bs,
11-1) "A49"  F it 



493  N-NN   111Pe hydrochloride   , WO 2008/017361PCT/EP2007/006186
77  "A50"  6-(3,5-Difluoropheny1)-2-(3-{514-(2-methoxyethyl)-
piperazin-1-y1]-1,2,4-oxadiazol-3-yllbenzy1)-21-1- pyridazin-3-one
509  Co \   40   



N N-N   IP hydrochloride  1H-NMR (d6-DIVISO): 6 [ppm) = 3.33 (m, 2H),
3.37 (s, 3H), 3.42 (t, J = 4.5 Hz, 2H), 3.65 (m, 4H), 3.73 (t, J =
4.5 Hz, 2H), 4.18 (m, 2H), 5.42 (s, 2H), 7.14(d, J = 10 Hz, 1H), 7.36
(tt, J1= 9.5 Hz, J2 = 2 Hz, 1H), 7.52 (t, J = 7.5 Hz, 1H), 7.57 (d, J
= 7.5 Hz, 1H), 7.65 (m, 2H), 7.85 (d, J = 7.5 Hz, 1H), 7.99 (s, 1H),
8.15 (d, J = 10 Hz, 1H), 10.4 (bs, 1H) "A51"   493  It/   N N N
1111 hydrochloride  



"A52"  6-(3,5-Difluoropheny1)-2-(3-(514-(2-dimethylamino- 522
ethyl)piperazin-1-y11-1,2,4-oxadiazol-3-y1}benzyl)-2H-
pyridazin-3-one   /   NI o   N N-N dihydrochloride   78 "A53" F * N-N
11, hydrochloride 



527 "Al23"  6-(3,5-Difluoropheny1)-2-(3-(544-(2-ethoxyethyl)- 523
piperazin-1-y1]-1,2,4-oxadiazol-3-yl}benzyl)-2H- pyridazin-3-one
,,05 Nr,,,   0 hydrochloride  "Al24"
6-(3,5-Difluoropheny1)-2-(3-{544-(3-methoxypropy1)- 523
piperazin-1-y1]-1,2,4-oxadiazol-3-yl}benzyl)-2H- pyridazin-3-one
FNN _ 0 0 Nf---- \ , 



0N-0   - hydrochloride  'H-NMR (DMSO-d6): 6 [ppm] = 2.03 (m, 2H),
3.23 (m, 2H), 3.28 (m, 2H), 3.32 (s, 3H), 3.47 (t, J = 6Hz, 2H), 3.65
(m, 2H), 3.72 (m, 2H), 4.24 (m, 2H), 5.48 (s, 2H), 7.20 (d, J = 10
Hz, 1H), 7.42 (tt, J1= 9.5 Hz, J2 = 2 Hz, 1H), 7.58 (t, J = 7.5 Hz,
1H), 7.63 (d, J = 7.5 Hz, 1H), 7.72 (m, 2H), 7.91 (d, J = 7.5 Hz,
11-1), 8.05 (s, 1H), 8.21 (d, J = 10 Hz, 1H), 10.7 (bs, 1H) "Al25"
.,-40NrTh 140\>.- N   N.,.... N-0\--/   WO
2008/017361PCT/EP2007/006186 79 "M26" MO 



-OPN/-"\N I--N N-0\--/ "---\---N OH  "Al27"  0 -0)Nn., 1--N,
j\i-\\__Th N-0 /N-  "Al28"   Nr--\ N-0 0  "Al29"  -- 40NT---\ N-0
1(1._))    



Example 13 The preparation of
6-(3,5-difluoropheny1)-243-(5-piperazin-1-y1-1,2,4-
oxadiazol-3-yObenzy11-2H-pyridazin-3-one ("A24"), ES1 451, is carried
out analogously to the following scheme  15hydrochloride"A24" An
analogous procedure gives the compounds 20"A54"    hydrochloride, ESI
469; 30"A130"   WO 2008/017361PCT/EP20071006186 81 "A131"    Example
14 10The preparation of
6-(3,5-difluoropheny1)-2-{344-(3-dimethylamino- propyI)-5-oxo-4,5-d
ihydro-1,2,4-oxad iazol-3-yl}benzyll-2H-pyridazi n-3- one ("A25") is
carried out anaiogously to the following scheme 25 



0.234 ml (2.00 mmol) of 3-(dimethylamino)-1-propanol and 1.0 g of
polymer-bound triphenylphosphine are added to a suspension of 382 mg
(1.00 mmol) of 6-(3,5-difluoropheny1)-2-[3-(5-oxo-4,5-dihydro-
301,2,4-oxadiazol-3-yObenzyli-2H-pyridazin-3-one in 10 ml of THF.
0.393 ml (2.00 mmol) of diisopropyl azodicarboxylate are slowly added
dropwise to this suspension, and the reaction mixture is stirred at
room temperature for 18 hours. The reaction mixture is filtered, the
filtrate is evaporated, and the residue is purified by preparative
HPLC. The prod- 35uct is dissolved in 25% aqueous hydrochloric acid,
evaporated in vacuo and lyophilised:
6-(3,5-difluoropheny1)-2-{344-(3-dimethylaminopropy1)-  WO
2008/017361PCT/EP2007/00681i 82
5-oxo-4,5-dihydro-1,2,4-oxadiazol-3-ylibenzy1}-2H-pyridazin-3-one
hydrochloride ("A25") as colourless powder; ESI 468. 5An analogous
procedure gives the compound "A55"
6-(3,5-difluoropheny1)-243-(5-oxo-4-piperidin-4-y1-4,5-dihydro1,2,4-o
xadiazol-3-yObenzyl]-2H-pyridazin-3-one    hydrochloride, ES1 466.
Example 15     The preparation of
6-(3,5-difluoropheny1)-2-[3-(1H4etrazol-5-yObenzylk
21-1-pyridazin-3-one ("A26") is carried out analogously to the
following 20scheme    81.3 mg (2.5 mmol) of sodium azide, 26.7 mg
(0.50 mmol) of ammo- 30nium chloride and 21.2 mg (0.50 mmol) of
lithium chloride are added to a solution of 162 mg (0.50 mmol) of
343-(3,5-difluoropheny0-6-oxo-6H- pyridazin-1-ylmethylibenzonitrile
in 1. ml of DMF, and the mixture is stirred at 100C for 18 hours. 1 N
HCI is added to the reaction mixture. 



The resultant precipitate is filtered off with suction, washed with
water 35  83 and dried in vacuo:
6-(3,5-difluoropheny1)-243-(1H-tetrazol-5-yObenzyll2H-pyridazin-3-one
("A26") as colourless crystals; ESI 367. Example 16 5 The preparation
of 6-(3,5-difluoropheny0-213-(5-methy1-11-1-imidazol-2-
yObenzyll-2H-pyridazin-3-one ("A36") is carried out analogously to
the following scheme 10 The final step is carried out analogously to
C. M. Tice, Tetrahedron 57, 2001, p.2689. 30 Alternatively, "A36" can
be prepared as follows   1. 2 ml of acetic acid, 2 ml of water and 9
g of Raney nickel are added to a solution of 6.34 g (16.7 mmol) of
6-(3,5-difluoropheny1)-2-[3-(5-
methyl-1,2,4-oxadiazol-3-yObenzyl]-2H-pyridazin-3-one (preparation
see 15Synthesis Examplel) in 70 ml of methanol, and the mixture is
hydrogena- ted at room temperature and atmospheric pressure for 21
hours. The reaction mixture is filtered, and the filtrate is
evaporated. The residue is taken up in tert-butyl methyl ether,
heated and allowed to cool. The precipitate is filtered off with
suction, washed with tert-butyl methyl ether and 20 dried in vacuo:
343-(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethy1]-
benzamidinium acetate as colourless crystals; ES! 341.  2. 221 mg
(4.12 mmol) of ammonium chloride and 138 pi of hydroxy- 25 acetone
are added to a suspension of 401 mg (1.00 mmol) of 34343,5-
difluorophenyl)-6-oxo-61-1-pyridazin-1-ylmethylibenzamidinium acetate
in a mixture of 5 ml of 32% aqueous ammonia solution and 15 ml of a
10% solution of ammonia in methanol, and the mixture is stirred at
80C for 30 3 days. The reaction mixture is evaporated in vacuo, ethyl
acetate is added, and the mixture is filtered. The organic phase is
separated off, dried over sodium sulfate and evaporated. The residue
is chromatographed on a silica gel column with
dichioromethane/methanol. The product-containing fractions are
combined, evaporated, dissolved in 1.1 35 equivalents of 0.1 N NCI in
2-propanol and evaporated. The residue is  



WO 2008/017361PCT/EP2007/006186 85 stirred with tert-butyl methyl
ether: "A36", hydrochloride, as yellowish crystals; ES! 379. 5An
analogous procedure gives the compound 6-(3,5-difluoropheny1)-2-
[3-(5-hydroxymethy1-1H-imidazol-2-yObenzyl]-2H-pyridazin-3-one
("A56"), ES! 395, 10   15 Example 17     The preparation of
6-(3,5-difluoropheny1)-243[5-(4-methylpiperazin-1-
20yl)oxazol-2-ylibenzy1}-2H-pyridazin-3-one ("A37") is carried out
analo- gously to the following scheme 25 30  s , - WO
2008/017361PCT/EP2007/006186 86    20 The cyclisation is carried out
in accordance with Ft Mazurkiewicz, Synthesis 1992, p. 941. Example
18 The preparation of
6-(3,5-difluoropheny1)-243-(1-piperidin-4-y1-1H-pyrazol-4-yObenzyli-2
H-pyridazin-3-one ("A38") is carried out analogously to the following
scheme, where two alternative synthetic routes are possible: 



WO 2008/017361PCT1EP20071006186 87    10  15 1 4 N HCI in dioxane
hydrochloride, ESI 448. 25Example 19 The preparation of
243-(5-amino-1,2,4-oxadiazol-3-yObenzy1]-6-(3,4,5-
trifluoropheny1)-2/4-pyridazin-3-one ("A57") and of
2-(3-{54methyl-(1-
30methylpiperidin-4-yl)aminoi-1,2,4-oxadiazol-3-yl}benzy1)-6-(3,4,5-t
ri- fluoropheny1)-2H-pyridazin-3-one ('A58") is carried out
analogously to the following scheme:  WO
2008/017361PCT/EP2007/0061.84 88 NEt3 \N\N- + BrCN  N- 19.15.46 g
(50.0 mmol) of cyanogen bromide are added in portions to a 



solution, kept at 00, of 6.41 g (50.0 mmol) of
methyl(1-methylpiperidin-4- 25 yl)amine and 5.06 g (50.0 mmol) of
triethylamine in 150 ml of THF with stir- ring. The reaction mixture
is stirred at room temperature for 4 hours. The resultant precipitate
is filtered off with suction and washed with tert-butyl methyl ether.
The filtrate is evaporated: methyl(1-methylpiperidin-4-y1)-
30cyanamide as reddish oil; ESI 154.  ..  WO
2008/017361PCT/EP2007/006186 89 ethanol, and the mixture is stirred
at a temperature of 120C for 3 days. The reaction mixture is allowed
to cool, filtered with suction, and the residue is washed with
dichloromethane. The residue is dried in vacuo:
243-(5-amino-1,2,4-oxadiazol-3-yObenzyl]-6-(3,4,5-trifluoropheny1)-2H
- 5 pyridazin-3-one ("A57") as reddish crystals; ES! 400. Water is
added to the filtrate. The organic phase is separated off, washed
twice with water, dried over sodium sulfate and evaporated. The
residue is chromatographed on a silica gel column with dichloro-
10methane/methanol as eluent. The product-containing fractions are
evaporated and converted into the hydrochloride using 0.1 N HCI in 2-
propanol. The hydrochloride is dissolved in water, filtered, and the
filtrate is lyophilised:
2-(3-{5-[methyl-(1-methylpiperidin-4-ypaminol-1,2,4-
15oxadiazol-3-yllbenzyl)-6-(3,4,5-trifluorophenyl)-2H-pyridazin-3-one
hydrochloride ("A58") as pale-yellowish lyophilisate; ESI 511. The
following compounds are obtained analogously  No. Name and/or
structure ESI "A59"  Co 



470  r \  N   \ 11N-N ihN           "A60"  [----NN-iN \NP-..y..-NN_,)
\O N N-N 11, 



hydrochloride 511  90 "A61"  111 r-NNN \N\g'oN 'NN.) N N-N 11,
hydrochloride 497 "A62"    1 390   .      



N-N .            "A63"  F , 1NN-N CM--\--C) N \--.-N \,)\---- N IP 



hydrochloride 541 "A64"   NN N hydrochloride 517 "A65"   - ,0r-NN-N N
S79 501  N N     91 "A66"   



404  /   N 4. \N   I, s NN-N ii        "A67"  Ili,0Cl\l"-\ N
No1\l'----N\_.) N IP hydrochloride 479 



"A68"  IllN--c) \/ N NN 110 hydrochloride 511 "A69"   497  /   ID \N
N-N         hydrochloride  



"A7D" CNio.e__NON--\\ o  N 10 formate 487  WO
2008/017361PCT/EP2007/006186 92 "A71" / 479  N \S N-N . hydrochloride
"A71 a" 2-(3-{5-[(1-Ethylpiperidin-4-yOrnethylarnino]-1,2,4-
oxadiazol-3-yl}benzy1)-6-(3,4,5-trifluoropheny1)-2H- pyridazin-3-one
I N.."......"---......" NOy   



525  lik N-N . hydrochloride   "A71b"
6-(3,5-Difluoropheny1)-2-(3-{5-[(1-ethylpiperidin-4-y1)-
methylamino]-1,2,4-oxadiazol-3-yllbenzy1)-21-/- pyridazin-3-one 1
,0N N N/  507  * \  N-NN it hydrochloride    WO
2008/017361PCT/EP2007/006186 93  



Example 20 15The preparation of
2-[3-(5-amino-1,2,4-oxadiazol-3-Abenzyl]-6-(3,5-di-
fluoropheny1)-2H-pyridazin-3-one (A72"),
6-(3,5-difluoropheny1)-2-{345-
(methylpiperidin-4-ylamino)-1,2,4-oxadiazol-3-yl]benzyl)-2H-pyridazin
-3- one ("A73") and of
6-(3,5-difluoropheny1)-2-(3-15-[methyl-1-methyl-
20piperidin-4-ypamino]-1,2,4-oxadiazol-3-ylThenzyl)-2H-pyridazin-3-on
e ("A46"; alternative preparation) is carried out analogously to the
following scheme: 25 30  NaBH(OAc)3    3020.18.74 g (80.0 mmol) of
cyanogen bromide are added in portions to a solution, kept at 00, of
17.1 g (80.0 mmol) of 1-Boc-4-methylaminopiperidine and 11.1 ml (80.0
mmol) of triethylamine in 160 ml of THF with stirring. The reaction
mixture is stirred at room temperature for 4 hours. The 35resultant
precipitate is filtered off with suction and washed with tert-butyl
methyl ether. The filtrate is evaporated. The residue, a slowly
crystallising  WO 2008/017361PCT/EP2007/006186 95 oil, is boiled up
with petroleum ether and cooled. The precipitate is filtered off with
suction, washed with petroleum ether and dried in vacuo: tert-butyl
4-(cyanomethylamino)piperidine-1-carboxylate as colourless crystals;
ES! 240. 5 4.31 g (18.0 mmol) of tert-butyl
4-(cyanomethylamino)piperidine-1-carboxylate are added to a
suspension of 5.35 g (15.0 mmol) of N-hydroxy-3-
[6-oxo-3-(3,5-difluorophenyl)-6H-pyridazin-1-ylmethyl]-benzamidine
(prepa- 10ration see Example 2) in 30 ml of 2-methoxyethanol, and the
mixture is 



stirred at a temperature of 120C for 3 days. The reaction mixture is
allowed to cool, filtered with suction, and the residue is washed
with dichloromethane. The residue is dried in vacuo:
243-(5-amino-1,2,4-oxa-
15diazol-3-yl)benzyl]-6-(3,5-difluoropheny1)-2H-pyridazin-3-one
('A72") as reddish crystals; ES1382. Dichloromethane and 1 N HCI are
added to the filtrate. The organic phase is separated off, washed
with 1 N NaOH and with water, dried over sodium sulfate and
evaporated. The residue is chromatographed on a silica gel 20column
with tert-butyl methyl ether as eluent: tert-butyl 41(3434343,5-di-
fluorophenyI)-6-oxo-6H-pyridazin-1-ylmethyl]pheny1}-1,2,4-oxadiazol-5
- yl)methylamino]piperidine-1-carboxylate as brownish oil; ESI 579.
252 ml of 4 N HCI in dioxane are added to a solution of 1.25 g (2.17
rnmol) of tert-butyl
4-[(3-{343-(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethyliphenyl}
-1,2,4-oxadiazol-5-yOmethylaminolpiperidine-1-carboxylate in 2 ml of
dioxane, and the mixture is left at room temperature for 3 hours.
Water 30and ethyl acetate are added to the reaction mixture. The
organic phase is separated off. The aqueous phase is adjusted to a pH
of 14 using 1 N NaOH and extracted twice with ethyl acetate. The
organic phase is dried over sodium sulfate and evaporated:
6-(3,5-difluoropheny1)-2-{345-(methyl-
piperidin-4-ylamino)-1,2,4-oxadiazol-3-ylThenzyl}-2H-pyridazin-3-one
35("A73") as pale-yellowish crystals; ESI 479.  WO
2008/017361PCT/EP2007/0061giiIf 96 848 mg (4.0 mmol) of sodium
triacetoxyborohydride are added to a suspension of 450 mg (0.93 mmol)
of "A73" in 1.8 ml of 37% aqueous formaldehyde solution, and the
mixture is stirred at room temperature for 2 days. Saturated aqueous
sodium hydrogencarbonate solution and 515% aqueous sodium hydroxide
solution are added successively to the reaction mixture, which is
then extracted with ethyl acetate. The organic phase is dried over
sodium sulfate and evaporated. The residue is chromatographed on a
silica gel column with dichloromethane/methanol 10as eluent:
6-(3,5-difluoropheny1)-2-(3-{54methyl-(1-methylpiperidin-4-y1)-
amino]-1,2,4-oxadiazol-3-yllbenzyl)-2H-pyridazin-3-one ("A46") as
colourless crystals; ESI 493. 15An analogous procedure gives "A74",
hydrochloride, ESI 537, 20  "A74".  



25Example 21  The preparation of
2-{345-(4-methylpiperazin-1-ylmethyl)-1,2,4-oxa-
diazol-3-yabenzyll-6-(3,4,5-trifluoropheny1)-2H-pyridazin-3-one
("A75") is 30carried out analogously to the following scheme:  21.1A
solution of 712 mg (6.30 mmol) of chloroacetyl chloride in 1 ml of
dichloromethane is added dropwise to a suspension of 1.13 g 20 (3.00
mmol) of N-hydroxy-3[6-oxo-3-(3,4,5-trifluoropheny1)-6H-pyridazin-1-
ylmethypenzamidine and 1.05 ml (7.54 mmol) of triethylamine in 10 ml
of dichloromethane with stirring. The reaction mixture is stirred at
room temperature for 5 days. The mixture is diluted with
dichloromethane, washed 25with 1 N NaOH, 1 N HCI and water. The
organic phase is dried over sodium sulfate and evaporated. The
residue is chromatographed on a sil- ica gel column with petroleum
ether/ethyl acetate as eluent: 243-(5-
chloromethy1-1,2,4-oxadiazol-3-y1)benzyl]-6-(3, 4, 5-trifl
uorophenyl)-2H-pyri- 30dazin-3-one as yellowish solid; ESI 433.
21.2100 mg (1.00 mmol) of 1-methylpiperazine are added to a solution
of 216 mg (0.50 mmol) of
243-(5-chloromethy1-1,2,4-oxadiazol3-Abenzyl)-6-(3,4,5-trifluoropheny
1)-2H-pyridazin-3-one in 2 ml of THF, 35and the mixture is stirred at
room temperature for 18 hours. The reac- tion mixture is partitioned
between dichloromethane and water. The  98 organic phase is dried
over sodium sulfate and evaporated. The residue is boiled up in
tert-butyl methyl ether, cooled and filtered off with suction. The
residue is washed with tert-butyl methyl ether, dried in vacuo and
dissolved in 10 ml of 0.1 N hydrochloric acid in 2-propanol. After a
short time, a precipitate deposits. This is filtered off with
suction, washed with tert-butyl methyl ether and dried in vacuo:
2-(345-(4-methylpiperazin-1-
ylmethyl)-1,2,4-oxadiazol-3-ylibenzyl)-6-(3,4,5-trifluoropheny1)-2H-p
yridazin-3-one ("A75") hydrochloride as colourless crystals; ES! 497.
Example 22 The preparation of
243-(5-trifluoromethy1-1,2,4-oxadiazol-3-yObenzyl]-6-
15(3,4,5-trifluorophenyI)-2H-pyridazin-3-one ("A76"), ESI 453, is
carried out from
213-(5-amino-1,2,4-oxadiazol-3-yObenzyl]-6-(3,4,5-trifluorophenyl)-2H
-pyridazin-3-one and trifluoroacetic anhydride in accordance with S.
Kitamura et al., Chem. Pharm. Bull. 49(3), 268-277 (2001). 20 Example
23 The preparation of
2-(3-1,2,4-oxadiazol-3-yibenzy1)-6-(3,4,5-trifluoropheny1)-2H-pyridaz
in-3-one ("A77"), ES! 385, is carried out from 2-[3-(5- 



25
amino-1,2,4-oxadiazol-3-yObenzyl]-6-(3,4,5-trifluoropheny1)-2H-pyrida
zin-3-one and triethyl orthoformate in accordance with C. Ainsworth
et al., J. Med. Chem. 10, 208 (1967). 30Example 24  24.10.138 ml
(2.00 mmol) of (R)-glycidol is added to a solution of 627 mg (2.00
rnmol) of 2-(3-aminobenzy1)-6-(3,5-difluoropheny1)-2H-pyridazin-3-one
(prepared by reaction of 6-(3,5-difluorophenyI)-2H-pyridazin-3- 20one
with 3-nitrobenzyl bromide in a similar manner to Example 1 with sub-
sequent hydrogenation using Raney nickel as catalyst) in 4 ml of
2-methoxyethanol, and the mixture is heated at 120C for 18 hours.
Water is added to the reaction mixture, which is then extracted with
ethyl acetate. 25 The organic phase is dried over sodium sulfate and
evaporated. The residue is chromatographed on a silica gel column
with dichloromethane / methanol as eluent:
6-(3,5-difluoropheny1)-243-((S)-2,3-dihydroxypropylamino)benzyI]-2H-p
yridazin-3-one as colourless oil; ES! 388. 307.0 mg (0.06 mmol) of
potassium tert-butoxide are added to a solution of 394 mg (1.02 mmol)
of 6-(3,5-difluoropheny1)-2434(S)-2,3-dihydroxy-
propylamino)benzyl]-2H-pyridazin-3-one in 3 ml of diethyl carbonate,
and the mixture is stirred at 110C for 3 hours. Water is added to the
36reaction mixture, which is then extracted with dichloromethane. The
organic phase is dried over sodium sulfate and evaporated. The
residue  100 is chromatographed on a silica gel column with petroleum
ether/ethyl acetate as eluent:
6-(3,5-difluoropheny1)-2434(S)-5-hydroxymethyl-2-
oxooxazolidin-3-yObenzyl]-2H-pyridazin-3-one ("A78") as yellowish
crystals, ESI 414. An analogous procedure gives the compound
6-(3,5-difluorophenyI)-2- [3-(( R)-5-hyd roxymethy1-2-oxooxazo lid i
n-3-yObenzyl]-2H-pyrid azi n-3-o ne ("A79"), ESI 414. Example 25
The preparation of
6-(3,5-difluoropheny()-243-(2-oxooxazoliclin-3-y1)-
15benzyI}-2H-pyridazin-3-one ("A80") is carried out analogously to
the fol- lowing scheme 25.10.155 ml (1.50 mmol) of 2-chloroethyl
chloroformate is added to 35a suspension of 313 mg (1.00 mmol)
2-(3-aminobenzy1)-6-(3,5-difluoro- pheny1)-2H-pyridazin-3-one in 4 ml
of toluene, and the mixture is heated at  101 



110 for 18 hours. The mixture is allowed to cool, the resultant
precipitate is filtered off with suction and washed with tert-butyl
methyl ether: the residue is chromatographed on a silica gel column
with dichloromethane/ methanol as eluent: 2-chloroethyl
{343-(3,5-difluoropheny1)-6-oxo-6H-pyri-
dazin-1-ylmethyliphenylIcarbamate as colourless crystals; ESI 420.
579 mg (1.78 mmol) of caesium carbonate are added to a solution of
373 mg (0.89 mmol) of 2-chloroethyl
{3-[3-(3,5-difluorophenyI)-6-oxo-6H-
10pyridazin-1-ylmethyl]phenyllcarbamate in 4 ml of acetonitrile, and
the resultant suspension is stirred at room temperature for 18 hours.
The reaction mixture is filtered, and the residue is washed with
acetonitrile. The filtrate is evaporated:
6-(3,5-difluoropheny1)-213-(2-oxooxazolidin-3-y1)-
15benzyI]-2H-pyridazin-3-one ("A80") as colourless crystals; ESI 384.
Example 26    The preparation of
6-(3,5-difluoropheny1)-213-(2-methylthiazol-4-yObenzy1)-
202H-pyridazin-3-one ("A81") is carried out analogously to the
following scheme    227 p1(1.44 mmol) of diethyl azodicarboxylate are
added dropwise to a solution of 200 mg (0.96 mmol) of
6-(3,5-difluorophenyI)-2H-pyridazin-3-  102 one, 296 mg (1.44 mmol)
of [3-(2-methylthiazol-4-yl)phenylimethanol and 378 mg (1.44 mmol) of
triphenylphosphine in 25 nil of THF with ice- cooling. The reaction
mixture is stirred at room temperature for 18 5 hours, evaporated,
and the residue is chromatographed by preparative HPLC:
6-(3,5-difluoropheny1)-243-(2-nnethylthiazol-4-yl)benzyl]-2H-pyridazi
n-3-one ("A81") as colourless crystals; ESI 396. An analogous
procedure gives the compounds
106-(3-cyanopheny1)-213-(2-methylthiazol-4-yObenzyl]-2H-pyridazin-
3-one ("A82"), ESI 385;
6-(3,5-difluoropheny1)-2-[3-(1H-imidazol-2-yl)benzyl]-2H-pyridazin3-o
ne ("A83"), ESI 365 (the [3-(1H-imidazol-2-yl)phenyl]methanol used
15is prepared by lithium aluminium hydride reduction of methyl
3-(1H-imi- dazol-2-yObenzoate, which is in turn prepared analogously
to T. Mario et al., Bioorg. Med. Chem. 11(18), 3879 (2003)). 20
Example 27 



The preparation of 6-(3,5-difluoropheny1)-243-(5-methylthiazol-2-y1)-
25 benzyI]-2H-pyridazin-3-one ("A84") and of
6-(3,5-dif1uoropheny1)-243-(5-
methy1-4,5-dihydrooxazol-2-yObenzylj-2H-pyridazin-3-one ("A85") is
carried out analogously to the following scheme 30  -sec WO
2008/017361PCT/EP2007/006186 498 mg (2.60 mmol) of
N-(3-dimethylaminopropyI)-N'-ethylcarbodiimide 25hydrochloride are
added to a solution of 685 mg (2.00 mmol) of 3-(3-(3,5-
difluoropheny1)-6-oxo-61-1-pyridazin-1-ylmethypenzoic acid and 156 pl
(2.00 mmol) of 1-aminopropan-2-ol in 4 ml of DMF, and the mixture is
stirred at room temperature for 18 hours. The reaction mixture is
added to 301 N HCI, the resultant precipitate is filtered off with
suction and washed with water. The residue is dried in vacuo:
343-(3,5-difluoropheny1)-6-oxo6H-pyridazin-1-ylmethylFN-(2-hydroxypro
pyl)benzamide as colourless crystals; ESI 400. 35A solution of 126 mg
(0.32 mmol) of 343-(3,5-difluoropheny1)-6-oxo-6H-
pyridazin-1-ylmethyli-N-(2-hydroxypropyl)benzamide in 3 ml of
dichloro-  104 methane is cooled to -78C, and 46 p1(0.35 mmol) of
diethylaminosulfur trifluoride are added with stirring. The reaction
mixture is stirred at -78C for 1 hour. 34.8 mg (0.25 mmol) of
potassium carbonate are then added, the reaction mixture is warmed to
room temperature and stirred at room 5temperature for 18 hours.
Saturated sodium hydrogencarbonate solution and dichioromethane are
added to the reaction mixture. The organic phase is separated off,
dried over sodium sulfate and evaporated. The residue is
chromatographed on a silica gel column with dichloromethane/methanol
as 10eluent:
6-(3,5-difluoropheny1)-243-(5-methyl-4,5-dihydrooxazol-2-y1)-
benzyI]-2H-pyridazin-3-one ("A85") as colourless solid; ESI 382. 4.0
g of a 15% solution of Dess-Martin periodinane in dichloromethane are
15 added to a solution of 280 mg (0.70 mmol) of
343-(3,5-difluoropheny1)-6-
oxo-6H-pyridazin-1-ylmethyll-N-(2-hydroxypropyl)benzamide in 5 ml of
dichloromethane, and the mixture is stirred at room temperature for 1
hour. 5 ml of water, 5 ml of saturated sodium hydrogencarbonate
solution and 15 ml of a 10% aqueous sodium thiosulfate solution are
added to the 20reaction mixture. After the mixture has been stirred
at room temperature for 2 hours, the resultant precipitate is
filtered off with suction. The organic phase of the filtrate is
separated off, dried over sodium sulfate and evaporated:
343-(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethyli-N-(2-oxo-
25propyl)benzamide as colourless crystals; ES! 398. A suspension of
119 mg (0.30 mmol) of
343-(3,5-difluoropheny1)-6-oxo6H-pyridazin-1-ylmethyll-N-(2-oxopropyl
)benzamide and 60.7 mg 



30(0.15 mmol) of
2,4-bis(4-methoxyphenyI)-2,4-dithioxo-1,3,2,4-dithia- phosphetane
(Lawesson reagent) in 3 ml of toluene is heated at 1100 for 18 hours.
The mixture is allowed to cool, and saturated sodium
hydrogen-carbonate solution and dichloromethane are added. The
organic phase is separated off, dried over sodium sulfate and
evaporated. The residue is 35 chromatographed on a silica gel column
with dichloromethane/methanol as  WO 2008/017361PCT/EP2007/006186 105
eluent:
6-(3,5-difluoropheny1)-2-[3-(5-methylthiazol-2-Dbenzyll-2H-pyridazin-
3-one ("A84") as yellowish solid; ESI 396. 5 An analogous procedure
gives the compound 6-(3-chloropheny1)-2-[3-(5-
methylthiazol-2-yObenzyl]-2H-pyridazin-3-one ("A86"), ES) 394.
Example 28 10The preparation of
6-(3,5-clifluoropheny1)-2-[3-(5-piperidin-4-yloxazol-2-
Abenzyl]-al-pyridazin-3-one ("A87") and of
6-(3,5-difluorophenyl)-2-(3-
[5-(1-methylpiperidin-4-y0oxazol-2-yl]benzyl)-2H-pyridazin-3-one
("A88") is carried out analogously to the following scheme 15 20 25
30    WO 2008/017361PCT/EP2007/006186 107 28.1484 mg (3.16 mmol) of
1-hydroxybenzotriazole hydrate and 786 mg (4.10 mmol) of
N-(3-dimethylaminopropyI)-N'-ethylcarbodiimide hydrochloride are
added to a solution of 1.08 g (3.16 mmol) of 343-(3,5-di-
5fluoropheny1)-6-oxo-6H-pyridazin-1-ylmethylibenzoic acid and 771 mg
(3.16 mmol) of tert-butyl
4-(2-amino-1-hydroxyethyl)piperidine-1-carboxylate (prepared in
accordance with W000/59502 or W02006/019768) in 20 ml of DMF, and the
mixture is stirred at room temperature for 18 hours. Water is added
to the reaction mixture. The resultant precipitate is filtered 10off
with suction, washed with water and dried in vacuo: tert-butyl
4-(2-{343- 



(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethylThenzoylamino}-1-
hydroxyethyppiperidine-1-carboxylate as colourless solid; ES! 569.
1528.216.7 g of a 15% solution of Dess-Martin periodinane in
dichloro- methane are added to a solution of 1.14 g (2.00 mmol) of
tert-butyl 44243-
[3-(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethyl]benzoylamino)-1
- hydroxyethyl)piperidine-1-carboxylate in 15 ml of dichloromethane,
and the mixture is stirred at room temperature for one hour. 15 ml of
water, 15 ml 20of saturated sodium hydrogencarbonate solution and 15
ml of a 10% aqueous sodium thiosulfate solution are added to the
reaction mixture. After the mixture has been stirred at room
temperature for 2 hours, the resultant precipitate is filtered off
with suction. The organic phase of the fil- 25trate is separated off,
dried over sodium sulfate and evaporated: tert-butyl
4-(2-{313-(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethylibenzoyla
mino}acetyl)piperidine-1-carboxylate; ES1 567. 3028.3A solution of
453 mg (0.8 mmol) of tert-butyl 4-(2-{343-(3,5-
difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethyllbenzoylamino}acety1)-
piperidine-1-carboxylate and 381 mg (1.60 mmol) of
(methoxycarbonylsulfamoyl)triethylammonium betaine (Burgess reagent)
in 5 ml of THF is heated at 60C for 18 hours. The reaction mixture is
partitioned between 35dichloromethane and saturated aqueous sodium
hydrogencarbonate solu-  108 tion. The organic phase is dried over
sodium sulfate, evaporated, and the residue is chromatographed on a
silica gel column with dichloromethane/ methanol as eluent:
tert-butyl 4-(2-(343-(3,5-difluorophenyl)-6-oxo-6H-
5pyridazin-1-ylmethyllphenyl}oxazol-5-yOpiperidine-1-carboxylate as
colour- less crystals; ESI 549. 28.4237 mg (0.43 mmol) of tert-butyl
4-(2-(3-[3-(3,5-difluoropheny1)-
6-oxo-6H-pyridazin-1-ylmethyllphenylloxazol-5-yOpiperidine-1-carboxyl
ate 10are dissolved in 1.5 ml of 4 N HC1 in dioxane and left at room
temperature for 18 hours. The resultant precipitate is filtered off
with suction and washed with dioxane and tert-butyl methyl ether and
dried in vacuo: 6-(3,5-
difluoropheny1)-2-[3-(5-piperidin-4-yloxazol-211)benzyl]-2H-pyridazin
-3-one ("AS?") hydrochloride as colourless crystals; ES1449; 1H-NWIR
(de-DMS0): 5 [ppm] = 1.84 (m, 2H), 2.16(m, 2H), 3.03(m, 2H), 3.16 (m,
1H), 3.32(m, 2H), 5.43 (s, 2H), 7.12 (s, 1H), 7.15 (d, J = 10 Hz,
1H), 7.36 (tt, J1 = 9.5 Hz, J2 = 2 Hz, 1H), 7.52 (m, 2H), 7.66 (m,
2H), 7,88 20(m, 1H), 7.99 (s, 1H), 8.16 (d, J = 10 Hz, 1H), 8.72 (m,
1H), 9.00 (m, 1H). 28.5148 mg (0.66 mmol) of sodium
triacetoxyborohydride are added to a solution of 80.3 mg (0.17 mmol)
of 6-(3,5-difluoropheny1)-2-
[3-(5-piperidin-4-yloxazol-2-yl)benzy11-2H-pyridazin-3-one
hydrochloride 25in 1.5 ml of 37% aqueous formaldehyde solution, and
the mixture is stirred at room temperature for 18 hours. Saturated
sodium hydrogen- 



carbonate solution and 15% aqueous sodium hydroxide solution are
added to the reaction mixture, which is then extracted with ethyl
acetate. 30The organic phase is dried over sodium sulfate and
evaporated. The residue is boiled up in tert-butyl methyl ether,
allowed to cool, filtered off with suction and dried in vacuo:
6-(3,5-difluoropheny1)-2-{345-(1-methylpiperidin-4-yl)oxazol-2-yi]ben
zy1}-2H-pyridazin-3-one ("A88") as colour- 35less crystals; ES1463;
WO 2008/017361PCT1EP2007/006186 109 1H-NMR (d6-DMS0): 5 [ppm] =
1.63(m, 2H), 1.94(m, 2H), 1.99 (m, 2H), 2.18 (s, 3H), 2.72(m, 1H),
2.78 (m, 2H), 5.42 (s, 2H), 7.00(d, J = 1Hz, 1H), 7.14 (d, J = 10 Hz,
1H), 7.35 (tt, Ji = 9.5 Hz, J2 = 2 Hz, 1H), 7.50 (m, 2H), 7.66 (m,
2H), 7.86 (m, 1H), 7.99 (s, 1H), 8.15 (d, J = 10 Hz, 5 1H). The
following compounds are prepared analogously
243-(5-piperidin-4-yloxazol-2-yObenzyl]-6-(3,4,5-trifluoro10phenyl)-2
H-pyridazin-3-one ("A89"), ESI 467,
20243-(5-piperidin-4-yloxazol-2-yObenzy11-6-(3-ch)orophenyl)-2H-
pyridazin-3-one ("A90"),    Example 29 The preparation of
643,5-difluoropheny1)-243-(5-piperidin-4-ylthiazol-2-
Abenzy11-2H-pyridazin-3-one ("A91") and of
6-(3,5-difluoropheny1)-2-{3-
[5-(1-methylpiperidin-4-yOthiazol-2-yl]benzy1}-2H-pyridazin-3-one
("A92") is carried out analogously to the following scheme  2529.1A
suspension of 190 9(3.36 mmol) of tert-butyl 4-(2-(343-(3,5-
difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethyl]benzoylamino}acety1)-
piperidine-1-carboxylate and 681 mg (1.68 mmol) of
2,4-bis(4-methoxypheny1)-2,4-dithioxo-1,3,2,4-dithiaphosphetane
(Lawesson reagent) in 6 ml 30 of toluene is heated at 110C for 18
hours. The mixture is allowed to cool, and saturated sodium
hydrogencarbonate solution and dichloromethane are added. The organic
phase is separated off, dried over sodium sulfate and evaporated. The
residue is chromatographed on a silica gel column 



35with dichloromethane/methanol as eluent: tert-butyl
4-(24343-(3,5-di-  WO 2008/017361PCT/EP2007/006186 111 1-carboxylate
as brown-yellow oil; ESI 565. 29.21.139 (0.43 mmol) of tert-butyl
4-(2-{343-(3,5-difluoropheny1)-6-
oxo-6H-pyridazin-1-ylmethyl}phenyl)thiazol-5-yDpiperidine-1-carboxyla
te 5 are dissolved in 12 ml of 4 N HCI in dioxane and left at room
temperature for 18 hours. Water and ethyl acetate are added to the
reaction mixture. The organic phase is separated off. The aqueous
phase is rendered alkaline using 15% aqueous sodium hydroxide
solution and extracted with 10ethyl acetate. The organic phase is
dried over sodium sulfate and evapo- rated. The residue is
chromatographed on a silica gel column with dichloromethane/methanol:
6-(3,5-difluoropheny1)-243-(5-piperidin-4-yithiazol-2-yl)benzyl]-2H-p
yridazin-3-one ("A91") as yellowish crystals; ES! 465; 151H-NMR
(d6-DMS0): 6 [ppm] = 1.54 (m, 2H), 1.94 (m, 2H), 2.65 (m, 2H),
3.04(m, 3H), 5.43 (s, 2H), 7.15 (d, J = 10 Hz, 1H), 7.36 (if, J1 =
9.5 Hz, J2 = 2 Hz, 1H), 7.47 (m, 2H), 7.66 (m, 3H), 7.80 (d, J = 7.5
Hz, 1H), 7.96 (s, 1H), 8.16 (d, J = 10 Hz, 1H). 20Analogously to
Example 28.5, 6-(3,5-difluoropheny1)-243-(5-piperidin-4-
ylthiazol-2-yObenzyl]-2H-pyridazin-3-one is reacted with formaldehyde
and sodium triacetoxyborohydride to give
6-(3,5-difluoropheny1)-2-(345-
(1-methylpiperidin-4-yOthiazol-2-ylibenzyl)-2H-pyridazin-3-one
("A92"), 25ES! 479. The following compounds are obtained analogously
30243-(5-piperidin-4-ylthiazol-2-yObenzy11-6-(3,4,5-trifluoropheny1)-
2H-pyridazin-3-one ("A93") formate, ES! 483;
6-(3-chloropheny1)-243-(5-piperidin-4-ylthiazol-2-yObenzy11-2Hpyridaz
in-3-one ("A94") formate, ESI 464;
6-(3,5-difluoropheny1)-243-(5-piperidin-3-ylthiazol-2-yObenzylk 35
2H-pyridazin-3-one ("A96") hydrochloride, ES! 465;  112 



213-(5-azetidin-3-ylthiazol-2-yObenzyl]-6-(3,5-difluoropheny1)-
2H-pyridazin-3-one ("A97")
106-(3,5-difluorophenyl)-243-(5-piperidin-4-ylmethylthiazol-2-y1)-
benzy1]-2H-pyridazin-3-one ("A98"), trifluoroacetate, ES! 479;
6-(3,5-difluoropheny1)-2-(3-(5[1
-(2-methoxyethyl)piperidin-4-yllthiazol-2-yl}benzy1)-2H-pyridazin-3-o
ne ("A99"), hydrochloride, ESI 523,
6-(3,5-difluoropheny1)-2-(345-(1-methylpiperidin-4-ylmethyl)thiazol-2
-yl]benzy1}-2H-pyridazin-3-one ("A99a");
6-(3,5-difluoropheny1)-243-(5-pyrrolidin-2-ylthiazol-2-yObenzy11-
2H-pyridazin-3-one ("A100"). Example 30     The preparation of
6-(3-chlorophenyl)-2-(345-(4-methylpiperazin-1-ylmethypthiazol-2-ylTh
enzyll-2H-pyridazin-3-one ("A95") is carried out 30analogously to the
following scheme   WO 2008/017361PCTTEP2007/006186 113    1530.13.44
g (41.7 mmol) of sodium hydrogensulfide hydrate and 4.57 g of
diethylammonium chloride are added to a solution of 4.56 g (13,9
mmol) of 313-(3-chloropheny1)-6-oxo-6H-pyridazin-1-ylmethyl]-
benzonitrile in 10 ml of DMF, and the resultant suspension is stirred
at 55C for 18 hours under nitrogen. After the mixture has been cooled
to 20room temperature, 30 ml of water are added. The resultant
precipitate is filtered off with suction, washed with water and dried
in vacuo: 343-(3-
chloropheny1)-6-oxo-614-pyridazin-1-ylmethyljthiobenzamide as yellow
crystals; ESI 356. 25 



30.2A suspension of 3.97 g(10.6 mmol) of 343-(3-chloropheny1)-6-
oxo-6H-pyridazin-1-ylmethylIthiobenzamide and 1.55 g (13.8 mmol) of
chloromalonaldehyde in 22 ml of acetone is heated at the boil for 5
hours 30with stirring. The reaction mixture is evaporated, and the
residue is dried in vacuo:
2-{343-(3-chloropheny1)-6-oxo-6H-pyridazin-1-ylmethylipheny1}-
thiazole-5-carbaldehyde as brown glass, which is employed for
subsequent reactions without further purification; ESI 408. 3530.3 60
mg (1.0 mmol) of acetic acid and 320 mg (1.51 mmol) of sodium
triacetoxyborohydride are added to a solution of 527 mg (about  114
1.0 mmol) of crude
2-{343-(3-chloropheny1)-6-oxo-6H-pyridaZin-1-ylmethyliphenyl}thiazole
-5-carbaldehyde and 128 mg (1.3 mmol) of 1- methylpiperazine in 4 ml
of dichloromethane, and the mixture is stirred at room temperature
for 18 hours. 1 N NaOH is added to the reaction mixture, and the
organic phase is separated off. The organic phase is dried over
sodium sulfate and evaporated. The residue is chromatographed on a
silica gel column with dichloromethane/methanol as eluent:
6-(3-chloro-phenyl)-2-(345-(4-methylpiperazin-1-ylmethyl)thiazol-2-yi
lbenzyl)-2H-pyri- 10dazin-3-one ("A95") as ochre-yellow crystals; ESI
493. The following compounds are prepared analogously
156-(3,5-difluoropheny1)-2-{345-(4-methylpiperazin-1-ylmethypthia-
zol-2-ylibenzyl)-2H-pyridazin-3-one ("A101"), ESI 494;
6-(3,5-difluoropheny1)-243-(5-morpholin-4-ylmethylthiazol-2-y1)-
benzyl]-2H-pyridazin-3-one ("A102"), ES! 481. 20 Example 31      The
preparation of 6-(3,5-difluoropheny1)-243-(4-methylthiazol-2-y1)-
benzyl]-2H-pyridazin-3-one ("A103") is carried out analogously to the
25following scheme   WO 2008/017361115PCT/EP2007/006186 gel column
with dichloromethane/methanol: 6-(3,5-difluoropheny1)-243-(4-
methylthiazol-2-yObenzy11-21-1-pyridazin-3-one ("A103") as yellowish
solid; ESI 396. An analogous procedure gives the compound
6-(3,5-difluoropheny1)-2-(3-thiazol-2-ylbenzyl)-2H-pyridazin-3-one
("A104"), ESI 382. Example 32 The preparation of
6-(3,5-difluoropheny1)-2-{341-(2-piperidin-1-ylethyl)-
1H-1,2,3-triazol-4-yllbenzyll-2H-pyridazin-3-one ("Al 05") is carried
out analogously to the following scheme KOH   



N5-\\_NO   copper powder tdethylammonium chloride  "A105",
hydrochloride, ESI 477  WO 2008/017361PCT/EP2007/0036186 116 An
analogous procedure gives the compound 6-(3,5-difluoropheny1)-2-{3-
[1-(2-morpholin-4-ylethyl)-1H-1,2,3-triazol-4-yl]benzyll-2H-pyridazin
-3-one ("A106"), ES! 479. Example 33     The preparation of
6-(3,5-difluoropheny1)-2-{345-(4-methylpiperazine-1-
10carbonyl)isoxazol-3-ylibenzyl}-2H-pyridazin-3-one ("Al 07") is
carried out analogously to the following scheme  .04 WO
20081017361PCT/EP2007/006186 117 Example 34    The preparation of
6-(3,5-difluoropheny1)-2-[3-(5-oxo-4,5-dihydro-1,2,4-
5thiadiazol-3-yObenzyl]-2H-pyridazin-3-one ("A108"), ESI 399, is
carried out analogously to the following scheme  CS2CO3 CI-S/CC13 2+
NH+ - 



NH2 0DMF    20Example 35 The preparation of
6-(3,5-difluoropheny1)-2-{315-(4-methylpiperazin-1-
y1)-1,2,4-thiadiazol-3-yllbenzy1}-21-1-pyridazin-3-one ("Al 09") is
carried out analogously to the following scheme 25 30  15 An
analogous procedure gives the compound 6-(3,5-difluoropheny1)-2-
(3-{544-(2-methoxyethyppiperazin-1-y1]-1,2,4-thiadiazol-3-yl}benzy1)-
2Hoyridazin-3-one ("A1 09a"), hydrochloride, ESI 525 20    Example 36
The preparation of
6-(3,5-difluoropheny1)-243-(5-morpholin-4-ylmethyloxazol-2-yObenzyl]-
2H-pyridazin-3-one ("Al 10"), ESI 465, is carried out analogously to
the following scheme  4 WO 2008/017361PCT/EP2007/006186 119 5  OH Co
OH  H2NN.,&2\1.) 



I ELM HOBt DMF  1 oxalyl chloride triethylamMe dimethyl sulfoxide
Burgess reagent    25  Example 37 The preparation of
6-(3,5-difluoropheny1)-2-(3-(544-(2-hydroxyethyl)-
piperazin-1-y1]-1,2,4-oxadiazol-3-yl}benzy1)-2H-pyridazin-3-one ("Al
11") is carried out analogously to the following scheme:  37.11.77 g
(18.0 mmol) of diethylcyanamide are added to a suspension of 5.35 g
(15.0 mmol) of N-hydroxy-346-oxo-3-(3,5-difluoropheny1)-6H-
25pyridazin-1-ylmethylibenzamidine in 30 ml of 2-methoxyethanol, and
the mixture is stirred at a temperature of 120 for 18 hours. The
reaction mixture is allowed to cool, filtered with suction, and the
residue is washed with dichloromethane. The residue is dried in
vacuo:
243-(5-amino-1,2,4-oxadiazol-3-yl)benzyl]-6-(3,5-difluoropheny1)-2H-p
yridazin-3-one as reddish 30crystals; ES! 382. 37.21.14 ml (9.00
mmol) of trimethylchlorosilane are added to a sus-        pension of
381 mg (1.00 mmol) of 243-(5-amino-1,2,4-oxadiazol-3-y1)-
35benzy11-6-(3,5-difluoropheny1)-2H-pyridazin-3-one in 5 ml of
dichloro- methane. A solution of 865 mg (3.00 mmol) of
tetrabutylammonium nitrite  121 in 3 ml of dichloromethane is slowly
added dropwise to this suspension at room temperature with stirring.
After the reaction mixture has been stirred at room temperature for
16 hours, it is filtered. The filtrate is partitioned 



between dilute sodium hydrogencarbonate solution and dichloromethane.
5 The organic phase is dried over sodium sulfate and evaporated,
giving crude
243-(5-chloro-1,2,4-oxadiazol-3-yObenzylj-6-(3,5-difluoropheny1)-2Hpy
ridazin-3-one as yellowish oil, which is employed for the next
reaction without further purification; ES1401. 10 37.363.3 mg (0.49
mmol) of hydroxyethylpiperazine and 39 mg (0.40 mmol) of
triethylamine are added to a solution of 260 mg (about 0.32 mmol) of
crude 2-(3-(5-chloro-1,2,4-oxadiazol-3-yl)benzyl)-6-(3,5-
15difluoropheny0-2H-pyridazin-3-one in 1 ml of THF, and the mixture
is stirred at room temperature for 2 hours. Saturated sodium chloride
solution and ethyl acetate are added to the reaction mixture. The
aqueous phase is separated off, and the organic phase is washed twice
with 20water, dried over sodium sulfate and evaporated. The residue
is purified by preparative HPLC. 0.3 ml of 1 N HCI is added to the
product-containing fractions, and the mixture is lyophilised:
6-(3,5-difluoropheny1)-2-
(3-(514-(2-hydroxyethyDpiperazin-111]-1,2,4-oxadiazol-3-yllbenzy1)-2H
pyridazin-3-one hydrochloride as colourless crystals; ESI 496. 25 The
following compounds are obtained analogously  No. Name and/or
structure ESI "A112" N N-0 rTh -   WO 2008/017361PCT/EP2007/004186 



122  "A113"  0 ..-- NIN 0 NFM, 1N)--- NtilTht_Th N--00-  "A114"
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N-0 0-  "A116"  0 NI' 4111 Nrm I N-0 ,>---N \____7-\_\ OH j
Example 38     The preparation of
4-(3-{343-(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-yl25methyllpheny1
}-1,2,4-oxadiazol-5-y1)morpholin-3-one ('Al 17") is carried out
analogously to the following scheme:   A 



WO 2008/017361 PCT/EP2007/006186  123    5 toluene 110C
2038.1252 mg (1.60 mmol) of (2-chloroethoxy)acetyl chloride are added
to a suspension of 381 mg (1.00 mmol) of 243-(5-amino-1,2,4-
oxadiazol-3-yObenzyl]-6-(3,5-difluoropheny1)-2H-pyridazin-3-one in 2
ml of toluene, and the mixture is stirred at a temperature of 110 for
40 hours. 25The reaction mixture is allowed to cool, diluted with
petroleum ether and filtered with suction. The residue is
recrystallised from acetonitrile: 2-(2-
chloroethoxy)-N-(3-{343-(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylm
ethyllpheny11-1,2,4-oxadiazol-5-yOacetamide as ochre-yellow crystals;
ESI 502. 30 38.2A suspension of 390 mg (0.70 mmol) of
2-(2-chloroethoxy)-N-
(3-(343-(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethylipheny1}-
1,2,4-oxadiazol-5-yOacetamide (about 90%) and 228 mg (0.70 mmol) of
35caesium carbonate in 2 ml of acetonitrile is stirred at room
temperature 



for 18 hours. Water is added to the reaction mixture, and the
resultant  124 precipitate is filtered off with suction. The residue
is dried and recrystal- lised from acetonitrile:
4-(3-{343-(3,5-difluoropheny1)-6-oxo-6H-pyridazin-1-ylmethyl]pheny1}-
1,2,4-oxadiazol-5-yOmorpholin-3-one as colourless crystals; ES! 466.
Example 39     The preparation of
6-(3-chloropheny1)-243-(5-methyl-4,5-clihydrothiazol-2- 10 ,
yObenzy1]-2H-pyridazin-3-one ("A118") is carried out analogously to
the following scheme: OH Lawesson reagent CI CI "A118" A suspension
of 203 mg (0.51 mmol) of 3-13-(3-chloropheny1)-6-oxo-6H-
pyridazin-1-ylmethylkN-(2-hydroxypropyl)benzamide (preparation analo-
20gous to Example 27) and 106 mg (0.261 mmol) of 2,4-bis(4-methoxy-
pheny1)-2,4-dithioxo-1,3,2,4-dithiadiphosohetane (Lawesson reagent)
in 2 ml of toluene is heated at the boil for 18 hours. The reaction
mixture is partitioned between saturated sodium hydrogencarbonate
solution and 25 dichloromethane. The organic phase is dried over
sodium sulfate and evaporated. The residue is purified by means of
preparative HPLC: 6-
(3-chloropheny1)-243-(5-methyl-4,5-dihydrothiazol-2-yhbenzyl]-2H-pyri
dazin-3-one as yellow solid; ESI 396. 30Example 40     The
preparation of 644-(3-dimethylaminopropoxy)-3,5-difluoropheny1]-243-
(5-methy1-1,2,4-oxadiazol-3-yhbenzyl]-2H-pyridazin-3-one ("A119") is
car-35ried out analogously to the following scheme:  WO
2008/017361PCT/EP2007/006186 125    40.3 mg (1.01 mmol) of sodium
hydride (60% in paraffin oil) are added 15 to a solution of 200 mg
(0.50 mmol) of 243-(5-methyl-1,2,4-oxadiazol-3-
yObenzy1)-6-(3,4,5-trifluoropheny1)-2H-pyridazin-3-one in 10 ml of
DMF under argon, and the mixture is stirred at room temperature for
10 minutes. 118 pi (1.01 mmol) of 3-(dimethylamino)-1-propanol are
then 



added, and the mixture is stirred at room temperature for three
hours. 20 The reaction mixture is added to water and extracted with
ethyl acetate. The organic phase is dried over sodium sulfate,
evaporated and purified by preparative HPLC:
644-(3-dimethylaminooropoxy)-3,5-difluorophenyl1-243-(5-methyl-1,2,4-
oxadiazol-3-yl)benzyll-2H-pyridazin-3-one 25trifluoroacetate as
colourless glass; ESI 482. The following compounds are obtained
analogously 30  WO 2008/017361PCT/EP2007/00e186 126 No. Name and/or
structure ESI "Al20"  (---N----N.0 ON) 0 N -iI )---- N-0  "Al21"  2
\c) --- SiN 



,-.-.-  "Al22"  e--N--N,-----0 N=1 0 N -1-- N_0   Pharmacoloqical
data Met kinase inhibition Table 1 Compound No.      IC 50 (enzyme
assay) IC50 (cell assay) "Al" A  "All" A  "Al2" A  



"A13" A  "A20"  A  "A21"  A  "A22"  A  "A33" A  "A46" A  "A48" A   WO
2008/017361PCT/EP2007/006186 127  "A50" 



A  "A88" A  "A91" A  "A111"  A "Al23"   A "Al24"   A IC5o:10 nM-
11.1.M=A 11.LM - 10 uM = B > 10 mM =C The following examples relate
to medicaments: Example A: Injection vials A solution of 100 g of an
active ingredient of the formula I and 5 g of di-sodium
hydrogenphosphate in 3 I of bidistilled water is adjusted to pH 6.5
using 2 N hydrochloric acid, sterile filtered, transferred into
injection vials, lyophilised under sterile conditions and sealed
under sterile conditions. Each injection vial contains 5 mg of active
ingredient. Example B: Suppositories 25A mixture of 20 g of an active
ingredient of the formula lwith 100 g of soya lecithin and 1400 g of
cocoa butter is melted, poured into moulds and allowed to cool. Each
suppository contains 20 mg of active ingredient. 30Example C:
Solution 



WO 2008/017361PCT/EP2007/006186 128 Example D: Ointment 5500 mg of an
active ingredient of the formula I are mixed with 99.5 g of Vaseline
under aseptic conditions. Example E: Tablets 10A mixture of 1 kg of
active ingredient of the formula I, 4 kg of lactose, 1.2 kg of potato
starch, 0.2 kg of talc and 0.1 kg of magnesium stearate is pressed in
a conventional manner to give tablets in such a way that each tablet
contains 10 mg of active ingredient. 15 Example F: Dragees
Tablets are pressed analogously to Example E and subsequently coated
in 20a conventional manner with a coating of sucrose, potato starch,
talc, traga- canth and dye. Example G: Capsules 252 kg of active
ingredient of the formula I are introduced into hard gelatine
capsules in a conventional manner in such a way that each capsule
contains 20 mg of the active ingredient. 30Example H: Ampoules  129
Patent Claims 1.Compounds of the formula I  in which RIdenotes Ar or
Het, R2denotes a saturated, unsaturated or aromatic 5-  membered
heterocycle having 1 to 4 N, 0 and/or S atoms, which may be
unsubstituted or mono- or disubstituted by Hal, A, (CH2)n0R3, N(R3)2,
SR3, Heti, -[C(R3)211N(R3)2,4C(R3)2lnHet1, S[C(R3)2]N(R3)2,
-NR3[C(R3)2]nN(R3)2, -NR3[C(R3)2],1-let1, -NR3Het1 



, COHet1 and/or =0 (carbonyl oxygen), Radenotes H or A, R4, R5denote
H, Adenotes unbranched or branched alkyl having 1-10 C atoms, in
which 1-7 H atoms may be replaced by F and/or CI, Ardenotes phenyl
which is unsubstituted or mono-, di- or trisubstituted by Hal, CN
and/or S(0)mA, Hetdenotes a mono- or bicyclic aromatic heterocycle
having Ito 3 N, 0 and/or S atoms, which may be unsubstituted or
mono-, di- or trisubstituted by Hal,  130 Hetidenotes a monocyclic
saturated or aromatic heterocycle having 1 to 2 N and/or 0 atoms,
which may be mono- or disubstituted by A, (CH2),Thlet2, (CH2)nN(R3)2
and/or (CH2)OR3, Flet2denotes pyrrolidino, piperidino or morpholino,
Haldenotes F, Cl, Br or I, denotes 0, 1 or 2, denotes 1, 2, 3 or 4,
and pharmaceutically usable solvates, salts, tautomers and
stereoisomers thereof, including mixtures thereof in all ratios. 2.
Compounds according to Claim 1 in which R1denotes Ar or Het,
R2denotes a heterocycle selected from the group 1,2,4-oxadiazolyl,
1,3,4-oxadiazolyl, oxazolyl, dihydrooxazolyl, pyrazolyl, imidazolyl,
triazolyl, thiadiazolyl, tetrazolyl, pyrrofyl, furanyl, thienyl,
thiazolyl, dihydrothiazolyl, oxazolidinyl, which may be mono- or
disubstituted by Hal, A, (CH2)n0R3, N(R3)2, SR3, Heti,
-{C(R3)21riN(R3)2, -[C(R3)2],Het1, S[C(R3)2]nN(R3)2,
-NR3[C(R3)2]riN(R3)2, -NR3[C(R3)2],Het1, -COHeti and/or =0 (carbonyl
oxy- 



gen). R3denotes H, methyl, ethyl, propyl, isopropyl, butyl or ten-
butyl, R4, R5denotes H, Adenotes unbranched or branched alkyl having
1-10 C atoms, in which 1-7 H atoms may be replaced by F and/or Cl,
Ardenotes phenyl which is unsubstituted or mono-, di- or
trisubstituted by Hal, CN and/or S(0)A,  131 Netdenotes thiazolyl,
thienyl, pyridyl, benzo-1,2,5-thiadia- zolylor benzo-1,3-dioxolyl,
Hetidenotes piperidin-l-yl, pyrrolidin-l-yl, morpholin-4-yl,
piperazin-l-yl, 1,3-oxazolidin-3-yl, imidazolidinyl, oxazolyl,
thiazolyl, thienyl, 1,4-diazepanyl, furanyl or pyridyl, where the
radicals may also be mono- or disubstituted by A, (CH2)nHet2,
(CH2)nN(R3)2 and/or (CH2)n0R3, Het2denotes pyrrolidino, piperidino or
morpholino, Haldenotes F, Cl, Br or I, mdenotes 0, 1 or 2, ndenotes
1, 2, 3 or 4, and pharmaceutically usable solvates, salts, tautomers
and stereoisomers thereof, including mixtures thereof in all ratios.
3.Compounds according to Claim 1, selected from the group No.
Structure and/or name "Al"
6-(3,5-Difluoropheny1)-2-[3-(5-methyl-1,2,4-oxadiazol-3-y1)- 



benzyli-2H-pyridazin-3-one "A2"
243-(5-Methy1-1,2,4-oxadiazol-3-yl)benzy11-6-(3,4,5-trifluoro-
pheny1)-2H-pyridazin-3-one
6-(3,5-Difluoropheny1)-244-(5-methy1-1,2,4-oxadiazol-3-y1)-
benzyl]-2H-pyridazin-3-one
6-(4-Fluoropheny1)-2-[3-(5-methyl-1,2,4-oxadiazol-3-y1)-
benzyl]-2H-pyridazin-3-one "A5"
2-[3-(5-Methy1-1,2,4-oxadiazol-3-yObenzyll-6-pyridin-3-y1-2H-
pyridazin-3-one ,c)....., N  if-  \  - N-N     



132  6-(3-Chloropheny1)-2-[3-(5-methyl-1,2,4-oxadiazol-3-y1)-
benzy11-2H-pyridazin-3-one "AT
6-(3-Cyanopheny1)-2-[3-(5-methyl-1,2,4-oxadiazol-3-y1)-
benzy11-2H-pyridazin-3-one
6-(4-Cyanopheny1)-2[3-(5-methy1-1,2,4-oxadiazol-3-y1)-
benzyl]-2H-pyridazin-3-one "A9"
6-(4-Methylsulfonylpheny1)-243-(5-methy1-1,2,4-oxadiazol-3-
Abenzy11-2H-pyridazin-3-one "A10"
6-(3,5-Difluoropheny1)-2-[3-(5-dimethylaminomethyl-1,2,4-
oxadiazol-3-Abenzyl]-2H-pyridazin-3-one "Al 1"
6-(3,5-Difluorapheny1)-243-(5-ethylam ino-1,2,4-oxadiazol-3-
yObenzyl]-2H-pyridazin-3-one "Al2"
6-(3,5-Difluoropheny1)-2-{345-(3-dimethylaminopropyl-
amino)-1,2,4-oxadiazol-3-ylibenzyll-2H-pyridazin-3-one "A13"
6-(3,5-Difluoropheny1)-243-(5-methyloxazol-211)benzyll-21-1- 



pyridazin-3-one "A14"
6-(3,5-Difluoropheny1)-243-(3-methy1-1,2,4-oxadiazol-5-y1)-
benzyl]-2H-pyridazin-3-one "A15"
6-(3,5-Difluoropheny1)-243-(5-oxo-4,5-dihydro-113,4-
oxadiazol-211)benzyl]-2H-pyridazin-3-one "A16"
6-(3,5-Difluoropheny1)-243-[5-(2-morpholin-4-ylethylamino)- I
,3,4-oxadiazol-2-yIlloenzyll-2H-pyridazin-3-one "A17"
8-(3,5-Difluoropheny0-243-(5-oxo-4,5-di hydro-1,2,4-
oxadiazol-3-yl)benzyl]-21-1-pyridazin-3-one "A18"
6-(3,5-Difluoropheny1)-243-(5-thioxo-4,5-dihydro-1,2,4-
oxadiazol-3-yObenzyl]-2H-pyridazin-3-one "A19"
6-(3,5-Difluoropheny1)-2-{345-(3-dimethylaminopropyl-
sulfany1)-1,2,4-oxadiazol-3-yl]benzy1}-2H-pyridazin-3-one "A20"
6-(3,5-Difluoropheny1)-2-{345-(4-methylpiperazin-l-y1)-1,2,4-
oxadiazol-3-ylibenzyl}-2H-pyridazin-3-one  133 "A21"
6-(3,5-Difluoropheny1)-2-{345-(4-methylpiperazine-1- 



carbonyl)-1,2,4-oxadiazol-3-yl]benzy1}-2H-pyridazin-3-one "A22"
/1111H 1111/N-0r) _.--0 "A23"  so--, N40N N 0r \r0 \ --/ "A24"
6-(3,5-Difluoropheny1)-243-(5-piperazin-1-y1-1,2,4-oxadiazol-
3-yObenzyl]-2H-pyridazin-3-one "A25"
6-(3,5-Difluoropheny1)-24344-(3-dimethylaminopropy1)-5-
oxo-4,5-dihydro-1,2,4-oxadiazol-3-yl]benzyll-2H-pyridazin-3- one
"A26"  6-(3,5-Difluoropheny1)-243-(1H-tetrazol-5-yObenzyl]-2H-
pyridazin-3-one
6-(3,5-Difluoropheny1)-2-{3-[5-(2-dimethylaminoethylamino)-
1,2,4-oxadiazol-3-ylThenzyll-2H-pyridazin-3-one "A27"  "A21"  "A28"
N -., -.-- N._ JIN- 



N 6 "A29"  I N-0 CI  134 "A30"  10 Ni'N 0  1 Vil N--.0/ "A31"  .-- 0
NIA 0 tNI____Ni N-o "A32"    0 0  / "A33"  



10 CI NWN 0  / "A34"  --' 0  0 N     1 "A35"  s'A   0" N \ N  I N 



\ N-N \      i            



135 "A36"    NH   11  N-N 40     "A37"
6-(3,5-Difluoropheny1)-2-(345-(4-methylpiperazin-1-y1)-
oxazol-2-yl]benzyll-2H-pyridazin-3-one "A38"  411 INNH "A39"
6-(3,4-Difluoropheny1)-213-(5-methyl-1,2,4-oxadiazol-3-y1)-
benzyl]-2H-pyridazin-3-one   "A41"  



NH ,0 N    ill N-N  4.     "A42"
6-(3,5-Difluoropheny1)-2-{345-(piperidin-4-ylamino)-
1,2,4-oxadiazol-3-ylibenzyll-2H-pyridazin-3-one Fr,H  Nfr N  \NH  N-N



136 "A43" 2-{345-(1-Methylpiperidin-4-ylamino)-1,24-
oxadiazol-3-Abenzyll-6-(3,4,5-trifluoropheny1)-2H- pyridazin-3-one H
IF/    N-N 11 "A44"   II  \o  N-N  



II   "A45" f----N-0  '11- \  41N  N-NirN     "A46"
6-(3,5-Difluoropheny1)-2-(3-{51methyl-(1-rnethylpiperidin-4-
yDamino]-1,2,4-oxadiazol-3-yllbenzyl)-2H-pyridazin-3-one I  %)T--
/1.  N-Nit  



"A47" N\ r 110\  N N-N lig  137 "A48"  111N,0 N-NN 111 "A49"  41N,0 ,
)7__N\ j N NN Ill "A50"
6-(3,5-Difluoropheny1)-2-(34544-(2-methoxyethyl)piperazin-
1-A-1,2,4-oxadiazol-3-yllbenzy1)-2H-pyridazin-3-one F \ ir 5 



0    N N-N 11, "A51" / N \0 ,\ 4110.0N/ N-N / "A52"
6-(3,5-Difluoropheny1)-2-(3-{5-[4-(2-dimethylaminoethyl)-
piperazin-1-y1)-1,2,4-oxadiazol-3-yl}benzy1)-2H-pyridazin-3- one
r-NNI ,0,,,,__N"---\\---N \ , \N\//  N N-N  



138 "A53"  - N-N lik N /   N "A54"    ("NH oNIN.) N\ r N   441
N-N 



li           "A55"
6-(3,5-Difluoropheny1)-243-(5-oxo-4-piperidin-4-y1-4,5-
dihydro-1,2,4-oxadiazol-3-yl)benzy11-2H-pyridazin-3-one F 00   / \  



\ N-N      '0,1 itH           "A56"
6-(3,5-Difluorophenyl)-243-(5-hydroxymethyl-1 F 



im idazol-2-yObenzy11-2H-pyridazin-3-one H- Nn-----NOH \NH   441
N-N      411        



"A57"    .- N. "N N 1\Nit N  139 "A58"    --.Nell \----  "A59"
r-N0 i   



N-N .           "A60"  F. lip 



1---NN-INN woN__NN.") \    N N-N * "A61"   F . r--NN--NN Ne\---C7-
NN,)    N N, "A62"       



111 \N-N      .           "A63"   



"oJ   NNN 110  140 "A64"   N N N "A65"   \ N-N NI N  / S, / N   "A66"
/ N 



y-. L N     N-N              "A67"   . N N 



. Cj Nr-\ N0\'22--N,  N "AM" F 111 N-N 0 NI____NI N "A69"   1 N\/ fl
/ N  / 



F NN  .      141 "A70" -\---\ ,orN IN \---ki--/ N "A71 a'
2-(3-{5-[(1-Ethylpiperidin-4-yl)methylamino]-1,2,4-oxadiazol-
3-yllbenzy1)-6-(3,4,5-trifluoropheny1)-2H-pyridazin-3-one 1
N..,,,"...----",    *\0N,.."..N1  N-N 



4.     "A71 b"
6-(3,5-Difluoropheny1)-2-(3-{5-[(1-ethylpiperidin-4-Amethyl-
aminol-1,2,4-oxadiazol-3-yllbenzyl)-2H-pyridazin-3-one 1
FN....,.."."--...",      N-Nit     "A71 c"
6-(3,5-Difluoropheny1)-2-(3-{5-[methyl(1-methylPiperidin-4-yl-
methyDamino1-1,2,4-oxadiazol-3-yllbenzy1)-2H-pyridazin-3- one N/  



SNN'--N N-0  142 "A72"   is
243-(5-Amino-1,2,4-oxadiazol-3-yl)benzyl]-6-(3,5-difluoro-
pheny1)-2H-pyridazin-3-one ./0 N li  I N-0 "A73"
6-(3,5-Difluoropheny1)-2-{3-{5-(methylpiperidin-4-ylamino)-
1,2,4-oxadiazol-3-yl]benzyl)-2H-pyridazin-3-one .--o N40 I IPN "A74"
liN-NiiioN \ "A75"  F 



.v. NNN I N-0 cD N\ "A76"
243-(5-Trifluoromethy1-1,2,4-oxadiazol-3-yObenzyl]-6-(3,4,5-
trifluoropheny1)-2H-pyridazin-3-one "A77"
2-(3-1,2,4-Oxadiazol-3-ylbenzyl)-6-(3,4,5-trifluorophenyl)-
2H-pyridazin-3-one  143 "A78"    0 OH "AM" 6-(3,5-Difluo rop
henyI)-2-[3-((R)-5-hydroxym ethy1-2-oxo-
oxazolidin-3-yl)benzyI]-2H-pyridazin-3-one "A80"   



II0i\i'i\Ilai F "A81"  F 11.01 NN4110 "A82"  6-(3-Cyanop hen
yl)-243-(2-methylth iazol-4-Abe nzyI]-2H- pyridazin-3-one "A83"
8-(3,5-Difluoropheny1)-2-13-(111-imidazol-211)benzyl]-2H-
pyridazin-3-one "A84"  IP
6-(3,5-Difluoropheny1)-243-(5-methylthiazol-2-AbenzylpH-
pyridazin-3-one s ,  144 "A85"
6-(3,5-Difluoropheny1)-2-[3-(5-methyl-4,5-dihydrooxazol-2-
Abenzyl]-2/-1-pyridazin-3-one 0 ...0NN is 0 



"A86"  6-(3-Chloropheny1)-243-(5-methylthiazol-2-Abenzyli-2/4-
pyridazin-3-one "A87"
6-(3,5-Difluoropheny1)-2-[3-(5-pipeddin-4-yloxazol-2-y1)-
benzyl]-2H-pyridazin-3-one "A88"
6-(3,5-Difluoropheny1)-2-{345-(1-methylpiperidin-4-y1)-
oxazol-2-ylibenzy1}-2H-pyridazin-3-one "A89"
2-[3-(5-Pipeddin-4-yloxazol-2-Abenzyl]-6-(3,4,5-trifluoro-
phenyl)-21-1-pyridazin-3-one NH    441\  N-N      "A90"
243-(5-Piperidin-4-ylaxazol-2-yObenzyl]-6-(3-chloro- 



phenyl)-2H-pyridazin-3-one -- NN CI) 4111 , CI 40 1 ..0).__CNH N/
145 "A91"  6-(3,5-Difluoropheny1)-243-(5-piperidin-4-ylthiazol-2-y1)-
benzyg-2H-pyridazin-3-one ---0 a W S */NH "A92"
6-(3,5-Difluoropheny1)-2-{315-(1-methylpiperidin-4-yl)thiazol-
2-ylibenzyl}-2H-pyridazin-3-one ---0 a F,N /_ "A93"
2-(3-(5-Piperidin-411thiazol-211)benzy11-6-(3,4,5-trifluoro-
pheny1)-2H-pyridazin-3-one "A94"
6-(3-Chloropheny1)-213-(5-piperidin-4-ylthiazol-2-Abenzyl]- 



2H-pyridazin-3-one "A95"
6-(3-Chloropheny1)-2-{315-(4-methylpiperazin-1-ylmethyl)-
thiazol-2-ylibenzyl}-2H-pyridazin-3-one "A96"
6-(3,5-Difluoropheny1)-243-(5-piperidin-3-ylthiazol-2-y1)-
benzy11-2H-pyridazin-3-one "A97"
2-13-(5-Azetidin-3-ylthiazol-2-ypenzyll-6-(3,5-difluoro-
phenyl)-2H-pyridazin-3-one o S NH IPN411 1/ "A98"
6-(3,5-Difluoropheny1)-2-[3-(5-piperidin-4-ylmethylthiazol-2-
Abenzyl]-2H-pyridazin-3-one  146 "A99"
6-(3,5-Difluoropheny1)-2-(3-{541-(2-methoxyethyl)-
piperidin-4-ylithiazol-2-yl}benzy1)-2H-pyridazin-3-one o mils  \ 



"A99a" 6-(3,5-Difluoropheny1)-2-{345-(l-methylpiperidin-4-yl-
methyl)thiazol-2-ylibenzyll-2H-pyridazin-3-one "Al 00"
6-(3,5-Difluoropheny1)-243-(5-pyrrolidin-2-ylthiazol-2-y1)-
benzyl]-2H-pyridazin-3-one "A101"
6-(3,5-Difluoropheny1)-2-{3-[5-(4-methylpiperazin-1-yl-
methypthiazol-2-ylibenzy11-2H-pyridazin-3-one "Al 02"
6-(3,5-Difluoropheny1)-243-(5-morpholin-4-ylmethylthiazol-2-
yObenzyll-2H-pyridazin-3-one "Al 03"
6-(3,5-Difluorophenyl)-243-(4-methylthiazol-2-yObenzyl]-2H-
pyridazin-3-one "A104"  6-(3,5-Diflu orop h
eny1)-2-(3-thiazol-2-ylbenzy1)-2H-pyrid azi n- 3-one "A105"
6-(3,5-Difluoropheny1)-2-{341-(2-piperidin-1 -ylethyl)-1 H-
1,2,3-triazol-4-yl]benzy1}-2H-pyridazin-3-one 0 40 II-- NO "A106"
6-(3,5-Difluoropheny1)-2-{341-(2-morpholin-4-ylethyl)-1 H- 1,2
,3-triazol-4-yl]benzy1}-2H-pyridazin-3-one 



147 "A107"  6-(3,5-Difluoropheny1)-2-{345-(4-methylpiperazine-1-
carbonyDisoxazol-3-ylibenzyl}-2H-pyridazin-3-one , 0 40 0\ N-0 "A108"
6-(3,5-Difluoropheny1)-243-(5-oxo-4,5-dihydro-1,2,4-
thiadiazol-311)benzyl]-2H-pyridazin-3-one 401 ,,0'  101I 10 N-S
"A109"  6-(3,5-Difluoropheny1)-2-{345-(4-methylpiperazin-l-y1)-1
,2,4- thiadiazol-3-ypenzyl}-2H-pyridazin-3-one "Al 09a"
6-(3,5-Difluorop h eny1)-2-(3-{544-(2-meth oxyethyppiperazin- 1-y11-1
,2,4-thiadiazol-3-yllbenzy1)-2H-pyridazin-3-one o / yo 1111i
sN.kr.N.N j \ 



FN-S "A110"
6-(3,5-Difluoropheny1)-243-(5-morpholin-4-ylmethyloxazol-2-
yObenzy11-2H-pyridazin-3-one "A111"  %.,...N,r-Thi , ilt-NINTh \--OH
F  148 "A112"  NM_---- 0110NC\ N-0 "A113"  o aki, NusNrTh 01 '>_-
NN___/N-  N-0 0- "A114"  NNNC\ "A115"  00 N rTh 



, --t.N\---7-\---\0- "A116"  N 0-"NN0NC\ OH "A117"  .--- ,isNC.\ FNN
1101I\)---N0 N-(5y-if 0 "A118"  ,-- CI iss0s  WI  "A119"  S ' -
,-.----..."---..1---- No WrN-0 I  149 "Al20"  N 



IINr- C'N4111N\     N"---Th leN-0 ON) "Al21"  N 10- 14iI)-----
rN...---..."---.0N-0 ,...N,.) "Al22"  ..- N le-I--- e----N,
"--"----N-0N-0 N"---j" "Al23"
6-(3,5-Difluoropheny1)-2-(3-{5-[4-(2-ethoxyethyl)piperazin-1-
y1]-1,2,4-oxadiazol-3-yl}benzy1)-2H-pyridazin-3-one , , o 0
lei,---11.\_, jr+Th_o "Al24"
6-(3,5-Difluoropheny1)-2-(3-{5-[4-(3-methoxypropyl)-pipera-
zin-1-y1]-1,2,4-oxadiazol-3-yllbenzy1)-21-1-pyridazin-3-one -Os _
NC\k, 1101N-0 



0- "Al25"  F.,,..",...."."-C--'*-"0 a I 'N''N'NWIN'M 1.-.- C INN.,..
y- -N-0\--_,/ F  150 "Al26"  F 111 'NN leNr---\ s)..- 1N \j\\ 1-_Th
N-0 OH "Al27"   . F NN 0 



, iv. ,{-\,___\_, N-0\----/ N- / "Al28"   0 -%- N\ C\N N-2- N \----/
---\--Th 0 "Al29"   0 --- - SiNrm N-0 cc) "A130"   0 0 N iTh
N\_0,---NNH "M31" 



F 0 - NN 0NrTh ,---NN --\\___\ N-0 NH2  and pharmaceutically usable
solvates, salts, tautomers and stereoisomers thereof, including
mixtures thereof in all ratios.  151 4.Process for the preparation of
compounds of the formula I according to Claims 1-3 and
pharmaceutically usable salts, solvates, tautomers and stereoisomers
thereof, characterised in that a) a compound of the formula II  in
which R.' has the meaning indicated in Claim 1, is reacted with a
compound of the formula III R2  in which R2, R3, R4 and R5 have the
meanings indicated in Claim 1 and denotes Cl, Br, I or a free or
reactively functionally modified OH group, or b) a radical R2 is
converted into another radical R2 by 



i) acylating or alkylating an amino group, ii) cyclising an
oxyamidine derivative to give an oxadiazole derivative,  152  iii)
cyclising an amide derivative to give an oxazole derivative,  iv)
reacting an alkyl ester derivative with an N-hydroxyamidine
derivative to give an oxadiazole derivative,  v) cyclising an
N-(aminothiocarbonyl)hydrazide derivative to give an oxadiazole
derivative,  vi) alkylating an SH group,  vii) reacting a cyano group
with an azide derivative to give a tetrazole derivative or c)in that
it is liberated from one of its functional derivatives by treatment
with a solvolysing or hydrogenolysing agent, and/or a base or acid of
the formula I is converted into one of its salts. 5. Medicaments
comprising at least one compound of the formula I according to Claim
1-3 and/or pharmaceutically usable salts, solvates, tautomers and
stereoisomers thereof, including mixtures thereof in all ratios, and
optionally excipients and/or adjuvants. 6. Use of compounds according
to Claim 1-3 and pharmaceutically usable salts, solvates, tautomers
and stereoisomers thereof, including mixtures thereof in all ratios,
for the preparation of a medicament for the treatment of diseases in
which the inhibition, regulation and/or modulation of kinase signal
transduction plays a role.  153 7. Use according to Claim 6 of
compounds according to Claim 1-3, and pharmaceutically usable
solvates and stereoisomers thereof, including mixtures thereof in all
ratios, for the preparation of a medicament for the treatment of
diseases which are influenced by inhibition of tyrosine kinases by
the compounds according to Claim 1-3. 8. Use according to Claim 6 for
the preparation of a medicament for the treatment of diseases which
are influenced by inhibition of Met kinase by the compounds according
to Claim 1-3. 9. Use according to Claim 7 or 8, where the disease to
be treated is a solid tumour. 10. Use according to Claim 9, where the
solid tumour originates from the group of tumours of the squamous
epithelium, the bladder, the stomach, the kidneys, of head and neck,
the oesophagus, the cervix, the thyroid, the intestine, the liver,
the brain, the prostate, the uro- 



genital tract, the lymphatic system, the larynx and/or the lung. 11.
Use according to Claim 9, where the solid tumour originates from the
group monocytic leukaemia, lung adenocarcinoma, small-cell lung
carcinomas, pancreatic cancer, glioblastomas and breast carcinoma.
12. Use according to Claim 9, where the solid tumour originates from
the group of lung adenocarcinoma, small-cell lung carcinomas,
pancreatic cancer, glioblastomas, colon carcinoma and breast
carcinoma. 13. Use according to Claim 7 or 8, where the disease to be
treated is a tumour of the blood and immune system.  154 14. Use
according to Claim 13, where the tumour originates from the group of
acute myeloid leukaemia, chronic myeloid leukaemia, acute lymphatic
leukaemia and/or chronic lymphatic leukaemia. 15. Medicaments
comprising at least one compound of the formula I according to one or
more of Claims 1 to 3, and/or pharmaceutically usable solvates and
stereoisomers thereof, including mixtures thereof in all ratios, and
at least one further medicament active ingredient. 16. Set (kit)
consisting of separate packs of  (a) an effective amount of a
compound of the formula I according to one or more of Claims 1 to 3,
and/or pharmaceutically usable solvates, salts and stereoisomers
thereof, including mixtures thereof in all ratios, and  (b) an
effective amount of a further medicament active ingredient. 


