
1 Carboxamide compounds and their use as calpain
inhibitors Description 5 The present invention relates
to novel carboxamide compounds and their use for the
manufacture of a medicament. The carboxamide compounds
are inhibitors of calpain (calcium dependant cysteine
proteases). The invention therefore also relates to
the use of these carboxamide compounds for treating a
disorder associated with an elevated calpain activity.
10 Calpains are intracellular, proteolytic enzymes
from the cysteine protease group and are found in many
cells. The enzyme calpain is activated by elevated
calcium concentration, with a distinction being made
between calpain I or p-calpain, which is activated by
p-molar concentrations of calcium ions, and calpain II
or m-calpain, which 15 is activated by m-molar
concentrations of calcium ions. Currently, further
calpain isoenzymes are also postulated (M.E. Saez et
al.; Drug Discovery Today 2006, 11 (19/20), pp.
917-923; K. Suzuki et al., Biol. Chem. Hoppe-Seyler,
1995, 376 (9), pp.523-9). 20Ca!pains play an important
role in various physiological processes. These
processes include the cleavage of different regulatory
proteins such as protein kinase C, cytoskeletal
proteins such as MAP 2 and spectrin, and muscle
proteins, protein degradation in rheumatoid arthritis,
proteins in the activation of platelets, neuropeptide
metabolism, proteins in mitosis, and others which are
listed in: M.J.Barrett et al., Life 25Sci. 1991, 48,
pp.1659-69; K. Wang et al., Trends in Pharmacol.Sci.
1994, 15, pp. 412- 419. Elevated calpain levels have
been measured in various pathophysiological processes,
for example: ischemias of the heart (e.g. myocardial
infarction), the kidney or the 30central nervous
system (e.g. stroke), inflammations, muscular
dystrophies, cataracts of the eyes, diabetes, HIV
disorders, injuries to the central nervous system
(e.g. brain trauma), Alzheimer's, Huntington's,
Parkinson's diseases, multiple sclerosis etc. (see
K.K. Wang, above). It is assumed that there is a
connection between these diseases and generally or
persistently elevated intracellular calcium levels.
This results in 35calcium-dependent processes becoming
hyperactivated and no longer being subject to normal
physiological control. A corresponding hyperactivation
of calpains can also trigger pathophysiological
processes. For this reason, it was postulated that
inhibitors of calpain could be of use for treating
40these diseases. This postulate was confirmed by a
variety of investigations. Thus, Seung-Chyul Hong et
al., Stroke 1994, 25 (3), pp. 663-669, and R. T.
Bartus et al., Neurological Res. 1995, 17, pp.
249-258, have demonstrated that calpain inhibitors  2
have a neuroprotective effect in acute
neurodegenerative impairments or ischemias such as
occur after cerebral stroke. K. E. Saatman et al.,
Proc. Natl. Acad. Sci. USA, 1996, 93, pp. 3428-3433
describe that following experimental brain traumas,
calpain inhibitors also improved recovery from the
memory performance deficits and 5neuromotor
impairments. C. L. Edelstein et al., Proc. Natl. Acad.
Sci. USA, 1995, 92, pp. 7662-6, found that calpain
inhibitors have a protective effect on hypoxia-damaged
kidneys. Yoshida, Ken Ischi et al., Jap. Circ. J.
1995, 59 (1), pp. 40-48, pointed out that calpain
inhibitors had favorable effects following cardiac
damage which was produced by ischemia or reperfusion.
10 It has been shown in recent years that both the
function and the metabolism of a number of important
proteins involved in the development of Alzheimer's
disease are modulated by calpain. Various external
influences such as, for example, excitotoxins,
oxidative stress or else the action of amyloid protein
lead to hyperactivation of calpain 15in the nerve
cell, causing, as cascade, a dysregulation of the
CNS-specific kinase cdk5 and subsequently a
hyperphosphorylation of the so-called tau protein.
Whereas the actual task of the tau protein consists of
stabilizing the microtubules and thus the
cytoskeleton, phosphorylated tau is no longer able to
fulfil this function; the cytoskeleton collapses,
axonal transport of matter is impaired and thus
eventually the 20nerve cell degenerates (G. Patrick et
al., Nature 1999, 402, pp. 615-622; E. A. Monaco et
al.; Curr. Alzheimer Res. 2004, 1 (1), pp. 33-38).
Accumulation of phosphorylated tau additionally leads
to the formation of so-called neurofibrillary tangles
(NFTs) which, together with the well-known amyloid
plaques, represent an important feature of Alzheimer's
disease. Similar changes in the tau protein, generally
referred to as 25tauopathies are also observed in
other (neuro)degenerative disorders such as, for
example, following stroke, inflammations of the brain,
Parkinsonism, in normal-pressure hydrocephalus and
Creutzfeldt-Jakob disease. It has been possible to
demonstrate the involvement of calpain in
neurodegenerative 



30processes in transgenic mice with the aid of
appropriate inhibitors (Higuchi et al.; J. Biol. Chem.
2005, 280 ( 15), pp. 15229-15237). It was possible
with the aid of a calpain inhibitor to reduce markedly
the clinical signs of acute autoimmune
encephalomyelitis in a mouse model of multiple
sclerosis (F. Mokhtarian et al.; J. Neuroimmunology
2006, Vol. 180, pp. 135-146). It has further been
shown that 35calpain inhibitors on the one hand block
the AB-induced degeneration of neurons (Park et al.;
J. Neurosci. 2005, 25, pp. 5365-5375), and in addition
reduce the release of the 13-amyloid precursor protein
(13 APP) (J. Higaki et al., Neuron, 1995, 14, pp.
651-659). With this background, calpain inhibitors
having sufficient CNS availability represent a novel
therapeutic principle for the treatment of
neurodegenerative disorders in general 40and in
particular also of Alzheimer's disease.  3 al.,
Cytokine 1994, 6(6), pp. 597-601). It has additionally
been found that calpain inhibitors show cytotoxic
effects on tumor cells (E. Shiba et al. 20th Meeting
Int. Ass. Breast Cancer Res., Sendai Jp, 1994,
25.-28.Sept., Int. J. Oncol. S (Suppl.), 1994, 381). 5
The involvement of calpain in HIV disorders has only
recently been shown. Thus, it has been demonstrated
that the HIV-induced neurotoxicity is mediated by
calpain (O'Donnell et al.; J. Neurosci. 2006, 26(3),
pp. 981-990). Calpain involvement in the replication
of the HIV virus has also been shown (Teranishi et
al.; Biochem. Biophys. 10 Res. Comm. 2003, 303(3), pp.
940-946). Recent investigations indicate that calpain
plays a part in so-called nociception, the perception
of pain. Ca!pain inhibitors showed a distinctly
beneficial effect in various preclinically relevant
models of pain, e.g. in the thermally induced
hyperalgesia in rats 15(Kunz et al.; Pain 2004, 110,
pp.409-418), in Taxol-induced neuropathy (Wang et al.;
Brain 2004, 127, pp.671-679) and in acute and chronic
inflammatory processes (Cuzzocrea et al.; American
Journal of Pathololgy 2000, 157(6), pp. 2065-2079).
Further possible applications of calpain inhibitors
are detailed in: M.E. Saez et al.; Drug 20 Discovery
Today 2006, 11 (19/20), pp. 917-923; N. 0. Carragher,
Curr. Pharm. Design 2006, 12, pp. 615-638; K. K. Wang
et al.; Drugs of the Future 1998, 23(7), pp. 741- 749;
and Trends in Pharmacol.Sci., 1994, 15, pp. 412-419.
With the calpain inhibitors described to date a
general distinction is made between 25irreversible and
reversible inhibitors, and peptide and non-peptide
inhibitors. Irreversible inhibitors are usually
alkylating substances. They have the disadvantage that
they firstly react unselectively and/or are unstable
in the body. Thus, corresponding inhibitors often show
unwanted side effects such as toxicity, and
30application thereof is therefore markedly
restricted. The irreversible inhibitors include for
example epoxides such as E64, a-halo ketones, and
disulfides. A large number of known reversible calpain
inhibitors are peptide aldehydes which are derived in
particular from di- or tripeptides such as, for
example, Z-Val-Phe-H 35 (MDL 28170). Derivatives and
prodrugs structurally derived from aldehydes are also
described, especially corresponding acetals and
hemiacetals (e.g. hydroxytetrahydrofurans,
hydroxyoxazolindines, hydroxymorpholines and the
like), but also imines or hydrazones. However, under
physiological conditions, peptide aldehydes and
related compounds usually have the disadvantage that,
owing to their reactivity, they are 40frequently
unstable, are rapidly metabolized and are prone to
unspecific reactions which may likewise cause toxic
effects (J. A. Fehrentz and B.Castro, Synthesis 1983,
pp. 676-78).  4 In recent years, a number of
non-peptide carboxamides having a prketo function in
the amine moiety and inhibiting calpain have been
described. Thus, WO-98/16512 describes 3-amino-2-oxo
carboxylic add derivatives whose amino group is
amidated with a 4-piperidinecarboxylic acid compound.
WO-99/17775 describes similar 5compounds which are
amidated with a quinolinecarboxylic acid. WO-98/25883,
WO-98/25899 and WO-99/54294 describe 3-amino-2-oxo
carboxylic arid derivatives whose amino group is
amidated with a substituted benzoic acid. WO-99/61423
describes 3-amino-2-oxo carboxylic acid derivatives
whose amino group is amidated with an aromatic
carboxylic acid carrying a
tetrahydroquinoline/isoquinoline and 2,3-  10
dihydroindole/isoindole residue. Similar compounds in
which the aromatic carboxylic add residue carries a
heterocyloalkyl radical or (hetero)aryl radical which
is optionally connected via a linker are described in
WO-99/54320, WO-99/54310, WO-99/54304 and WO-99/54305.
WO-99/54293 describes benzamides of 4-amino-3-oxo
carboxylic acid derivatives. WO-03/080182 describes
the use of the aforementioned amides for 15the
treatment of pulmonary diseases. The nonpeptide
calpain inhibitors mentioned therein also have a
number of disadvantages, in particular a low or absent
selectivity in respect of related cysteine proteases,
such as various cathepsins, likewise possibly leading
to unwanted side effects. 20 The present invention is
thus based on the object of providing compounds which
inhibit, in particular selectively, calpain even at
low serum concentrations. The compounds were intended
in particular to display a high selectivity in
relation to the inhibition of calpain, i.e. inhibit
other cystein proteases, e.g. cathepsin, not at all or
only at higher concentrations. 



25 This object and further objects are achieved by the
carboxamide compounds of the general formula I
described below, the pharmaceutically suitable salts,
the prodrugs and the tautomers thereof:  0R1 R2-W-Y N
I3b HR  in which is hydrogen, C1-C10-alkyl,
C2-C10-alkenyl, C2-C10-alkynyl, where the last 3
radicals mentioned may be partly or completely
halogenated and/or have 1, 2 or 3 35substituents R",
C3-C7-cycloalkyl, C3-C7-cycloalkyl-C1-C4-alkyl, where
a CH2 group in the cycloalkyl moiety of the last two
radicals mentioned may be replaced by 0, NH,     7
Ra7, Fe' and Rc7 are independently of one another H,
C1-Cralkyl, C1-C6- haloalkyl, c-C6-alkyl which has 1,
2 or 3 substituents 121a, or C2-C6- alkenyl,
C2-C6-alkynyl, C3-C2-cycloalkyl,
C3Crcycloalkyl-CI-Cralkyl,
CrCrheterocycloalkyl-CI-Cralkyl,
CI-C6-alkoxy-C1-C4-alkyl, aryl, aryl- SC1-C4-alkyl,
hetaryl or hetaryl-C1-C4-alkyl, where aryl and hetaryl
in the last 4 radicals mentioned are unsubstituted or
have 1, 2 or 3 substituents Rid, or the two radicals
Rad and Ra7, or R6 and 12b7 or !Ica and Rc7 form
together with the N atom a 3 to 7-membered, optionally
substituted 10nitrogen heterocycle which may
optionally have 1, 2 or 3 further different or
identical heteroatoms from the group of 0, N and S as
ring members, or two radicals Rib and Ric bonded to
adjacent C atoms form together with the C atoms to
which they are bonded a 4, 5, 6 or 7-membered,
15optionally substituted carbocycle or an optionally
substituted heterocycle which has 1, 2 or 3 different
or identical heteroatoms from the group of 0, N and S
as ring members; Rid is selected from halogen, OH, SH,
NO2, COOH, C.(0)NH2, CHO, CN, NH2, OCH2COOH,
C1-05-alkyl, C1-C6-haloalkyl, C1-C6-alkoxy,
C1-C6-haloalkoxy, Cr 20C6-alkylthio,
C1-C6-haloalkylthio, C0-C1-C6-alkyl, C0-0-C1-C6-alkyl,
NH-C1-C6- alkyl, NHCHO, NH-C(0)C1-C6-alkyl, and
502-C1-C6-alkyl; R2is C1-C10-alkyl, C1-C10-alkoxy,
C2-C10-alkenyl, C2-C10-alkynyl, where the last 4
radicals mentioned may be partly or completely
halogenated and/or have 1, 2 or 253 substituents R2a,
C3-C7-cycloalkyl, C3-C7-cycloalkyl-C1-C4-alkyl, where
a CH2 group in the cycloalkyl moiety of the last two
radicals mentioned may be replaced by 0, NH, or S, or
two adjacent C atoms may form a double bond, where the
cycloalkyl moiety may 30additionally have 1, 2, 3 or 4
Rid radicals; aryl, 0-aryl, 0-CH2-aryl, hetaryl,
aryl-C1-05-alkyl, aryl-C2-C6-alkenyl, hetaryl-C1-C4-
alkyl or hetaryl-C2-05-alkenyl, where aryl and hetaryl
in the last 8 radicals mentioned may be unsubstituted
or carry 1, 2, 3 or 4 identical or different R2c
radicals; where 35 



R2a has one of the meanings indicated for Ria, R2b has
one of the meanings indicated for Rib, and R2c has one
of the meanings indicated for Ric; 40R3a and R3b are
independently of one another hydroxy or C1-C4-alkoxy,
or together with the carbon atom to which they are
bonded are C=0;  8 Xis hydrogen or a radical of the
formulae C(=0)-0-Rxl, C(=0)-NRx2RL3,
C(=0)-N(Rx4)-(Ci-Ccalkylene)-NFrae or
C(=0)-N(12x4)Nitx2Rx3, in which Rhydrogen,
C1-C6-alkyl, C1-C6-haloalkyl, CI-Cc-alkyl which has 1,
2 or 3 5substituents Fr, or C2-C6-alkenyl,
C2-C6-alkynyl, C3-C2-cycloalkyl, C3-C2-
cycloalkyl-CI-Cralkyl,
C3-C2-heterocycloalkyl-C1-C4-alkyl,
C1-C6-alkoxy-C1-C4- alkyl, where alkyl, alkenyl,
alkoxy, alkynyl, cycloalkyl, heterocycloalkyl in the
last 6 radicals mentioned are unsubstituted or have 1,
2 or 3 substituents Rxd, or aryl, aryl-C1-C4-alkyl,
hetaryl or hetaryl-C1-C4-alkyl, 10where aryl and
hetaryl in the last 4 radicals mentioned are
unsubstituted or have 1, 2 or 3 substituents Rxd, is
H, 01-1, CN, C1-Cc-alkyl, C1-C6-haloallryl,
CI-Cc-alkyl which has 1, 2 or 3 substituents r, or
C2-C6-alkenyl, C2-C6-alkynyl, C3-C7-cycloalkyl, C3-C2-
cycloalkyl-C1-C4-alkyl,
CrC7-heterocycloallryl-Ci-C4-alkyl,
CI-C6-alkoxy-C1-C4- 15alkyl, CO-C1-C6-alkyl,
CO-O-C1-C6-alkyl, S02-C1-C6-alkyl, 0-C1-C6-alkyl,
where alkyl, alkoxy, alkenyl, alkynyl, cycloalkyl,
heterocycloalkyl in the last 10 radicals mentioned are
unsubstituted or have 1, 2 or 3 substituents Rxa,
aryl, 0-aryl, 0-CH2-aryl, hetaryl, 0-CH2-hetaryli
aryl-CI-C4-alkyl, hetarylC1-C4-alkyl, CO-aryl,
CO-hetaryl, CO-(aryl-C1-C4-alkyl), CO-(hetaryl-C1-C4-
20alkyl), CO-0-aryl, CO-0-hetaryl,
CO-0-(aryl-CI-C4-alkyl), CO-0-(hetaryl- CI-C4-alkyl),
502-aryl, 502-hetaryl, 502-(aryl-C1-C4-alkyl) or
502-(hetaryl-cC4-alkyl), where aryl and hetaryl in the
last 19 radicals mentioned are unsubstituted or have
1, 2 or 3 substituents Rxd, and is H, C1-C6-alkyl,
C1-C6-haloalkyl, CI-Cc-alkyl which has 1, 2 or 3
25substituents V, or C2-05-alkenyl, C2-05-alkynyl,
C3-C7-cycloalkyl, C3-C7- cycloalkyl-C1-C4-alkyl,
C3-C2-heterocycloalkyl-CI-Cralkyl, CI-C6-alkoxy-C1-C4-
alkyl, where alkyl, alkenyl, alkoxy, alkynyl,
cycloalkyl, heterocycloalkyl in the last 6 radicals
mentioned are unsubstituted or have 1, 2 or 3
substituents ir, 30aryl, aryl-CI-Ca-alkyl, hetaryl or
hetaryl-C1-C4-alkyl, where aryl and hetaryl in the
last 4 radicals mentioned are unsubstituted or have 1,
2 or 3 substituents Rxd, or the two radicals Rx2 and
Rx3 form together with the N atom a 3 to 7- membered
nitrogen heterocycle which may optionally have 1, 2 or
3 further 35different or identical heteroatoms from
the group of 0, N, 5 as ring members, and which may
have 1, 2 or 3 substituents Rxb, Rx4 is H, OH, CN,
CI-Cc-alkyl, C1-C6-haloalkyl, Cc-Cc-alkyl which has 1,
2 or 3 substituents r, or C2-C6-alkenyl,
C2-C6-alkynyl, C3-C2-cycloalkyl, C3-C2-
cycloalkyl-C1-C4-alkyl,
Ca-Crheterocycloalkyl-Ci-Ccalkyl, C1-C6-alkoxy-
40CI-GI-alkyl, CO-C1-C6-alkyl, CO-0-C1-Q-alkyl,
502-C1-C6-alkyl, where  9 5 alkyl, alkenyl, alkoxy,
alkynyl, cycloalkyl, heterocycloalkyl in the last 9
radicals mentioned are unsubstituted or have 1, 2 or 3
substituents IV`a, aryl, 0-aryl, 0-CH2-aryl,
hetaryl,hetaryl-C1-C4-alkyl, CO- aryl, CO-hetaryl,
CO-(aryl-C1-C4-alkyl), CO-(hetaryl-C1-C4-alkyl),
CO-O-aryl, CO-O-hetaryl, CO-0-(aryl-C1-C4-alkyl),
CO-0-(hetaryl-CI-C4-alkyl), S02-aryl, S02-hetaryl,
802-(aryl-C1-C4-alkyl) or S02-(hetaryl-Q-C4-alkyl),
where aryl and hetaryl in the last 18 radicals
mentioned are unsubstituted or have 1, 2 or 3
substituents e, and  10where r has one of the meanings
indicated for Rla, e has one of the 



meanings indicated for Rib, and e has one of the
meanings indicated for Rid; Yis a divalent, aromatic
or 6-membered heteroaromatic radical which has 1 or 2
15nitrogen atoms as ring members and which optionally
has 1 or 2 identical or different substituents RY: RY
is selected independently of one another from OH, SH,
halogen, NO2, NH2, CM, CF3, CHF2, CH2F, 0-05, 0-CHF2,
0-CH2F, COOH, OCH2COOH, C1-6- 20 alkyl, C1-05-alkoxy,
CI-05-alkoxy-C1-C4-alkyl, C1-C6-alkylthio, where the
last 4 radicals mentioned may be partly or completely
halogenated and/or have 1, 2 or 3 substituents RP,
C3-C7-cycloalkyl, C3-C7-cycloalkyl-C1-C4-alkyl,
C3-C7-cycloalky1-0, where the cycloalkyl moiety in the
last three radicals mentioned may have 1, 2, 3 or 4
25RP radicals, aryl, 0-aryl, CH2-aryl, 0-CH2-aryl,
where the last 4 radicals mentioned are unsubstituted
in the aryl moiety or may carry 1, 2, 3 or 4 radicals
RP, COORP, CONRPRP, SO2NRY2RP, -NH-S02-R, NH-CO-RP,
802-RP, 30-(CF12)p-NRPRY7 with p = 0, 1, 2, 3, 4, 5 or
6 and 0-(CH2)q-NRPR7 with q = 2, 3, 4, 5 or 6; or two
RY radicals bonded to adjacent C atoms form together
with the C atoms to which they are bonded a 4, 5, 6 or
7-membered, optionally 35substituted carbocycle or an
optionally substituted heterocycle which has 1, 2 or 3
different or identical heteroatoms from the group of
0, N, 5 as ring members, where RP has one of the
meanings indicated for Ria, 40 e has one of the
meanings indicated for e, e has one of the meanings
indicated for e, RY1 has one of the meanings indicated
for Rd,  10 5 RY2 has one of the meanings indicated
for 12`2, RY3 has one of the meanings indicated for
Rci, RY4 has one of the meanings indicated for le, RY5
has one of the meanings indicated for RCS, RY6 has one
of the meanings indicated for 12`6, and Rhas one of
the meanings indicated for r;  Wis a radical of the
formula W1 which is linked via nitrogen:  10in which
*means the linkage to Y, and # means the linkage to
R2, mis 0, 1 or 2, and is selected from OH, SH,
halogen, NO2, NH2, CN, CF3, CHF2, CH2F, 0-CF3,
150-CHF2, 0-CH2F, COOH, OCH2COOH, C1-05-alkyl,
C1-C6-alkow, C1-C6- alkoxy-C1-C4-alkyl,
C1-C6-alkylthio, where the last 4 radicals mentioned
may be partly or completely halogenated and/or have 1,
2 or 3 substituents Rwa, C3-C2-cycloalkyl,
C3-Crcycloalkyl-c-C4-alkyl, C3-C7-cycloalkyloxy, where
the cycloalkyl moiety of the last three radicals
mentioned may have 1, 2, 3 or 4 20radicals Wit', aryl,
0-aryl, 0-CH2-aryl, hetaryl, where the last four
radicals mentioned are unsubstituted in the aryl
moiety or may carry 1, 2, 3 or 4 radicals Rwd, COORwl,
CONFC2Rw3, SO2NRw2Rw3, NRw2-S02-11w4, 



NRw2-CO-Rw5, S02-Rw4, 25-(CH2)p-NRw6Rw2 with p = 0, 1,
2, 3, 4, 5 or 6 and 0-(CH2)q-NRw6Rw7 with q = 2, 3, 4,
5 or 6; or two R"' radicals bonded to adjacent C atoms
form together with the C atoms to which they are
bonded a 4, 5, 6 or 7-membered, optionally
30substituted carbocycle or an optionally substituted
heterocycle which has 1, 2 or 3 different or identical
heteroatoms from the group of 0, N, S as ring members,
where         Rwa has one of the meanings indicated
for R18, Rwb has one of the meanings indicated for
Rib, 35Rw has one of the meanings indicated for Rid,
Rone of the meanings indicated for Rbi, 11'2 has one
of the meanings indicated for IV, Rw3 has one of the
meanings indicated for R`3,  11 Ws has one of the
meanings indicated for Fr', Rws has one of the
meanings indicated for Rcs, Rw6 has one of the
meanings indicated for R5, Rw2 has one of the meanings
indicated for Ra, Or W forms together with R2 a
tricyclic radical of the formula W6 which is linked
via nitrogen:  10(W6) in which means the linkage to Y,
mis 0, 1 or 2, and Rw6* has independently of one
another one of the meanings indicated for Rw, 15Ehas
one of the following meanings: -CRE2RE3-,
-CHRE2-CHRE3, CH2-CH2-CH2-, -CO-, -CO-NRE1-,
-NRE1-00-, -0-, -CH2-0-, -0-Cl2-, -S-, SCHr, -CH2-5-,
-SO-, CH2-50-, -SO-CH2-, -50r, -CH2-S0r, -502-CH2- ,
-NRE1-CH2-NRE1, -502-NRE1-, -NR'-502-, -00-0-, -0-CO-,
-C(=CRE2RE3)-, -CRE2=CRE3-, 20Rffis H,
C1-C6-alkyl,C1-C6-alkyl which has 1, 2 or 3
substituents RE", or C2-C6-alkenyl, C2-C6-alkynyl,
C3C7-cycloalkyl, C3-C7- cycloalkyl-C1-C4-alkyl,
C3-C7-heterocycloalkyl-C1-C4-alkyl,
C1-C6-alkoxyC1-C4-alkyl, CO-C1-C6-alkyl,
CO-0-C1-C6-alkyl, 502-C1-05-alkyl, aryl,
hetaryl,hetaryl-C1-C4-alkyl, CO-aryl, CO-hetaryl,
CO-(aryl- 25C1-C4-alkyl), C0-(hetaryl-C1-C4-alkyl),
CO-0-aryl, C0-0-hetaryl, CO-0-(aryl- C1-C4-alkyl),
C0-0-(hetaryl-C1-C4-alkyl), 502-aryl, S02-hetaryl,
S02-(aryl-C1C4-alkyl) or 502-(hetaryl-C1-C4-alkyl),
where aryl and hetaryl in the last 16 radicals
mentioned are unsubstituted or have 1, 2 or 3
substituents RE", and 30RE2r RE3 are independently of
one another selected from hydrogen, C1-C6-alkyl,
C1-C6-alkcow, C2-C6-alkenyl, C2-05-alkynyl, where the
last 4 radicals mentioned may be partly or completely
halogenated and/or have 1, 2 or 3 substituents REla,
Ca-Crcycloalkyl, C3-C2-cycloalkyl-C1-C4-alkyl,
C3-Crcycloallw1-0, where a 35CH2 group in the
cycloalkyl moiety of the last three radicals mentioned
may be replaced by 0, NH, or S, or two adjacent C
atoms may form a double bond, where the cycloalkyl
moiety may further have 1, 2, 3 or 4 RE16  



12 radicals, aryl, hetaryl, aryl-C1-C6-alkyl, or
hetaryl-C1-C4-alkyl, where aryl and hetaryl in the
last 4 radicals mentioned may be unsubstituted or
carry 1, 2, 3 or 4 identical or different radicals RE;
and where 5REone of the meanings indicated for R", RE
lb has one of the meanings indicated for R1', and REld
has one of the meanings indicated for wherein W is
bonded to a C atom of Y which is located in the
position ortho to the C atom of Y which is connected
to the carbonyl group. 10 The present invention
therefore relates to the carboxamide compounds of the
general formula I, their tautomers, the
pharmaceutically suitable salts of the carboxamide
compounds I, the prodrugs of I and the
pharmaceutically suitable salts of the prodrugs or
tautomers of I, where the prodrugs are compounds of
the formula I, where R', R2, 15 W, X and Y are as
defined above and wherein R" and Rat' together form a
group 0-Alk0, S-Alk-0 or S-Alk-S, where Alk is linear
C2-05-alkandiyl, which may be unsubstituted or
substituted with 1, 2, 3 or 4 radicals selected from
C1-C4-alkyl or halogen, or wherein R" and 123b
together with the carbon atom form a group C=NR3,
where R3 is selected from H,C1-05-alkoxy,
C2-C6-alkenyl, C3-C6-cycloalkyl, C3-C6-
20cycloallryl-C1-C4-alkyl, C2-C6-alkenyloxy,
C3-C6-cycloalkyloxy and C3-C6-cycloalkyl-C1-C4-
alkyloxy. The carboxamide compounds of the invention
of the formula I, their salts, their prodrugs and
their tautomers effectively inhibit calpain even at
low concentrations.  25 They are additionally
distinguished by a high selectivity in relation to the
inhibition of the calpain compared with other cysteine
proteases such as cathepsin B, cathepsin K, cathepsin
L and cathepsin S. The carboxamide compounds of the
invention of the formula I, their salts, their  30
prodrugs and their tautomers are therefore
particularly suitable for treating disorders and
conditions in creatures, especially human creatures,
which are associated with an elevated calpain
activity. The invention therefore also relates to the
use of carboxamide compounds of the  35 formula I,
their tautomers and their pharmaceutically suitable
salts for the manufacture of a medicament, in
particular of a medicament which is suitable for the
treatment of a disorder or a condition which is
associated with an elevated calpain activity. The
invention further relates to a medicament, in
particular a medicament which is 40suitable for the
treatment of a disorder or a condition which is
associated with an elevated calpain activity. The
medicament comprises at least one carboxamide compound
of the formula I, as described herein, a tautomer or a
pharmaceutically suitable salt of the compound I or of
the tautomer or a prodrug of I, or a salt or tautomer
of said prodrug. 45 The carboxamide compounds of the
formula I may be in the form of B-keto compounds, i.e.
the radicals e and R3b in the compounds of the formula
I form together with the carbon atom to which they are
bonded a carbonyl group as shown in  13  the formula
on the left in Scheme A. The compounds of the
invention may also be in the form of a hydrate, i.e.
the radicals R3a and R3b are each 01-1, as shown in
the formula on the right in Scheme A. Fe, R2, W, X and
Y in Scheme A have the aforementioned meanings. Scheme
A:    I (R38lR3b =0)I (R3a= R3b = OH)      In the
presence of water, especially under physiological
conditions, usually both the 13- 10keto form and the
hydrate form are present in a mixture. Where only the
13-keto form is indicated in the following formulae
and descriptions, this 



is intended to include also the hydrate and mixtures
thereof with the 13-keto form unless indicated
otherwise. Hydrates and 13-keto forms are equally
suitable as calpain 15inhibitors. The carboxamide
compounds of the invention of the formula I are also
able to form tautomers when R3a and Feb form a
carbonyl group together with the carbon atom to which
they are bonded. The tautomers are equally suitable as
calpain inhibitors. 20 Particular examples of
tautomers to be mentioned are the compounds of the
formula I-T:    0.H RI, R2, W, X and Y in formula I-T
have the aforementioned meanings. 25 The carboxamide
compounds of the invention of the formula I can also
form hemiacetals, hemiketals, acetals or ketals with
alkanols. These compounds are equally suitable as
calpain inhibitors as they are prodrugs of the
compounds I, where CR3aR3b is a carbonyl group (i.e.
C=0) or C(OH)2. Accordingly, compounds where one or
both radicals R3a and R3b are a radical derived from
an alkanol, and especially C2-C6-alkoxy, 30can also be
used according to the invention.  14 The term prodrug,
as used herein and in the claims refers to a compound
which is transformed under metabolic conditions into a
compound of the formula I Apart from the
aforementioned hemiacetals, hemiketals, acetals and
ketals prodrugs of the compounds I include the
compounds of the formula I, wherein R3a and R3
together 5form a group 0-Alk-0, S-Alk-0 or S-Alk-S,
where Alk is linear Cz-05-alkandiyl, which may be
unsubstituted or substituted with 1, 2, 3 or 4
radicals selected from CI-CI-alkyl or halogen,
examples for such groups including 0(CH2)20, 0(CH2)50,
0(CH2)40, S(CH2)20, S(CH2)50, S(CH2)40, etc. Further
prodrugs or the compounds I include the compounds of
the formula I, wherein R3a and R3 together whith the
carbon atom form 10a group C=NR3, where R3 is selected
from H, C1-C6-alkyl, C1-C6-alkoxy, C2-C6-alkenyl,
C3-Q-cycloalkyl, C3-C6-cycloalkyl-C1-C4-alkyl,
C32-C6-alkenyloxy, C3-C6-cycloalkyloxy, C3-
Crcycloalkyl-C1-Ccalkyloxy. Under metabolic
conditions, the aforementioned prodrugs are
transformed into the corresponding B-keto compounds of
the formula I (CR3aR3b is C=0) or into the hydrates
thereof (CR3aR3b is C(OH)2). Therefore, said prodrugs
and 15their pharmaceutically acceptable salt are also
part of the invention. It is equally possible to use
pharmaceutically suitable salts of the carboxamide
compounds of the formula I of their tautomers or of
their prodrugs, especially add addition salts with
physiologically tolerated organic or inorganic acids.
Examples of 20suitable physiologically tolerated
organic and inorganic adds are hydrochloric acid,
hydrobromic acid, phosphoric acid, nitric acid,
sulfuric acid, organic sulfonic acids having 1 to 12
carbon atoms, e.g. C1-C4-alkylsulfonic acids such as
methanesulfonic acid, cycloaliphatic sulfonic acids
such as S-(+)-10-camphorsulfonic acids, and aromatic
sulfonic acids such as benzenesulfonic acid and
toluenesulfonic add, di- and  25 tricarboxylic acids
and hydroxy carboxylic adds having 2 to 10 carbon
atoms, such as oxalic acid, malonic add, maleic add,
fumaric acid, mucic acid, lactic add, tartaric acid,
citric acid, glycolic add and adipic acid, as well as
cis- and trans-cinnamic acid, furan-2- carboxylic acid
and benzoic acid. Further suitable acids are described
in Fortschritte der Arzneimittelforschung, Volume 10,
pages 224 et seq., Birkhauser Verlag, Basel and  30
Stuttgart, 1966. The physiologically tolerated salts
of the compounds of the formula I may be in the form
of mono-, di-, tri- or tetrasalts, meaning that they
may comprise 1, 2, 3 or 4 of the aforementioned add
molecules per molecule of the formula I. The add
molecules may be present in their acidic form or as
anion. 35 The compounds of the invention may be in the
form of a mixture of diastereomers, or of a mixture of
diastereomers in which one of the two diastereomers is
enriched, or of essentially diastereomerically pure
compounds (diastereomeric excess de > 90%). The
compounds are preferably in the form of essentially
diastereomerically pure compounds (diastereomeric
excess de > 90%). The compounds I of the invention may
40furthermore be in the form of a mixture of
enantiomers (for example as racemate), of a mixture of
enantiomers in which one of the two enantiomers is
enriched, or essentially in enantiomerically pure
compounds (enantiomeric excess ee > 90%).     17
2-methyl-3-pentynyl, 2-methyl-4-pentynyl,
3-methyl-1-pentynyl, 3-methyl-4-pentynyl,
4-methyl-l-pentynyl, 4-methyl-2-pentynyl,
1,1-dimethy1-2-butynyl, 1,1-dimethy1-3- butynyl,
1,2-dimethy1-3-butynyl, 2,2-dimethy1-3-butpyl,
3,3-dimethy1-1-butynyl, 1- ethy1-2-butynyl,
1-ethyl-3-butynyl, 2-ethyl-3-butynyl,
1-ethyl-1-methyl-2-propynyl. 



5 Alkoxy or alkoxy moieties for example in
alkoxyalkyl: Alkyl as defined above having preferably
1 to 6 or 1 to 4 C atoms, which is linked via an 0
atom: e.g. methoxy, ethoxy, n-propoxy, 1-methylethoxy,
butoxy, 1- methylpropoxy, 2-methylpropoxy or
1,1-dimethylethoxy, pentoxy, 1-methylbutoxy, 2- 10
methylbutoxy, 3-methylbutoxy, 1,1-dimethylpropoxy,
1,2-dimethylpropoxy, 2,2- dimethylpropoxy,
1-ethylpropoxy, hexoxy, 1-methylpentoxy,
2-methylpentoxy, 3- methylpentoxy, 4-methylpentoxy,
1,1-dimethylbutoxy, 1,2-dimethylbutoxy, 1,3-
dimethylbutoxy, 2,2-dimethylbutoxy,
2,3-dimethylbutoxy, 3,3-dimethylbutoxy, 1-
ethylbutoxy, 2-ethylbutoxy, 1,1,2-trimethylpropoxy,
1,2,2-trimethylpropoxy, 1-ethyl-i- 15methylpropoxy or
1-ethyl-2-methylpropoxy. Haloalkoxy: alkoxy as
described above, in which the hydrogen atoms of these
groups are partly or completely replaced by halogen
atoms, i.e. for example Ci-C6-haloalkoM such as
chloromethoxy, dichloromethoxy, trichloromethoxy,
fluoromethoxy, 20difluoromethoxy, trifluoromethoxy,
chlorofluoromethoxy, dichlorofluoronnethoxy,
chlorodifluoromethoxy, 2-fluoroethoxy, 2-chloroethoxy,
2-bromoethoxy, 2-iodoethoxy, 2,2-difluoroethoxy,
2,2,2-trifluoroethoxy, 2-chloro-2-fluoroethoxy,
2-chloro-2,2- difluoroethoxy,
2,2-dichloro-2-fluoroethoxy, 2,2,2-trichloroethoxy,
pentafluoroethoxy, 2-fluoropropoxy, 3-fluoropropoxy,
2,2-difluoropropoxy, 2,3-difluoropropoxy,
252-chloropropoxy, 3-chloropropoxy,
2,3-dichloropropoxy, 2-bromopropoxy, 3-bromo- propoxy,
3,3,3-trifluoropropoxy, 3,3,3-trichloropropoxy,
2,2,3,3,3-pentafluoropropoxy, heptalluoropropoxy,
1-(fluoromethyl)-2-fluoroethoxy,
1-(chloromethyl)-2-chloroethoxy,
1-(bromomethyl)-2-bromoethoxy, 4-fluorobutoxy,
4-chlorobutoxy, 4-bromobutoxy, nonafluorobutoxy,
5-fluoro-l-pentoxy, 5-chloro-1-pentoxy,
5-bromo-1-pentoxy, 5-iodo- 301-pentoxy,
5,5,5-trichloro-1-pentoxy, undecafluoropentoxy,
6-fluoro-1-hexoxy, 6-chloro-1-hexoxy,
6-bromo-1-hexoxy, 6-iodo-l-hexoxy,
6,6,6-trichloro-l-hexoxy or dodecafluorohexoxy,
specifically chloromethoxy, fluoromethoxy,
difluoromethoxy, trifluoromethoxy, 2-fluoroethoxy,
2-chloroethoxy or 2,2,2-trifluoroethoxy.
35Alkoxyalkyl: an alkyl radical ordinarily having 1 to
4 C atoms, in which one hydrogen atom is replaced by
an alkoxy radical ordinarily having 1 to 6 or 1 to 4 C
atoms. Examples thereof are CH2-OCH3, CH2-0C2H5,
n-propoxymethyl, CH2-0CH(CH3)2, n-butoxymethyl,
(1-methylpropoxy)methyl, (2-methylpropoxy)methyl,
CH2-0C(C13)a, 2-(methoxy)ethyl, 2-(ethoxy)ethyl,
2-(n-propoxy)ethyl, 2-(1-methylethoxy)ethyl, 40
2-(n-butoxy)ethyl, 2-(1-methylpropoxy)ethyl,
2-(2-methylpropoxy)ethyl, 2-(1,1-dimethylethoxy)ethyl,
2-(methoxy)propyl, 2-(ethoxy)propyl,
2-(npropoxy)propyl, 2-(1-methylethoxy)propyl,
2-(n-butoxy)propyl, 2-(1-  18 methylpropoxy)propyl,
2-(2-methylpropoxy)propyl,
2-(1,1-dimethylethoxy)propyl, 3- (methoxy)propyl,
3-(ethoxy)propyl, 3-(n-propoxy)propyl,
3-(1-nnethylethoxy)propyl, 3- (n-butoxy)propyl,
3-(1-methylpropoxy)propyl, 3-(2-methylpropoxy)propyl,
3-(1,1- dimethylethoxy)propyl, 2-(methoxy)butyl,
2-(ethoxy)butyl, 2-(n-propoxy)butyl, 2-(1-
5methylethoxy)butyl, 2-(n-butoxy)butyl,
2-(1-methylpropoxy)butyl, 2-(2- methylpropoxy)butyl,
2-(1,1-dinnethylethoxy)butyl, 3-(methoxy)butyl,
3-(ethoxy)butyl, 3-(n-propoxy)butyl,
3-(1-methylethoxy)butyl, 3-(n-butoxy)butyl, 3-(1-
methylpropoxy)butyl, 3-(2-methylpropoxy)butyl,
3-(1,1-dimethylethoxy)butyl, 4- (methoxy)butyl,
4-(ethoxy)butyl, 4-(n-propoxy)butyl,
4-(1-methylethoxy)butyl, 4-(n- 10butoxy)butyl,
4-(1-methylpropoxy)butyl, 4-(2-methylpropoxy)butyl,
4-(1,1- dimethylethoxy)butyl, etc. Alkylthio: alkyl as
defined above preferably having 1 to 6 or 1 to 4 C
atoms, which is linked via an S atom, e.g. methylthio,
ethylthio, n-propylthio and the like. 15
Haloalkylthio: haloalkyl as defined above preferably
having 1 to 6 or 1 to 4 C atoms, which is linked via
an 5 atom, e.g. fluoromethylthio, difluoromethylthio,
trifluoromethylthio, 2-fluoroethylthio,
2,2-difluoroethylthio, 2,2,2-trifluoroethylthio,
pentafluoroethylthio, 2-fluoropropylthio,
3-fluoropropylthio, 2,2-difluoropropylthio, 2,3-
20difluorapropylthio, and heptafluoropropylthio. Aryl:
a mono-, bi- or tricyclic aromatic hydrocarbon radical
such as phenyl or naphthyl, especially phenyl.
25Heterocyclyl: a heterocyclic radical which may be
saturated, partly unsaturated or aromatic and which
ordinarily has 3, 4, 5, 6, 7 or 8 ring atoms, where
ordinarily 1, 2, 3 or 4, in particular 1, 2 or 3, of
the ring atoms are heteroatoms such as N, 5 or 0,
besides carbon atoms as ring members. 30Examples of
saturated heterocycles are in particular: 



Heterocycloalkyl: i.e. a saturated heterocyclic
radical which ordinarily has 3, 4, 5, 6 or 7 ring
atoms, where ordinarily 1, 2 or 3 of the ring atoms
are heteroatoms such as N, or 0, besides carbon atoms
as ring members. These include for example: 35
C-bonded, 3-4-membered saturated rings such as
2-oxiranyl, 2-oxetanyl, 3-oxetanyl, 2-aziridinyl,
3-thiethanyl, 1-azetidinyl, 2-azetidinyl. 40C-bonded,
5-membered saturated rings such as tetra
hydrofuran-2-yl, tetrahydrofuran-3-yl,
tetrahydrothien-2-yl, tetrahydrothien3-yl,
tetrahydropyrrol-2-yl, tetrahydropyrrol-3-yl,
tetrahydropyrazol-3-yl,   20 2,3-dihydrothien-3-yl,
2,5-dihydrothien-2-yl, 2,5-dihydrothien-3-yl,
4,5-dihydrothien-2-yl, 4,5-dihydrothien-3-yl,
2,3-dihydro-1H-pyrrol-2-yl, 2,3-dihydro-1Hpyrrol-3-yl,
2,5-dihydro-1H-pyrrol-2-yl,
2,5-dihydro-1H-pyrrol-3-yl, 4,5-dihydro1H-pyrrol-2-yl,
4,5-dihydro-1H-pyrrol-3-yl,
3,4-dihydro-2H-pyrrol-2-yl, 3,4-
dihydro-2H-pyrrol-3-yl, 3,4-dihydro-5H-pyrrol-2-yl,
3,4-dihydro-5H-pyrrol-3-yl,
4,5-dihydro-1H-pyrazol-3-yl,
4,5-dihydro-1H-pyrazol-4-yl,
4,5-dihydro-11-1-pyrazol5-yl,
2,5-dihydro-1H-pyrazol-3-yl,
2,5-dihydro-1H-pyrazol-4-yl,
2,5-dihydro-1Hpyrazol-5-yl, 4,5-dihydroisoxazol-3-yl,
4,5-dihydroisoxazol-4-yl, 4,5- dthydroisoxazol-5-yl,
2,5-dihydroisoxazol-3-yl, 2,5-dihydroisoxazol-4-yl,
2,5- 10dihydroisoxazol-5-yl, 2,3-dihydroisoxazol-3-yl,
2,3-dihydroisoxazol-4-yl, 2,3- dihydroisoxazol-5-yl,
4,5-dihydroisothiazol-3-yl,
4,5-dihydroisothiazol-4-yl, 4,5-
dihydroisothiazol-5-yl, 2,5-d1hydroisothiazol-3-yl,
2,5-dihydroisothiazol-4-yl, 2,5-
dihydroisothiazol-5-yl, 2,3-dihydroisothiazol-3-yl,
2,3-dihydroisothiazol-4-yl, 2,3-
dihydroisothiazol-5-yl, 4,5-dihydro-1H-imidazol-2-yl,
4,5-dihydro-1H-imidazol-4-yl,
154,5-dihydro-1H-imidazol-5-yl,
2,5-dihydro-1H-imidazol-2-yl, 2,5-dihydro-1H-
imidazol-4-yl, 2,5-dihydro-1H-imidazol-5-yl,
2,3-dihydro-1H-imidazol-2-yl, 2,3-
dihydro-1H-imidazol-4-yl, 4,5-dihydrooxazol-2-yl,
4,5-dihydrooxazol-4-yl, 4,5- dihydrooxazol-5-yl,
2,5-dihydrooxazol-2-yl, 2,5-dihydrooxazol-4-yl, 2,5-
dihydrooxazol-5-yl, 2,3-dihydrooxazol-2-yl,
2,3-dihydrooxazol-4-yl, 2,3- 20dihydrooxazol-5-yl,
4,5-dihydrothiazol-2-yl, 4,5-dihydrothiazol-4-yl, 4,5-
dihydrothiazol-5-yl, 2,5-dihydrothiazol-2-yl,
2,5-dihydrothiazol-4-yl, 2,5- dihydrothiazol-5-yl,
2,3-dihydrothiazol-2-yl, 2,3-dihydrothiazol-4-yl, 2,3-
dihydrothiazol-5-yl, 1,3-dioxo1-2-yl, 1,3-dioxo1-4-yl,
1,3-dithioI-2-yl, 1,3-dithioI-4- yl,
1,3-oxathioI-2-yl, 1,3-oxathioI-4-yl,
1,3-oxathioI-5-yl. 25 C-bonded, 6-membered, partially
unsaturated rings such as: 2H-3,4-dihydropyran-6-yl,
2H-3,4-dihydropyran-5-yl, 2H-3,4-dihydropyran-4-yl,
21-1-3,4-dihydropyran-3-yl, 2H-3,4-dihydropyran-2-yl,
2H-3,4-dihydrothiopyran-6- yl,
2H-3,4-dihydrothiopyran-5-yl,
211-3,4-dihydrothiopyran-4-yl, 2H-3,4-
30dihydrothiopyran-3-yl, 2H-3,4-dihydrothiopyran-2-yl,
1,2,3,4-tetrahydropyridin-6- yl,
1,2,3,4-tetrahydropyridin-5-yl,
1,2,3,4-tetrahydropyridin-4-yl,
1,2,3,4-tetrahydropyridin-3-yl,
1,2,3,4-tetrahydropyridin-2-yl,
2H-5,6-dihydropyran-2-yl, 2H5,6-dihydropyran-3-yl,
2H-5,6-dihydropyran-4-yl, 2H-5,6-dihydropyran-5-yl,
2H5,6-dihydropyran-6-yl, 2H-5,6-dihydrothiopyran-2-yl,
2H-5,6-dihydrothiopyran-3- 35yl,
2H-5,6-dihydrothiopyran-4-yl,
2H-5,6-dihydrothiopyran-5-yl, 211-5,6-
dihydrothiopyran-6-yl, 1,2,5,6-tetrahydropyridin-2-yl,
1,2,5,6-tetrahydropyridin-3- yl,
1,2,5,6-tetrahydropyridin-4-yl,
1,2,5,6-tetrahydropyridin-5-yl,
1,2,5,6-tetrahydropyridin-6-yl,
2,3,4,5-tetrahydropyridin-2-yl,
2,3,4,5-tetrahydropyridin-3-yl,
2,3,4,5-tetrahydropyridin-4-yl,
2,3,4,5-tetrahydropyridin-5-yl, 2,3,4,5-tetrahydro- 40
pyridin-6-yl, 4H-pyran-2-yl, 4H-pyran-3-yl,
41-1-pyran-4-yl, 4H-thiopyran-2-yl, 411-
thiopyran-3-yl, 41-1-thiopyran-4-yl,
1,4-dihydropyridin-2-yl, 1,4-dihydropyridin-3- yl,
1,4-dihydropyridin-4-yl, 211-pyran-2-yl,
2H-pyran-3-yl, 2H-pyran-4-yl, 211-  21 pyran-5-yl,
2H-pyran-6-yl, 2H-thiopyran-2-yl, 2H-thiopyran-3-yl,
21-1-thiopyran-4- yl, 2H-thiopyran-5-yl,
2H-thiopyran-6-yl, 1,2-dihydropyridin-2-yl, 1,2-
dihydropyridin-3-yl, 1,2-dihydropyridin-4-yl,
1,2-dihydropyridin-5-yl, 1,2- dlhydropyridin-6-yl,
3,4-dihydropyridin-2-yl, 3,4-dihydropyridin-3-yl, 3,4-
5 dihydropyridin-4-yl, 3,4-dihydropyridin-5-yl,
3,4-dihydropyridin-6-yl, 2,5- dihydropyridin-2-yl,
2,5-dihydropyridin-3-yl, 2,5-dihydropyridin-4-yl, 2,5-
dihydropyridin-5-yl, 2,5-dihydropyridin-6-yl,
2,3-dihydropyridin-2-yl, 2,3- dihydropyridin-3-yl,
2,3-dihydropyridin-4-yl, 2,3-dihydropyridin-5-yl, 2,3-
dihydropyridin-6-yl, 21-1-5,6-dihydro-1,2-oxazin-3-yl,
2H-5,6-dihydro-1,2-oxazin-4- 10yl,
211-5,6-dihydro-1,2-oxazin-5-yl,
2F1-5,6-d1hydro-1,2-oxazin-6-yl, 211-5,6-
dihydro-1,2-thiazin-3-yl,
2H-5,6-dihydro-1,2-thiazin-4-yl, 2H-5,6-dihydro-1,2-
thiazin-5-yl, 2H-5,6-dihydro-1,2-thiazin-6-yl,
4H-5,6-dihydro-1,2-oxazin-3-yl, 41-1-
5,6-dihydro-1,2-oxazin-4-yl,
4H-5,6-dihydro-1,2-oxazin-5-yl, 4H-5,6-dihydro-1,2-
oxazin-6-yl, 41-1-5,6-dihydro-1,2-thiazin-3-yl,
411-5,6-dihydro-1,2-thiazin-4-yl, 4H-  15
5,6-dihydro-1,2-thiazin-5-yl,
411-5,6-dihydro-1,2-thiazin-6-yl, 2H-3,6-dihydro-1,2-
oxazin-3-yl, 2H-3,6-dihydro-1,2-oxazin-4-yl,
2H-3,6-d1hydro-1,2-oxazin-5-yl, 211-
3,6-dihydro-1,2-oxazin-6-yl,
211-3,6-dihydro-1,2-thiazin-3-yl, 211-3,6-d1hydro-1,2-
thiazin-4-yl, 211-3,6-dihydro-1,2-thiazin-5-yl,
211-3,6-dihydro-1,2-thiazin-6-yl, 211-
3,4-dihydro-1,2-oxazin-3-yl,
2H-3,4-dihydro-1,2-oxazin-4-yl, 211-3,4-dihydro-1,2-
20oxazin-5-yl, 2H-3,4-dihydro-1,2-oxazin-6-yl,
2H-3,4-dihydro-1,2-thiazin-3-yl, 2H-
3,4-dihydro-1,2-thiazin-4-yl,
2H-3,4-dihydro-1,2-thiazin-5-yl, 211-3,4-dihydro-1,2-
thiazin-6-yl, 2,3,4,5-tetrahydropyridazin-3-yl,
2,3,4,5-tetrahydropyridazin-4-yl,
2,3,4,5-tetrahydropyridazin-5-yl,
2,3,4,5-tetrahydropyridazin-6-yl, 3,4,5,6-
tetrahydropyridazin-3-yl,
3,4,5,6-tetrahydropyridazin-4-yl, 1,2,5,6-
25tetrahydropyridazin-3-yl,
1,2,5,6-tetrahydropyridazin-4-yl, 1,2,5,6-
tetrahydropyridazin-5-yl,
1,2,5,6-tetrahydropyridazin-6-yl, 1,2,3,6-
tetrahydropyridazin-3-yl,
1,2,3,6-tetrahydropyridazin-4-yl, 4H-5,6-d1hydro-1,3-
oxazin-2-yl, 4H-5,6-dihydro-1,3-oxazin-4-yl,
4H-5,6-dihydro-1,3-oxazin-5-yl,
4H5,6-dihydro-1,3-oxazin-6-yl,
411-5,6-dihydro-1,3-thiazin-2-yl, 4H-5,6-dihydro-1,3- 



30thiazin-4-yl, 41-1-5,6-dihydro-1,3-thiazin-5-yl,
4H-5,6-dihydro-1,3-thiazin-6-yl,
3,4,5-6-tetrahydropyrimidin-2-yl,
3,4,5,6-tetrahydropyrimidin-4-yl,
3,4,5,6-tetrahydropyrimidin-5-yl,
3,4,5,6-tetrahydropyrimidin-6-yl,
1,2,3,4-tetrahydropyrazin2-yl,
1,2,3,4-tetrahydropyrazin-5-yl,
1,2,3,4-tetrahydropyrimidin-2-yl, 1,2,3,4-
tetrahydropyrimidin-4-yl,
1,2,3,4-tetrahydropyrimidin-5-yl, 1,2,3,4-
35tetrahydropyrimidin-6-yl,
2,3-d1hydro-1,4-thiazin-2-yl,
2,3-dihydro-1,4-thiazin-3- yl,
2,3-dihydro-1,4-thiazin-5-yl,
2,3-dihydro-1,4-thiazin-6-yl, 21-1-1,3-oxazin-2-yl,
2H-1,3-oxazin-4-yl, 2H-1,3-oxazin-5-yl,
211-1,3-oxazin-6-yl, 211-1,3-thiazin-2-yl,
211-1,3-thiazin-4-yl, 21-1-1,3-thiazin-5-yl,
2H-1,3-thiazin-6-yl, 411-1,3-oxazin-2-yl,
4H-1,3-oxazin-4-yl, 4H-1,3-oxazin-5-yl,
4H-1,3-oxazin-6-yl, 4H-1,3-thiazin-2-yl,  40
4H-1,3-thiazin-4-yl, 41-1-1,3-thiazin-5-yl,
4H-1,3-thiazin-6-yl, 6H-1,3-oxazin-2-yl,
61-1-1,3-oxazin-4-yl, 611-1,3-oxazin-5-yl,
61-1-1,3-oxazin-6-yl, 6H-1,3-thiazin-2-yl,
6H-1,3-oxazin-4-yl, 6H-1,3-oxazin-5-yl,
6H-1,3-thiazin-6-yl, 2H-1,4-oxazin-2-yl,   23
1,2,4-oxadiazol-3-yl, 1,2,4,-oxadiazol-5-yl,
1,3,4-oxadiazol-2-yl, 1,2,3-thiadiazol4-yl,
1,2,3-thiadiazol-5-yl, 1,2,4-thiadiazol-3-yl,
1,2,4-thiadiazol-5-yl, 1,3,4- thiadiazoly1-2-yl,
1,2,3-triazol-4-yl, 1,2,4-triazol-3-yl, tetrazol-5-yl.
5C-bonded, 6-membered heteroaromatic radicals haying
1, 2, 3 or 4 nitrogen atoms as ring members, such as:
pyridin-2-yl, pyridin-3-yl, pyridin-4-yl,
pyridazin-3-yl, pyridazin-4-yl, pyrimidin-2- yl,
pyrimidin-4-yl, pyrimidin-5-yl, pyrazin-2-yl,
1,3,5-triazin-2-yl, 1,2,4-triazin-3-yl,
1,2,4-triazin-5-yl, 1,2,4-triazin-6-yl,
1,2,4,5-tetrazin-3-yl. 10 N-bonded, 5-membered
heteroaromatic radicals having 1, 2, 3 or 4 nitrogen
atoms as ring members, such as: pyrrol-1-yl,
pyrazol-1-yl, imidazol-1-yl, 1,2,3-triazol-1-yli
1,2,4-triazol-1-yl, tetrazol-1-yl. 15 Heterocyclyl
also includes bicyclic heterocycles which have one of
the aforementioned 5- or 6-membered heterocyclic rings
and a further saturated, unsaturated or aromatic
carbocycle fused thereto, for example a benzene,
cyclohexane, cyclohexene or cyclohexadiene ring, or a
further 5- or 6-membered heterocyclic ring fused
thereto, 20 where the latter may likewise be
saturated, unsaturated or aromatic. These include for
example quinolinyl, isoquinolinyl, indolyl,
indolizynyl, isoindolyl, indazolyl, benzofuryl,
benzothienyl, benzo[b]thiazolyl, benzoxazolyl,
benzthiazolyl and benzimidazolyl. Examples of 5- to
6-membered heteroaromatic compounds comprising a fused
benzene ring include dihydroindolyl,
dihydroindolizynyl, dihydroisoindolyl,
25dihydroquinolinyl, dihydroisoquinolinyl, chromenyl
and chromanyl. Arylalkyl: an aryl radical as defined
above which is linked via an alkylene group, in
particular via a methylene, 1,1-ethylene or
1,2-ethylene group, e.g. benzyl, 1-phenylethyl and
2-phenylethyl. 30 Arylalkenyl: an aryl radical as
defined above, which is linked via an alkenylene
group, in particular via a 1,1-ethenyl, 1,2-ethenyl or
1,3-propenyl group, e.g. 2-phenylethen1-yi and
1-phenylethen-1-yl. 35Cycloalkoxy: a cycloalkyl
radical as defined above which is linked via an oxygen
atom, e.g. cyclopropyloxy, cyclobutyloxy,
cyclopentyloxy or cyclohexyloxy. Cycloalkylalkyl: a
cycloalkyl radical as defined above which is linked
via an alkylene group, in particular via a methylene,
1,1-ethylene or 1,2-ethylene group, e.g. 40
cyclopropylmethyl, cyclobutylmethyl, cyclopentylmethyl
or cyclohexylmethyl. Heterocyclylallcyl and
hetarylalkyl: a heterocyclyl or hetaryl radical as
defined above    25 Q-alkoxy, C1-C6-alkylthio,
C3-Q-cycloalkyl, COO-C1-Cs-alkyl, CONH2,
CONNC1-C6-alkyl, SO2NH-C1-C6-alkyl, CON-(C1-C6-alky02,
502N-(C1-C6-allo/02, NH502-C1-C6-alkyl,
NH-CO-C1-C6-alkyl, 502-C1-05-alkyl, 0-phenyl,
0-CH2-phenyl, CONH-phenyl, SO2NH-phenyl, CONH-hetaryl,
SO2NH-hetaryl, 502-phenyl, NH-S02-phenyl,
NH-CO-phenyl, NH-502- hetaryl, NH-CO-hetaryl where
phenyl and hetaryl in the last 11 radicals mentioned
are unsubstituted or may have 1, 2 or 3 substituents
which are selected from halogen, C1-C4-alkyl,
C1-C4-haloalkyl, C1-Q-alkoxy and C1-C4- haloalkoxy,
10-(CH2)p-NRc'sr with p = 0, 1, 2, 3, 4, 5 or 6, in
particular 0, and -0-(CH2)q-Ner with q = 2, 3, 4, 5 or
6, in particular 2, where 



Res, R. are independently of one another hydrogen or
C1-05-alkyl, or together with the nitrogen atom to
which they are bonded, are a morpholine, piperidine,
pyrrolidine, azetidine or piperazine residue, where 15
the last 5 radicals mentioned are unsubstituted or may
carry 1, 2, 3 or 4 radicals selected from CI-C4-alkyl,
Q-C4-haloalkyl, Q-C4-alkoxy or Ci-C4- haloalkoxy. RIG
is in particular halogen, CI-C4-alkyl,
C1-C4-haloalkyl, C1-Qalkoxy or C1-C4-haloalkoxy.
20R2in particular: C1-C10-alkyl which may be partly or
completely halogenated and/or carry 1, 2 or 3
substituents R28, 25aryl or hetaryl, where aryl and
hetaryl in the last 2 radicals mentioned may be
unsubstituted or carry 1, 2, 3 or 4 identical or
different radicals R2c,      aryl-C1-C6-alkyl,
aryl-C2-Q-alkenyl or hetaryl-C1-Q-alkyl, where aryl
and hetaryl in the last 3 radicals mentioned may be
unsubstituted or carry 1, 2, 3 or 4 identical 30or
different radicals R2c. Preferred among these are
those compounds of the general formula I in which R2
is selected from aryl and hetaryl, specifically from
phenyl, thienyl and pyridyl, where aryl and hetaryl
(or phenyl, thienyl and pyridyl) may be unsubstituted
or 35carry 1, 2, 3 or 4, in particular 1 or 2,
identical or different radicals R2c. In this
connection, R2a, R2b and R2c where present have the
aforementioned meanings. In particular: R2a is OH, CN,
CF3, 0-CF3, COOH, 0-CH2-COOH, C1C6-alkoxy,
Q-C6-alkylthio, 40COO-C1-05-alkyl, CONH2,
CONN-CI-Cs-alkyl, SO2NH-C1-C6-alkyl, CONK- phenyl,
SO2NH-phenyl, CONK-hetaryl, SO2NH-hetaryl,
CON-(Q-05-allo/02, SO2N-(C1-05-alky1)2,
NH-502-C1-C6-alkyl, NH-CO-C1-C6-alkyl,
502-C1-C6-alkyl, 502-phenyl, NH-S02-phenyl,
NH-CO-phenyl, NH-502-hetaryl, NH-COhetaryl, Nele,
where  26 R, Ra7 are independently of one another
hydrogen or C1-C6-alkyl, or together with the nitrogen
atom to which they are bonded are a nnorpholine,
piperidine, pyrrolidine, azetidine or piperazine
residue, where the last 5 radicals mentioned are
unsubstituted or may carry 1, 2, 3 or 4 5radicals
selected from C1-C4-alkyl,C1-C4-alkoxy or Crc-
haloalkoxy; R2b is halogen, C1-C4-alkyl, OH, CN, CF3,
0-CF3, COOK, 0-CH2-COOH, C1-Csalkoxy, C1-C6-alkylthio,
COO-C1-C6-alkyl, CONH2, CONH-C1-05-alkyl, SO2NH-
CONH-phenyl, SO2NH-phenyl, CONH-hetaryl,
SO2NH-hetaryl, 10CON-(C1-C6-alky1)2,
SO2N-(C1-Q-alky1)2, NH-S02-C1-C6-alkyl, NH-CO-C1-C6-
alkyl, S02-C1-C6-alkyl, S02-phenyl, NH-S02-phenyl,
NH-CO-phenyl, NH-S02- hetaryl, NH-CO-hetaryl or Nee,
where Rb6, Rb2 are independently of one another
hydrogen or C1-C6-alkyl, or together with the nitrogen
atom to which they are bonded are a morpholine,
piperidine, pyrrolidine, azetidine 15or piperazine
residue, where the last 5 radicals mentioned are
unsubstituted or may carry 1, 2, 3 or 4 radicals
selected from C1-C4-alkyl, C1-C4-haloalkyl,
C1-C4-alkoxy or C1-C4-haloalkoxy; and Rx is halogen,
C1-C4-alkyl, OH, SH, CN, CF3, 0-CF3, COOK, 0-CH2-COOH,
Cr Cs-alkoxy, C1-C6-alkylthio, C3-C,cycloalkyl,
COO-C1-Cs-alkyl, CONH2, CONE-I-. 20C1-C6-alkyl,
SO2NH-C1-05-alkyl, CON-(C1-C6-alkyl)2,
SO2N-(C1-05-alky1)2, NH- 502-C1-Cs-alkyl,
NH-CO-C1-Cs-alkyl, S02-CI-05-alkyl, 0-phenyl,
0-CH2-phenyl, CONH-phenyl, SO2NH-phenyl, CONH-hetaryl,
SO2NH-hetaryl, S02-phenyl, NH-S02-phenyl,
NH-CO-phenyl, NH-S02- hetaryl, NH-CO-hetaryl, where
phenyl and hetaryl in the last 11 radicals  25
mentioned are unsubstituted or may have 1, 2 or 3
substituents which are selected from halogen,
C1-C4-alkyl, C1-C,haloalkyl, C1-C4-alkoxy and C1-C4-
haloalkoxy, -(CH2)p-Mella with p 0, 1, 2, 3, 4, 5 or
6, in particular 0, and -0-(CH2)s-Ner with q = 2, 3,
4, 5 or 6, in particular 2, where 30R`6, R are
independently of one another hydrogen or C1-C6-alkyl,
or together with the nitrogen atom to which they are
bonded are a morpholine, piperidine, pyrrolidine,
azetidine or piperazine residue, where the last 5
radicals mentioned are unsubsttuted or may carry 1, 2,
3 or 4 radicals selected from C1-C4-alkyl,
C1-C4-haloalkyl, C1-C4-alkoxy or C1-C- 35haloalkoxy.
R3a, Febin particular OH or the group CR3aR3b is a
carbonyl group. Wa radical of the formula W1 or the
group W-R2 is a radical of the formula W6. 40 



In the formula Wl, R2 is preferably bonded to the
carbon in position 3 or 4, as shown in the following
formulae Wla, Wlb and W2a:  27 "N 4-(Rw)m   (Rw)m W1
aW1b In the formulae Wla and Wlb, the meanings of *,
#, m and Ir are those mentioned above. In particular,
m is 0 or 1 and specifically 0. Where m is 1, Rw is
5preferably selected from halogen, C1-C6-alkyl,
C1-C6-alkyl which is substituted by 1, 2 or 3
substituents R", or OH, SH, CN, CF3, 0-CF3, COOK,
0-CH2-COOH, C6-alkoxy, C1-C6-alkylthio,
C3-C2-cycloalkyl, COO-C1-C6-alkyl, CONH2, CONH-C1-C6-
alkyl, SO2NH-C1-05-alkyl, CON-(CI-C6-alky02,
502N-(C1-C6-alky1)2, NH-502-C1-C6- alkyl,
NH-CO-C1-C6-alkyl, 502-C1-C6-alkyl, 0-phenyl,
0-CH2-phenyl, CONH-phenyl, 10SO2NH-phenyl,
CONK-hetaryl, 50214H-hetaryl, 502-phenyl,
NH-502-phenyl, NH- CO-phenyl, NH-502-hetaryl,
NH-CO-hetaryl, where phenyl and hetaryl in the last 11
radicals mentioned are unsubstituted or may have 1, 2
or 3 substituents which are selected from halogen,
CI-CI-alkyl, Crechaloalkyl, CI-C4alkoxy and
CI-Cchaloalkoxy. Rw is in particular selected from OH,
F, Cl, CN, CF3, 15which is unsubstituted or may have
1, 2 or 3 substituents Rwa, or CI-C6-haloallwl,
C1-C6-alkoxy, CI-C6-haloalkoxy and C3-C2-cycloallwl.
In this connection, Rwa has the aforementioned
meanings and is in particular CI-C1alkoxy or
CI-CIhaloalkoxy. Rw is particularly preferably
selected from F, Cl, CN, CF3, CH3, C2H5 and OCH3. 20
Where the group W-R2 is a radical of the formula W6, m
is preferably 0 or 1 and specificially 0. Where m is
1, Rw6* is preferably selected from halogen, C1-C6-
alkyl, C1-C6-alkyl which is substituted by 1, 2 or 3
substituents Rwa, or OH, SH, CN, CF3, 0-CF3, COOK,
0-CH2-COOH, C1-C6-alkoxy, C1-C6-alkylthio, C3-C2-
25cycloalkyl, 000-C1-C6-alkyl, CONH2,
CONH-C1-C6-alkyl, 502NH-CI-C6-alkyl, CON-
(CI-C6-alky1)2, SO2N-(CI-C6-alky1)2,
NH-S02-CI-05-alkyl, NH-CO-C1-C6-alkyl, 502-C1
C6-alkyl, 0-phenyl, 0-CH2-phenyl, CONH-phenyl,
SO2NH-phenyl, CONH-hetaryl, SO2NH-hetaryl, 502-phenyl,
NH-S02-phenyl, NH-CO-phenyl, NH-S02-hetaryl,
NHCO-hetaryl where phenyl and hetaryl in the last 11
radicals mentioned are 30unsubstituted or may have 1,
2 or 3 substituents which are selected from halogen,
CI-CI-alkyl, CI-C4haloalkyl, CI-C4alkoxy and
C1-C4-haloalkoxy. Rw6' is in particular selected from
OH, F, Cl, CN, CF3, C1-C6-alkyl which is unsubstituted
or may have 1, 2 or 3 substituents Rwa, or
C1-C6-haloalkyl, C1-C6-alkoxy, C1-C6- haloalkoxy and
C3-C2-cycloalkyl. In this connection, ra has the
aforementioned 35meanings and is in particular
CI-C4-alkoxy or C1-C4-haloalkoxy. E in W6 preferably
28 has one of the following meanings: CH2, CH2CH2, CO,
CO-NH, 0, CH=CH, CH20, OCH2, SO2, SO2NRE1 or NRE1S02,
and is in particular CHb CH2CH2, 0, CH=CH, CH20, OCH2,
502, SO2NRs1 or NRE1S02. In this connection, RE1 has
one of the aforementioned meanings and is in
particular hydrogen or CI-Cralkyl. Compounds of the
formula I which are particularly preferred among the
compounds of the invention of the general formula I
are those in which W is a radical Wla, and
particularly preferred among these are those in which
m is 0 or 1 and specifically 0. Compounds of the
formula I which are particularly preferred among the
compounds of the invention of the general formula I
are those in which W-R2 is a radical W6, and
particularly preferred among these are those in which
m is 0 or 1 and specifically 0. Xis a radical
C(=0)-NeRx3 in which Rx2 and e have one of the
aforementioned meanings. Compounds preferred among
these are those in which: Rx2 is H, OH,
CN,C1-05-haloalkyl, C1--alkyl which has 1, 2 or 3
substituents Rxa, or C2-C6-alkenyl, C2-C6-alkynyl,
CrCrcycloalkyl, C3-C2- cycloalkyl-C1-C4-alkyl,
C3-Crheterocycloalkyl-C1-C4-alkyl,
C1-C.6-alkoxy-C1-C4- alkyl, aryl, hetaryl,
aryl-C1-C4-alkyl or hetaryl-C1-Ccalkyl, where aryl and
hetaryl in the last 4 radicals mentioned are
unsubstituted or have 1, 2 or 3 substituents R. In
particular, Rx2 is hydrogen, CrCs-alkyl,
C1-C6-haloalkyl, C1-C6-alkyl which has 1 or 2
substituents Rxa, C3-C7-cycloalkyl-C1-C4-alkyl,
C3-O7-heterocycloalkyl-C1-C4-alkyl, aryl, hetaryl,
aryl-CI-Cs-alkyl or hetaryl- Rx2 is very particularly
preferably hydrogen. is H, C1-05-alkyl,
Ci-Cs-haloalkyl or C1-05-alkyl which has 1, 2 or 3
substituents R. In particular, Rx3 is hydrogen,
C1-C6-alkyl, C1-05-alkyl which has 1 or 2 substituents
Rxa. Rx3 is very particularly preferably hydrogen.
Compounds of the formula I which are likewise
preferred are those in which the group NRx2R is a
nitrogen heterocycle of the following formulae:  



-NC\0\N-Rx.s-N \/    31  Ra2, Rb2, Rc2, Ry2, rs b42
K independently of one another: hydrogen, CI-C6-alkyl,
phenyl, benzyl, hetaryl and hetarylmethyl, where
phenyl and hetaryl in the last 4 radicals mentioned
are unsubstituted or have 1, 2 or 3 substituents which
are selected from halogen, Ci-Cralkyl, C1-C4haloalkyl,
CI-C4alkoxy and C1-C4haloalkoxy.  Ra3, Rb3, Rb3, RY3,
Rw3 independently of one another: hydrogen or
C1-C6-alkyl, or Ra2 with Ra3 (and likewise Rbz with
Rb3, Rbz with F253, RY2 with Ws and Rwz with Rw3) 10
together with the nitrogen atom to which they are
bonded are a morpholine, piperidine, pyrrolidine,
azetidine or piperazine residue, where the last 5
radicals mentioned are unsubstituted or may carry 1,
2, 3 or 4 radicals selected from C1-C4alkyl,
Crerhaloalkyl, C1-C4-alkoxy or C1-C4-haloalkoxy.
15Ra4, Rba, Roa, R4, Rw4 independently of one another:
hydrogen, CrC6-alkyl, phenyl, benzyl, hetaryl and
hetarylmethyl, where phenyl and hetaryl in the last 4
radicals mentioned are unsubstituted or have 1, 2 or 3
substituents which are selected from halogen,
CI-Ca-alkyl, Ci-C.rhaloalkyl, C1-C4-alkoxy and
CI-C4haloalkoxy. 20Ra5, Rb5, Rbs, RY5, Rws
independently of one another: hydrogen, C1-C6-alkyl,
phenyl, benzyl, hetaryl and hetarylmethyl, where
phenyl and hetaryl in the last 4 radicals mentioned
are unsubstituted or have 1, 2 or 3 substituents which
are selected from halogen, C1-C4-alkyl, CrCrhaloalkyl,
CrCralkoxy and CrCrhaloalkoxy. 25Ra6, Roa, Rc6, my6,
rc R" independently of one another: hydrogen,
C1-C6-alkyl, phenyl, benzyl, hetaryl and
hetarylmethyl, where phenyl and hetaryl in the last 4
radicals mentioned are unsubstituted or have 1, 2 or 3
substituents which are selected from halogen,
Ci-C4alkyl, CrCrhaloalkyl, C1-C4alkoxy and
C1-Crhaloalkoxy. 30Ra7, Ra7, ac7, K V, Rw7
independently of one another: hydrogen or C1-C6-alkyl,
or R86 with Raz (and likewise Rb6 with Rbz, Rbb with
Ft, RY6 with Irz and Rw6 with rz) together with the
nitrogen atom to which they are bonded are a
morpholine, piperidine, pyrrolidine, azetidine or
piperazine residue, where the last 5 radicals
35mentioned are unsubstituted or may carry 1, 2, 3 or
4 radicals selected from C1-C4- alkyl, CrCrhaloalkyl,
CI-C4alkoxy or CI-C4haloalkoxy. Compounds preferred
among the carboxamide compounds of the invention of
the formula I are those which correspond to the
general formula I-A,  in which X, W,Rz, R3a, R3b, RY
have the aforementioned meanings, in particular the
meanings mentioned as preferred, n is 0, 1 or 2, in
particular 0 or 1, one of the 5 variables Y1, Y2, Y3
and Y4 is a nitrogen atom and the remaining variables
Y1, Yz, Y3 or Y4 are CH (or C-RY if n is different
from 0). Also preferred are the tautomers of I-A, the
pharmaceutically suitable salts thereof and the
tautomers thereof.       Compounds in turn preferred
among the carboxamide compounds of the invention of 10
the formula I-A are those which correspond to the
general formulae I-A' or I-A", 15 in which m, X, E,
R', Rz, R3a, R36, 11Y, R" and Rw6 have the
aforementioned meanings, in particular the meanings
mentioned as preferred, n is 0, 1 or 2, in particular
0 or 1, one of the variables Y', Yz, Y3 and Y4 is a
nitrogen atom and the remaining variables Y', Y3 or r
are CH (or C-RY if n is different from 0). Also
preferred are the tautomers of 20I-A' and I-A", the
pharmaceutically suitable salts thereof and the
tautonners thereof.  33 



Compounds preferred in turn among the carboxamide
compounds of the invention of the formula I-A are
those which correspond to the general formula 1-A.a,
in which X, W, IV, R2, R33, R3b, RY have the
aforementioned meanings, especially those mentioned as
preferred, and n is 0, 1 or 2, in particular 0 or 1.
Also preferred are the tautomers of I-A.a, the
pharmaceutically acceptable salts thereof and the
tautomers 10thereof. Compounds in turn preferred among
the carboxamide compounds of the invention of the
formula I-A.a are those which correspond to the
general formulae I-A.a' or I-A.a",    in which m, E,
R', R3a, R313, n2, K RY, r and ire have the
aforementioned meanings, 20especially those mentioned
as preferred, and n is 0, 1 or 2, in particular 0 or
1. Also preferred are the tautomers of I-A.a' and
I-A.a", the pharmaceutically suitable salts  34
thereof and the tautomers thereof. The compounds of
the general formula I-A.a which are indicated in
Tables 1 to 20 below and in which CR3aR3b is a
carbonyl function or a C(OH)2 group, and their
5tautomers, prodrugs and pharmaceutically acceptable
salts, represent per se preferred embodiments of the
present invention. The meanings for 111, R2 and W
indicated in Table A below represent embodiments of
the invention which are likewise preferred
independently of one another and especially in
combination.    10CR33R3b = C=0(I-A. a)CR3aRab =
C(OH)2 Table 1 Compounds of the formula I-A.a in which
the group C(R3123b) is C=0, X is carbamoyl, n = 0,
i.e. (R)n is absent, and the combination of fe, R2 and
W for a compound in 15each case corresponds to one
line of Table A. Table 2 Compounds of the formula
I-A.a in which the group C(R3aR3b) is C=0, X is
carbamoyl, (R), is 5-F, and the combination of R1, R2
and W for a compound in each case 20 corresponds to
one line of Table A. Table 3 Compounds of the formula
I-A.a in which the group C(R3113b) is C=0, X is
carbamayl, (RY)" is 5-CI, and the combination of It',
R2 and W for a compound in each case 25corresponds to
one line of Table A. Table 4 Compounds of the formula
I-A.a in which the group C(R3aR3b) is C=0, X is
carbamoyl,       (RY)n is 5-CN, and the combination of
Fe, R2 and W for a compound in each case 30
corresponds to one line of Table A. 



35 (12Y)n is 5-CH3, and the combination of RI, R2 and
W for a compound in each case corresponds to one line
of Table A. Table 6 5 Compounds of the formula I-A.a
in which the group C(R3aR3b) is C=0, X is -C(0)NHCH3,
n = 0, i.e. (RY)" is absent, and the combination of
RI, R2 and W for a compound in each case corresponds
to one line of Table A. Table 7 10 Compounds of the
formula I-A.a in which the group C(R3aR3b) is C=0, X
is -C(0)NFICH3, (RY)n is 5-F, and the combination of
RI, R2 and W for a compound in each case corresponds
to one line of Table A. Table 8 15 Compounds of the
formula I-A.a in which the group C(R3aR3b) is C=0, X
is -C(0)NHCH3, (12Y)n is 5-CI, and the combination of
121, R2 and W for a compound in each case corresponds
to one line of Table A. Table 9 20 Compounds of the
formula I-A.a in which the group C(R3123b) is C=0, X
is -C(0)NHCH3, (1:2)n is 5-CN, and the combination of
RI, R2 and W for a compound in each case corresponds
to one line of Table A. Table 10 25 Compounds of the
formula I-A.a in which the group C(R3aR3b) is C=0, X
is -C(0)NHCF13, (RY)" is 5-CH3, and the combination of
121" R2 and W for a compound in each case corresponds
to one line of Table A. Table 11 30 Compounds of the
formula I-A.a in which the group C(R38R3b) is C(OH)2,
X is carbamoyl, n = 0, i.e. (Fe), is absent, and the
combination of RI, R2 and W for a compound in each
case corresponds to one line of Table A. Table 12
35Compounds of the formula I-A.a in which the group
C(1238123b) is C(OH)2, X is carbamoyl, (Ft% is 5-F,
and the combination of RI, R2 and W for a compound in
each case corresponds to one line of Table A. Table 13
40 Compounds of the formula I-A.a in which the group
C(R33R3b) is C(OH)2, X is carbamoyl, (RY)", is 5-CI,
and the combination of RI, R2 and W for a compound in
each case corresponds to one line of Table A.  36
Table 14    Compounds of the formula I-A.a in which
the group C(R)aR3b) is C(OH)2, X is carbamoyl, (RY)n
is 5-CN, and the combination of RI, R2 and W for a
compound in each 5case corresponds to one line of
Table A. Table 15 Compounds of the formula I-A.a in
which the group C(R3aR3b) is C(OH)2, X is
carbamoyl, (R)n is 5-CH3, and the combination of RI,
R2 and W for a compound in 10each case corresponds to
one line of Table A. Table 16 Compounds of the formula
I-A.a in which the group C(R3aR3b) is C(OH)2, X is
-C(0)NHCH3, n = 0, i.e. (RY)n is absent, and the
combination of RI, R2 and W for a 15compound in each
case corresponds to one line of Table A. Table 17
Compounds of the formula I-A.a in which the group
C(R3aR3b) is C(OH)2, X is -C(0)NHCH3, (IV), is 5-F,
and the combination of RI, R2 and W for a compound in
each 20case corresponds to one line of Table A. Table
18 Compounds of the formula I-A.a in which the group
C(1138R3b) is C(OH)2, Xis 



-C(0)NHCH3, (RY), is 5-CI, and the combination of RI,
R2 and W for a compound in 25each case corresponds to
one line of Table A. Table 19 Compounds of the formula
I-A.a in which the group C(R3aR3b) is C(01-1)2, Xis
-C(0)NHCH3, (RY)n is 5-CN, and the combination of RI,
R2 and W for a compound in 30 each case corresponds to
one line of Table A. Table 20    Compounds of the
formula I-A.a in which the group C(R38R3b) is C(OH)2,
X is -C(0)NHCH3, (Rin is 5-CH3, and the combination of
RI, R2 and W for a compound in 35each case corresponds
to one line of Table A. Table A No.  R2 W A-1 n-Butyl
Phenyl Wla (m= 0) A-2 n-Butyl 2-Methylphenyl Wla (m=
0)    39 No. R1  W A-81 Isobutyl
2-Chloro-4-morpholin-4-ylphenyl Wla (m= 0) A-82
Isobutyl 2-Fluoro-4-morpholin-4-ylphenyl Wla (m= 0)
A-83 



Isobutyl Pyridin-2-y1 Wla (m= 0) A-84 Isobutyl
Pyridin-4-y1 Wla (m= 0) A-85 Isobutyl Thien-2-y1 Wla
(m= 0) A-86 Isobutyl 2,3-Dihydrobenzo[b]furan-5-y1 Wla
(m= 0) A-87 Benzyl Phenyl Wla (m= 0) A-88 Benzyl
2-Methylphenyl Wla (m= 0) A-89 Benzyl 2-Methoxyphenyl
Wla (m= 0) A-90 Benzyl 2-Chlorophenyl Wla (m= 0) A-91
Benzyl 2-Fluorophenyl W1a (m= 0) A-92 



Benzyl 2-Trifluoromethylphenyl Wla (m= 0) A-93 Benzyl
3-Methylphenyl Wla (m= 0) A-94 Benzyl 3-Methoxyphenyl
Wla (m= 0) A-95 Benzyl 3-Chlorophenyl Wla (m= 0) A-96
Benzyl 3-Fluorophenyl Wla (m= 0) A-97 Benzyl
3-Trifluoromethyl Wla (m= 0) A-98 Benzyl
3-[(Phenylmethyl)oxy]phenyl Wla (m= 0) A-99 Benzyl
3-Morpholin-4-ylphenyl Wla (m= 0) A-100 Benzyl
3-(Morpholin-4-ylmethyl)phenyi Wla (m= 0) A-101 



Benzyl 3-Pyrrolidin-1-ylphenyl Wla (m= 0) A-102 Benzyl
4-Methylphenyl Wla (m= 0) A-103 Benzyl
4-(1-Methylethyl)phenyl Wla (m= 0) A-104 Benzyl
4-Methoniphenyl Wla (m= 0) A-105 Benzyl 4-Chlorophenyl
Wla (m= 0) A-106 Benzyl 4-Fluorophenyl Wla (m= 0)
A-107 Benzyl 4-Trifluoromethylphenyl Wla (m= 0) A-108
Benzyl 4-Diethylaminophenyl Wla (m= 0) A-109 Benzyl
4-[(Diethylamino)methyl]phenyl Wla (m= 0) A-110 



Benzyl 4-Cyanophenyl Wla (m= 0) A-111 Benzyl
4-(Piperidin-l-yl)phenyl Wla (m= 0) A-112 Benzyl
4-(4-Methylpiperazin-l-yl)phenyl Wla (m= 0) A-113
Benzyl 4-Pyrrolidin-l-ylphenyl Wla (m= 0) A-114 Benzyl
4-(1H-Imidazol-1-yl)phenyl Wla (m= 0) A-115 Benzyl
4-Morpholin-4-ylphenyl Wla (m= 0) A-116 Benzyl
4-(Morpholin-4-ylmethyl)phenyl Wla (m= 0) A-117 Benzyl
2,4-Difluorophenyl Wla (m= 0) A-118 Benzyl
2,6-Difluorophenyl Wla (m= 0) A-119 



Benzyl 3,5-Difluorophenyl W1a (m= 0)  40 No.  R2
A-120 Benzyl 2,4-Dichlorophenyl Wla (m= 0) A-121
Benzyl 2,6-Dichlorophenyl Wla (m= 0) A-122 Benzyl
3,5-Dichlorophenyl W1a (m= 0) A-123 Benzyl
2-Chloro-4-fluorophenyl Wla (m= 0) A-124 Benzyl
2-Chloro-4-morpholin-4-ylphenyl Wla (m= 0) A-125
Benzyl 2-Fluoro-4-morpholin-4-ylphenyl W1a (m= 0)
A-126 Benzyl Pyridin-2-y1 



W1a (m= 0) A-127 Benzyl Pyridin-4-y1 W1a (m= 0) A-128
Benzyl Thien-2-y1 Wla (m= 0) A-129 Benzyl
2,3-Dihydrobenzo[b]furan-5-y1 W1a (m= 0) A-130
4-Chlorobenzyl Phenyl W1a (m= 0) A-131 4-Chlorobenzyl
2-Methylphenyl W1a (m= 0) A-132 4-Chlorobenzyl
2-Methoxyphenyl Wla (m= 0) A-133 4-Chlorobenzyl
2-Chlorophenyl W1a (m= 0) A-134 4-Chlorobenzyl
2-Fluorophenyl W1a (m= 0) A-135 4-Chlorobenzyl
2-Trifluoromethylphenyl 



W1a (m= 0) A-136 4-Chlorobenzyl 3-Methylphenyl Wla (m=
0) A-137 4-Chlorobenzyl 3-Methoxyphenyl Wla (m= 0)
A-138 4-Chlorobenzyl 3-Chlorophenyl Wla (m= 0) A-139
4-Chlorobenzyl 3-Fluorophenyl Wla (m= 0) A-140
4-Chlorobenzyl 3-Trifluoromethyl Wla (m= 0) A-141
4-Chlorobenzyl 3-[(Phenylmethyl)oxy]phenyl Wla (m= 0)
A-142 4-Chlorobenzyl 3-Morpholin-4-ylphenyl Wla (m= 0)
A-143 4-Chlorobenzyl 3-(Morpholin-4-ylmethyl)phenyl
Wla (m= 0) A-144 4-Chlorobenzyl
3-Pyrrolidin-l-ylphenyl 



W1a (m= 0) A-145 4-Chlorobenzyl 4-Methylphenyl Wla (m=
0) A-146 4-Chlorobenzyl 4-(1-Methylethyl)phenyl W1a
(m= 0) A-147 4-Chlorobenzyl 4-Methoxypherryl W1a (m=
0) A-148 4-Chlorobenzyl 4-Chlorophenyl Wla (m= 0)
A-149 4-Chlorobenzyl 4-Fluorophenyl W1a (m= 0) A-150
4-Chlorobenzyl 4-Trifluoromethylphenyl Wla (m= 0)
A-151 4-Chlorobenzyl 4-Diethylaminophenyl W1a (m= 0)
A-152 4-Chlorobenzyl 4-[(Diethylamino)methyl]phenyl
W1a (m= 0) A-153 4-Chlorobenzyl 4-Cyanophenyl 



Wla (m= 0) A-154 4-Chlorobenzyl
4-(Piperidin-l-yl)phenyl W1a (m= 0) A-155
4-Chlorobenzyl 4-(4-Methylpiperazin-l-yOphenyl Wla (m=
0) A-156 4-Chlorobenzyl 4-Pyrrolidin-l-ylphenyl Wla
(m= 0) A-157 4-Chlorobenzyl 4-(1H-Imidazol-1-yOphenyl
Wla (m= 0) A-158 4-Chlorobenzyl 4-Morpholin-4-ylphenyl
Wla (m= 0)  41 No.  R2  A-159 4-Chlorobenzyl
4-(Morpholin-4-ylmethyl)phenyl Wla (m= 0) A-160
4-Chlorobenzyl 2,4-Difluorophenyl Wla (m= 0) A-161 



4-Chlorobenzyl 2,6-Difluorophenyl Wla (m= 0) A-162
4-Chlorobenzyl 3,5-Difluorophenyl W1a (m= 0) A-163
4-Chlorobenzyl 2,4-Dichlorophenyl Wla (m= 0) A-164
4-Chlorobenzyl 2,6-Dichlorophenyl W1a (m= 0) A-165
4-Chlorobenzyl 3,5-Dichlorophenyl Wla (m= 0) A-166
4-Chlorobenzyl 2-Chloro-4-fluorophenyl Wla (m= 0)
A-167 4-Chlorobenzyl 2-Chloro-4-morpholin-4-ylphenyl
Wla (m= 0) A-168 4-Chlorobenzyl
2-Fluoro-4-morpholin-4-ylphenyl W1a (m= 0) A-169
4-Chlorobenzyl Pyriclin-2-y1 W1a (m= 0) A-170 



4-Chlorobenzyl Pyridin-4-y1 W1a (m= 0) A-171
4-Chlorobenzyl Thien-2-y1 Wla (m= 0) A-172
4-Chlorobenzyl 2,3-Dihydrobenzo[b]furan-5-y1 Wla (m=
0) A-173 4-Methoxybenzyl Phenyl W1a (m= 0) A-174
4-Methoxybenzyl 2-Ivlethyl phenyl Wla (m= 0) A-175
4-Methoxybenzyl 2-Methoxyphenyl W1a (m= 0) A-176
4-Methoxybenzyl 2-Chlorophenyl Wla (m= 0) A-177
4-Methoxybenzyl 2-FI uorophenyl Wla (m= 0) A-178
4-Methoxybenzyl 2-Trifl uoromethyl phenyl Wla (m= 0)
A-179 



4-Methoxybenzyl 3-Methyl phenyl W1a (m= 0) A-180
4-Methoxybenzyl 3-Methoxyphenyl Wla (m= 0) A-181
4-Methoxybenzyl 3-Chlorophenyl Wla (m= 0) A-182
4-Methoxybenzyl 3-FI uorophenyl W1a (m= 0) A-183
4-Methoxybenzyl 3-Trifluoromethyl Wla (m= 0) A-184
4-Methoxybenzyl 3-[(PhenylmethyDoxylphenyl Wla (m= 0)
A-185 4-Methoxybenzyl 3-Morpholin-4-ylphenyl W1a (m=
0) A-186 4-Methoxybenzyl
3-(Morpholin-4-ylmethyl)phenyl Wla (m= 0) A-187
4-Methoxybenzyl 3-Pyrrolidin- 1 -ylphenyl Wla (m= 0)
A-188 



4-Methoxybenzyl 4-Methyl phenyl Wla (m= 0) A-189
4-Methoxybenzyl 4-(1-Methylethyl)phenyl W1a (m= 0)
A-190 4-Methoxybenzyl 4-Methoxyphenyl Wla (m= 0) A-191
4-Methoxybenzyl 4-Chlorophenyl Wla (m= 0) A-192
4-Methoxybenzyl 4-FI uorophenyl Wla (m= 0) A-193
4-Methoxybenzyl 4-Trifluoromethyl phenyl Wla (m= 0)
A-194 4-Methoxybenzyl 4-Diethylaminophenyl Wla (m= 0)
A-195 4-Methoxybenzyl 4-[(Diethylamino)methyl]phenyl
Wla (m= 0) A-196 4-Methoxybenzyl 4-Cya nophenyl Wla
(m= 0) A-197 



4-Methoxybenzyl 4-(Pi peridi n- 1 -yl)phenyl Wla (m=
0)  42 No,  R2 W A-198 4-Methoxybenzyl
4-(4-Methylpiperazin-1-yl)phenyl Wla (m= 0) A-199
4-Methoxybenzyl 4-Pyrrolidin-1-ylphenyl Wla (m= 0)
A-200 4-Methoxybenzyl 4-(1H-Imidazo1-1-yOphenyl Wla
(m= 0) A-201 4-Methoxybenzyl 4-Morpholin-4-ylphenyl
Wla (m= 0) A-202 4-Methoxybenzyl
4-(Morpholin-4-ylmethyl)phenyl W1a (m= 0) A-203
4-Methoxybenzyl 2,4-Difluorophenyl Wla (m= 0) A-204
4-Methoxybenzyl 2,6-Difluorophenyl 



Wla (m= 0) A-205 4-Methoxybenzyl 3,5-Difluorophenyl
Wla (m= 0) A-206 4-Methoxybenzyl 2,4-Dichlorophenyl
Wla (m= 0) A-207 4-Methoxybenzyl 2,6-Dichlorophenyl
Wla (m= 0) A-208 4-Methmbenzyl 3,5-Dichlorophenyl Wla
(m= 0) A-209 4-Methoxybenzyl 2-Chloro-4-fluorophenyl
Wla (m= 0) A-210 4-Methoxybenzyl
2-Chloro-4-morpholin-4-ylphenyl Wla (m= 0) A-211
4-Methoxybenzyl 2-Fluoro-4-morpholin-4-ylphenyl Wla
(m= 0) A-212 4-Methoxybenzyl Pyridin-2-y1 Wla (m= 0)
A-213 4-Methoxybenzyl Pyridin-4-y1 



Wla (m= 0) A-214 4-Methoxybenzyl Thien-2-y1 Wla (m= 0)
A-215 4-Methoxybenzyl 2,3-Dihydrobenzo[b]furan-5-y1
Wla (m= 0) A-216 Cyclohexylmethyl Phenyl Wla (m= 0)
A-217 CyClOhexylmethyl 2-Methylphenyl Wla (m= 0) A-218
Cyclohexylmethyl 2-Methoxyphenyl Wla (m= 0) A-219
Cyclohexylmethyl 2-Chlorophenyl Wla (m= 0) A-220
Cyclohexylmethyl 2-Fluorophenyl Wla (m= 0) A-221
Cyclohexylmethyl 2-Trifluoromethylphenyl Wla (m= 0)
A-222 Cyclohexylmethyl 3-Methylphenyl 



Wla (m= 0) A-223 Cyclohexylmethyl 3-Methoxyphenyl Wla
(m= 0) A-224 Cyclohexylmethyl 3-Chlorophenyl Wla (m=
0) A-225 Cyclohexylmethyl 3-Fluorophenyl Wla (m= 0)
A-226 Cyclohexylmethyl 3-Trifluoromethyl Wla (m= 0)
A-227 Cyclohexylmethyl 34(Phenylmethypoxy]phenyl W1a
(m= 0) A-228 Cyclohexylmethyl 3-Morpholin-4-ylphenyl
Wla (m= 0) A-229 Cyclohexylmethyl
3-(Morpholin-4-ylmethyl)phenyl Wla (m= 0) A-230
Cyclohexylmethyl 3-Pyrrolidin-1-ylphenyl Wla (m= 0)
A-231 Cyclohexylmethyl 4-Methylphenyl 



Wla (m= 0) A-232 Cyclohexylmethyl
4-(1-Methylethyl)phenyl Wla (m= 0) A-233
Cyclohexylmethyl 4-Methoxyphenyl Wla (m= 0) A-234
Cyclohexylmethyl 4-Chlorophenyl Wla (m= 0) A-235
Cyclohexylmethyl 4-Fluorophenyl Wla (m= 0) A-236
Cyclohexylmethyl 4-Trifluoromethylphenyl Wla (m= 0)
43 No. R1  W A-237 Cyclohexyl methyl 4-Diethyl
aminophenyl Wla (m= 0) A-238 Cyclohexylmethyl
4-[(Diethylamino)methyl]phenyl Wla (m= 0) A-239 



Cyclohexyl methyl 4-Cyanophenyl Wla (m= 0) A-240
Cyclohexyl methyl 4-(Piperidin-1-yl)phenyl Wla (m= 0)
A-241 Cyclohexylmethyl
4-(4-Methylpiperazin-1-yl)phenyl Wla (m= 0) A-242
Cyclohexylmethyl 4-Pyrrolidin-1-ylphenyl Wla (m= 0)
A-243 Cyclohexylmethyl 4-(1H-Imidazol-1-yl)phenyl Wla
(m= 0) A-244 Cyclohexylmethyl 4-Morpholin-4-ylphenyl
Wla (m= 0) A-245 Cyclohexylmethyl
4-(Morpholin-4-ylmethyl)phenyl Wla (m= 0) A-246
Cyclohexyl methyl 2,4-Difluorophenyl Wla (m= 0) A-247
Cyclohexyl methyl 2,6-Difluorophenyl Wla (m= 0) A-248 



Cyclohexyl methyl 3,5-Difluorophenyl Wla (m= 0) A-249
Cyclohexylmethyl 2,4-Dichlorophenyl Wla (m= 0) A-250
Cyclohexylmethyl 2,6-Dichlorophenyl Wla (m= 0) A-251
Cyclohexylmethyl 3,5-Dichlorophenyl Wla (m= 0) A-252
Cycl ohexyl methyl 2-Chloro-4-fluorophenyl Wla (m= 0)
A-253 Cyclohexylmethyl 2-Chloro-4-morpholin-4-ylphenyl
Wla (m= 0) A-254 Cyclohexyl methyl
2-Fluoro-4-morpholin-4-ylphenyl Wla (m= 0) A-255
Cyclohexylmethyl Pyridin-2-y1 Wla (m= 0) A-256
Cyclohexylmethyl Pyridin-4-y1 Wla (m= 0) A-257 



Cyclohexylmethyl Thien-2-y1 Wla (m= 0) A-258
Cyclohowlmethyl 2,3-Dihydrobenzo[b]furan-5-y1 W1a (m=
0) A-259 2-Thienylmethyl Phenyl Wla (m= 0) A-260
2-Thienyl methyl 2-Methyl phenyl Wla (m= 0) A-261
2-Thienylmethyl 2-Methoxyphenyl Wla (m= 0) A-262
2-Thienylmethyl 2-Chlorophenyl Wla (m= 0) A-263
2-Thienylmethyl 2-Fluorophenyl Wla (m= 0) A-264
2-Thienyl methyl 2-Trifluoromethylphenyl Wla (m= 0)
A-265 2-Thienyl methyl 3-Methyl phenyl Wla (m= 0)
A-266 



2-Thienylmethyl 3-Methoxyphenyl Wla (m= 0) A-267
2-Thienylmethyl 3-Chlorophenyl Wla (m= 0) A-268
2-Thienyl methyl 3-Fluorophenyl Wla (m= 0) A-269
2-Tbienyl methyl 3-Trifluoromethyl Wla (m= 0) A-270
2-Thienylmethyl 3-[(PhenylmethyDoxylphenyl Wla (m= 0)
A-271 2-Thienylmethyl 3-Morpholin-4-ylphenyl Wla (m=
0) A-272 2-Thienylmethyl
3-(Morpholin-4-ylmethyl)phenyl Wla (m= 0) A-273
2-Thienylmethyl 3-Pyrrolidin-1-ylphenyl Wla (m= 0)
A-274 2-Thienylmethyl 4-Methylphenyl Wla (m= 0) A-275 



2-Thienylmethyl 4-(1-Methylethyl)phenyl Wla (m= 0)
47 No.  R2 W A-393 Isobutyl 2-Trifluoromethylphenyl
Wlb (m = 0) A-394 Isobutyl 3-Methylphenyl Wlb (m = 0)
A-395 Isobutyl 3-Methoxyphenyl Wlb (m = 0) A-396
Isobutyl 3-Chlorophenyl Wlb (m = 0) A-397 Isobutyl
3-Fluorophenyl Wlb (m = 0) A-398 Isobutyl
3-Trifluoromethyl W1b (m = 0) 



A-399 Isobutyl 3-[(Phenylmethyl)oxy]phenyl Wlb (m = 0)
A-400 Isobutyl 3-Morpholin-4-ylphenyl Wlb (m = 0)
A-401 Isobutyl 3-(Morpholin-4-ylmethyl)phenyl Wlb (m =
0) A-402 IsobutO 3-Pyrrolidin-1-ylphenyl Wlb (m = 0)
A-403 Isobutyl 4-Methylphenyl Wlb (m = 0) A-404
Isobutyl 4-(1-Methylethyl)phenyl Wlb (m = 0) A-405
Isobutyl 4-Methoxyphenyl Wlb (m = 0) A-406 Isobutyl
4-Chlorophenyl Wlb (m = 0) A-407 Isobutyl
4-Fluorophenyl Wlb (m = 0) 



A-408 Isobutyl 4-Trifluoromethylphenyl W1b (m = 0)
A-409 Isobutyl 4-Diethylaminophenyl Wlb (m = 0) A-410
Isobutyl 4-[(Diethylamino)methyl]phenyl Wlb (m = 0)
A-411 Isabutyl 4-Cyanophenyl Wlb (m = 0) A-412
Isobutyl 4-(Piperidin-1-yl)phenyl Wlb (m = 0) A-413
Isobutyl 4-(4-Methylpiperazin-1-yl)phenyl Wlb (m = 0)
A-414 Isobutyl 4-Pyrrolidin-1-ylphenyl Wlb (m = 0)
A-415 Isobutyl 4-(1H-Imidazol-1-yl)phenyl Wlb (m = 0)
A-416 Isobutyl 4-Morpholin-4-ylphenyl Wlb (m = 0) 



A-417 IsobutO 4-(Morpholin-4-ylmethyl)phenyl Wlb (m =
0) A-418 Isobutyl 2,4-Difluorophenyl Wlb (m = 0) A-419
Isobutyl 2,6-Difluorophenyl W1b (m = 0) A-420 Isobutyl
3,5-Difluorophenyl Wlb (m = 0) A-42I Isobutyl
2,4-Dichlorophenyl Wlb (m = 0) A-422 Isobutyl
2,6-Dichlorophenyl Wlb (m = 0) A-423 IsobutO
3,5-Dichlorophenyl Wlb (m = 0) A-424 Isobutyl
2-Chloro-4-fluorophenyl Wlb (m = 0) A-425 Isobutyl
2-Chloro-4-morpholin-4-ylphenyl Wlb (m = 0) 



A-426 Isobutyl 2-Fluoro-4-morpholin-4-ylphenyl W1b (m
= 0) A-427 Isobutyl Pyridin-2-y1 Wlb (m = 0) A-428
Isobutyl Pyridin-4-y1 Wlb (m = 0) A-429 Isobutyl
Thien-2-y1 Wlb (m = 0) A-430 Isobutyl
2,3-Dihydrobenzo[b]furan-5-y1 Wlb (m = 0) A-431 Benzyl
Phenyl Wlb (m = 0)  48 No.  R2 W A-432 Benzyl
2-Methylphenyl Wlb (m = 0) A-433 Benzyl 



2-Methoxyphenyl Wlb (m = 0) A-434 Benzyl
2-Chlorophenyl Wlb (m = 0) A-435 Benzyl 2-Fluorophenyl
Wlb (m = 0) A-436 Benzyl 2-Trifluoromethylphenyl Wlb
(m = 0) A-437 Benzyl 3-Methylphenyl Wlb (m = 0) A-438
Benzyl 3-Methoxyphenyl W1b (m = 0) A-439 Benzyl
3-Chlorophenyl Wlb (m = 0) A-440 Benzyl 3-Fluorophenyl
W:Lb (m = 0) A-441 Benzyl 3-Trifluoromethyl Wlb (m =
0) A-442 Benzyl 



34(Phenylmethyl)oxylphenyl Wlb (m = 0) A-443 Benzyl
3-Morpholin-4-ylphenyl Wlb (m = 0) A-444 Benzyl
3-(Morpholin-4-ylmethyl)phenyl Wlb (m = 0) A-445
Benzyl 3-Pyrrolidin-1-ylphenyl Wlb (m = 0) A-446
Benzyl 4-Methylphenyl Wlb (m = 0) A-447 Benzyl
4-(1-Methylethyl)phenyl Wlb (m = 0) A-448 Benzyl
4-Methoxyphenyl Wlb (m = 0) A-449 Benzyl
4-Chlorophenyl W1b (m = 0) 'A-450 Benzyl
4-Fluorophenyl Wlb (m = 0) A-451 Benzyl 



4-Trifluoromethylphenyl Wlb (m = 0) A-452 Benzyl
4-Diethylaminophenyl Wlb (m = 0) A-453 Benzyl
4-[(Diethylamino)methyflphenyl Wlb (m = 0) A-454
Benzyl 4-Cyanophenyl Wlb (m = 0) A-455 Benzyl
4-(Piperidin-1-yl)phenyl Wlb (m = 0) A-456 Benzyl
4-(4-Methylpiperazin-1-yl)phenyl Wlb (m = 0) A-457
Benzyl 4-Pyrrolidin-1-ylphenyl W1b (m = 0) A-458
Benzyl 4-(1H-Imidazol-1-yl)phenyl Wlb (m = 0) A-459
Benzyl 4-Morpholin-4-ylphenyl Wlb (m = 0) A-460 Benzyl



4-(Morpholin-4-ylmethyl)phenyl Wlb (m = 0) A-461
Benzyl 2,4-Difluorophenyl Wlb (m = 0) A-462 Benzyl
2,6-Difluorophenyl Wlb (m = 0) A-463 Benzyl
3,5-Difluorophenyl Wlb (m = 0) A-464 Benzyl
2,4-Dichlorophenyl Wlb (m = 0) A-465 Benzyl
2,6-Dichlorophenyl Wlb (m = 0) A-466 Benzyl
3,5-Dichlorophenyl W1b (m = 0) A-467 Benzyl
2-Chloro-4-fluorophenyl Wlb (m = 0) A-468 Benzyl
2-Chloro-4-morpholin-4-ylphenyl W1b (m = 0) A-469
Benzyl 



2-Fluoro-4-morpholin-4-ylphenyl Wlb (m = 0) A-470
Benzyl Pyridin-2-y1 Wlb (m = 0)  49 No.  R2 W A-471
Benzyl Pyridin-4-y1 Wlb (m = 0) A-472 Benzyl
Thien-2-y1 Wlb (m = 0) A-473 Benzyl
2,3-Dihydrobenzo[b]furan-5-y1 Wlb (m = 0) A-474
4-Chlorobenzyl Phenyl W1b (m = 0) A-475 4-Chlorobenzyl
2-Methylphenyl Wlb (m = 0) A-476 4-Chlorobenzyl
2-Methoxyphenyl Wlb (m = 0) 



A-477 4-Chlorobenzyl 2-Chlorophenyl Wlb (m = 0) A-478
4-Chlorobenzyl 2-Fluorophenyl Wlb (m = 0) A-479
4-Chlorobenzyl 2-Trifluoromethylphenyl Wlb (m = 0)
A-480 4-Chlorobenzyl 3-Methylphenyl Wlb (m = 0) A-481
4-Chlorobenzyl 3-Methoxyphenyl Wlb (m = 0) A-482
4-Chlorobenzyl 3-Chlorophenyl Wlb (m = 0) A-483
4-Chlorobenzyl 3-Fluorophenyl Wlb (m = 0) A-484
4-Chlorobenzyl 3-Trifluoronnethyl Wlb (m = 0) A-485
4-Chlorobenzyl 3-[(Phenylmethyl)oxy]phenyl Wlb (m = 0)



A-486 4-Chlorobenzyl 3-Morpholin-4-ylphenyl Wlb (m =
0) A-487 4-Chlorobenzyl 3-(Morpholin-4-ylmethyl)phenyl
Wlb (m = 0) A-488 4-Chlorobenzyl
3-Pyrrolidin-l-ylphenyl Wlb (m = 0) A-489
4-Chlorobenzyl 4-Methylphenyl Wlb (m = 0) A-490
4-Chlorobenzyl 4-(1-Methylethyl)phenyl Wlb (m = 0)
A-491 4-Chlorobenzyl 4-Ivlethoxyphenyl Wlb (m = 0)
A-492 4-Chlorobenzyl 4-Chlorophenyl Wlb (m = 0) A-493
4-Chlorobenzyl 4-Fluorophenyl Wlb (m = 0) A-494
4-Chlorobenzyl 4-Trifluoromethylphenyl Wlb (m = 0) 



A-495 4-Chlorobenzyl 4-Diethylaminophenyl Wlb (m = 0)
A-496 4-Chlorobenzyl 4-[(Diethylamino)methyl]phenyl
Wlb (m = 0) A-497 4-Chlorobenzyl 4-Cyanophenyl Wlb (m
= 0) A-498 4-Chlorobenzyl 4-(Piperidin-l-yl)phenyl Wlb
(m = 0) A-499 4-Chlorobenzyl
4-(4-Methylpiperazin-l-yl)phenyl W1b (m = 0) A-500
4-Chlorobenzyl 4-Pyrrolidin-l-ylphenyl Wlb (m = 0)
A-501 4-Chlorobenzyl 4-(1H-Imidazol-1-yOphenyl Wlb (m
= 0) A-502 4-Chlorobenzyl 4-Morpholin-4-ylphenyl Wlb
(m = 0) A-503 4-Chlorobenzyl
4-(Morpholin-4-ylmethyl)phenyl Wlb (m = 0) 



A-504 4-Chlorobenzyl 2,4-Difluorophenyl Wlb (m = 0)
A-505 4-Chlorobenzyl 2,6-Difluorophenyl Wlb (m = 0)
A-506 4-Chlorobenzyl 3,5-Difluorophenyl Wlb (m = 0)
A-507 4-Chlorobenzyl 2,4-Dichlorophenyl W1b (m = 0)
A-508 4-Chlorobenzyl 2,6-Dichlorophenyl Wlb (m = 0)
A-509 4-Chlorobenzyl 3,5-Dichlorophenyl Wlb (m = 0)
50 No.  R2 W A-510 4-Chlorobenzyl
2-Chloro-4-fluorophenyl Wlb (m = 0) A-511
4-Chlorobenzyl 



2-Chloro-4-morpholin-4-ylphenyl Wlb (m = 0) A-512
4-Chlorobenzyl 2-Fluoro-4-morpholin-4-ylphenyl Wlb (m
= 0) A-513 4-Chlorobenzyl Pyridin-2-y1 Wlb (m = 0)
A-514 4-Chlorobenzyl Pyridin-4-y1 Wlb (m = 0) A-515
4-Chlorobenzyl Thien-2-y1 Wlb (m = 0) A-516
4-Chlorobenzyl 2,3-Dihydrobenzo[b]furan-5-y1 Wlb (m =
0) A-517 4-Methoxybenzyl Phenyl W1b (m = 0) A-518
4-Methoxybenzyl 2-Methyl phenyl Wlb (m = 0) A-519
4-Methoxybenzyl 2-Methoxyphenyl Wlb (m = 0) A-520
4-Methoxybenzyl 



2-Chlorophenyl Wlb (m = 0) A-521 4-Methoxybenzyl 2-FI
uorophenyl Wlb (m = 0) A-522 4-Methoxybenzyl
2-Trifluoromethyl phenyl Wlb (m = 0) A-523
4-Methoxybenzyl 3-Methyl phenyl Wlb (m = 0) A-524
4-Methoxybenzyl 3-Methoxyphenyl Wlb (m = 0) A-525
4-Methoxybenzyl 3-Chlorophenyl Wlb (m = 0) A-526
4-Methoxybenzyl 3-Fluorophenyl Wlb (m = 0) A-527
4-Methoxybenzyl 3-Trifluoromethyl Wlb (m = 0) A-528
4-Methoxybenzyl 3-[(Phenylmethypox]phenyl Wlb (m = 0)
A-529 4-Methoxybenzyl 



3-Morpholin-4-ylphenyl Wlb (m = 0) A-530
4-Methoxybenzyl 3-(Morpholin-4-ylmethyl)phenyl Wlb (m
= 0) A-531 4-Methoxybenzyl 3-Pyrrolidin-1-ylphenyl Wlb
(m = 0) A-532 4-Ivlethoxybenzyl 4-Methyl phenyl Wlb (m
= 0) A-533 4-Methoxybenzyl 4-(1-Methylethyl)phenyl Wlb
(m = 0) A-534 4-Methoxybenzyl 4-Methoxyphenyl Wlb (m =
0) A-535 4-Methoxybenzyl 4-Chlorophenyl Wlb (m = 0)
A-536 4-Methoxybenzyl 4-Fluorophenyl Wlb (m = 0) A-537
4-Methoxybenzyl 4-Trifl uoromethyl phenyl Wlb (m = 0)
A-538 4-Methoxybenzyl 



4-Diethyl a minophenyl Wlb (m = 0) A-539
4-Methoxybenzyl 4-[(Diethylamino)methyl]phenyl Wlb (m
= 0) A-540 4-Methoxybenzyl 4-Cyanophenyl Wlb (m = 0)
A-541 4-Methoxybenzyl 4-(Piperidin-1-yl)phenyl Wlb (m
= 0) A-542 4-Methoxybenzyl
4-(4-Methylpiperazin-1-yl)phenyl Wlb (m = 0) A-543
4-Methoxybenzyl 4-Pyrrolidin- 1 -ylphenyl Wlb (m = 0)
A-544 4-Methoxybenzyl 4-(1H-Imidazol-1-yl)phenyl Wlb
(m = 0) A-545 4-Methoxybenzyl 4-Morpholin-4-ylphenyl
Wlb (m = 0) A-546 4-Methoxybenzyl
4-(Morpholin-4-ylmethyl)phenyl Wlb (m = 0) A-547
4-Methoxybenzyl 



2,4-Difluorophenyl Wlb (m = 0) A-548 4-Methoxybenzyl
2,6-Difluorophenyl Wlb (m = 0)  51 No.  Ft2 W A-549
4-Methoxybenzyl 3,5-Difluorophenyl Wlb (m = 0) A-550
4-Methoxybenzyl 2,4-Dichlorophenyl Wlb (m = 0) A-551
4-Methoxybenzyl 2,6-Dichlorophenyl Wlb (m = 0) A-552
4-Methoxybenzyl 3,5-Dichlorophenyl Wlb (m = 0) A-553
4-Methoxybenzyl 2-Chloro-4-fluorophenyl W1b (m = 0)
A-554 4-Methoxybenzyl 2-Chloro-4-morpholin-4-ylphenyl
Wlb (m = 0) 



A-555 4-Methoxybenzyl 2-Fluoro-4-morpholin-4-ylphenyl
Wlb (m = 0) A-556 4-Methoxybenzyl Pyridin-2-y1 Wlb (m
= 0) A-557 4-Methoxybenzyl Pyridin-4-y1 W1b (m = 0)
A-558 4-Methoxybenzyl Thien-2-y1 Wlb (m = 0) A-559
4-Methoxybenzyl 2,3-Dihydrobenzo[b]furan-5-y1 W1b (m =
0) A-560 Cyclohexylmethyl Phenyl WM (m = 0) A-561
Cyclohexyl methyl 2-Methylphenyl Wlb (m = 0) A-562
Cyclohexyl methyl 2-Methoxyphenyl Wlb (m = 0) A-563
Cyclohexylmethyl 2-Chlorophenyl Wlb (m = 0) 



A-564 Cyclohexylmethyl 2-Fluorophenyl Wlb (m = 0)
A-565 Cyclohexyl methyl 2-Trifl uoromethyl phenyl Wlb
(m = 0) A-566 Cyclohexyl methyl 3-Methyl phenyl Wlb (m
= 0) A-567 Cyclohexyl methyl 3-Methoxyphenyl Wlb (m =
0) A-568 Cyclohexylmethyl 3-Chlorophenyl Wlb (m = 0)
A-569 Cyclohexylmethyl 3-Fluorophenyl Wlb (m = 0)
A-570 Cyclohexyl methyl 3-Trifl uoromethyl Wlb (m = 0)
A-571 Cyclohexylmethyl 3-[(Phenylmethypoxy]phenyl Wlb
(m = 0) A-572 Cyclohexylmethyl 3-Morpholin-4-ylphenyl
Wlb (m = 0) 



A-573 Cyclohexylmethyl 3-(Morpholin-4-ylmethyl)phenyl
W1b (m = 0) A-574 Cyclohexyl methyl 3-Pyrrolidin- 1-y1
phenyl Wlb (m = 0) A-575 Cyclohexyl methyl 4-Methyl
phenyl Wlb (m = 0) A-576 Cyclohexylmethyl
4-(1-Methylethyl)phenyl Wlb (m = 0) A-577
Cyclohexylmethyl 4-Methoxyphenyl Wlb (m = 0) A-578
Cyclohexylmethyl 4-Chlorophenyl Wlb (m = 0) A-579
Cyclohexylmethyl 4-Fluorophenyl W1b (m = 0) A-580
Cyclohexylmethyl 4-Trifluoromethyl phenyl W1b (m = 0)
A-581 Cyclohexyl methyl 4-Diethylaminophenyl Wlb (m =
0) 



A-582 Cyclohexylmethyl 4-[(Diethylamino)methyl]phenyl
Wlb (m = 0) A-583 Cyclohexylmethyl 4-Cya nophenyl Wlb
(m = 0) A-584 Cyclohexylmethyl
4-(Piperidin-1-yl)phenyl W1b (m = 0) A-585
Cyclohexylmethyl 4-(4-Methylpiperazin-1-yl)phenyl Wlb
(m = 0) A-586 Cyclohexylmethyl 4-Pyrrolidin-1-ylphenyl
Wlb (m = 0) A-587 Cyclohexylmethyl
4-(1H-Imidazol-1-yl)phenyl W1b (m = 0)  52 No.  R2 W
A-588 Cyclohexylmethyl 4-Morpholin-4-ylphenyl Wlb (m =
0) A-589 Cyclohexylmethyl 



4-(Morpholin-4-ylmethyl)phenyl Wlb (m = 0) A-590
Cyclohexylmethyl 2,4-Difluorophenyl Wlb (m = 0) A-591
Cyclohexylmethyl 2,6-Difluorophenyl Wlb (m = 0) A-592
Cyclohexylmethyl 3,5-Difluorophenyl Wlb (m = 0) A-593
Cyclohexylmethyl 2,4-Dichlorophenyl Wlb (m = 0) A-594
Cyclohexylmethyl 2,6-Dichlorophenyl Wlb (m = 0) A-595
Cyclohexylmethyl 3,5-Dichlorophenyl Wlb (m = 0) A-596
Cyclohexylmethyl 2-Chloro-4-fluorophenyl Wlb (m = 0)
A-597 Cyclohexylmethyl 2-Chloro-4-morpholin-4-ylphenyl
Wlb (m = 0) A-598 Cyclohexylmethyl 



2-Fluoro-4-morpholin-4-ylphenyl Wlb (m = 0) A-599
Cyclohexylmethyl Pyridin-2-y1 Wlb (m = 0) A-600
Cyclohexylmethyl Pyridin-4-y1 Wlb (m = 0) A-601
Cyclohexylmethyl Thien-2-y1 Wlb (m = 0) A-602
Cyclohexylmethyl 2,3-Dihydrobenzo[b]furan-5-y1 Wlb (m
= 0) A-603 2-Thienylmethyl Phenyl Wlb (m = 0) A-604
2-Thienylmethyl 2-Methylphenyl Wlb (m = 0) A-605
2-Thienylmethyl 2-Methoxyphenyl Wlb (m = 0) A-606
2-ienylmethyl 2-Chlorophenyl Wlb (m = 0) A-607
2-Thienylmethyl 



2-Fluorophenyl Wlb (m = 0) A-608 2-Thienylmethyl
2-Trifluoromethylphenyl Wlb (m = 0) A-609
2-Thienylmethyl 3-Methylphenyl Wlb (m = 0) A-610
2-ienylmethyl 3-Methoxyphenyl Wlb (m = 0) A-611
2-ienylmethyl 3-Chlorophenyl Wlb (m = 0) A-612
2-Thienylmethyl 3-Fluorophenyl Wlb (m = 0) A-613
2-Thienylmethyl 3-Trifluoromethyl Wlb (m = 0) A-614
2-Thienylmethyl 3-[(Phenylmethyl)oxy]phenyl Wlb (m =
0) A-615 2-Thienylmethyl 3-Morpholin-4-ylphenyl Wlb (m
= 0) A-616 2-Thienylmethyl 



3-(Morpholin-4-ylmethyl)phenyl Wlb (m = 0) A-617
2-Thienylmethyl 3-Pyrrolidin-1-ylphenyl Wlb (m = 0)
A-618 2-Thienylmethyl 4-Methylphenyl Wlb (m = 0) A-619
2-Thienylmethyl 4-(1-Methylethyl)phenyl Wlb (m = 0)
A-620 2-Thienylmethyl 4-Methoxyphenyl Wlb (m = 0)
A-621 2-Thienylmethyl 4-Chlorophenyl Wlb (m = 0) A-622
2-Thienylmethyl 4-Fluorophenyl Wlb (m = 0) A-623
2-Thienylmethyl 4-Trifluoromethylphenyl Wlb (m = 0)
A-624 2-lenylmethyl 4-Diethylaminophenyl Wlb (m = 0)
A-625 2-Thienylmethyl 



4-[(Diethylamino)methyl]phenyl Wlb (m = 0) A-626
2-Thienylmethyl 4-Cyanophenyl Wlb (m = 0)  53 No.  R2
A-627 2-Thienylmethyl 4-(Piperidin- 1-yl)phenyl Wlb (m
= 0) A-628 2-Thienylmethyl
4-(4-Methylpiperazin-1-yl)phenyl Wlb (m = 0) A-629
2-Thienylmethyl 4-Pyrrolidin- 1 -ylphenyl Wlb (m = 0)
A-630 2-Thienyl methyl 4-(11-1-Imidazol-1-yl)phenyl
Wlb (m = 0) A-631 2-Thienyl methyl
4-Morpholin-4-ylphenyl Wlb (m = 0) A-632
2-Thienylmethyl 4-(Morpholin-4-ylmethyl)phenyl Wlb (m
= 0) 



A-633 2-Th ienylmethyl 2,4-Difluorophenyl Wlb (m = 0)
A-634 2-Thienylmethyl 2,6-Difluorophenyl Wlb (m = 0)
A-635 2-Th ienyl methyl 3,5-Difluorophenyl Wlb (m = 0)
A-636 2-Thienyl methyl 2,4-Dichlorophenyl Wlb (m = 0)
A-637 2-Thienyl methyl 2,6-Dichlorophenyl Wlb (m = 0)
A-638 2-Thienyl methyl 3, 5-Dichlorophenyl W1b (m = 0)
A-639 2-Th ienyl methyl 2-Chloro-4-fluorophenyl W1b (m
= 0) A-640 2-Thienylmethyl
2-Chloro-4-morpholin-4-ylphenyl Wlb (m = 0) A-641
2-Thienylmethyl 2-Fluoro-4-morpholin-4-ylphenyl Wlb (m
= 0) 



A-642 2-Thienyl methyl Pyridin-2-y1 Wlb (m = 0) A-643
2-Th lenyl methyl Pyridin-4-y1 Wlb (m = 0) A-644
2-Thienyl methyl Thien-2-y1 Wlb (m = 0) A-645
2-Thienylmethyl 2,3-Dihydrobenzo[b]furan-5-y1 Wlb (m =
0) A-646 Pyridin-3-ylmethyl Phenyl Wlb (m = 0) A-647
Pyridin-3-ylmethyl 2-Methylphenyl Wlb (m = 0) A-648
Pyridin-3-ylmethyl 2-Methoxyphenyl Wlb (m = 0) A-649
Pyridin-3-ylmethyl 2-Chlorophenyl Wlb (m = 0) A-650
Pyridin-3-ylmethyl 2-Fluorophenyl Wlb (m = 0) 



A-651 Pyridin-3-ylmethyl 2-Trifl uoromethyl phenyl Wlb
(m = 0) A-652 Pyridin-3-ylmethyl 3-Methyl phenyl Wlb
(m = 0) A-653 Pyridin-3-ylmethyl 3-Methoxyphenyl Wlb
(m = 0) A-654 Pyridin-3-ylmethyl 3-Chlorophenyl Wlb (m
= 0) A-655 Pyridin-3-ylmethyl 3-Fluorophenyl Wlb (m =
0) A-656 Pyridin-3-ylmethyl 3-Trifluoromethyl Wlb (m =
0) A-657 Pyridin-3-ylmethyl
3-[(Phenylmethyl)oxy]phenyl Wlb (m = 0) A-658
Pyridin-3-ylmethyl 3-Morpholin-4-ylphenyl Wlb (m = 0)
A-659 Pyridin-3-ylmethyl
3-(Morpholin-4-ylmethyl)phenyl Wlb (m = 0) 



A-660 Pyridin-3-ylmethyl 3-Pyrrolidin-1-ylphenyl Wlb
(m = 0) A-661 Pyridin-3-ylmethyl 4-Methylphenyl Wlb (m
= 0) A-662 Pyridin-3-ylmethyl 4-(1-Methylethyl)phenyl
Wlb (m = 0) A-663 Pyridin-3-ylmethyl 4-Methoxyphenyl
Wlb (m = 0) A-664 Pyridin-3-ylm ethyl 4-Ch lorophenyl
Wlb (m = 0) A-665 Pyridin-3-ylmethyl 4-Fluorophenyl
Wlb (m = 0)  54 No.  R2 W A-666 Pyridin-3-ylmethyl
4-Trifl uoromethyl phenyl Wlb (m = 0) A-667
Pyridin-3-ylmethyl 



4-Diethylaminophenyl Wlb (m = 0) A-668
Pyridin-3-ylmethyl 4-[(Diethylamino)methyl]phenyl Wlb
(m = 0) A-669 Pyridin-3-ylmethyl 4-Cyanophenyl Wlb (m
= 0) A-670 Pyridin-3-ylmethyl 4-(Piperidin-1-yl)phenyl
Wlb (m = 0) A-671 Pyridin-3-ylmethyl
4-(4-Methylpiperazin-1-yl)phenyl Wlb (m = 0) A-672
Pyridin-3-ylmethyl 4-Pyrrolidin-1-ylphenyl Wlb (m = 0)
A-673 Pyridin-3-ylmethyl 4-(1H-Imidazol-1-yl)phenyl
Wlb (m = 0) A-674 Pyridin-3-ylmethyl
4-Morpholin-4-ylphenyl Wlb (m = 0) A-675
Pyridin-3-ylmethyl 4-(Morpholin-4-ylmethyl)phenyl Wlb
(m = 0) A-676 Pyridin-3-ylmethyl 



2,4-Difluorophenyl W1b (m = 0) A-677
Pyridin-3-ylmethyl 2,6-Difluorophenyl Wlb (m = 0)
A-678 Pyridin-3-ylmethyl 3,5-Difluorophenyl W1b (m =
0) A-679 Pyridin-3-ylmethyl 2,4-Dichlorophenyl Wlb (m
= 0) A-680 Pyridin-3-ylmethyl 2,6-Dichlorophenyl Wlb
(m = 0) A-681 Pyridin-3-ylmethyl 3,5-Dichlorophenyl
Wlb (m = 0) A-682 Pyridin-3-ylmethyl
2-Chloro-4-fluorophenyl Wlb (m = 0) A-683
Pyridin-3-ylmethyl 2-Chloro-4-morpholin-4-ylphenyl Wlb
(m = 0) A-684 Pyridin-3-ylmethyl
2-Fluoro-4-morpholin-4-ylphenyl W1b (m = 0) A-685
Pyridin-3-ylmethyl 



Pyridin-2-y1 Wlb (m = 0) A-686 Pyridin-3-ylmethyl
Pyridin-4-y1 Wlb (m = 0) A-687 Pyridin-3-ylmethyl
Thien-2-y1 Wlb (m = 0) A-688 Pyridin-3-ylmethyl
2,3-Dihydrobenzo[b]furan-5-y1 Wlb (m = 0) A-689
n-Butyl 4,5-dihydro-2H-benzo[g]indazol-2-y1 A-690
n-Butyl Chromeno[4,3-c]pyrazol-2(41-1)-y1 A-691
Isobutyl 4,5-dihydro-2H-benzo[g]indazol-2-y1 A-692
Isobutyl Chromeno[4,3-c]pyrazol-2(4H)-y1 A-693 Benzyl
4,5-dihydro-2H-benzo[g]indazol-2-y1 A-694 Benzyl
Chromeno[4,3-c]pyrazol-2(4H)-y1 A-695 4-Chlorobenzyl
4,5-d1hydro-2H-benzo[g]indazol-2-y1 A-696 



4-Chlorobenzyl Chromeno[4,3-c]pyrazol-2(4H)-y1 A-697
4-Methoxybenzyl 4,5-dihydro-21-1-benzo[g]indazol-2-y1
A-698 4-Methoxybenzyl Chromeno[4,3-c]pyrazol-2(4H)-y1
A-699 Cyclohexylmethyl
4,5-dihydro-2H-benzo[g]indazol-2-y1 A-700 Cyclohexyl
methyl Chromeno[4,3-c]pyrazol-2(4H)-y1 A-701 2-Thienyl
methyl 4,5-di hydro-2H-benzo[g]i ndazol -2-y1 A-702
2-Thienyl methyl Ch romeno[4,3-c] pyrazol -2(41-0-y1
A-703 Pyridin-3-ylmethyl
4,5-dihydro-2H-benzo[g]indazol-2-y1 A-704
Pyridin-3-ylmethyl Chromeno[4,3-c]pyrazol-2(4H)-y1  55
The compounds of the invention of the general formula
land the starting materials used to prepare them can
be prepared in analogy to known processes of organic
chemistry as are described in standard works of
organic chemistry, e.g. Houben-Weyl, 5"Methoden der
Organischen Chemie", Thieme-Verlag, Stuttgart, Jerry
March "Advanced Organic Chemistry", 5th edition, Wiley
& Sons and the literature cited therein, and R.
Larock, "Comprehensive Organic Transformations", 2nd
edition, Weinheim, 1999 and the literature cited
therein. The carboxamide compounds of the invention of
the general formula I are advantageously prepared by
the methods described below 10and/or in the
experimental section. The compounds of the formula I
can be prepared in analogy to the schemes and methods
described in WO 99/54305, pp. 6-10. An important
access to compounds of the formula I is depicted in
Scheme 1. 15 



In Scheme 1, R1, R2, W, Y and X exhibit the
aforementioned meanings. 20 In a first step i), a
carboxylic acid II is converted by reaction with an
amino alcohol III into a corresponding hydroxy amide
IV. In this connection, conventional peptide coupling
methods are ordinarily used, as are described for
example in R. C. Larock, Comprehensive Organic
Transformations, VCH Publisher, 1989, pages 972-976,
or in 25Houben-Weyl, Methoden der organischen Chemie,
4th edition, E5, Chap. V. It may be advantageous
firstly to activate the carboxylic acid II. For this
purpose, for example, the carboxylic acid II is
reacted with a carbodiimide such as
dicyclohexylcarbodiimide (DCC) or
1-ethyl-3-(3-dimethylaminopropyl)carbodiimide (EDC) in
the presence of hydroxybenzotriazole (HOBt),
nitrophenol, pentafluorophenol, 2,4,5-trichlorophenol
or 30N-hydroxysuccinimide, to obtain an activated
ester Ha. It may further be advantageous to prepare
the activated ester Ha in the presence of a base, for
example a tertiary amine. The activated ester Ha is
subsequently reacted with the amino alcohol of the
formula III or its hydrohalide salt to give the
hydroxy amide IV. The reaction normally takes place in
anhydrous inert solvents such as chlorinated
hydrocarbons, e.g. 35dichloromethane or
dichloroethane, ethers, e.g. tetrahydrofuran or
1,4-dioxane or carboxamides, e.g.
N,N-dimethylformamide, N,N-dinnethylacetamide or N-
56 methylpyrrolidone. Step i) is ordinarily carried
out at temperatures in the range from -20C to +25C.
Subsequently, in a second step ii), the hydroxy amide
compound IV is oxidized to the 5 carboxamide compound
I of the invention. Various conventional oxidation
reactions are suitable for this (see R. C. Larock,
Comprehensive Organic Transformations, vat Publisher,
1989, page 604 et seq.) such as, for example, swern
oxidation and swern analogous oxidations (T.T.
Tidwell, Synthesis 1990, pp. 857-870) or
Pfltzner-Moffatt oxidation. Suitable oxidizing agents
are dimethyl sulfoxide (DMSO) in combination with
10dicyclohexylcarbodiimide or
1-ethyl-3-(3-dimethylaminopropyl)carbodiimide,
dimethyl sulfoxide in combination with the
pyridine-S03 complex or dimethyl sulfoxide in
combination with oxalyl chloride, sodium
hypochloridefTEMPO (S. L. Harbenson et al., J. MED:
Chem. 1994, 37, 2918-2929) or the Dess-Martin reagent
(J. Org. Chem. 1983, 48, 4155). Depending on the
oxidizing agent used, the oxidation of the hydroxy
amide 15 compound IV takes place at temperatures of
from -50 to +25C. Compounds of the formula I in which
X is -C(0)N(Rx4)-(Ci-C.6-alkylene)-NRx2Rx3 or is
-C(0)N(Rx4)NRx2Rx3 in which Rx2, e and Wm have the
aforementioned meanings can additionally be prepared
by reacting compounds of the formula I in which X is
COOH 20 with hydrazine compounds of the formula
NH(Rx4)NRx2Rx3 or diamines of the formula
NH(Rx4)-(Ci-C6-alkylene)-NR"2Rx3. The reaction can be
carried out in analogy to step i) in Scheme 1. The
amino alcohols III can be obtained by purchase or can
be prepared by processes 25disclosed in the literature
(for amino hydroxy carboxylic add derivatives, see,
for example, S. L Harbenson et al., J. Med. Chem.
1994, 37, 2918-2929 or J. P. Burkhardt et al.,
Tetrahedron Lett. 1988, 29, 3433-3436) or in analogy
to the processes described in the preparation
examples. 30 The carboxylic acid H can be prepared by
hydrolyzing the carboxylic ester V with acids or bases
under generally customary conditions. The hydrolysis
preferably takes place with bases such as alkali metal
or alkaline earth metal hydroxides, for example
lithium hydroxide, sodium hydroxide or potassium
hydroxide in aqueous medium or in a mixture of water
and organic solvents, e.g. alcohols such as methanol
or ethanol, 35 ethers such as tetrahydrofuran or
dioxane, at room temperature or elevated temperature
such as 25-100C. R2-W-Y-C-OR'R2-W-Y-C-OH   57 In
formulae II and V, R2, W and Y have the aforementioned
meanings. In formula V, R' is alkyl, preferably
01-05-alkyl. 



The carboxylic ester of the formula V can
advantageously be obtained by reacting the 5carboxylic
ester of the general formula VI with an imidazole or
pyrazole compound VII, see Scheme 2. Scheme 2: 0    In
scheme 2, LG represents a nucleophilically
displaceable leaving group. Examples of suitable
nucleophilically displaceable leaving groups are
halogen, e.g. chlorine or bromine, or tosylate. R' is
alkyl, preferably C1-C6-alkyl. R2, Y and W have the 15
aforementioned meanings. As shown in Scheme 2, an
ester VI is reacted with an appropriate imidazole or
pyrazole compound of the formula VII. The reaction is
ordinarily carried out under conventional conditions
in the presence of a base in an inert solvent at
elevated temperature. It may 20 be advantageous where
appropriate to carry out the reaction in the presence
of catalytically active amounts of a transition metal,
in particular of a metal of group 10 or 11 in the
periodic table. In the case where Y is a divalent
heteroaromatic radical, in particular a divalent
25nitrogen-containing heteroaromatic radical, the
reaction is preferably carried out at elevated
temperature without diluent or in an inert solvent
such as an ether, e.g. tetrahydrofuran or dioxane,
carboxamides such as N,N-dimethylformamide,
N,Ndimethylacetamide or N-methylpyrrolidone, or an
aromatic hydrocarbon such as benzene, toluene or o-,
m- or p-xylene. The reaction takes place in the
presence of 30 inorganic or organic bases and of a
crown ether. Suitable inorganic bases are alkali metal
or alkaline earth metal amides such as sodium amide,
alkali metal or alkaline earth metal carbonates such
as potassium carbonate or cesium carbonate or alkali
metal hydrides such as sodium hydride. Suitable
organic bases are tertiary amines, such as, for
example, trimethylamine or triethylamine. A suitable
crown ether is 3518-crown-6. A Cu(I) salt such as, for
example, CuI, CuCN, Cu20 is added where appropriate as
catalyst (see, for example, US 4,826,835 and WO
88/00468).  58 In the case where Y is a divalent
aromatic radical, the reaction of the carboxylic ester
VI with the pyrazole or imidazole compound VII
preferably takes place by transition metal-catalyzed
N-arylation as described for example by H.J. Cristeau
et al., Eur. J. 5Org. Chem. 2004, pp. 695-709, and
S.L. Buchwald et al.; J. Org. Chem. 2004, 69, pages
5578-5587. The reaction frequently takes place in the
presence of catalytically active amounts of a metal of
group 10 in the periodic table, especially in the
presence of a nickel(II) compound, Ni(0) compound,
Pd(II) compound or Pd(0) compound. An example of a
suitable method is the Buchwald cross-coupling. 10 The
Buchwald cross-coupling normally takes place in the
presence of a phosphorus-containing ligand, especially
of a monodentate or bidentate phosphine ligand.
Preferred ligands on the palladium are bulky,
monodentate or bidentate phosphines such as
triphenylphosphine, tri(o-tolyl)phosphine,
tri(cyclohexyl)phosphine, BINAP (2,2'-bis-
15(diphenylphosphino)-1,1'-binaphthyl) or the Buchwald
phosphines. The ligand may be present in the palladium
compound or be added separately. Suitable palladium
compounds include
tris(dibenzylideneacetone)dipalladium(0),
palladium(II) bis(otolyl)phosphine chloride and
palladium(II) acetate. The Buchwald cross-coupling
normally takes place in an organic solvent. Suitable
organic solvents are aromatic 20hydrocarbons such as
benzene or toluene, halogenated aromatic hydrocarbons
such as chlorobenzene, halogenated hydrocarbons such
as dichloromethane, trichloromethane, dichloroethane,
ethers such as tetrahydrofuran, dioxane, ethylene
glycol dimethyl ether, methyl tert-butyl ether, or
amides such as dimethylformamide or N-
methylpyrrolidone, and mixtures thereof. The Buchwald
coupling reaction can be 25carried out under normal
conditions or with use of microwaves. The imidazole or
pyrazole compounds VII can be purchased or can be
prepared by conventional methods, which are briefly
outlined below, from precursors which can be obtained
by purchase. 30 A general overview of the preparation
of imidazoles is to be found in W. M. Menge,
Pharmacochemistry Library 1998, 30, pages 145-158. The
imidazole compounds VII used are particularly
advantageously prepared by the method described by
Bredereck et al. (Chem. Ber. 1953, 86, pages 88-96) in
which alpha-halo or alpha-hydroxy 



35ketones are reacted with formamide - ordinarily with
heating - to give the imidazoles VII. General methods
for preparing pyrazoles of the general formula VII are
described for example in R. Fusco in "The Chemistry of
Heterocyclic Compounds: Pyrazoles, 40Pyrazolines,
Pyrazolidines, Indazoles and Condensed Rings", Wiley,
R. H., editor; Wiley: New York, 1967; Vol. 22, pages
1-174; or J. Elguero, in "Comprehensive Heterocyclic
Chemistry"; Potts, K. T., Ed.; Pergamon: Oxford 1984;
Vol. 5, pages 291-298. One of    61 neurodegenerative
disorders, especially those neurodegenerative
disorders occuring as a result of a chronic brain
supply deficit, of an ischemia (stroke) or of a trauma
such as brain trauma, and the neurodegenerative
disorders Alzheimer's disease, Parkinson's disease,
amyotrophic lateral sclerosis and Huntington's
disease, also multiple sclerosis 5 and the damage to
the nervous system associated therewith, especially
damage to the optic nerve (optic neuritis) and the
nerves which control the movement of the eye.
Accordingly, preferred embodiments of the invention
relate to the treatment of neurodegenerative
disorders, especially of the aforementioned
neurodegenerative disorders in humans, and to the use
of the compounds of the invention of the formula 10I,
their tautonners and their pharmaceutically suitable
salts for the manufacture of a medicament for the
treatment of these disorders. Disorders associated
with an elevated calpain activity also include
epilepsy. Accordingly, preferred embodiments of the
invention relate to the treatment of 15epilepsy in
humans, and to the use of the compounds of the
invention of the formula I, their tautomers and their
pharmaceutically suitable salts for the manufacture of
a medicament for the treatment of epilepsy. The
disorders or conditions associated with an elevated
calpain activity also include 20pain and painful
conditions. Accordingly, preferred embodiments of the
invention relate to the treatment of pain and painful
conditions in mammals, especially in humans, and to
the use of the compounds of the invention of the
formula I, their tautomers and their pharmaceutically
suitable salts for the manufacture of a medicament for
the treatment of pain and painful conditions. 25 The
disorders or conditions associated with an elevated
calpain activity also include damage to the heart
following cardiac ischemias, damage to the kidneys
following renal ischemias, skeletal muscle damage,
muscular dystrophies, damage arising through
proliferation of smooth muscle cells, coronary
vasospasms, cerebral 30 vasospasms, macular
degeneration, cataracts of the eyes, or restenosis of
blood vessels following angioplasty. Accordingly,
preferred embodiments of the invention relate to the
treatment of diseases or conditions associated with
damage to the heart following cardiac ischemias,
damage to the kidneys following renal ischemias,
skeletal muscle damage, muscular dystrophies, damage
arising through proliferation of smooth 35muscle
cells, coronary vasospasms, cerebral vasospasms,
macular degeneration, cataracts of the eyes, or
restenosis of blood vessels following angioplasty in
mammals, especially in humans, and to the use of the
compounds of the invention of the formula I, their
tautomers, prodrugs and their pharmaceutically
suitable salts for the manufacture of a medicament for
the treatment of these disorders. 40   63 and/or
longer-lasting effective levels may lead to a better
efficacy of the compound in the treatment or
prophylaxis of various calpain-dependent diseases. An
improved metabolic stability may additionally lead to
an increased bioavailability after oral
administration, because the compound is subjected,
after being absorbed in the intestine, to less
metabolic degradation in the liver (termed the first
pass effect). An increased oral bioavailability may,
because the concentration (effective level) of the
compound is increased, lead to a better efficacy of
the compound after oral administration. 10The
compounds of the invention of the formula I are
further distinguished by exhibiting an improved
pharmacological activity, compared with the
carboxamide compounds of the formula I disclosed in
the prior art, in patients or relevant animal models
allowing prognostic statements for use in treatment.
15The present invention also relates to pharmaceutical
compositions (i.e. medicaments) 



which comprise at least one compound of the invention
of the formula I or a tautomer or a pharmaceutically
suitable salt thereof and, where appropriate, one or
more suitable drug carriers. 20Thes drug carriers are
chosen according to the pharmaceutical form and the
desired mode of administration. The compounds of the
invention of the general formula I, their tautomers
and the pharmaceutically suitable salts of these
compounds can be used to manufacture 25pharmaceutical
compositions for oral, sublingual, subcutaneous,
intramuscular, intravenous, topical, intratracheal,
intranasal, transdermal or rectal administration, and
be administered to animals or humans in unit dose
forms, mixed with conventional pharmaceutical
carriers, for the prophylaxis or treatment of the
above impairments or diseases. 30 Suitable unit dose
forms include forms for oral administration, such as
tablets, gelatin capsules, powders, granules and
solutions or suspensions for oral intake, forms for
sublingual, buccal, intratracheal or intranasal
administration, aerosols, implants, forms of
subcutaneous, intramuscular or intravenous
administration and forms of rectal 35administration.
The compounds of the invention can be used in creams,
ointments or lotions for topical administration. 40In
order to achieve the desired prophylactic or
therapeutic effect, the dose of the active basic
ingredient may vary between 0.01 and 50 mg per kg of
body weight and per day.  64 Each unit dose may
comprise from 0.05 to 5000 mg, preferably 1 to 1000
mg, of the active ingredient in combination with a
pharmaceutical carrier. This unit dose can be
administered 1 to 5 times a day, so that a daily dose
of from 0,5 to 25 000 mg, 5preferably 1 to 5000 mg, is
administered. If a solid composition is prepared in
the form of tablets, the main ingredient is mixed with
a pharmaceutical carrier such as gelatin, starch,
lactose, magnesium stearate, talc, silicon dioxide or
the like. The tablets may be coated with sucrose, a
cellulose derivative or another suitable substance or
be treated otherwise in order to display a prolonged
or delayed activity and in order to release a
predetermined amount of the active basic ingredient
continuously. A preparation in the form of gelatin
capsules is obtained by mixing the active ingredient
with an extender and taking up the resulting mixture
in soft or hard gelatin capsules. 20A preparation in
the form of a syrup or elixir or for administration in
the form of drops may comprise active ingredients
together with a sweetener, which is preferably
calorie-free, methylparaben or propylparaben as
antiseptics, a flavoring and a suitable coloring, 25
The water-dispersible powders or granules may comprise
the active ingredients mixed with dispersants, wetting
agents or suspending agents such as
polyvinylpyrrolidones, and sweeteners or taste
improvers. Rectal administration is achieved by the
use of suppositories which are prepared with 30binders
which melt at the rectal temperature, for example
cocobutter or polyethylene glycols. Parenteral
administration is effected by using aqueous
suspensions, isotonic salt solutions or sterile and
injectable solutions which comprise pharmacologically
suitable dispersants and/or wetting agents, for
example propylene glycol or polyethylene glycol. 35
The active basic ingredient may also be formulated as
microcapsules or liposomes/centrosomes, if suitable
with one or more carriers or additives. In addition to
the compounds of the general formula I, their
tautomers or their 40pharmaceutically suitable salts,
the compositions of the invention may comprise further
active basic ingredients which may be beneficial for
the treatment of the impairments or diseases indicated
above.     



69 ESI-MS [M+H]= 266.0. 1H-NMR (500 MHz DMSO) 8 ppm:
13.2 (s broad, 1H), 8.61 (m, 1H), 8.56 (m, 1H), 8.11
(m, 1H), 7.92 (m, 2H), 7.52-7.39 (m, 2H), 7.39 (m,
1H), 7.08 (m, 1H). 5.3
Ni1-(2-Amino-1-hydroxy-2-oxoethyl)pentyl]-2-(3-phenyl-
11-1-pyrazol-1- yl)pyridine-3-carboxamide Coupling and
working up in a mariner analgous to Example 3.3
afforded 5.1 g of the title compound as a white solid.
ESI-MS [M+H]= 442.1. 10 5.4
AA(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(3-phenyl-1H-py
razol-1-yOnicotinamide Oxidation of 5.1 g of
N[1-(2-amino-1-hydroxy-2-oxoethyl)penty1]-2-(3-pheny1-
1Hpyrazol-1-yOpyridine-3-carboxamide (11.55 mmol) in a
manner analogous to Example 3.4, and purification of
the crude product by recrystallization from ethyl
15acetate afforded 3.5 g of the title compound as a
white solid with a melting point of 190C. ESI-MS
[M+H]= 440.0.        1H-NMR (500 MHz DMSO) 5 ppm: 8.93
(d, 1H), 8.56 (dd, 1H), 8.49 (dd, 1H), 8.48 (m, 1H),
8.06 (s, 1H), 7.84 (s, 1H), 7.78 (m, 2H), 7.7.73 (dd,
1H), 7.48 (dd, 1H), 7.42-7.35 20(m, 3H), 7.19 (m, 5H),
7.02 (d,1H), 5.58 (m, 1H), 3.15 (dd, 1H), 2.81 (dd,
1H). Example 6:
N-{11Amino(oxo)acetyl]penty11-2-(3-pheny1-1H-pyrazol-1
-y1)nicotinamide Preparation in analogy to Example 5
by coupling 2-(3-pheny1-1H-pyrazol-1-yl)pyridine-
253-carboxylic add and 3-amino-2-hydroxyheptanamide
hydrochloride and subsequent oxidation afforded 40 mg
of the title compound as a white solid. ESI-MS [M+H]=
406.1        111-NMR (500 MHz DMSO) 5 ppm: 8.73 (d,
1H), 8.58 (d, 1H), 8.52 (d, 1H), 8.02 (s, 11-1),
7.90-7.85 (m, 3H), 7.79 (s, 1H), 7.51 (dd, 1H), 7.45
(m, 2H), 7.37 (m, 1H), 7.05 30(m, 1H), 5.17 (m, 1H),
1.73 (m, 1H), 1.46 (m, 1H), 1.15 (m, 4H), 0.70 (m,
3H). Example 7: (not according to the invention)
N-{1-[Amino(oxo)acety1]-3-methylbutyll-2-(4-phenyl-1H-
imidazolyOnicatinamide 7.1
AL[1-(2-Amino-1-hydroxy-2-oxoethyl)-3-methylbutyl]-2-(
4-phenyl-1H-imidazol-1- 35yl)pyridine-3-carboxamide
Coupling of 0.39 g of
3-amino-2-hydroxy-5-methylhexanamide hydrochloride
(1.0 mmol) with
2-(4-phenyl-1H-imidazol-1-yppyridine-3-carboxylic add
in a manner analogous to Example 3.3 afforded 280 mg
of the title compound as a white amorphous solid. 40
ESI-MS [M+H]t= 442.4. 7.2
N-{1-[Amino(oxo)acety11-3-methylbuty1)-2-(4-phenyl-lH-
imidazol-1-  70 yl)nicotinamide Oxidation of 200 mg of
N13-amino-2-hydroxy-3-oxo-1-(phenylmethyppropyl]-2-(4-
phenyl-111-pyrazol-1-yl)pyridine-3-carboxamide (0.49
mmol) afforded 102 mg of the title compound as a pale
solid. 



5ESI-MS [M+H]= 406.24. 11-I-NMR (500 MHz DM50) 8 ppnn:
9.18 (d, 19), 8.69 (d, 19), 8.13 (m, 2H), 8.01 (dd,
19), 7.95 (s, 19), 7.85 (m, 3H), 7.61 (m, 1H), 7.41
(m, 2H), 7.27 (m, 19), 5.25 (m, 19), 1.65 (m, 19),
1.53 (dd, 1H), 1.44 (dd, 19). 10 The compounds of
Examples 8 to 13 can be prepared in a manner analogous
to the above examples.    Example 8: (not according to
the invention)
Ab(3-Amino-1-benzy1-2,3-dioxopropy1)-244-(4-fluorophen
y1)-1H-imidazol-1- 15ygnicotinamide ESI-MS [M+H]1=
458.15. 11-I-NMR (500 MHz DM50) 8 ppm: 9.34 (m, 1H),
8.63 (m, 19), 8.16 (s, 19), 8.03 (s, 19), 7.91-7.75
(m, 59), 7.56 (m, 19), 7.31-7.20 (m, 79), 5.50 (m,
19), 3.22 (m overlapped by H20), 2.83 (dd, 19). 20
Example 9: (not according to the invention)
Ab(3-Amino-1-benzy1-2,3-dioxopropy1)-214-(4-chlorophen
y1)-1H-imidazol-1- yl]nicotinamide ESI-MS [M+H]=
474.15. 251H-NMR (500 MHz DMSO) 8 ppm: 9.38 (m, 1H),
8.64 (m, 19), 8.16 (s, 19), 8.05 (s, 1H), 7.94-7.91
(m, 29), 7.83-7.81 (m, 29), 7.76 (m, 19), 7.56 (m,
19), 7.45 (m, 2H), 7.31-7.21 (m, 59), 5.45 (m, 19),
3.23 (m overlapped by H20), 2.82 (dd, 19). Example 10:
(not according to the invention)
30N-{1-[Amino(oxo)acetyl]penty11-214-(4-chloropheny1)-
1H-imidazol-1-ynnicotinamide ESI-MS [M+H] = 440.2.
1H-NMR (500 MHz DMSO) 8 ppm: 9.20 (m, 1H), 8.69 (dd,
1H), 8.17 (s, 19), 8.14 (m, 19), 8.03 (m, 29), 7.89
(m, 39), 7.61 (dd, 19), 7.48 (m, 19), 7.46 (m, 19),
5.18 (m, 19), 1.78 and 1.52 (each dd, 19), 1.26 (m,
49), 0.79 (m, 3H). 35 Example 11: (not according to
the invention)
N-{1-[Arnino(oxo)acetyl]penty1}-244-(4-fluoropheny1)-1
H-imidazol-1-yl]nicotinamide ESI-MS [M+H] = 424.2.
11-I-NMR (500 MHz DMSO) 8 ppm: 9.17 (m, 19), 8.68 (m,
19), 8.13 (m, 19), 8.11 (m, 4019), 8.03 (m, 1H), 7.97
(s, 1H), 7.91-7.86 (m, 39), 7.60 (m, 19), 7.24 (m 39),
5.17 (m, 1H), 1.78 (m, 19), 1.52 (m, 19), 1.27 (m,
4H), 0.79 (m, 39).  71 Example 12: (not according to
the invention)
4f-{1-[Arnino(oxo)acetyl]penty1}-2-[4-(4-methoxypheny1
)-1H-imidazol-1-yl]nicotinamide ESI-MS [M-4-Hr=
436.25. 1H-NMR (500 MHz DMSO) 8 ppm: 9.19 (m, 111),
8.66 (m, 111), 8.11 (m, 2H), 8.01 (m, 111), 7.85 (m,
211), 7.71 (m, 2H), 7.58 (m, 1H), 6.99 (m, 2H), 5.19
(m, 111), 3.79 (s, 3H), 1.79 (m, 111), 1.52 (m, 1H),
1.29 (m, 4H), 0.80 (m, 311). Example 13: (not
according to the
invention)N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-
[4-(4-methoxypheny1)-1H-imidazol-1-yl]nicotinamide
10'H-NMR (500 MHz DMSO) 8 ppm: 9.45 (d, 1H), 8.66 (dd,
1H), 8.28 (s, 111), 8.19 (s, 1H), 7.94 (s, 111), 7.87
(s, 1H), 7.81 (m, 2H), 7.75 (m, 211), 7.61 (m, 111),
7.30-7.24 (m, 5H), 7.01 (d, 111), 5.46 (m, 111), 3.82
(s, 3H), 3.26 (dd, 111), 2.85 (dd, 111). Example 14:
(not according to the invention)
15N-(3-Amino-l-benzy1-2,3-dioxopropy1)-214-(4-morpholi
n-4-ylpheny1)-1H-imidazol-1- yl]nicotinamide 14.1
4[4-(11+Imidazol-4-yOphenylimorpholine 3.0 g of
2-bromo-1-(4-nnorpholin-4-ylphenypethanone and 8 ml of
forrnamide were 20 heated in a microwave at 180C for
about 30 minutes. The mixture was then poured into 150
ml of H20, the pH was adjusted to 10-12 by adding 2N
NaOH solution, and the resulting solid was filtered
off with suction and dried, resulting in 2.2 g of the
title compound. ESI-MS [M+H]= 230.1. 25 



14.2 Ethyl
244-(4-morpholin-4-ylpheny1)-1/1-imidazol-1-yl]pyridin
e-3-carboxylate Starting from 0.9 g of
4-[4-(1H-imidazol-4-yOphenyl]morpholine (3.93 mmol)
and reaction in analogy to Example 3.2 resulted in 0.6
g of the title compound as a dark oil. ESI-MS [M+H]=
379.15. 30 Further reactions took place in a manner
analogous to the above examples, resulting in 78 mg of
A4(3-amino-1-benzy1-2,3-dioxopropy1)-2-[4-(4-morpholin
-4-ylpheny1)-1Himidazol-1-yl]nicotinamide. ESI-MS
[M+H20+H-F]= 543.2. 35 Example 15: (not according to
the invention)
N-{1-[Amino(oxo)acetyl]penty1).-2-[4-(4-morpholin-4-yl
pheny1)-1H-imidazol-1- yl]nicotinamide hydrochloride
The title compound was prepared in a mariner analogous
to the above examples.ESI40 MS [M+H]= 491.29. Example
16: (not according to the invention)  72
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{444-(diethylam
ino)phenyl]-11-1-imidazol-1- yllnicotinamide
hydrochloride 16.1
/0-Diethyl-4-(1/1-imidazol-4-y1)aniline    Preparation
took place in a manner analogous to Example 14.1.
Chromatography on 5silica gel (eluent: CH2C12/methanol
2-7%) resulted in 1.1 g of the title compound as a
dark solid. ESI-MS [M+H]= 216.15.    The title
compound was prepared in a manner analogous to the
above examples, 10resulting in 32 mg of
N-(3-amino-1-benzy1-2,3-dioxopropy1)-2-{444-
(diethylamino)pheny11-11-1-imidazol-1-yllnicotinamide
hydrochloride. 11-1-NMR (500 MHz DMSO) S ppm: 9.43 (s,
19), 8.64 (s, 1H), 8.21 (s, 19), 8.04 (s, 1H), 7.95
(s, 19), 7.75 (d, 19), 7.68-7.52 (m, 5H), 7.35-7.17
(m, 79), 6.72 (s broad, 2H), 5.47 (m, 19), 3.38 and
3.28 (overlapped by 920), 2.86 (dd, 19), 1.14 (m, 6H).
15 Example 17: (not according to the invention)
N-{1-[Amino(oxo)acetylipenty1).-2-{4-[4-(trifluorometh
yl)phenyl]-1H-imidazol-1- yllnicotinamide
hydrochloride       The title compound was prepared in
a manner analogous to the above examples.ESI20 MS
[M+H]= 474.21. 11-I-NMR (500 MHz DMSO) 8 ppm: 9.24 (m,
19), 8.74 (m, 19), 8.63 (s, 19), 8.31 (s, 19),
8.15-8.12 (m, 49), 7.88 (s, 19), 7.90 (m, 2H), 7.71
(m, 1H), 6.13 (s broad), 5.17 (m, 19), 1.78 (m, 19),
1.52 (m, 19), 1.25 (m, 49), 0.77 (m, 3H). 25Example
18: (not according to the invention)
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{444-(trifluoro
methypphenyl]-11-1-imidazol-1- yllnicotinamide
hydrochloride The title compound was prepared in a
manner analogous to the above examples.ESIMS [M+H]3=
508.26. 301H-NMR (500 MHz DMSO) 5 ppm: 9.46 (m, 1H),
8.69 (m, 19), 8.37 (s, 19), 8.20 (m, 2H), 8.07 (m,
2H), 7.95 (s, 1H), 7.86 (m, 3H), 7.65 (m, 1H), 7.28
(m, 49), 7.21 (m, 1H), 5.47 (m, 1H), 5.27 (s broad),
3.26 and 2.86 (each dd, 1H). Example 19: (not
according to the invention)
35N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[4-(2-chlorop
henyI)-1H-imidazol-1- yl]nicotinamide hydrochloride
The title compound was prepared in a manner analogous
to the above examples.ESIMS [M+H20+H+]= 492.17.
1H-NMR (500 MHz DMSO) 8 ppm: 9.46 (m, 19), 8.71 (m,
29), 8.14 (s, 2H), 8.04 (d, 



4019), 7.93 (dd, 19), 7.69 (m, 19), 7.58 (d, 1H), 7.49
(m, 1H), 7.42 (m, 19), 7.24 (m, 59), 7.14 (m, 19),
5.45 (m, 19), 3.23 and 2.84 (each dd, 19).  73 Example
20: (not according to the invention)
N-{1-[Amino(oxo)acetyl]penty1}-244-(2-chloropheny1)-11
-1-imidazol-1-ylinicotinamide hydrochloride The title
compound was prepared in a manner analogous to the
above examples. The 5crude product was purified by
chromatography on silica gel (eluent: CH2C12/methanol
1-10%) and lyophilized after addition of 1 equivalent
of HCI to afford 50 mg of the title compound as a
white solid. ESI-MS [M+H]4= 440.21. 'H-NMR (500 MHz
DMSO) 8 ppm: 9.17 (d, 1H), 8.72 (m, 1H), 8.49 (s, 1H),
8.21 (s, 101H), 8.15 (m, 1H), 8.08 (m, 1H), 8.06 (m,
1H), 7.85 (s, 1H), 7.67 (dd, 1H), 7.56 (d, 1H), 7.46
(m, 1H), 7.36 (m, 1H), 5.16 (m, 1H), 4.09 (s broad),
1.75 and 1.49 (each m, 1H), 1.21 (m, 4H), 0.74 (m,
3H). Example 21: (not according to the invention)
15N-{1-[Amino(oxo)acetyl]penty11-244-(3-chloropheny1)-
1H-imidazol-1-yl]nicotinamide The title compound was
prepared in a manner analogous to the above
examples.ESIMS [M+H]= 440.21. 11-1-NMR (500 MHz DMSO)
6 ppm: 9.16 (m, 1H), 8.69 (m, 1H), 8.14-8.03 (m, 4H),
7.91- 7.82 (m, 3H), 7.62 (m 1H), 7.44 (m, 1H), 7.32
(m, 1H), 5.16 (m, 1H), 1.78 (m, 1H), 201.51 (m, 1H),
1.25 (m, 4H), 0.79 (m, 3H). Example 22: (not according
to the invention)
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-244-(3-chlorophen
y1)-11-1-imidazol-1-yl]nicotinamide 25 The title
compound was prepared in a manner analogous to the
above examples.ESIMS [M+H30]+= 492.14. 11-1-NMR (500
MHz DMSO) 8 ppm: 9.40 (dd, 1H), 8.66 (m, 1H), 8.16 (s,
1H), 8.04 (m, 2H), 7.95 (s, 1H), 7.89 (s, 1H), 7.78
(m, 2H), 7.59 (m, 1H), 7.45 (m, 1H), 7.33-7.25 (m,
5H), 7.22 (m, 1H), 5.46 (m, 1H), 3.26 (dd, overlapped
by H20), 2.84 (dd, 1H). 30 Example 23: (not according
to the invention)
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-5-chloro-2-(4-phe
nyl-1H-imidazol-1- yl)nicotinamide hydrochloride 5.4 g
of methyl 2,5-dichloronicotinate (26.2 mmol) and 2.8 g
of 4-phenylimidazole 35were reacted in a manner
analogous to Example 3.1. Purification by
chromatography resulted in 1.7 g of methyl
5-chloro-2-(4-pheny1-1H-imidazol-1-yl)pyridine-3-
carboxylate as a dark oil. ESI-MS [M+I-I] = 314.05. 40
The title compound was prepared in a manner analogous
to the above examples starting from methyl
5-chloro-2-(4-phenyl-1H-imidazol-1-yl)pyridine-3-carbo
xylate. 110 mg of the title compound were obtained as
a pale solid.  74 ESI-MS [M+H20+1-1+]= 492.11. 'H-NMR
(500 MHz DMSO) 8 ppm: 954 (dd, 1H), 8.83 (s, 1H), 8.59
(s, 1H), 8.18 (s, 1H), 8.07 (s, 1H), 7.95 (m, 2H),
7.85 (m, 2H), 7.48 (m, 2H), 7.37 (m, 1H), 7.27 (m,
4H), 7.21 (m, 1H), 5.45 (m, 1H), 4.97 (s broad), 3.26
and 2.89 (each dd, 1H). 5 Example 24: (not according
to the invention)
/11-(1-[Amino(oxo)acetylipenty11-5-chloro-2-(4-phenyl-
1H-imidazol-1-yOnicotinamide hydrochloride       The
title compound was prepared in a manner analogous to
the above examples.ESI10 MS [M+H]= 440.19. 11-I-NMR
(500 MHz DMSO) 5 ppm: 9.26 (m, 1H), 8.77 (m, 1H), 8.16
(m, 1H), 8.13 (m, 2H), 7.96 (s, 1H), 7.89-7.84 (m,
3H), 7.41 (m, 2H), 7.27 (m, 1H), 5.19 (m, 1H), 1.79
and 1.54 (each m, 1H), 1.28 (m, 4H), 0.80 (m, 3H). 



15Example 25: (not according to the invention)
N-{1-[Amino(oxo)acety1]-3-methylbuty1).-5-chloro-2-(4-
phenyl-11-1-imidazol-1- y1)nicotinamide The title
compound was prepared in a manner analogous to the
above examples.ESIMS [M+H]= 440.2. 20 11-1-NMR (500
MHz DMSO) 8 ppm: 9.26 (m, 1H), 8.78 (m, 1H), 8.13 (m,
3H), 7.94 (s, 1H), 7.85 (m, 3H), 7.41 (m, 2H), 7.28
(m, 1H), 5.26 (m, 1H), 1.68 (m, 1H), 1.54 (m, 1H),
1.44 (m, 1H), 0.87 (m, 6H). Example 26: (not according
to the invention)
25N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{444-(morphol
in-4-ylmethypphenyl]-11-1- imidazol-1-yllnicotinamide
hydrochloride 26.1
1[4-(Morpholin-4-ylmethyl)phenyflethanone 4.7 g of
1,4-dihydro-2,6-dimethy1-3,5-pyridinecarboxylate and
1.3 g of scandium triflate were added to 2.75 g of
4-acetylbenzaldehyde (18.56 mmol), 1.7 ml of 30
morpholine and 3 g of 4A molecular sieves in 100 ml of
tetrahydrofuran under argon, and the mixture was
heated to reflux for 3 hours. The mixture was
concentrated. The residue was mixed with ethyl acetate
and washed with sat. NaHCO3 solution and sat. NaCI
solution. Drying and evaporation of the mixture
resulted in a crude product which was purified by
chromatography on silica gel (eluent:
cyclohexane/ethyl acetate 3540-80%). 1.85 g of a
yellowish oil were obtained. ESI-MS [M+H]= 220.1. 26.2
4-([4-(1H-Imidazol-4-yOphenyl]methyllmorpholine 0.55
ml of bromine (dissolved in 5 ml of 47% HBr) was added
dropwise to 1.76 g of
401-[4-(morpholin-4-ylmethypphenynethanone (8.03
rnmol) in 15 ml of 47% HBr at 5C, and the mixture was
stirred at room temperature for about 2 hours. Water
was then added to the reaction mixture, and it was
neutralized by adding NaHCO3 and extracted       79
course of 30 minutes, 65 ml of conc. HCI and 150 ml of
conc. H2SO4 were added dropwise in parallel while
cooling in ice, and the mixture was stirred at room
temperature. After the reaction was complete, the
reaction mixture was poured into ice-water and
extracted with ethyl acetate, and the organic phase
was washed with 1N NaOH and sat. NaCI solution, dried
and concentrated. The remaining oily residue was
stirred with diethyl ether, and the resulting solid
was filtered off with suction and dried, resulting in
16.3 g of the title compound as a whitish gray
amorphous solid. ESI-MS [M+H]= 335. 1040.3
3-Amino-2-hydroxy-4-(2-thienyObutanamide 70 ml of
300/c HBr in glacial acetic acid were added to 11 g of
phenylnnethyl
[3-amino2-hydroxy-3-oxo-1-(2-thienylmethyl)propyl]carb
amate (29.66 mmol) in 30 ml of glacial acetic acid.
After about 2 hours, the mixture was concentrated and
the resulting residue was stirred firstly with
cyclohexane and then with dichloromethane. 7.8 g of 15
the title compound were obtained as hydrobromide.
ESI-MS [M+H]= 201.    The title compound was prepared
in a manner analogous to the above examples, resulting
in 25 mg of
Ni3-amino-2,3-dioxo-1-(2-thienylmethyl)propyl]-2-(3-ph
enyl-11-1- 20pyrazol-1-yl)pyridine-3-carboxamide as a
white solid. ESI-MS [M+H]t= 446.05. 'H-NMR (500 MHz
DMSO) 8 ppm: 9.01 (d, 1H), 8.59 (m, 1H), 8.50 (m, 1H),
8.05 (s, 1H), 7.84-7.78 (m, 4H), 7.50 (m, 1H), 7.41
(m, 2H), 7.36-7.31 (m, 2H), 7.02 (m, 1H), 6.84 (m,
2H), 5.52 (m, 1H), 3.38 and 3.12 (each dd, 1H). 25
Example 41:
N-{1-[Amino(oxo)acetylipenty1}-243-(4-fluoropheny1)-1H
-pyrazol-1-ylinicotinamide The title compound was
prepared in a manner analogous to the above examples.
ESI-MS [M+1-1]t= 424.05. 



30'H-NMR (500 MHz DMSO) 8 ppm: 8.71 (d, 1H), 8.57 (d,
1H), 8.51 (m, 1H), 8.03 (s, 1H), 7.89 (m, 2H), 7.80
(s, 1H), 7.51 (m, 1H), 7.28 (m, 1H), 7.04 (s, 1H),
5.17 (m, 1H), 1.70 (m, 1H), 1.44 (m, 1H), 1.13 (m,
4H), 0.70 (m, 3H). Example 42:
35N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{344-(diethyl
amino)phenyl]-1H-pyrazol-1- y1}nicotinamide The title
compound was prepared in a manner analogous to the
above examples.ESIMS [M+H]= 511.3. 1H-NMR (500 MHz
DMSO) 6 ppm: 8.91 (d, 1H), 8.52 (d, 1H), 8.41 (d, 1H),
8.07 (s, 401H), 7.82 (s, 1H), 7.71 (d, 1H), 7.56 (m,
2H), 7.42 (dd, 1H), 7.21 (m, 5H), 6.82 (d, 1H), 6.66
and 6.63 (each s, 1H), 5.57 (m, 1H), 3.39 (m, 4H),
3.17 and 2.84 (each dd, 1H), 1.15 (m, 6H).    81
yl}nicotinamide ESI-MS [M+H]= 505.15. 11-I-NMR (500
MHz DMSO) 8 ppm: 8.72 (d, 1H), 8.58 (d, 1H), 8.51 (m,
1H), 8.02 (s, 1H), 7.88 (d, 1H), 7.82-7.78 (m, 3H),
7.50 (dd, 1H), 7.38-7.36 (m, 2H), 7.02 (m, 1H), 55,16
(m, 1H), 3.61 (m, 4H), 3.52 (m, 2H), 2.40 (m, 4H),
1.71 and 1.43 (each m, 1H), 1.26-1.11 (m, 4H), 0.69
(m, 1H).    Example 46:
Ab(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(314-(nnorpholi
n-4-ylmethyl)phenyl]-11-1-
10pyrazol-1-yl}nicotinarnide ESI-MS [M+H]= 539.35
11-I-NMR (500 MHz DMSO) 8 ppm: 8.92 (d, 1H), 8.56 (dd,
1H), 8.47 (d, 1H), 8.05 (s, 1H), 7.83 (s, 1H), 7.73
(m, 3H), 7.47 (dd, 1H), 7.33 (s, 1H), 7.31 (s, 1H),
7.17 (m, 5H), 6.98 (d, 1H), 5.56 (m, 111), 3.61 (m,
4H), 3.51 (s, 2H), 3.12 (m, 1H), 2.82 (m, 151H), 2.39
(m, 4H). Example 47:
N-(14Amino(oxo)acetyl]penty1}-2-(3-[4-(diethylamino)ph
enyl]-1H-pyrazol-1- yllnicotinamide 20 ESI-MS [M+H]=
477.15 11-I-NMR (500 MHz DMSO) 8 ppm: 8.71 (d, 1H),
8.54 (d, 1H), 8.44 (m, 1H), 8.03 (s, 1H), 7.84 (d,
1H), 7.78 (s, 1H), 7.63 (m, 1H), 7.44 (m, 1H), 6.84
(s, 1H), 6.69 (m, 2H), 5.18 (m, 1H), 3.40 (m, 4H),
1.74 and 1.50 (each m, 1H), 1.30-1.12 (m, 10H), 0.75
(m, 3H). 25 Example 48:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-213-(4-methoxyphe
ny1)-111-pyrazol-1- yl]nicotinamide ESI-MS [M+H]t=
470.45. 30'I-I-NMR (500 MHz DMSO) 8 ppm: 8.92 (d, 1H),
8.54 (dd, 1H), 8.44 (d, 1H), 8.08 (s, 1H), 7.86 (s,
1H), 7.72-7.68 (m, 3H), 7.45 (dd, 1H), 7.21 (m, 5H),
6.96 (s, 1H), 6.93 (m, 2H), 5.59 (m, 1H), 3.82 (s,
3H), 3.16 and 2.81 (each dd, 1H). Example 49:
35N-0-[Amino(oxo)acetyl]penty1}-2-[3-(4-methoxypheny1)
-11-1-pyrazol-1-Anicotinamide ESI-MS [M+H]t= 436.45.
'H-NMR (500 MHz DMSO) 8 ppm: 8.72 (d, 1H), 8.56 (d,
1H), 8.47 (d, 1H), 8.03 (s, 1H), 7.87 (dd, 1H),
7.79-7.70 (m, 3H), 7.49 (m, 1H), 7.01 (s, 1H), 6.99
(s, 1H), 6.96 (dd, 1H), 5.18 (m, 1H), 3.83 (s, 3H),
1.73 and 1.47 (each m, 1H), 1.17 (m, 4H), 0.72 40(m,
3H). Example 50: 



82
N43-Amino-1-(4-chlorobenzy1)-2,3-dioxopropyl]-2-(3-phe
nyl-1H-pyrazol-1- y1)nicotinamide ESI-MS [M+Hr=
474.13. 11-I-NMR (500 MHz DMSO) 8 ppm: 8.57 (dd, 1H),
8.48 (d, 1H), 8.07 (s, 1H), 7.86 (s, 1H), 7.78 (dd,
1H), 7.74 (m, 2H), 7.49 (dd, 1H), 7.41-7.30 (m, 3H),
7.18 (m, 4H), 7.0 (m, 1H), 5.50 (m, 1H), 3.12 and 2.77
(each m, 1H).
3-Amino-4-(4-chlorophenyI)-2-hydroxybutanamide was
prepared in a manner analogous to the preparation of
3-amino-2-hydroxy-4-(2-thienyObutanamide in 10Example
40. Example 51:
At-(3-Amino-1-benzyl-2,3-dioxopropy1)-5-fluoro-2-(3-ph
enyl-1H-pyrazol-1- yOnicotinamide 15 ESI-MS [M+H]=
458.6. 1H-NMR (500 MHz DMSO) S ppm: 9.01 (d, 1H), 8.62
(d, 1H), 8.42 (d, 1H), 8.08 (s, 1H), 7.87 (s, 1H),
7.77 (s, 1H), 7.75 (s, 1H), 7.58 (dd, 1H), 7.42-7.32
(m, 3H), 7.23- 7.17 (m, 5H), 7.02 (d, 1H), 5.58 (m,
1H), 3.17 and 2.83 (each dd, 1H). 20 Example 52:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(3-[3-(morpholi
n-4-ylmethypphenyl]-1Hpyrazol-1-y1}nicotinamide
hydrochloride ESI-MS [M-I-Hr= 539.35. 1H-NMR (500 MHz
DMSO) 8 ppm: 10.89 (s, broad, 1H), 8.96 (d, 1H), 8.58
(m, 1H), 258.49 (d, 1H), 8.08 (s, 2H), 7.84 (m, 2H),
7.76 (dd, 1H), 7.58 (m, 1H), 7.52-7.48 (m, 2H), 7.15
(5H), 7.03 (d, 1H), 5.52 (m, 1H), 4.38 (s broad, 2H),
3.95 and 3.77 (each m, 2H), 3.26 (dd, 1H), 3.10 (m,
4H), 2.80 (dd, 1H). Example 53:
30N-{1-[Amino(oxo)acetyl]penty1}-2-(3-[3-(morpholin-4-
ylmethyl)phenyl]-1H-pyrazol-1- yl}nicotinamide
hydrochloride ESI-MS [M+H]= 505.35. 1H-NMR (500 MHz
DMSO) S ppm: 11.03 (s broad, 1H), 8.72 (d, 1H), 8.60
(dd, 1H), 8.54 (d, 1H), 8.13 (s, 1H), 8.05 (s, 1H),
7.95-7.89 (m, 2H), 7.81 (m, 1H), 7.62 (m, 351H), 7.54
(m, 2H), 7.06 (d, 1H), 5.16 (m, 1H), 4.43 (s, 2H),
3.96 and 3.81 (each m, 2H), 3.3 (m, overlapped by
H20), 3.15 (m, 2H), 1.67 and 1.43 (each m, 1H), 1.14
(m, 4H), 0.68 (m, 3H). Example 54:
40N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(2-chlorop
henyI)-1H-pyrazol-1- yljnicotinamide ESI-MS [M-F1-1]=
474.06.  83 11-1-NMR (400 MHz DMSO) 5 ppm: 8.94 (d,
19), 8.57 (d, 19), 8.50 (d, 19), 7.98 (s, 19), 7.80
(s, 19), 7.70 (dd, 29), 7.47-7.54 (m, 211), 7.30-7.37
(m, 29), 7.13 (s, 511), 7.02 (s, 1H), 5.48-5.53 (m,
19), 3.11 (dd, 1H), 2.77 (dd, 1H). 5Example 55:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(2-thieny1)-
1H-pyrazol-1-yl]nicotinamide ESI-MS [M+H]= 446.0.
11-1-NMR (400 MHz DMSO) 8 ppm: 8.94 (d, 0.59), 8.58
(s, 19), 8.43 (s, 111), 8.04 (s, 0.5H), 7.75-7.86 (m,
211), 7.46-7.52 (m, 311), 7.22-7.264 (m, 511), 7.12
(s, 1H), 6.89  10 (s, 0.59), 6.70 (s, 0.511), 6.39 (s,
0.511), 6.11 (s, 0.59) 5.50-5.56 (m, 0.511), 4.46-4.52
(m, 0.59), 3.18 (dd, 0.59), 3.06 (dd, 0.511),
2.85-2.92 (m, 0.59), 2.71-2.77 (m, 0.59). The compound
is in the form of a mixture of carbonyl and hydrate
forms. 



Example 56:
15N-{1-[Amino(oxo)acetyl]penty1)-2-(3-pyridin-4-y1-1H-
pyrazol-1-yOnicotinamide ESI-MS [M+H] = 407.15. 1H-NMR
(500 MHz DMSO) 5 ppm: 8.75 (d, 19), 8.65-8.58 (m, 39),
8.03 (s, 111), 7.93 (m, 111), 7.80 (m, 39), 7.56 (dd,
1H), 7.22 (d, 19), 5.17 (m, 1H), 1.71 and 1.43 (each
m, 19), 1.12 (m, 49), 0.69 (m, 39). 20 Example 57:
N13-Ami no-2,3-d ioxo-1-(2-thienyl
methyl)propy1]-2-[3-(4-fl uoropheny1)-1 H-pyrazol -1-
yl]nicotinamide ESI-MS [M+H]+= 464.45. 251H-NMR (500
MHz DMSO) 8 ppm: 8.75 (d, 111), 8.65-8.58 (m, 39),
8.03 (s, 111), 7.93 (m, 19), 7.80 (m, 311), 7.56 (dd,
111), 7.22 (d, 19), 5.17 (m, 1H), 1.71 and 1.43 (each
m, 19), 1.12 (m, 411), 0.69 (m, 311). Example 58:
30N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(3-morphol
in-4-ylpheny1)-1H-pyrazol-1- yl]nicotinamide ESI-MS
[M+H]= 525.25. 1H-NMR (500 MHz DMSO) 8 ppm: 8.90 (d,
19), 8.56 (dd, 19), 8.47 (d, 19), 8.02 (s, 19), 7.81
(s, 11-I), 7.75 (dd, 19), 7.48 (m, 211), 7.29 (m,
211), 7.12 (m, 59), 7.03 (d, 3519), 6.99 (m, 19), 5.50
(m, 19), 3.80 (m, 4H), 3.21 (m, 49), 3.13 and 2.80
(each dd, 1H).    Example 59:
N-(11Amino(oxo)acetyl]penty11-2-[3-(3-morpholin-4-ylph
eny1)-1H-pyrazol-1- 40yl]nicotinamide ESI-MS [M+H]t=
491.25. 1H-NMR (500 MHz DMSO) 5 ppm: 8.68 (d, 19),
5.57 (d, 111), 8.51 (m, 1H), 8.00 (s,  84 1H), 7.86
(m, 1H), 7.78 (d, 1H), 7.50 (m, 1H), 7.44 (s, 1H),
7.31 (m, 2H), 7.04 (m, 1H), 6.95 (d, 1H), 5.14 (m,
1H), 3.81 (m, 4H), 3.20 (m, 4H), 1.67 (m, 1H), 1.45
(m, 1H), 1.14 (m, 4H), 0.67 (m, 3H). Example 60:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{3-[4-(trifluor
omethyl)pheny1]-11-1-pyrazol-1- y1}nicotinamide $1-MS
[M+H]t= 508.0.        11-I-NMR (400 MHz DM50) 8 ppm:
8.95 (d, 1H), 8.57 (d, 1H), 8.51 (d,1H), 8.10 (s, 1H),
107.94 (d, 2H), 7.86 (s, 1H), 7.74 (d, 1H), 7.71 (d,
2H), 7.50 (dd, 1H), 7.14-7.16 (m, 4H), 7.11-7.13 (m,
2H), 5.51-5.56 (m, 1H), 3.11 (dd, 1H), 2.75 (dd, 1H).
Example 61:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(5-methyl-3-phe
nyl-11-1-pyrazol-1- 15yl)nicotinamide ESI-MS [M+H]t=
454.1 11-1-NMR (400 MHz DM50) 8 ppm: 8.83 (d, 1H),
8.58 (d, 1H), 7.96 (s, 1H), 7.85 (d, 1H), 7.74 (s,
1H), 7.66 (d, 2H), 7.50-7.54 (m, 1H), 7.34 (dd, 2H),
7.27 (dd, 1H), 7.10- 7.17 (m, 3H), 7.06 (d, 2H), 6.64
(s, 1H), 5.26-5.31 (m, 1H), 3.02 (dd, 1H), 2.67 (dd,
201H), 2.49 (s, 3H). Example 62:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(4-cyanophen
y1)-11-1-pyrazol-1- yljnicotinamide 



25 ESI-MS [M+Hr= 465.1. 1H-NMR (400 MHz DMSO) 8 ppm:
8.96 (d, 1H), 8.57 (s, 1H), 8.51 (s,1H), 8.09 (s, 1H),
7.82-7.92 (m, 5H), 7.72 (d, 1H), 7.50 (dd, 1H), 7.17
(s, 5H), 7.14 (s, 1H), 5.51-5.56 (m, 1H), 3.12 (dd,
1H), 2.74 (dd, 1H) 30 Example 63:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(4,5-dihydro-2H
-benzo[g]indazol-2- yOnicotinamide ESI-MS [M+H]=
466.09        1H-NMR (400 MHz DNS()) 8 ppm: 8.94 (d,
1H), 8.51(d, 1H), 8.23 (s,1H), 8.05 (s,1H), 357.83 (s,
1H), 7.70 (d, 1H), 7.48 (d, 1H), 7.41 (dd, 1H), 7.28
(dd, 1H), 7.13-7.24 (m, 7H), 5.50-5.55 (m, 1H), 3.16
(dd, 1H), 2,90(t, 2H), 2.80 (dd, 1H), 2.73-2.79 (m,
2H). Example 64:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(4-piperidin
-1-ylpheny1)-1H-pyrazol-1- 40yl]nicotinamide ESI-MS
[M+H]= 523.18. 1H-NMR (500 MHz DMSO) 8 ppm: 8.91 (d,
1H), 8.53 (d, 1H), 8.42 (s, 1H), 8.08 (s,  85 1H),
7.85 (s, 1H), 7.70 (d, 1H), 7.60 (m, 2H), 7.43 (m,
1H), 7.20 (m, 5H), 6.91 (m, 3H), 5.58 (m, 1H), 3.23
(m, 4H), 3.15 (m overlapped, 1H), 1.66-1.60 (m, 6H).
Example 65:
5N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(3-pyridin-4-y
1-1H-pyrazol-1-yl)nicotinamide ESI-MS [M+H]t= 441.16.
'H-NMR (500 MHz DMSO) 8 ppm: 8.98 (m, 1H), 8.62-8.53
(m, 4H), 8.09 (s, 1H), 7.87 (m, 1H), 7.75 (m, 1H),
7.67 (m, 2H), 7.54 (m, 1H), 7.18 (m, 6H), 5.56 (m,
1H), 3.15 and 2.78 (each m, 1H). 10 Example 66:
N43-Amino-1-(cyclohexylmethyl)-2,3-dioxopropyl]-2-(3-p
henyl-111-pyrazol-1- yOnicotinamide ESI-MS [M+H]=
446.15. 1511-1-NMR (500 MHz DMSO) 8 ppm: 8.77 (d, 1H),
8.59 (m, 1H), 8.51 (d, 1H), 7.96 (s, 1H), 7.87 (m,
3H), 7.76 (s, 1H), 7.51 (dd, 1H), 7.43 (m, 2H), 7.37
(m, 1H), 7.05 (m, 1H), 5.22 (m, 1H), 1.65 (m, 1H),
1.54-1.24 (m, 7H), 1.01 (m, 2H), 0.89-0.68 (m, 3H).
Example 67:
20N43-Amino-1-(4-chlorobenzy1)-2,3-dioxopropyl]-2-[3-(
4-fluorophenyl)-1H-pyrazol-1- yl]nicotinamide ESI-MS
[M+H]t= 492.09.          1H-NMR (500 MHz DMSO) 8 ppm:
8.91 (d, 1H), 8.57 (d, 1H), 8.48 (s, 1H), 8.09 (s,
1H), 7.88 (s, 1H), 7.74 (m, 3H), 7.50 (m, 1H), 7.19
(m, 6H), 6.98 (m, 1H), 5.48 (m, 251H), 3.12 (m, 1H),
2.75 (m, 1H). Example 68:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{314-(4-methylp
iperazin-1-y0phenyl]-11-1- pyrazol-1-yl}nicotinamide
30 ESI-MS [M+Hr= 538.24. 1H-NMR (500 MHz DMSO) 6 ppm:
8.91 (d, 1H), 8.54 (m, 1H), 8.42 (m, 1H), 8.08 (s,
1H), 7.86 (s, 1H), 7.69 (dd, 1H), 7.61 (m, 2H), 7.44
(m, 1H), 7.20 (m, 5H), 6.92 (m, 3H), 5.58 (m, 1H),
3.20 (m, 5H), 2.81 (m, 1H), 2.49 (m overlapped by
DMSO), 2.26 (s, 3H). 35 Example 69:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(4-pyrrolidi
n-1-ylpheny1)-11-1-pyrazol-1- yl]nicotinamide ESI-MS
[M-I-H]= 509.25.  40 "1-1-NMR (500 MHz DMSO) 6 ppm:
8.91 (d, 1H), 8.51 (m, 1H), 8.40 (d, 1H), 8.07 (s,
1H), 7.84 8s, 1H), 7.69 (m, 1H), 7.58 (m, 2H), 7.41
(m, 1H), 7.22 (m, 5H), 6.83 (m, 1H), 6.54 (m, 2H),
5.59 (m, 1H), 3.29 (m overlapped by H20), 3.10 and
2.83 (each dd,  



86 1H), 2.01 (m, 4H). Example 70:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-243-(3-chlorophen
y1)-11-1-pyrazol-1- 5 Anicotinamide ESI-MS [M+H]=
474.05. 11-1-NMR (500 MHz DMSO) 8 ppm: 8.91 (d, 1H),
8.58 (d, 1H), 8.50 (d, 1H), 8.01 (s, 1H), 7.84 (s,
1H), 7.81 (s, 1H), 7.73 (m, 2H), 7.49 (dd, 1H), 7.41
(m, 2H), 7.16 (m, 5H), 7.09 (m, 1H), 5.51 (m, 1H),
3.15 and 2.80 (each dd, 1H). 10 Example 71:
N-(3-Aminobenzy1-2,3-dioxopropy1)-2-[3-(2-chloro-4-flu
oropheny1)-1H-pyrazol-1- yl]nicotinamide ESI-MS [M+H]4
= 492.05 15'11-NMR (500 MHz DMSO) 5 ppm: 8.93 (d, 1H),
8.58 (d, 1H), 8.52 (d, 1H), 8.06 (s, 1H), 7.84 (s,
1H), 7.74 (d, 1H), 7.67 (dd, 1H), 7.51 (m, 2H), 7.19
(dd, 1H), 7.15 (m, 5H), 7.01 (d, 1H), 5.51 (m, 1H),
3.12 (dd, 1H), 2.78 (dd, 1H). Example 72:
20N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{3-[2-(triflu
oromethyl)pheny1]-11-1-pyrazol-1- y1}nicotinamide
ESI-MS [M+H]4= 508.06.    'K-NMR (400 MHz DMSO) 8 ppm:
8.94 (d, 1H), 8.57 (d, 1H), 8.50 (d,1H), 7.98 (s, 1H),
7.75-7.83 (m, 3H), 7.46-7.74 (m, 4H), 7.09 (s, 5H),
6.67 (s, 1H), 5.40-5.45 (m, 1H), 253.08 (dd, 1H),
2.74-2.80 (dd, 1H). Example 73:
N-[1-Benzy1-3-(ethylarnino)-2,3-dioxopropy1]-2-(3-phen
y1-111-pyrazol-1-yl)nicotinamide ESI-MS [M+H]= 468.10
3011-I-NMR (400 MHz DMSO) 8 ppm: 8.92 (d, 1H), 8.70
(t, 1H), 8.54 (dd,1H), 8.47 (d, 1H), 7.75 (d, 2H),
7.71 (d, 1H), 7.76 (dd, 1H), 7.31-7.39 (m, 3H),
7.13-7.21 (m, 5H), 6.99(d, 1H), 5.56-5.61 (m, 1H),
3.10-3.20 (m, 3H), 2.76-2.81 (dd, 1H), 1.05 (t, 3H).
Example 74:
35N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(3-pyrroli
din-1-ylpheny1)-11-1-pyrazol-1- Anicotinamide ESI-MS
[M+H]= 509.15. Example 75:
40N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(2,3-dihyd
robenzo[b]furan-5-y1)-111- pyrazol-1-yl]nicotinamide
$1-MS [M+H]= 482.1.  87 11-1-NMR (400 MHz DMSO) 5 ppm:
8.87 (d, 1H), 8.52 (d, 19), 8.44 (d,1H), 8.01 (s, 19),
7.81 (s, 1H), 7.65 (s, 1H), 7.51 (d, 19), 7.41 (dd,
1H), 7.15-7.21 (m, 69), 6.88 (d, 19), 6.75 (d, 19),
5.56-5.62 (m, 19), 4.55 (t, 2H), 3.11-3.20 (m, 3H),
2.81 (dd, 1H). Example 76:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(2-fluorophe
ny1)-1H-pyrazol-1- yl]nicotinamide ESI-MS [M+H]=
458.07. 1011-1-NMR (400 MHz DMSO) 5 ppm: 8.91 (d, 19),
8.57 (d,1H), 8.50 (d, 19), 8.04 (s, 19), 7.82 (s, 1H),
7.78 (d, 19), 7.74 (d,1H), 7.49 (dd, 19), 7.39 (dd,
19), 7.39 (dd, 19), 7.19 (dd, 1H), 7.15 (s, 5H ), 6.85
(dd, 19), 5.50-5.56 (m, 1H), 3.12 (dd, 19), 2.76 (dd,
1H) 15Example 77: (not according to the invention)
Al-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(1H-indazol-1-
yOnicotinamide 



77.1 Ethyl 2-(1/1-indazol-1-yOpyridine-3-carboxylate
and ethyl 2-(2H-indazol-2- yl)pyridine-3-carboxylate
20 Reaction of 4.7 g of ethyl 2-chloronicotinate
(25.39 mmol) with 2.5 g of indazole (21.16 mmol)
afforded a mixture of the isomers which were separated
by chromatography on silica gel (eluent:
cyclohexane/ethyl acetate 5-40%). Fraction 1: ethyl
2-(1H-indazol-1-yl)pyridine-3-carboxylate about 80%,
contaminated 25with fraction 2. 11-1-NMR (500 MHz
DMSO) 5 ppm: 8.74 (d, 19), 8.41 (s, 19), 8.36 (d, 19),
8.23 (d, 19), 8.18 (d, 19), 7.61 (m, 29), 7.36 (m,
19), 4.23 (q, 29), 1.12 (t, 39). Fraction 2: ethyl
2-(2ffindazol-2-yl)pyridine-3-carboxylate 3011-1-NMR
(500 MHz DMSO) 5 ppm; 9.11 (s, 19), 8.75 (d, 1h9, 8.24
(d, 19), 7.83 (d, 19), 7.67 (m, 2H), 7.36 (m, 1h),
7.15 (m, 19), 4.26 (q, 29), 1.05 (t, 39).
/V-(3-Amino-l-benzy1-2,3-dioxopropy1)-2-(1H-indazol-1-
y1)nicotinamide: ESI-MS [M+H]t= 414.05. 3511-I-NMR
(500 MHz DMSO) 5 ppm: 8.93 (d, 19), 8.64 (dd, 1H),
8.30 (dd, 19), 8.13 (s, 19), 8.05 (s, 19), 7.86 (m,
19), 7.80 (m, 29), 7.53 (m, 19), 7.48 (m, 19), 7.34
(m, 1H), 7.26 (m, 59), 5.36 (m, 19), 3.15 and 2.19
(each dd, 19). Example 78: (not according to the
invention)
40Ai-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(21-1-indazo
l-2-yOnicotinamide ESI-MS [M + H+]= 414.05, `1-1-NMR
(500 MHz DMSO) 6 ppm: 9.07 (d, 19), 8.98 (s, 19), 8.67
(m, 19), 8.05 (s,  88 1H), 7.86-7.79 (m, 3H), 7.62 (m,
1H), 7.52 (d, 1H), 7.32-7.19 (m, 6H), 7.12 (m, 1H),
5.41 (m 1H), 3.18 and 2.92 (each dd, 1H). Example 79:
5AA(3-Amino-1-benzy1-2,3-dioxopropy1)-213-(2,4-dichlor
opheny1)-11-1-pyrazol-1- ylinicotinamide ESI-MS [M+H]=
508.03        11-I-NMR (400 MHz DMSO) 8 ppm: 8.93 (d,
1H), 8.57 (d, 1H), 8.51 (d, 1H), 8.06 (s, 1H), 7.84
(s, 1H), 7.74 (d, 1H), 7.68 (s, 1H), 7.65 (d, 1H),
7.49 (dd, 1H), 7.36 (d, 1H), 107.13 (s, 5H), 7.03 (s,
1H), 5.46-5.51 (m, 1H), 3.09 (dd, 1H), 2.75 (dd, 1H).
Example 80:
N-[3-Amino-1-(4-methoxybenzy1)-2,3-dioxopropyl]-2-(3-p
heny1-1H-pyrazol-1- yDnicotinamide 15 ESI-MS [M+H]=
470.25. 1H-NMR (500 MHz DMSO) 8 ppm: 8.89 (m, 1H),
8.50 (m, 2H), 8.49 (s, 1H), 8.04 (s, 1H), 7.80-7.58
(m, 4H), 7.49 (m, 1H), 7.40-7.37 (m, 3H), 7.09 (m,
2H), 7.01 (m, 1H), 6.75 (m, 1H), 5.52 (m, 1H), 3.69
(s, 3H), 3.06 and 2.76 (each dd, 1H), 20 Example 81:
AV-Amino-1-(4-methoxybenzy1)-2,3-dioxopropy1]-243-(4-f
luorophenyl)-11-1-pyrazol-1- ynnicotinamide EST-MS
[M+Hr= 488.25.        11-I-NMR (500 MHz DMSO) 8 ppm:
8.89 (dd, 1H), 8.56 (dd, 1H), 8.47 (s, 1H), 8.07 (s,
251H), 7.86 (s, 1H), 7,76 (m, 3H), 7.48 (dd, 1H), 7.21
(m, 2H), 7.10 (m, 2H), 7.0 (m, 1H), 6.75 (m, 2H), 5.51
(m, 1H), 3.70 (s, 3H), 3.07 and 2.73 (each dd, 1H).
Example 82:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-5-cyano-2-(3-phen
y1-1H-pyrazol-1- 



30yl)nicotinamide ESI-MS [M+Hr= 465.3. 1H-NMR (500 MHz
DMSO) 5 ppm: 9.03 (s, 1H), 8.99 (d, 1H), 8.63 (s, 1H),
8.09 (s, 1H), 8.05 (s, 1H), 7.89 (s, 1H), 7.87 (m,
2H), 7.34 (m, 3H), 7.18 (m, 5H), 6.91 (m, 1H), 5.67
(m, 1H), 3.20 (dd, 1H), 2.86 (dd, 1H). 35 Example 83:
*(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{3-[3-(trifluoro
methyppheny0-1H-pyrazol-1- yllnicotinamide EST-MS
[M4-H]= 508.05. 401H-NMR (400 MHz DMSO) 5 ppm: 8.91
(d, 1H), 8.57 (d, 1H), 8.51 (d, 1H), 8.49 (s, 1H),
8.03 (s, LH), 8.00 (d, 1H), 7.80 (s, 1H), 7.76 (d,
1H), 7.68 (d, 1H), 7.61 (dd, 1H), 7.50 (dd, 1H), 7.16
(dd, 1H), 7.09 (s, 5H), 5.42-5.47 (m, 1H), 3.11 (dd,
1H), 2.75 (dd,  89 Example 84:
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(4-methyl-3-phe
rwl-1H-pyrazol-1- yl)nicotinamide ESI-MS [M+H]=
454.08. II-I-NMR (400 MHz DMSO) 6 ppm: 8.88 (d, 19),
8.52 (d, 19), 8.32 (s, 19), 8.01 (s, 1H), 7.80 (s,
1H), 7.69 (d, 1H), 7.64 (d, 29), 7.33-7.43 (m, 49),
7.15 (s, 5H), 5.50- 5.55 (m, 1H), 3.12 (dd, 1H), 2.79
(dd, 1H), 2.29 (5, 3H). 10 Example 85:
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(2,6
-difluoroPheny1)-1H-pyrazol-1-
yl]pyridine-3-carboxamide ESI-MS [M+H]t= 476.05.
15IH-NMR (400 MHz DMSO) 8 ppm: 8.81 (d, 1H), 8.58 (d,
1H), 8.49 (d, 1H), 7.91 (s, 1H), 7.78 (d, 1H), 7.73
(s, 111), 7.51 (dd, 1H), 7.41-7.47 (m, 1H), 7.15 (d,
2H), 7.11 (s, 5H), 6.77 (s, 1H), 5.36-5.41 (m, 1H),
3.09 (dd, 1H), 2.78 (dd, 1H). Example 86:
20N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-(4-me
thyl-3-phenyl-1H-pyrazol-1- yl)pyridine-3-carboxamide
ESI-MS [M+H]= 454.07.        II-1-NMR (400 MHz DMSO) 6
ppm: 8.91 (d, 19), 8.58 (s,1H), 8.52 (d, 19), 8.02 (s,
19), 7.79 (s, 19), 7.70 (d, 1H), 7.54 (d, 29 ),
7.40-7.45 (m, 39), 7.23-7.32 (m, 5H), 257.19 (dd, 19),
5.39-5.44 (m, 1H), 3.17 (dd, 19), 2.90 (dd, 19), 2.23
(s, 3H). Example 87:
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-{3-[4-(
1-methylethyl)pheny1]-1Hpyrazol-1-yllpyridine-3-carbox
amide 30 ESI-MS [M+H]= 482.09 II-1-NMR (500 MHz DMSO)
8 ppm: 8.92 (m, 19), 8.56 (m, 19), 8.46 (m, 19), 8.05
(s, 11-1), 7.83 (s, 19), 7.73 (m, 19), 7.68 (m, 2H),
7.46 (m, 19), 7.25 (m, 2H), 7.18 (m, 59), 6.95 (m,
19), 5.56 (m, 19), 3.15 (dd, 1H), 2.94 (m, 19), 2.82
(dd, 19), 1.26 (d, 6H). 35 Example 88:
N-[3-Amino-2,3-dioxo-1-(pyridin-3-ylmethyl)propyl]-2-(
3-phenyl-1H-pyrazol-1- yOpyridine-3-carboxamide
hydrochloride ESI-MS [M+Hr= 441.15. 40II-1-NMR (500
MHz DMSO) 8 ppm: 9.16 (d, 1H), 8.69 (s, 1H), 8.58 (m,
29), 8.46 (d, 19), 8.31 (d, 19), 8.16 (s, 1H), 7.95
(s, 1H), 7.85 (dd, 19), 7.69 (dd, 1H), 7.62 (m, 29),
7.49 (dd, 19), 7.35 (m, 39), 6.98 (d, 19), 5.39 (m,
19), 3.36 and 3.03 (each dd,  90 1H). 



Example 89:
N13-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-[3-(3,5-
dichloropheny1)-19-pyrazol-1-
5yl]pyridine-3-carboxamide ESI-MS [M + H+]= 581.09.
'1-I-NMR (500 MHz DMSO) 8 ppm: 8.90 (d, 19), 8.59 (m,
1H), 8.51 (m, 19), 7.94 (s, 19), 7.76 (m, 49), 7.55
(s, 19), 7.52 (m, 19), 7.17-7.05 (m, 69), 7.49 (m,
19), 3.15 and 2.79 (each dd, 19). 10 Example 90:
Al[3-Amino-2,3-dioxo-1-(phenylmethyppropy11-2-{3-[2-(m
ethyloxy)phenyl]-11-1-pyrazol1-yl}pyridine-3-carboxami
de ESI-MS [M+H]= 470.13. 15iH-NMR (400 MHz DMSO) 8
ppm: 8.90 (d, 19), 8.54 (d,1H), 8.44 (s, 19), 8.02 (s,
19), 7.80 (s, 19), 7.73 (dd, 29), 7.44 (t, 19), 7.32
(t, 19), 7.15 (m, 59 ), 7.10 (d, 19), 6.96 (d, 1H),
6.92 (t, 19), 5.52-5.57 (m, 19), 3.89 (s, 39), 3.12
(dd, 19), 2.79 (dd, 1H). 20Example 91:
AA[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(3,5
-difluoropheny1)-1H-pyrazol-1-
yl]pyridine-3-carboxarnide ESI-MS [M+H]= 476.16.
'I-I-NMR (500 MHz DMSO) 8 ppm: 8.91 (d, 19), 8.58 (m,
1H), 8.51 (d, 19), 7.95 (s, 2519), 7.80 (s, 19), 7.76
(dd, 19), 7.51 (dd, 19), 7.45 (m, 29), 7.14 (m, 79),
5.47 (m, 19), 3.14 and 2.77 (each dd, 19). Example 92:
N-(3-Amino-1-{[4-(methyloxy)phenyl]
methy1}-2,3-dioxopropy1)-2-[3-(2-fluorophenyl)-
301H-pyrazol-1-yl]pyridine-3-carboxannide ESI-MS
[M+1-1]= 488.15. 'I-I-NMR (500 MHz DMSO) 8 ppm: 3.86
(d, 19), 3.58 (m, 19), 8.51 (m, 19), 8.02 (s, 1H),
7.78 (m, 39), 7.51 (m 1H), 7.41 (m, 19), 7.29 (m, 1H),
7.20 (m, 19), 7.05 (m, 29), 6.86 (s, 19), 6.71 (m,
29), 5.47 (m, 19), 3.68 (s, 39), 3.04 and 2.72 (each
dd, 351H). Example 93:
Al-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(2-
methylpheny1)-11-1-pyrazol-1-
yl]pyridine-3-carboxamide 40ESI-MS [M-'-H]= 454.10.
11-I-NMR (400 MHz DMSO) 8 ppm: 8.87 (d, 19), 8.56
(d,1H), 8.49 (d, 19), 7.97 (s, 19), 7.77 (m, 29), 7.54
(d,1H), 7.47 (t, 19), 7.22 (m, 39), 7.11 (m, 59 ),
6.81 (m,     93 Example 104:
N-P-Amino-2,3-dioxo-1-(phenylmethyppropyl]-2-[4-(2-flu
oropheny1)-11-1-pyrazol-1- yl]pyridine-3-carboxamide
54-(2-FluorophenyI)-1H-pyrazole 11.08 ml of
N,/V-dimethylformamide was slowly added dropwise to
11.03 ml of POCI3 were at 0-5C while stirring and,
after about 5 minutes a solution of 2-
fluorophenylacetic acid (6 g, 38.9 mmol) in 20 ml of
/V,N-dimethylformamide was added dropwise. The mixture
was then heated at 70C for about 17 hours. The
10mixture was subsequently quenched with ice-water and
the mixture was made alkaline by adding Na0H. The
resulting solid was filtered off, the solution was
extracted with dichloromethane, and the organic phase
was dried and concentrated. The oil obtained in this
way was directly dissolved in 50 ml of ethanol. 7.3 ml
of hydrazine hydrate were added, and the reaction
mixture was heated at 55C for 3 hours. After the
reaction 15 was complete, the solvent was evaporated
and the remaining solid was stirred with water and
then dried. 2.65 g of 4-(2-fluorophenyI)-1H-pyrazole
were obtained. $1-MS [M+H]= 163.1. 



11-I-NMR (500 MHz DMSO) 8 ppm: 13,07 (s, 1H), 8.10 (s
broad, 2H), 7.73 (m, 1H), 7.24 (m, 3H). 20 The
4-(2-fluoropheny1)-1H-pyrazole obtained in this way
was then reacted in a manner analogous to the above
examples to give N13-amino-2,3-dioxo-1-(phenylmethyl)-
propy1]-2-[4-(2-fluoropheny1)-111-pyrazol-1-ylipyridin
e-3-carboxarnide. ESI-MS [M+H]= 458.2. 25 1H-NMR (500
MHz DMSO) 6 ppm: 8.91 (d, 1H), 8.79 (s broad, 1H),
8.59 (d, 1H), 8.05 (m, 2H), 7.88 (m, 1H), 7.81 (s,
1H), 7.76 (d, 1H), 7.51 (m, 1H), 7.35-7.20 (m, 7H),
7.18 (m, 1H), 5.34 (m, 1H), 3.18 and 2.90 (each dd,
1H). Example 105:
30N-[(1S)-1-Formy1-2-phenylethy1]-2-(3-pheny1-1H-pyraz
ol-1-yOpyridine-3-carboxamide
Ni(1.5)-2-Hydroxy-1-(phenylmethypethyl]-2-(3-pheny1-1H
-pyrazol-1-y1)pyridine-3- carboxamide 35Coupling of
1.0 g of
2-(3-phenyl-111-pyrazol-1-yOpyridine-3-carboxylic acid
(3.77 mmol) with 0.63 g of L-phenylalaninol afforded
1.14 g of NI(1.5)-2-hydroxy-1-(phenylmethyl)-
ethy1]-2-(3-pheny1-1Hpyrazol-1-yOpyridine-3-carboxamid
e as a white solid. ESI-MS [M+H] += 399.2. 4-1-NMR
(500 MHz DMSO) 8 ppm: 8.54 (dd, 1H), 8.45 (d, 1H),
8.30 (d, 1H), 7.91 (s, 401H), 7.89 (s, 1H), 7.69 (d,
1H), 7.42 (m, 3H), 7.35 (m, 1H), 7.28 (m, 2H), 7.20
(m, 3H), 7.01 (111), 4.70 (t, 1F1), 4.09 (m, 1H), 3.49
(m, 1H), 3.35 (m, overlapped by H20), 2.91 and 2.71
(each dd, 1H).  94 Oxidation of
N-[(15)-2-hydroxy-1-(phenylmethypethyl]-2-(3-pheny1-1/
$yrazol-1- yOpyridine-3-carboxamide in a manner
analogous to the above examples and subsequent
treatment of the resulting crude product with HCI in
dioxane and stirring 5the resulting residue with ether
afforded 71 mg of the title compound as a white solid.
ESI-MS [M+H]+ 11-I-NMR (500 MHz DM50) 5 ppm: 9.58 (s,
1H), 8.99 (d, 111), 8.58 (dd, 1H), 8.51 (d, 1H), 7.83
(m, 2H), 7.80 (m, 1H), 7.48 (dd, 1H), 7.43 (m, 2H),
7.37 (m, 1H), 7.27-7.19 (m, 5H), 7.05 (d, 1H), 4.48
(m, 1H), 3.13 and 2.87 (each dd, 1H). 10 Example 106:
/11-[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-(3-ph
eny1-1H-pyrazol-1-yObenzamide ESI-MS [M+H]= 439.
1H-NMR (400 MHz DMSO) 5 ppm: 9.01 (d, 1H), 8.07
(s,1H), 7.8 (s, 1H), 7.82 (d, 1H), 157.73 (d, 2H),
7.70 (d, 1H), 7.59 (dd, 1H), 7.39-7.47 (m, 3H), 7.34
(dd, 2H ), 7.23-7.28 (m, 5H), 6.81 (d, 1H), 5.35-5.41
(m, 1H), 3.18 (dd, 1H), 2.78 (dd, 1H).    The
compounds of Examples 107 and 108 can be prepared in a
manner analogous to the Example 5 using
(35)-amino-2-(R/S)-hydroxy-4-phenyl-butyramide (e.g.
prepared 20 according to WO 98/29401 or DE 19642591):
Example 107:
A4[(15)-3-Amino-2,3-dioxo-1-(phenylmethyppropyl]-2-(3-
phenyl-1H-pyrazol-1- yl)pyridine-3-carboxamide
25ESI-MS [1v1-i-H]= 440.1; [a]0n: +710 (c: 1% in DMF;
freshly prepared solution)    Example 108:
AAR1S)-3-Amino-2,3-dioxo-1-(phenylmethyl)propyI]-2-[3-
(4-fluorophenyl)-1H-pyrazol301-yl]pyridine-3-carboxami
de ESI-MS [M+H]t= 458.2; [a]D20: +62.5 (c: 1% in
dimethylformamide (DMF); freshly prepared solution)
The following examples were prepared in a manner
analogous to the above examples Example 109:
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(3-c
hloro-2-thieny1)-1H-pyrazol-1-
ylipyridine-3-carboxamide ESI-MS [M+1-1]+= 480.2  



97 yl)pyridine-3-carboxamide ESI-MS [M+Hr= 518.1
Example 123:
5N-0-Amino-1-[(4-fluorophenyl)methyl]-2,3-dioxopropy1}
-2-(3-phenyl-1H-pyrazol-1- yl)pyridine-3-carboxamide
ESI-MS [M+H]= 458.1 Example 124:
10N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-(3-{2
-[(trifluoromethypoxy]phenyll-
1H-pyrazol-1-y1)pyridine-3-carboxamide ESI-MS [M+H]=
5242 Example 125:
15AP[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-{344-
fluoro-2-(methyloxy)phenyl]-
1H-pyrazol-1-yl}pyridine-3-carboxamide ESI-MS [M+H]=
488.1. Example 126:
20Ak(3-Amino-14[4-(methyloxy)phenyl]methy11-2,3-dioxop
ropy1)-2-{343-
(trifluoromethyl)phenyl]-1H-pyrazol-1-yllpyridine-3-ca
rboxamide ESI-MS [M+H]= 537.5 Example 127:
25Ab[3-Amino-2,3-dioxo-1-({4-[(phenylmethyDoxy]phenyll
methyppropyl]-2-(3-pheny1-
1H-pyrazol-111)pyridine-3-carboxamide ESI-MS [M+H]=
546.3 Example 128:
30N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-5-pheny
l-2-(3-phenyl-1H-pyrazol-1- y1)pyridine-3-carboxamide
ESI-MS [M+H]= 516.25. Example 129:
35N[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(1,
3-benzoxazol-5-y1)-1H-pyrazol-
1-yl]pyridine-3-carboxamide ESI-MS [M+H20+H]+= 499.1
Example 130:
40NP-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-{345-fl
uoro-2-(methyloxy)phenyl]-
1H-pyrazol-1-yl}pyridine-3-carboxamide ESI-MS [M+H]=
488.1  



98 Example 131:
N43-Amino-2,3-dioxo-1-(phenylmethyppropyl]-2-0-[5-chlo
ro-2-(methyloxy)phenyl]-
1H-pyrazol-1-yllpyridine-3-carboxamide 5 ESI-MS [M+H]=
504.1 Example 132:
N-[3-Amino-2,3-dioxo-1-({4-[(trifluoromethypoxy]phenyl
lmethyl)propyl]-243-(4-
fluoropheny1)-1H-pyrazol-1-yl]pyridine-3-carboxamide
10 ESI-MS [M+H]= 542.1 Example 133:
AL[3-Amino-213-dioxo-1-({4-[(trifluoromethyDoMphenyllm
ethyppropyl]-2-(3-phenyl1H-pyrazol-1-yOpyridine-3-carb
oxamide 15ESI-MS [M+H]4= 524.1 Example 134:
fik[3-Amino-2,3-dioxo-1-({4-[(trifluoromethypoxy]pheny
llmethyppropyl]-2-{3-[3-
(trifluoromethyl)phenyI]-1H-pyrazol-1-yllpyridine-3-ca
rboxamide 20ESI-MS [M+H]= 592.1. Example 135:
/1.4(3-Amino-1-{[4-(methyloxy)phenyl]methy11-2,3-dioxo
propy1)-2-(3-naphthalen-1-y1-
1H-pyrazol-1-yOpyridine-3-carboxamide 25ESI-MS
[M-H-1]+= 520.2 Example 136:
tlk(3-Arnino-1-{[4-(methyloxy)phenyl]methy11-2,3-dioxo
propyl)-2-{3-[4-fluoro-2-
(methyloxy)phenyl]-1H-pyrazol-1-yllpyridine-3-carboxam
ide 30 ESI-MS [M+Hr= 518.2 Example 137:
N-(3-Amino-1-{[4-(methyloxy)phenyl]methy11-2,3-dioxopr
opyl)-2-[3-(2,2-difluoro-1,3-
benzodioxol-5-y1)-1H-pyrazol-1-yl]pyridine-3-carboxami
de 35 ESI-MS [M+H]= 550.1 Example 138:
/1,4[3-Amino-2,3-dioxo-1-({4-[(trifluoromethypoxy]phen
yllmethyl)propyl]-2-(3-
naphthalen-1-y1-1H-pyrazol-1-yppyridine-3-carboxamide
40 ESI-MS [M+H]= 573.5 Example 139:  99
N13-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-(3-[4-ch
loro-2-(methyloxy)phenyl]-
1H-pyrazol-1-yllpyridine-3-carboxannide ESI-MS [M+H]t=
504.1 5Example 140:
*[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-(8-chlor
ochromeno[4,3-c]pyrazol2(4H)-yl)pyridine-3-carboxamide
ESI-MS [M+H]= 502.2 10Example 141:
N43-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-(4,5-dih
ydro-2H-Mbenzoxepino[5,4-
c]pyrazol-2-yOpyridine-3-carboxamide ESI-MS [M+H]=
482.1 15 Example 142:
N-P-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[7-(meth
yloxy)chromeno[4,3-
c]pyrazol-2(4H)-yllpyridine-3-carboxamide ESI-MS
[M+H]= 498.1 20Example 143:
/V13-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-(8-chlo
ro-9-methylchromeno[4,3-
c]pyrazol-2(4H)-yppyridine-3-carboxamide ESI-MS [M+H]=
516.2 



25Example 144:
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[8-(1-m
ethylethyl)chromeno[4,3-
c]pyrazol-2(4H)-yllpyridine-3-carboxamide ESI-MS
[M+Hr= 510.2 30Example 145:
/14[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-[3-(2-
chloro-3-fluoropheny1)-1Hpyrazol-1-yl]pyridine-3-carbo
xamide ESI-MS [M-1-H]= 492.1 35 Example 146:
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(4-f
luoronaphthalen-1-y1)-1Hpyrazol-1-yl]pyridine-3-carbox
amide ESI-MS [M+H]= 508.1 40Example 147:
N-{3-Amino-1-[(4-fluorophenyOmethyl]-2,3-dioxopropy1}-
2-{3-[3-
(trifluoromethyl)pheny1]-1H-pyrazol-1-yllpyridine-3-ca
rboxamide  100 ESI-MS [M+Hr= 526.2 Example 148:
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-{4-[(di
ethylamino)methyl]-3-(4-
fluoropheny1)-1H-pyrazol-1-yl}pyridine-3-carboxamide
methanesulfonate ESI-MS [M+H]t= 543.20 (free base)
Example 149:
N43-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(4-fl
uoropheny1)-4-(morpholin-4-
10ylmethyl)-1H-pyrazol-1-yapyridine-3-carboxamidee
Methanesulfonat ESI-MS [M+H]= 557.2 (free base)
Example 150:
Ni3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-(3-[4-fl
uoro-2-(morpholin-4-
15ylmethyl)pheny1]-1H-pyrazol-1-yllpyridine-3-carboxam
ide methanesulfonate ESI-MS [M+H]t= 557.2 (free base)
Example 151:
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-{3-[2,5
-bis(methyloxy)phenyl]-1H20pyrazol-1-yl}pyridine-3-car
boxamide ESI-MS [M+Hr= 500.1 Example 152:
N-{3-Amino-1-[(4-fluorophenypmethyl]-2,3-dioxopropy11-
2-(3-(2-
25[(trifluoromethypoxy]pheny11-1H-pyrazol-1-yppyridine
-3-carboxamide ESI-MS [M+H]t= 542.1    Example 153:
N-(3-Aamino-1-{[4-(methyloxy)phenyl]methy1}-2,3-dioxop
ropy1)-2-[3-(2,3-
30dichlorophenyI)-1H-pyrazol-1-yl]pyridine-3-carboxami
de ESI-MS [M+H]4= 538.2    Example 154:
N-{3-Amino-1-[(4-fluorophenyOmethyl]-2,3-dioxopropy1}-
2-[3-(2-chloro-3-
35fluoropheny1)-11-1-pyrazol-1-yl]pyridine-3-carboxami
de ESI-MS [M+H]= 511.1 Example 155:
Ali3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-{3-[2-c
hloro-3-
40(trifluoromethyl)pheny1]-11-1-pyrazol-1-y1}pyricline
-3-carboxamide ESI-MS [M+H]= 542.2  101 



Example 156:
N13-Amino-2,3-dioxo-1-(phenylmethyppropyl]-2-(3-isoqui
nolin-5-y1-1H-pyrazol-1- yOpyridine-3-carboxamide
ESI-MS [M+H]= 491.1 Example 157:
/V-(3-Amino-1-([4-(methyloxy)phenyl]methy1}-2,3-dioxop
roPy1)-243-(2-chloro-3-
fluoropheny1)-1H-pyrazol-1-yl]pyridine-3-carboxamide
ESI-MS [M+H]= 522.2 Example 158:
Ni3-Amino-2,3-dioxo-1-(phenylmethyppropy1]-5-[(methyls
ulfonyl)amino]-2-(3-pheny1-
1H-pyrazol-1-yl)pyridine-3-carboxamide ESI-MS [M+Hr=
533.2 Example 159:
/V-{3-Amino-1-[(4-fluorophenyl)nethyl]-2,3-dioxopropy1
}-2-[3-(2,3-dichloroPheny1)-1Hpyrazol-1-Apyridine-3-ca
rboxamide $1-MS [M+H]t= 526.2 Example 160:
Ni3-amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-(3-quino
lin-8-y1-1H-pyrazol-1- Apyridine-3-carboxamide ESI-MS
[M+14]= 491.1 Example 161
AA{3-Amino-11(4-fluorophenyl)methyl]-2,3-dioxopropy11-
2-[3-(2,3-dichloroPheny1)-1Hpyrazol-1-yl]pyridine-3-ca
rboxamide ESI-MS [M-Fhl]= 607.2 Example 162:
Al-{3-Amino-1-[(3-fluorophenyl)methyl]-2,3-dioxopropy1
}-2-(3-{2-
[(trifluoromethyl)ow]phenyI}-1H-pyrazol-1-yl)pyridine-
3-carboxamide ESI-MS [M+H]= 542.2 Example 163:
AF[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-{3-[2-(
morpholin-4-ylmethyl)-5-
(trifluoromethyl)phenyl]-1H-pyrazol-1-y1}pyridine-3-ca
rboxamide ESI-MS [M+H]t= 607.25       107       EDTA,
0.05% Brij 35, 2.5 mM L-cysteine, p1-1 6.0, room
temperature. 5.Cathepsin S: 0.5 nM recombinant human
cathepsin S from E. coli (Calbiochem #219343), 20 pM
Z-Val-Val-Arg-AMC (Bachem #I-1540) as substrate in 50
mM MES, 2 mM EDTA, 0.05% Brij 35, 2.5 mM L-cysteine,
pH 6.0, room temperature. The results of the in vitro
determination are indicated in Table 1. The following
abbreviations are used in Table 1: The the "Calpain
activity" column, ++ stands for a calpain Ki
(Ki(calpain)) of < 40 nM and + means: 40 nM <
Ki(Calpain) < 100 nM.      The "Sel. cat. B" column
indicates the Ki(cathepsin B)/Ki(calpain) ratio. In
this 15connection, ++ means a Ki(cathepsin
B)/Ki(calpain) ratio of > 30 and + means 10 <
Ki(cathepsin B)/Ki(calpain) < 30.      The "Sel. cat.
K" column indicates the Ki(cathepsin K)/Ki(calpain)
ratio. In this connection, ++ means a Ki(cathepsin
K)/Ki(calpain) ratio of > 30 and + means 2010 <
Ki(cathepsin K)/Ki(calpain) < 30. The "Sel. cat. L"
column indicates the Ki(cathepsin L)/Ki(calpain)
ratio. In this connection, ++ means a Ki(cathepsin
L)/Ki(calpain) ratio of > 50 and + means 30 <
Ki(cathepsin L)/Ki(calpain) < 50. 25 The "Sel. cat. S"
column indicates the Ki(cathepsin S)/Ki(calpain)
ratio. In this connection, ++ means a Ki(cathepsin
S)/Ki(calpain) ratio of > 100 and + means 50 <
Ki(cathepsin S)/Ki(calpain) < 100. 30Table 1: Example
Calpain 



activity Sel cat. B Sel cat. K Sel cat. L Sel cat. S
2* ++   ++  4 ++     5 ++   ++ ++ 6 ++     9* ++    ++
10* 



++     12* ++     13*    ++   108 Example Calpain
activity Sel cat. B Sel cat. K Sel cat. L Sel cat. S
14*     ++ 15* ++   



++ + 16*    +  17* ++   ++  18* ++   + ++ 19* ++
20* ++     21* ++   



22* ++    ++ 23* ++     24* ++     25* ++     26* ++
++ 27 ++ ++  



28 ++     29 ++   ++ ++ 31 ++ ++    32 ++     33 ++
+ 35    



++ 1 ++ 38    ++ ++ 39    ++ ++ 40 ++   ++ ++ 42 ++
++ 43     ++ 44 ++  



+ 45 +-1-    + 46     ++ 47 ++    ++     ++ +1. 49
++ 50   



52     ++ 54 + ++ ++ ++ ++ 55 ++   ++ ++ 57    ++ ++
58 ++   ++ ++ 59 ++  



++   109 Example Calpain activity Set cat. B Sel cat.
K Sel cat. L Sel cat, S 60    ++  61     ++ 62    ++
++ 63 ++ + + ++ ++ 



64 ++    ++ 65     ++ 66 ++  + + ++ 67    ++ ++ 68
++ 69 +   ++ ++ 



70 ++  + ++ ++ 71  ++ ++ ++ ++ 72 + +  + ++ 74 ++ ++
++  ++ 75    ++ ++ 76 ++ ++  ++ ++ 



77* ++     78*    ++  79  ++ ++ ++ ++ 80 + ++  ++ ++
81 ++  + ++ ++ 82  ++ ++ ++  



83 ++ + ++ ++ ++ 84 ++   ++ ++ 85 ++  ++ ++ ++ 86 ++
++  87 ++ ++ ++ ++ ++ 88   ++ ++ ++ 



89    ++ ++ 90 ++ ++ + ++ ++ 91 ++ ++ + ++ ++ 92 + ++
+ ++ ++ 93 ++ ++  ++ ++ 94  ++  ++ ++ 



95 ++ ++ ++ ++ ++ 96 ++ ++ ++ ++ ++ 97 ++ ++  ++ ++ 98
++ ++ ++ ++ ++  110 Example CaIpain activity Sel cat.
B Sel cat. K Sel cat. L Sel cat. S 99 ++ ++ 



++ +1- ++ 100 ++  ++ ++ ++ 101 ++    ++ 102 ++  ++ ++
++ 103 ++   ++ ++ 104 ++    + 105 ++ ++ 



++ ++ 106 ++   + ++ 107 ++   ++ ++ 109 ++ ++ ++ ++ ++
110 ++ ++ ++ ++ ++ 111 ++ ++ ++ ++ ++ 112 ++ ++ 



++ ++ ++ 114  ++ ++ ++ ++ 115 ++ ++ ++ ++ ++ 116 ++ ++
++ ++ 117 ++ ++ ++ ++ ++ 118 ++ ++  ++ ++ 119 ++ ++ 



++ ++ ++ 120 ++ ++ ++  ++ 121 ++ ++ ++ 4+ ++ 122 ++ ++
++ ++ 123 ++ ++ ++ ++ ++ 124 ++ ++ ++ ++ ++ 125 ++ ++ 



++ ++ ++ 126 4+ +4 -1- +4 +4 127 ++ ++ ++ ++ ++ 129
++ 130 ++ ++ ++ ++ ++ 131 ++ ++ ++ ++ ++ 132   



++ ++ ++ 133  ++ ++ ++ ++ 134  ++ ++  + 135 ++ ++ ++
++ ++ 136 ++ ++ ++ ++ ++ 137    ++ ++ 138  ++ 



4+ 4+ -1-1- 139 +  ++ ++ ++       113 nitrocellulose
in lx Tris-glycine transfer buffer (Invitrogen) + 20%
methanol with 1.5 A/cm2 in a FastBlot chamber
(Biometra) for 30 min. The nitrocellulose filter is
removed, briefly washed in TBST buffer and blocked in
TBST/5/o milk powder for 1 h at RT (room temperature).
The blocked nitrocellulose is then incubated with 5an
anti-spectrin Ab (Chemicon) (1:10000 in TBST/5% milk
powder) at RT for 3 h or at 4C overnight. The
nitrocellulose is washed 3x in TBST buffer. It is then
incubated with anti-mouse IgG (POD) antibody (Sigma)
(1:10000 in TBST/5% milk powder) at room temperature
for 1 h. 10The nitrocellulose is then washed 5x in
TBST buffer. In the next step, 5 ml of prepared
solution of the SuperSignal(r) West Pico
chemiluminescence substrate (Pierce) are put on the
filter and incubated for 5 min. The nitrocellulose is
then taken out of the solution, gently dabbed dry and
inserted into a development folder film (Tropix). A
digital image analysis system (VersaDoc, Biorad) is
used to 15record and quantify the ECL (QuantityOne),
and the percentage degradation of spectrin is
calculated from the data. Graph-pad prism is used to
fit the percentage spectrum degradation as a function
of the dose to a sigmoidal dose-effect plot (top fixed
at 100% and bottom at 0%), and the EC 50% is
calculated.    116 Rid is selected from halogen, OH,
SH, NO2, C0011, C(0)NH2, CHO, CN, NH2,
OCH2COOH,C6-alkyl, CfCchaloalkyl, C1-05-alkoxy,
C1-Qhaloalkoxy, C1-C6-haloalkylthio, CO-C1-05-alkyl,
CO-0-                         NHCHO,
NH-C(0)Q-05-alkyl, and 502-C1 Cs-alkyl; R2is
C1-C10-alkyl, C1-C10-alkoxy, C2-C10-alkenyl,
C2-C10-alkynyl, where the last 4 radicals mentioned
may be partly or completely halogenated and/or have 1,
2 or 3 substituents R2a, C3-C7-cycloalkyl,
C3-C2-cycloalkyl-C1-Q-alkyl, where a CH2 group in the
cycloalkyl moiety of the last two radicals mentioned
may be replaced by 0, NH, or 5, or two adjacent C
atoms may form a double bond, where the cycloallcyl
moiety may additionally have 1, 2, 3 or 4 R2'
radicals; 15aryl, 0-aryl, 0-C1-12-aryl, hetaryl,
aryl-C1-05-alkyl, aryl-C2-C6-alkenyl, hetaryl-
CI-Cralkyl or hetaryl-C2-C6-alkenyl, where aryl and
hetaryl in the last 8 radicals mentioned may be
unsubstituted or carry 1, 2, 3 or 4 identical or 



different R2` radicals; where 20R2a has one of the
meanings indicated for RIO, R21 has one of the
meanings indicated for Rib, and R2' has one of the
meanings indicated for Ric;           R3a and II' are
independently of one another hydroxy or CI-C4alkoxy,
or together 25with the carbon atom to which they are
bonded are C=0; Xis hydrogen or a radical of the
formulae C(=0)-0-Rxii C(=0)-NRx2Rx3,
C(=0)-N(0)-(CI-Cralkylene)-NeRx3 or
C(=0)-N(Rx4)NR'212)(3, in which 30Rhydrogen,
C1-C6-alkyl, CI-Cchaloalkyl, C1-C6-alkyl which has 1,
2 or 3 substituents r, or C2-Q-alkenyl, C2-C6-alkynyl,
C3-C2-cycloallryl, Cr C7-cycloalkyl-C1-C4-alkyl,
C3-C2-heterocycloalkyl-C1-Q-alkyl,
CI-Csalkoxy-CI-Cralkyl, where alkyl, alkenyl, alkoxy,
alkynyl, cycloalkyl, heterocycloalkyl in the last 6
radicals mentioned are unsubstituted or 35have 1, 2 or
3 substituents Ft', or aryl, aryl-C1-C4-alkyl, hetaryl
or hetaryl-C1-C4-alkyl, where aryl and hetaryl in the
last 4 radicals mentioned are unsubstituted or have 1,
2 or 3 substituents Rxd, is H, OH, CN,CI-Cs-haloalkyl,
C1-05-alkyl which has 1, 2 or 3 substituentsR", or
C2-Q-alkenyl, C2-Q-alkynyl, C3-C7-cycloalkyl, C3-
40C7-cycloalkyl-C1-Ccalkyl,
C3-C2-heterocycloalkyl-C1-Q-alkyl, CrQ-
alkoxy-C1-C4-alkyl, CO-C1-05-alkyl, CO-0-C1-C6-alkyl,
502-C1-C6-alkyl, 0-C1-Cs-alkyl, where alkyl, alkoxy,
alkenyl, alkynyl, cycloalkyl, heterocycloalkyl in the
last 10 radicals mentioned are unsubstituted or have
1, 2 or 3 substituents Rxa, 45aryl, 0-aryl,
0-CH2-aryl, hetaryl, 0-CH2-hetaryl, aryl-C1-C4-alkyl,
hetaryl-C1-Q-alkyl, CO-aryl, CO-hetaryl,
C0-(aryl-C1-C4-alkyl), CO(hetaryl-C1-C4-alkyl),
CO-0-aryl, CO-0-hetaryl, CO-0-(aryl-Q-C4-alkyl),
CO-0-(hetaryl-C1-Q-alkyl), 502-aryl, 502-hetaryl,
5O2-(aryl-C1-C.4alkyl) or S02-(hetaryl-C1-C4-alkyl),
where aryl and hetaryl in the last 5019 radicals
mentioned are unsubstituted or have 1, 2 or 3
substituents wd, and is H, C1-Cs-alkyl,
C1-C6-haloalkyl, CI-Cs-alkyl which has 1, 2 or 3
substituents R", or C2-Q-alkenyl, C2-05-alkynyl,
C3-C2-cycloalkyl, C3- Crcycloalkyl-CI-Ccalkyl,
C3-C2-heterocycloalkyl-CI-C1-alkyl, C1-05-
55alko)ry-C1-C4-alkyl, where alkyl, alkenyl, alkoxy,
alkynyl, cycloalkyl, heterocycloallcyl in the last 6
radicals mentioned are unsubstituted or have 1, 2 or 3
substituents r,           aryl, aryl-C1-C4-alkyl,
hetaryl or hetaryl-C1-Q-alkyl, where aryl and hetaryl
in the last 4 radicals mentioned are unsubstituted or
have 1, 2 60or 3 substituents Rxd, or  117 the two
radicals Rx2 and e form together with the N atom a 3
to 7- membered nitrogen heterocycle which may
optionally have 1, 2 or 3 further different or
identical heteroatoms from the group of 0, N, S as
ring members, and which may have 1, 2 or 3
substituents e, 5Rx4 is H, OH, CN, C1-C6-alkyl,
CI-C6-haloalkyl, C3-C6-alkyl which has 1, 2 or 3
substituents R", or C2-C6-alkenyl, C2-05-allrynyl,
C3-C2-cycloalkyl, C3- Crcycloalkyl-C1-Ccalkyl,
C3-C2-heterocycloalkyl-C1-C4-alkYl, C1-05-
alkoxy-C1-Cralkyl, CO-C1-C6-alkyl, CO-0-C1-C6-alkyl,
502-C1-C6-alkyl, where alkyl, alkenyl, alkoxy,
alkynyl, cycloalkyl, heterocycloalkyl in the 10last 9
radicals mentioned are unsubstituted or have 1, 2 or 3
substituents r, aryl, 0-aryl, 0-CH2-aryl, hetaryl,
aryl-C1-Ccalkyl, hetaryl-C1-C4-al         CO-hetaryl,
CO-(aryl-C1-C4-alkyl), CO-(hetaryl-C1-C.4-alkyl),
CO-0-a ryl, CO-0-hetaryl, CO-0-(aryl-C1-C4-alkyl),
CO-0-(hetaryl-C1-C4- 15 alkyl), 502-aryl, 502-hetaryl,
502-(aryl-Ci-C4-alkyl) or S02-(hetaryl-CiC4-alkyl),
where aryl and hetaryl in the last 18 radicals
mentioned are unsubstituted or have 1, 2 or 3
substituents e, and                where r has one of
the meanings indicated for R1a, le' has one of the
20meanings indicated for Rib, and Ftw has one of the
meanings indicated for Yis a divalent, aromatic or
6-membered heteroaromatic radical which has 1 or
2 nitrogen atoms as ring members and which optionally
has 1 or 2 identical 25or different substituents RY:
RY is selected independently of one another from OH,
SH, halogen, NO2, NH2, CN, CF3, CHF2, CH2F, 0-CF3,
0-CHF2, 0-CH2F, COOH, 



OCH2COOH,C1-C6-alkoxy, C1-C6-alkoxy-C1-C4-alkyl,
C1-C6- 30alkylthio, where the last 4 radicals
mentioned may be partly or completely halogenated
and/or have 1, 2 or 3 substituents ItYa,
C3-C7-cycloalkyl, C3-Cycycloalkyl-Ci-Cralkyl,
C3-C2-cycloalky1-0, where the cycloalkjI moiety in the
last three radicals mentioned may have 1, 2,3 or 4 RY`
radicals, 35aryl, 0-aryl, CH2-aryl, 0-CH2-aryl, where
the last 4 radicals mentioned are unsubstituted in the
aryl moiety or may carry 1, 2, 3 or 4 radicals RYd,
COORY1, CONRY2RY3, SO2NRY2RY3, -NH-502-RY4, NH-CO-RY5,
502-e, 40-(CH2)p-NRY6RY' with p = 0, 1, 2, 3, 4, 5 or
6 and 0-(CH2)q-NRY6RY7 with q = 2, 3, 4, 5 or 6; or
two RY radicals bonded to adjacent C atoms form
together with the C atoms to which they are bonded a
4, 5, 6 or 7-membered, optionally 45 substituted
carbocycle or an optionally substituted heterocycle
which has 1, 2 or 3 different or identical heteroatoms
from the group of 0, N, S as ring members, where Rla
has one of the meanings indicated for Rla, 50 e has
one of the meanings indicated for Rib, RY has one of
the meanings indicated for e, RY' has one of the
meanings indicated for IV, RY2 has one of the meanings
indicated for Ra,                     RY3 has one of
the meanings indicated for Rd, 55RY4 has one of the
meanings indicated for V, RY5 has one of the meanings
indicated for RCS, RY6 has one of the meanings
indicated for Rce, and has one of the meanings
indicated for Rc7; 60Wis a radical of the formula W1
which is linked via nitrogen:     120 5. The
carboxamide compound as claimed in any of the
preceding claims, in which Fe is selected from
C1-C10-alkyl which may be partly or completely
halogenated and/or have 1, 2 or 3 5substituents R",
C3-C2-cycloallwl-C1-C4-alkyl, where the cycloallwl
moiety may have 1, 2, 3 or 4 radicals Rib,
phenyl-C1-C4-alkyl and hetaryl-C1-C4-alkyl, where
phenyl and hetaryl in the last 2 radicals mentioned
may be unsubstituted or carry 1, 2, 3 or 4 identical
or different 10radicals R". 6. The carboxamide
compound as claimed in any of the preceding claims, in
which R2 is selected from:           C1-C10-alkyl
which may be partly or completely halogenated and/or
have 1, 2 or 3 15substituents R2a, aryl, hetaryl,
aryl-C1-C6-alkyl, aryl-C2-05-alkenyl and
hetaryl-C1-C4-alkyl, where aryl and hetaryl in the
last 5 radicals mentioned may be unsubstituted or
carry 1, 2, 3 or 4 identical or different radicals
R2'. 207.The carboxamide compound as claimed in claim
6, in which R2 is selected from 



aryl and hetaryl, where aryl and hetaryl may be
unsubstituted or carry 1, 2, 3 or 4 identical or
different radicals R2`. 8. The carboxamide compound as
claimed in any of the preceding claims, in which 25IV
is selected from OH, F, Cl, NH2, CN, CF3, -CHF2,
0-CF3, 0-CHF2, 0-CH2F, Ci-C.6- alkyl, Ca-Crcycloalkyl,
C1-C6-alkylamino, C1-Cs-dialkylamino, pyrrolidinyl,
morpholinyl, CONRY2R", 502NRY2R",
-NH-502-R",,-(CH2)p-NR0W2, NH-CO-R", in which p is 1,
2, 3, 4, or 5, and Rfi, W3, W4, Ws, r, R7 are H or
C1-C6-alkyl, 30phenyl, benzyl and 0-benzyl, where the
phenyl ring in the last 3 groups mentioned may have 1,
2 or 3 substituents selected from halogen, OH, SH,
NO2, COOH, C(0)NH2, CHO, CN, NH2, OCH2COOH,
CI-Cchaloalkyl, C1-C6alkoxy, C1-C6-haloalkoxy,
C1-C6-alkylthio, C1-C6-haloalkylthio, CO-C1-C6-alkyl,
CO-0-C1-C6-alkyl, NH-C1-05-Alkyl, NHCHO,
35NH-C(0)C1-C6-alkyl, and S02-C1-C6-alkyl. 9. The
carboxamide compound as claimed in any of the
preceding claims, which corresponds to the formulae
I-A' or I-A", 40 (IRY)h0R1   122
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-5-chloro-2-(3-phe
nyl-11-1-pyrazol-1- yl)nicotinamide
N-{1-[Amino(oxo)acetyl]penty1}-5-chloro-2-(3-pheny1-:L
H-pyrazol-1- yl)nicotinamide
5AL(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(4-morpholi
n-4-ylpheny1)-1H-pyrazol- 1-yl]nicotinamide
AL(3-Amino-1-benzy1-2,3-dioxopropy1)-5-chloro-2-[3-(4-
morpholin-4-ylpheny1)-1Hpyrazol-1-yl]nicotinamide
N-{11Amino(oxo)acety1]-3-methylbuty1}-5-chloro-2-(3-ph
enyl-1H-pyrazol-1- 10yl)nicotinamide
N-{1-[Amino(oxo)acetyl]penty11-2-[3-(4-morpholin-4-ylp
heny1)-1H-pyrazol-1- yl]nicotinamide
N-{1-[Amino(oxo)acety11-3-methylbuty11-2-[3-(4-morphol
in-4-ylpheny1)-1Hpyrazol-1-ynnicotinamide
15N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(3-pyridin-2-
y1-1H-pyrazol-1- yOnicotinamide
N-{1-[Amino(oxo)acetyl]penty11-2-(3-pyridin-2-y1-1H-py
razol-1-yOnicotinamide
AA{1-[Amino(oxo)acetyl]penty11-2-[3-(4-chloropheny1)-1
H-pyrazol-1- yl]nicotinamide
20/14(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(4-fluoro
pheny1)-1H-pyrazol-1- yl]nicotinamide
/V-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(4-chloroph
eny1)-1H-pyrazol-1- yl]nicotinamide
N[3-Amino-2,3-dioxo-1-(2-thienylmethyl)propy1]-2-(3-ph
eny1-11-1-pyrazol-1- 25yl)pyridine-3-carboxamide
N-{1-[Amino(oxo)acetyl]penty11-2-[3-(4-fluoropheny1)-1
H-pyrazol-1- yl]nicotinamide
AL(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{3-[4-(diethyla
mino)phenyI]-1H-pyrazol1-y1}nicotinamide
30N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(3-{4-[(dieth
ylamino)methyl]phenyll-1H- pyrazol-1-yOnicotinamide
N-{1-[Amino(oxo)acetyl]penty11-2-(3-{4-[(diethylamino)
methyl]pheny11-1Hpyrazol-1-yOnicobnamide 



AL{1-[Amino(oxo)acetyl]penty11-2-{344-(morpholin-4-ylm
ethyl)pheny1]-1H- 35pyrazol-1-yl}nicotinamide
AL(3-Amino-l-benzy1-2,3-dioxopropy1)-2-{3-[4-(morpholi
n-4-ylmethyl)pheny1]-1Hpyrazol-1-y1}nicotinamide
N-{1-[Amino(oxo)acetyl]penty11-2-{3-[4-(diethylamino)p
henyl]-1H-pyrazol-1- yl}nicotinamide
40N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(4-methoxy
pheny1)-11-1-pyrazol-1- yl]nicotinamide
N-{1-[Amino(oxo)acetyl]penty1}-243-(4-methoxypheny1)-1
H-pyrazol-1- yl]nicotinamide
N-[3-Amino-1-(4-chlorobenzy1)-2,3-dioxopropy1]-2-(3-ph
enyl-1H-pyrazol-1- 45yl)nicotinamide
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-5-fluoro-2-(3-phe
nyl-1H-pyrazol-1- yOnicotinamide
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{343-(morpholin
-4-ylmethyl)phenyl]-1Hpyrazol-1-yllnicotinamide
50N-{1-[Amino(oxo)acetyl]penty1}-2-{3-[3-(morpholin-4-
ylmethyl)pheny1]-1H- pyrazol-1-yllnicotinamide
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(2-chlorophe
ny1)-1H-pyrazol-1- yl]nicotinamide
/14(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(2-thieny1)
-1H-pyrazol-1- 55yljnicotinamide
/V-{1-[Amino(oxo)acetyl]penty1}-2-(3-pyridin-4-y1-1H-p
yrazol-1-yOnicotinamide
AL[3-Amino-2,3-dioxo-1-(2-thienylmethyl)propyl]-2-[3-(
4-fluoropheny1)-1Hpyrazol-1-Anicotinamide
AL(3-Amino-1-benzy1-2,3-dioxopropy1)-243-(3-morpholin-
4-ylpheny1)-1H-pyrazol- 601-yUnicotinamide  123
N-{1-[Amino(oxo)acetyl]penty1}-243-(3-morpholin-4-ylph
eny1)-1H-pyrazol-1- yl]nicotinamide
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{3-[4-(trifluor
omethypphenyl]-1Hpyrazol-1-yllnicotinamide
5N-(3-Arnino-1-benzy1-2,3-dioxopropy1)-2-(5-methyl-3-p
henyl-1H-pyrazol-1- y1)nicotinamide
*(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(4-cyanopheny
1)-1H-pyrazol-1- yl]nicotinamide
A4(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(4,5-dihydro-2H
-benzo[g]indazol-2- 10yl)nicotinamide
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-243-(4-piperidin-
1-ylpheny0-1H-pyrazol-1- ygnicotinamide
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(3-pyridin-4-y1
-1H-pyrazol-1- yOnicotinamide
15N-[3-Amino-1-(cyclohexylmethyl)-2,3-dioxopropyl]-2-(
3-phenyl-1H-pyrazol-1- yOnicotinamide
N43-Amino-1-(4-chlorobenzy1)-2,3-dioxopropy1]-2-[3-(4-
fluoropheny1)-1H-pyrazol1-yl]nicotinamide
/V-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{314-(4-methyl
piperazin-1-yOphenyl]- 201H-pyrazol-1-yllnicotinamide
/V-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(4-pyrrolid
in-1-ylpheny1)-1H-pyrazol1-yl]nicotinamide
N-(3-Amino-l-benzy1-2,3-dioxopropy1)-243-(3-chlorophen
y1)-1H-pyrazol-1- ygnicotinamide
25N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(2-chloro-
4-fluorophenyl)-1H-pyrazol- 



1-ygnicotinamide
/V-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{312-(trifluor
omethyl)pheny1]-1Hpyrazol-1-y1}nicotinamide
/V41-Benzy1-3-(ethylamino)-2,3-dioxopropy1]-2-(3-pheny
1-111-pyrazol-1- 30yl)nicotinamide
A4(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(3-pyrrolidi
n-1-ylpheny1)-1H-pyrazol1-yl]nicotinamide
*(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(2,3-dihydrob
enzo[b]furan-5-y1)-1Hpyrazol-1-yl]nicotinamide
35N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(2-fluorop
heny1)-1H-pyrazol-1- yl]nicotinamide
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-[3-(2,4-dichlor
opheny1)-1H-pyrazol-1- yl]nicotinamide
N-[3-Amino-1-(4-methoxybenzy1)-2,3-dioxopropy1]-2-(3-p
henyl-1H-pyrazol-1- 40yl)nicotinamide
N-[3-Amino-1-(4-methoxybenzy1)-2,3-dioxopropyl]-2-[3-(
4-fluoropheny1)-1Hpyrazol-1-yl]nicotinamide
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-5-cyano-2-(3-phen
yl-1H-pyrazol-1- Anicotinamide
45N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-{3-[3-(triflu
oromethyl)pheny1]-1H- pyrazol-1-y1}nicotinamide
N-(3-Amino-1-benzy1-2,3-dioxopropy1)-2-(4-methyl-3-phe
nyl-111-pyrazol-1- yOnicotinamide
N43-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-213-(2,6-d
ifluoropheny1)-1H- 50pyrazol-1-Apyridine-3-carboxamide
Ni3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-(4-methy
l-3-pheny1-1H-pyrazol- Opyridine-3-carboxamide
3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-{3-[4-(1-m
ethylethyl)pheny1]-
1H-pyrazol-1-yl}pyridine-3-carboxamide
55N43-Amino-2,3-dioxo-1-(pyridin-3-ylmethyppropyl]-2-(
3-pheny1-1H-pyrazol-1- yOpyridine-3-carboxamide
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-[3-(3,5
-dichloropheny1)-1Hpyrazol-1-yflpyridine-3-carboxamide
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-{3-[2-(
methyloxy)phenyl]-1H-
60pyrazol-1-yl}pyridine-3-carboxamide  124
N13-Amino-2,3-dioxo-1-(phenylmethyppropy1]-2-[3-(3,5-d
ifluoropheny1)-1Hpyrazol-1-ylipyridine-3-carboxamide
N-(3-Amino-1--([4-(methyloxy)phenyl]methy11-2,3-dioxop
ropy1)-243-(2-
fluoropheny1)-1H-pyrazol-1-yapyridine-3-carboxamide
5N13-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-243-(2-me
thylpheny1)-1H-pyrazol- 1-yUpyridine-3-carboxamide
N-[3-Amino-2,3-dioxo-1-(phenylmethyppropy1]-243-(2,4-d
ifluoropheny1)-1Hpyrazol-1-yUpyridine-3-carboxamide
N43-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-243-(2,6-d
ichloropheny1)-1H-
10pyrazol-1-ylipyridine-3-carboxarnide
N-P-Amino-2,3-dioxo-1-(phenylmethyl)propy11-2-(3-{3-
Rphenylmethypoxylpheny1).-1H-pyrazol-1-yOpyridine-3-ca
rboxamide
N-(3-Amino-1-{[4-(methyloxy)phenyl]methyl)-2,3-dioxopr
opyl)-2-[3-(2,4-
difluorophenyl)-1H-pyrazol-1-yOpyridine-3-carboxamide
15N-(3-Amino-1-{[4-(methyloxy)phenylimethy1}-2,3-dioxo
propy1)-2-[3-(2,4-
dichlorophenyl)-1H-pyrazol-1-yllpyridine-3-carboxamide
N43-Amino-2,3-dioxo-1-Ohenylmethyppropy1]-2-[3-(2-chlo
ro-4-morpholin-4- ylpheny1)-1H-pyrazol-1-y1
pyridine-3-carboxamide
N43-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-chromeno
[4,3-c]pyrazol-2(4H)- 20ylpyridine-3-carboxamide 



N-P-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-{3-[4-(1
H-imidazol-1-yl)phenyl]-
1H-pyrazol-1-yl}pyridine-3-carboxamide
Ak[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-(3-(2-f
luoro-4-nnorpholin-4-
ylpheny1)-1H-pyrazol-1-ylipyridine-3-carboxamide
25N43-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-213-(5-c
hloro-2-thieny1)-1H- pyrazol-1-Apyridine-3-carboxamide
NJ3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-244-(2-flu
oropheny1)-1H-pyrazol1-yripyridine-3-carboxamide
Ak[(15)-1-Formy1-2-phenylethy1]-2-(3-pheny1-1H-pyrazol
-1-yl)pyridine-3- 30carboxamide
N[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-(3-pheny
1-1H-pyrazol-1- yl)benzamide
N-R1S)-3-Amino-2,3-dioxo-1-(phenylmethyppropyl]-2-(3-p
heny1-1H-pyrazol-1- yOpyridine-3-carboxamide
35N-R1S)-3-Amino-2,3-dioxo-1-(phenylmethyppropyl]-2-[3
-(4-fluorophenyl)-1H-
pyrazol-1-yl]pyridine-3-carboxamide
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(3-c
hloro-2-thieny1)-1Hpyrazol-l-Apyridine-3-carboxamide
N13-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-(3-napht
halen-1-y1-1H-pyrazol- 401-yl)pyridine-3-carboxamide
N-(3-Amino-1-{[4-(methyloxy)phenyl]methy1}-2,3-dioxopr
opy1)-2-[3-(2-chloro-4-
fluorophenyl)-1H-pyrazol-1-yOpyridine-3-carboxamide
N-P-Amino-2,3-dioxo-1-(phenylmethyppropy1]-2-[3-(2,5-d
ichloropheny1)-1Hpyrazol-1-yl]pyridine-3-carboxamide
45N-P-Amino-2,3-dioxo-1-({4-[(phenylmethypoxy]phenyl}m
ethyl)propyl]-2-[3-(2,4-
dichloropheny1)-11-1-pyrazol-1-yl]pyridine-3-carboxami
de
AL{3-Amino-1-[(4-fluorophenyOmethy1]-2,3-dioxopropy1}-
2-[3-(2,4-
dichloropheny1)-1H-pyrazol-1-yl]pyridine-3-carboxamide
/14[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-[3-(2,
3-dichloropheny1)-111-
50pyrazol-1-yllpyridine-3-carboxamide
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-243-(2,4,
6-trifluoropheny1)-11-1-
pyrazol-1-yl]pyridine-3-carboxamide
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-{312,4-
bis(methyloxy)pheny11-
1H-pyrazol-1-yl}pyridine-3-carboxamide
55N-[3-Amino-2,3-dioxo-1-(phenylmethyppropyl]-2-[3-(2,
2-difluoro-1,3-benzodioxo1-
5-y1)-1H-pyrazol-1-yl]pyridine-3-carboxamide
N-P-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(2,2-
difluoro-1,3-benzodioxol4-y1)-11-1-pyrazol-1-yl]pyridi
ne-3-carboxamide
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(2,3
-dichloro-6-fluoropheny1)-
601H-pyrazol-1-Apyridine-3-carboxamide  125
N-[3-Amino-2,3-dioxo-1-(phenylmethyppropy1]-2-{3-[3,5-
dimethyl-2-
(methyloxy)phenyl]-11-1-pyrazol-1-yllpyridine-3-carbox
amide
N-{3-Amino-1-[(4-bromophenyOmethyl]-2,3-dioxopropy11-2
-(3-pheny1-11-1-pyrazol1-yOpyridine-3-carboxamide
5N-{3-Amino-1-[(4-fluorophenyOmethyl]-2,3-dioxopropy1}
-2-(3-pheny1-1H-pyrazol-    Opyridine-3-carboxamide
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-(3-{2-
[(trinuoromethyDoxy]pheny11-1H-pyrazol-1-Apyridine-3-c
arboxamide
N43-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-{3-[4-fl
uoro-2-
10(methyloxy)pheny1]-1H-pyrazol-1-y1}pyridine-3-carbox
amide
N-(3-Amino-1-{[4-(methyloxy)phenyl]nnethy1}-2,3-dioxop
ropy1)-2-{3-[3-
(trifluoromethyl)phenyl]-1H-pyrazol-1-y1}pyridine-3-ca
rboxamide
N-[3-Amino-2,3-dioxo-1-({4-[(phenylmethyDoxy]phenyllme
thyl)propyl]-2-(3-
phenyl-1H-pyrazol-1-y1)pyridine-3-carboxamide
15N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-5-pheny
1-2-(3-pheny1-11-1-pyrazol- 1-yppyridine-3-carboxamide
N43-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(1,3-
benzoxazol-5-y1)-1Hpyrazol-1-yl]pyridine-3-carboxamide
N43-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-{3-[5-fl
uoro-2-
20(methyloxy)pheny1]-1H-pyrazol-1-yllpyridine-3-carbox
amide
N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propy1]-2-{3-[5-c
hloro-2-
(methyloxy)pheny1]-1H-pyrazol-1-yl}pyridine-3-carboxam
ide
N43-Amino-2,3-dioxo-1-({41(trifluoromethypoxy]phenyl}m
ethyl)propyl]-213-(4-
fluoropheny1)-1H-pyrazol-1-yl]pyridine-3-carboxamide
25N43-Amino-2,3-dioxo-1-({4-[(trifluoromethypoxy]pheny
llmethyl)propy11-2-(3-
pheny1-1H-pyrazol-1-yOpyridine-3-carboxamide
N43-Amino-2,3-dioxo-1-({44(trifluoromethypoxylphenyllm
ethyl)propyl]-2-{313-
(trifluoromethyl)pheny1]-1H-pyrazol-1-yl}pyridine-3-ca
rboxamide
N-(3-Amino-1-{[4-(methyloxy)phenyl]methy1}-2,3-dioxopr
opyl)-2-(3-naphthalen-
301-y1-1H-pyrazol-1-yOpyridine-3-carboxamide 



N-(3-Amino-1-{[4-(methyloxy)phenyl]methy11-2,3-dioxopr
opy1)-2-{3-[4-fluoro-2-
(methyloxy)pheny1]-11-1-pyrazol-1-yl}pyridine-3-carbox
amide
N-(3-Amino-1-([4-(methyloxy)phenyl]methyll-2,3-dioxopr
opy1)-243-(2,2-difluoro1,3-benzodioxol-5-y1)-11-1-pyra
zol-1-yl]pyridine-3-carboxamide
35N43-Amino-2,3-dioxo-1-({4-[(trifluoromethyl)oxy]phen
yllmethyppropyl]-2-(3-
naphthalen-1-y1-1H-pyrazol-1-yl)pyridine-3-carboxamide
N43-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-{344-chl
oro-2-
(methylon)pheny11-1H-pyrazol-1-yl}pyridine-3-carboxami
de
N13-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-(8-chlor
ochromeno[4,3-
40c]pyrazol-2(41-1)-Apyridine-3-carboxamide
N43-Amino-2,3-dioxo-1-(phenylmethyl)propy11-2-(4,5-dih
ydro-2HMbenzoxepino[5,4-c]pyrazol-2-yOpyridine-3-carbo
xamide
N-[3-Amino-2,3-clioxo-1-(phenylmethyppropy1]-2-[7-(met
hyloxy)chromeno[4,3-
c]pyrazol-2(4H)-ylipyridine-3-carboxamide
45N-[3-Amino-2,3-dioxo-1-(phenylmethyppropy1]-2-(8-chl
oro-9-
methylchromeno[4,3-c]pyrazol-2(4H)-yOpyridine-3-carbox
amide
N13-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[8-(1-
methylethypchromeno[4,3-c]pyrazol-2(4H)-y1Dyridine-3-c
arboxamide N-[3-Amino-2,3-dioxo-1-(phenylmethyl)propyr
-2-[3-(2-chloro-3-fluoropheny1)-1H-
50pyrazol-1-yl]pyridine-3-carboxamide
N-[3-Amino-2,3-dioxo-1-(phenyInnethyl)propyl]-2-[3-(4-
fluoronaphthalen-1-y1)-1Hpyrazol-1-yl]pyridine-3-carbo
xamide
N-{3-Amino-1-[(4-fluorophenyOmethyl]-2,3-dioxopropy1}-
2-{313-
(trifluoromethyl)pheny1]-1H-pyrazol-1-yllpyridine-3-ca
rboxamide
55N[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-{4-[(d
iethylamino)methyl]-3-(4-
fluoropheny1)-1H-pyrazol-1-yl}pyridine-3-carboxamide
methanesulfonate
N[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-[3-(4-fl
uoropheny1)-4-
(morpholin-4-ylmethyl)-1H-pyrazol-1-yljpyridine-3-carb
oxamide methanesulfonate
AL[3-Amino-2,3-dioxo-1-(phenylmethyl)propyl]-2-{314-fl
uoro-2-(morpholin-4-
60ylmethyl)pheny1]-1H-pyrazol-1-yl}pyridine-3-carboxam
ide methanesulfonate   
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