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Claims:

1. A carboxamide compound of the formula I

148 PCT/EP2013/055291

R'  is C;-Cyo-alkyl, Cy-Cip-alkenyl, C,-Cio-alkynyl, where the last 3 radicals

mentioned may be partly or completely halogepated and/or have 1, 2 or 3

substituents R',

C3-Cr-cycloalkyi, C3-Cr-cycloalkyi-Cy-C,

~alkyl, where a CH; group in the

cycloalkyl moiety of the last two radigdls mentioned may be replaced by O,

NH, or S, or two adjacent C atoms

ay form a double bond, where the

cycloalkyl moiety may further have 1,2, 3 or 4 radicals R'®,

aryl, hetaryl, aryl-C;-Ce-alky

aryl-C,-Ce-alkenyl, hetaryl-C,-Cy-alkyl or

hetaryl-C,-Cg-alkenyl, whefe aryl and hetaryl in the last 6 radicals

mentioned may be unsulistituted or may carry 1, 2, 3 or 4 identical or

different radicals R';

R]a

/

Rlb

where

is selected independently of one another from the group consisting of
OH, SH, COOH, CN, OCH,COQH, C;-C¢-alkoxy, C;-C¢-haloalkoxy,
Cg-@{—cycloalkyloxy, C,-Cg-alkylthio, C;-Cg-haloalkylthio, COOR®!,
NR*R™, SO,NR¥R®, -NR™-80,-R*, NR™-CO-R®, SO,-R™ and

/ NR*R",

is selected independently of one another from the group consisting of
OH, SH, COOH, CN, OCH,COOH, halogen, phenyl which optionally

has 1, 2 or 3 substituents Rld,
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R]C

/

Rld
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Cy-Ce-alkyl, Ci-Cg-alkoxy, C;-Cs-alkylthio, where the alkyl moieties
in the last 3 substituents mentioned may be partly or completely
halogenated and/or have 1, 2 or 3 substituents R',

COOR"', CONR™R™, SO,NR"R", NR"-80,-R™, NR"-CO-R",
SO,-R™ and NR"R",

in addition two R'® radicals may together form a C,-Cy-alkylen
group, or 2 R'® radicals bonded to adjacent C atoms of cycloglkyl may
form together with the carbon atoms to which they are bopded also a

benzene ring,

is sclected independently of one another from the/group consisting of
OH, SH, halogen, NO;, NH;, CN, COOH, OCH,COOH, C;-C¢-alkyl,
C-Ce-alkoxy, C;-Cg-alkoxy-C,;-Cy-alkyl, Cf-Cs-alkylthio, where the
alkyl moieties in the last 4 substituents mentioned may be partly or
completely halogenated and/or have 142 or 3 substituents R,
Cs-Cy-cycloalkyl, C3-Cr-cycloalkykC;-Cs-alkyl, Cs-Cr-cycloalkyloxy,
where the cycloalkyl moiety of the last three radicals mentioned may
have 1,2,3 or 4 R radicals
aryl, hetaryl, O-aryl, O-CHj-aryl, where the last three radicals
mentioned are unsubstj
4RM radicals,

COOR®, CONRS
SO,-R%,  /
«(CH2),-NRFRY with p=0, 1,2, 3,4, 5 or 6 and
O—(CH/ INR®RY with q =2, 3, 4, 5 or 6; where

ted in the aryl moiety or may carry 1, 2, 3 or

2 SO,NR“R®, NR?-80,-R* NRZ-CO-R?,

or o radicals R'® or two radicals R'® bonded to adjacent C atoms
orm together with the C atoms to which they are bonded a 4, 5, 6 or

/ 7-membered, optionally substituted carbocycle or an optionally

substituted heterocycle which has 1, 2 or 3 different or identical

heteroatoms from the group of O, N and S as ring members;

is selected from the group consisting of halogen, OH, SH, NOy,
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COOH, C(O)NH,, CHO, CN, NH,, OCH,COOH, C;-C¢-alkyl, C,-Cs-
haloalkyl, C;-C¢-alkoxy, C;-Ce-haloalkoxy, C;-Cg-alkylthio, C;-Ce-
haloalkylthio, CO-C;-Ce-alkyl, CO-0-Ci-Ce-alkyl, NH-C-Cg-alkyl, /
NHCHO, NH-C(0)C,-Cs-alkyl, and SO,-C;-Cs-alkyl;

5
R?® s selected from the group consisting of halogen, NH,, CN, CF;, CHJ,
CH,F, O-CF;, O-CHF,, O-CHyF, COOH, OCH,COOH, C;-C;-alkyl, C;-Co-
alkoxy, C,-Cy-alkoxy-C;-Csr-alkyl, C;-Cp-alkylthio and CHNRR', where
10 R and R' are selected independently of one another from ye/group
consisting of hydrogen and C,-Cy-alkyl; /
n is0, 1or2;
15 Y  isaradical of the formulae Y1 or Y2
3
/N\ /R
#—N A—N
\R4
(R,
(Y1)
where # indicates the point Of attachment of Y to the pyridine ring;
20
A is (CHy), with p/being 1, 2, 3 or 4, where one or two hydrogen atoms may
be replaced by a radical R, where A is attached to the 3- or 4-positon of the
pyrazole r.&(iical;
25 Al s ( /Z/)qwith g being 0, 1, 2 or 3, where one or two hydrogen atoms may
be replaced by halogen or C,-Cs-alkyl;

is (CHy), with r being 0, 1, 2 or 3, where one or two hydrogen atoms may be

replaced by halogen or C;-Cy-alkyl,
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provided thatr + qis 2, 3, 4, 5 or 6;
m isQorl;
RY isselected from the group consisting of halogen, NH,, CN, CF;, CHFY,

CH,F, O-CF;, O-CHF,, O-CH,F, COOH, OCH,COOH, C;—Cz-al?ﬂ, Ci-Co-
alkoxy, C;-Cs-alkoxy-C;-Cy-alkyl and C,-C,-alkylthio; /

R’ isselected from the group consisting of hydrogen, C;-Cg-alkyl, C;-Ce-
haloalkyl, C;-Cg-alkyl which has 1, 2 or 3 substituents
C3-Cr-cycloalkyl, Cs-Cq-cycloalkyl-C,-Cy-alkyl, whefe the cycloalkyl
moiety of the last 2 radicals mentioned may have £, 2, 3 or 4 radicals R*®,

Cy-Cg-alkenyl or C,-Ce-alkynyl, where alkenyl/and alkynyl, in the last 2

radicals mentioned are unsubstituted or have’1, 2 or 3 substituents R*®,

phenyl or phenyl-C;-C4-alkyl, where pherfyl in the last 2 radicals mentioned
are unsubstituted or have 1, 2 or 3 subgtituents R, and

a radical C(=0)R*;

R*™ s selected from the grodp consisting of OH, SH, CN, C;-Cg-alkoxy,
C1-Cs-haloalkoxy, C4-Cs-cycloalkyloxy, C;-Cs-alkylthio, C;-Cs-
haloalkylthio, c9£“, CONR™R™, SO,NR™R®, -NR*-S0,-R*,
NR“-CO-R®, 80,-R* and NR*R",

R® s selected ffom the group consisting of OH, SH, CN, halogen,
C1-Cs-alkyl, Ci-Cg-alkoxy, C,-Ce-alkylthio, where the alkyl moieties
in the fast 3 substituents mentioned may be partly or completely

haldgenated and/or have 1, 2 or 3 substituents R*,

/z:nyl which optionally has 1, 2 or 3 substituents R,

/ COOR", CONR™R™, SO,NR"R", NR"-S0,-R™, NR*2-CO-R",

/" 80,-R* and NR™RY, or

two R radicals may together also form a C,-Cy-alkylene group, or 2
R* radicals bonded to adjacent C atoms of cycloalkyl may form

together with the carbon atoms to which they are bonded also a
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R4

benzene ring,
R*  is selected from the group congisting of halogen, OH, SH, NO,,
C(O)NH,, CHO, CN, NH;, C;-Cs-alkyl, Ci-Cg-haloalkyl, C;-Cs-
alkoxy, C;-Cg-haloalkoxy, C;-Cg-alkylthio, C-Cs-haloalkylthio, CQ4
C;-Cs-alkyl, CO-0-C;-Ce-alkyl, NH-C;-Cs-alkyl, NH-C(O)C;-Cgt
alkyl, and SO,-C;-Cg-alkyl;

R*  is selected from the group consisting of C 1-Ce-alkyl, Cl-Csvﬁaloalkyl,
C;-Ce-alkyl which has 1, 2 or 3 substituents R*,
Cs-Cq-cycloalkyl, Cs-Cy~cycloalkyl-C;-Cgs-alkyl, where the cycloalkyl

moiety of the last 2 radicals mentioned is unsubstifted or may have 1,
2, 3 or 4 radicals R%,
phenyl which optionally has 1,2 or 3 substityénts R,

is selected from the group consisting of hydrogen, C;-Cg-alkyl, C;-Cs-
haloalkyl, C;-Cg-alkyl which has 1, 2 or 3 gubstituents R*,
Cs-Cr-cycloalkyl, C3-Cr-cycloalkyl-C,-4-alkyl, where the cycloalkyl
moiety of the last 2 radicals mentiongd may have 1, 2, 3 or 4 radicals R*
Cy-Cs-alkenyl or C;-Ce-alkynyl, where alkenyl and alkynyl, in the last 2
radicals mentioned are unsubstifuted or have 1, 2 or 3 substituents R™,

phenyl and phenyl-C;-Cs-allkyl, where phenyl in the last 2 radicals

mentioned are gnsubstit &d or have 1, 2 or 3 substituents R*,

where R* is as deﬁnm}é R* R*™ is as defined for R*®, and R* is as

defined for R*, /

or the moiety XR*R" in formula Y1 is a saturated, N-bound 4-, 5-, 6-, or 7-

membere(yleteromonocyclic or 7-, 8-, 9-, or 10-membered heterobicyclic

radical, where said heteromonocyclic and the heterobicyclic radical, in

addit)}.éfo the nitrogen atom, may have 1 or 2 further heteroatoms or

he}e/roatom moieties as ring members, which are selected from O, S, S(0),
/(O)z and NR*, where said heteromonocyclic radical may carry a fused

benzene ring and where said heteromonocyclic and the heterobicyclic

radical are unsubstituted or may be substituted by 1, 2, 3 or 4 radicals R*";




10

15

20

25

30

WO 2013/1498060 153 PCT/EP2013/055291

R* s selected from the group consisting of hydrogen, C;-Cg-alkyl, C;-Ce-
haloalkyl, C;-Ce-alkyl which has 1, 2 or 3 substituents R**,
C5-Cy-cycloaikyl, C3-Cr-cycloalkyl-C,-Cy-alkyl, where the cycloalky!
moiety of the last 2 radicals mentioned is unsubstituted or may have 1

2, 3 or 4 radicals R,

phenyl and phenyl-C;-Cy-alkyl where the phenyl ring of the last,
radicals mentioned is unsubstituted or may have 1, 2 or 3 substituents

R4C,

R* is selected from the group consisting of halogen, OB/ SH, NO;,
C(O)NH,, CHO, CN, NH,, C;-Cg-alkyl, C;-Co-haloalkyl, C,-Ce-
alkoxy, Ci-Ce-haloalkoxy, C;-Ce-alkylthio, C;Cs-haloalkylthio,
COOR™, CONR"R", SO,NR"R"™, NR"-§0,-R*, NR”-CO-R",
SO,-R™, and phenyl which optionally hg§ 1, 2 or 3 substituents R*,

R’ has one of the meanings given for R* or &/ a radical COOR™;

RS if present, is sclected from halogew'or C;-Cs-alkyl, or

R®  together with R* forms a bivalest radical (CH,)s with s being 1, 2 or 3,
where one or two hydrogen atoms may be reptaced by halogen or C;-Cy-
alkyl;

and where /

R™, R" and R® are 'd/ependently of one another selected from the group
consisting 6f C;-Ce-alkyl, C;-Cg-haloalkyl, C;-Cg-dlkyl which has 1,2 or 3
substitl}e,‘nts R'", or C-Cg-alkenyl, Cp-Cs-alkynyl, C3-Cr-cycloalkyl, C3-Cr-
cyelgdlyl-C1-Cy-aliyl, Ca-C-heterocycloalkyl-Ci-Cy-alkyl, C1-Ce-alkoxy-
(}//Cvalkyl, aryl, aryl-C;-Cg-alkyl, hetaryl and hetaryl-C,-Cy-alkyl, where

/aryl and hetaryl in the last 4 radicals mentioned are unsubstituted or have 1,
2 or 3 substituents R'¢,

R™, R™ and R are independently of one another sclected from the group




15

20

25

30

WO 2013/149800 154 PCT/EP2013/055291

consisting of H, C;-Cg-alkyl, C;-Cg¢-haloalkyl, C,-Cg-alkyl which has 1, 2
or 3 substituents R'*, or C,-Ce-alkenyl, C,-Ce-alkynyl, C3-Co-cycloalkyl,

C3-Cr-cycloalkyl-Ci-Cy-alkyl, Cs-Cy-heterocycloalkyl-C,-Cy-alkyl, Ci-Cs-

alkoxy-C,-Cs-alkyl, aryl, aryl-C,-Ca-alkyl, hetaryl and hetaryl-C,-Cq-alkyl,

where aryl and hetaryl in the last 4 radicals mentioned are unsubstituted 6r
have 1, 2 or 3 substituents R'%,
/

R*, R” and R*® are independently of one another selected from the gm{p
consisting of H, C;1-Cg-alkyl, C;-Cg-haloalkyl, C;-Ce-alkyl which has 1, 2
or 3 substituents R', or C,-Ce-alkenyl, C,-Ce-alkynyl, Cs
C3-Cr-cycloalkyl-C;-Cy-alkyl, Cs-Cr-heterocyeloalkylC-Cy-alkyl, Ci-Ce-

d hetaryl-C;-Cy-alkyl,

where ary! and hetaryl in the last 4 radicals mentjoned are unsubstituted or

7~cycloalkyl,
alkoxy-C;-Cy-alkyl, aryl, aryl-C;-Cy-alkyl, hetaryl

have 1, 2 or 3 substituents R‘d, or
the two radicals R* and R™, or R* and R*/or R¥ and R® form together
with the N atom a 3 to 7-membered, optjonally substituted nitrogen
heterocycle which may optionally have 1, 2 or 3 further different or

identical heteroatoms from the grodp of O, N, S as ring members,

R*™, R™ and R* are independently of one another selected from the group
consisting of C;-Cs-alkyl/C;-Cs-haloalkyl, C;-Cg¢-alkyl which has 1,2 or 3
substituents R', or C,,Cs-alkenyl, Cp-Cg-alkynyl, C3-Cr-cycloalkyl, C3-Cs-
cycloalkyl-C,-Cgs-alKyl, C3-Cs-heterocycloalkyl-C,-Cs-alkyl, C;-Cs-alkoxy-
C1-Cs-alkyl, ary)éky]—cl-Ca;—a]kyl, hetaryl and hetaryl-C;-Cy-alkyl, where
aryl and hetaryl in the last 4 radicals mentioned are unsubstituted or have 1,
2 or 3 substituents R, and

/

R®, R™ andR® have independently of one another the meanings mentioned for
Ra/Rbl and R°%;

R*/R" and R are independently of one another selected from the group
consisting of H, C;-Ce-alkyl, C1-C¢-alkoxy, Ci-Ce-haloalkyl, C;-Ce-alkyl
/ which has 1, 2 or 3 substituents R“’, or Cp-Ce-alkenyl, C,-Cg-alkynyl, Cs-
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Cr-cycloalkyl, Cs-Co-cycloalkyl-C;-Cy-alkyl, Cs-Cr-heterocycloalkyl-C-
Cq-alkyl, C;-Cs-alkoxy-C,-Cy-alkyl, CO-C;-Cg-alkyl, CO-O-C,-Cg-alkyl,
S0;-C-Cs-alkyl, aryl, hetaryl, O-aryl, OCH;-aryl, aryl-C;-Cy-alkyl,
hetaryl-C;-Cy-alkyl, CO-aryl, CO-hetaryl, CO-(aryl-C;-Cy-alkyl), CO-
(hetaryl-C,-Cy-alkyl), CO-O-aryl, CO-O-hetaryl, CO-O-(aryl-C;-Cy-alk
CO-O-(hetaryl-C;-Cg-alkyl), SOy-aryl, SO,-hetaryl, SO,-(aryl-C;-Cy
and SO»-(hetaryl-C;-Cy-alkyl), where aryl and hetaryl in the last 18 radicals

mentioned are unsubstituted or have 1, 2 or 3 substituents Rld, and

R, R"” and R are independently of one another selected from the group
consisting of H, C-Cg-alkyl, C;-Cs-haloalkyl, C;-Ce-alkyl which has 1,2
or 3 substituents R", or C,-Cg-alkenyl, Cy-Ce-alkynyl, Cs-Co-cycloalkyl,
Cs-Co-cycloalkyl-C;-Cy-alkyl, Cg-C7-heterocyCIQZHil-C1-C4-alky1, Ci-Ce-
alkoxy-C;-Cy-alkyl, aryl, aryl-C,-Cs-alkyl, hefaryl and hetaryl-C;-Cs-alkyl,

where aryl and hetaryl in the last 4 radicals/mentioned are unsubstituted or

have 1, 2 or 3 substituents R'%, or
the two radicals R* and R, or R* ayd R" or R and R” form together
with the N atom a 3 to 7-membered, optionally substituted nitrogen
heterocycle which may optionally have 1, 2 or 3 further different or

identical heteroatoms from the group of O, N and S as ring members,

the tautomers thereof, the hygfates thereof, the prodrugs thereof and the

pharmaceutically suitable galts thereof.

2. The carboxamide c?ﬁpound of claim 1, wherein R' is selected from the group
consisting of
C1-Cro-alkyl which may be partly or completely halogenated and/or have 1, 2 or 3
substituentﬁ/éf,
C3-C7~cy/e{0alkyl-methyl, where the cycloalkyl moiety may have 1,2, 3 or 4

. / b
radicalé R’ ,

benzyl and hetaryl-methyl, where phenyl and hetaryl in the last 2 radicals

entioned may be unsubstituted or carry 1, 2, 3 or 4 identical or different radicals

/ R]c
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3.

The carboxamide compound of claim 2, wherein R’ is benzyl, which may be
unsubstituted or carry 1 or 2 identical or different radicals selected from halogen,
Cy-Cp-alkyl and C;-C;-alkoxy.

The carboxamide compound of any of the preceding claims, wherein n is 0 gf 1
and, when n = 1, R? is selected from F, Cl, CN, CFs, C-Cy-alkyl and Cy-€,-
alkoxy.

The carboxamide compound of any of the preceding claims, whetein m is 0.

The carboxamide compound of any of the preceding claimg, wherein Y is a

radical of the formula Y1.

The carboxamide compound of claim 6, wherein the moiety A-NR*R? in formula

Y1 is located in the 3-position of the pyrazole ping.

The carboxamide compound of claim 6 of 7, wherein the moiety A is a bivalent
radical of the formula CH—R"(CHZ)Z, where the carbon atom which carries RP is
bound to the pyrazole ring, and where

R? s hydrogen or methyl or tggether with together with R* forms a bivalent
Hy)s with s being 1, 2 or 3, and

radical of the formula

zZ 1s0,1or2. /
The carboxamide copound of any of claims 6 to 8, wherein

R’ s C;-Ce-Alkyl, Ci-Cs-haloalkyl, Cs-Cs-cycloalkyl, C3-Cy-cycloalkyl-C;-Cy-
alkyl, where the cycloalkyl moiety of the last 2 radicals mentioned may have
1, /2/ /3 or 4 radicals R*®,

/p’henyl or phenyl-C;-Cy-alkyl, where phenyl in the last 2 radicals mentioned
/ are unsubstituted or have 1, 2 or 3 substituents R,

/

R*® s sclected from the group consisting of halogen, C;-Cg-alkyl, which
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10.

11.

may be partly or completely halogenated,

phenyl which optionally has 1,2 or 3 substituents R*;
R* s selected from hialogen, OH, SH, NO,, C{(O)NH,, CHO, CN, NH;,

C1-Cgalkyl, C;-Cg-haloalkyl, C,-Cs-alkoxy, Ci-Cs-haloalkoxy, Ci-(Zs-

alkylthio, C;-Cs-haloalkylthio, CO-C;-Cs-alkyl, CO-O-C;-Cg-alkyl,

NH-C;-Cs-alkyl, NH-C(O)C,-Cg-alkyl, and SO,-C;-Cg-alkyl;

R*  is hydrogen, C;-Cg-alkyl or C;-Cg-haloalkyl.

The carboxamide compound of any of claims 6 to 9, wherein the moiety NR’R” in
formula Y1 is a saturated, N-bound 4-, 5-, 6-, or 7-membered heteromonocyclic or
7-, 8-, 9-, or 10-membered heterobicyclic radical, where gaid heteromonocyclic
and the heterobicyclic radical, in addition to the nitrogén atom, may have 1 further
heteroatom or heteroatom moiety as ring member, which are selected from O, S,
S(0), and NR*, where said heteromonocyclic radical may carry a fused benzene

ring and where said heteromonocyclic and th

eterobicyclic radical are

unsubstutitued or may be substituted by 1, 2, 3 or 4 radicals R

R*  is selected from the group consisting of hydrogen, C;-Cg-alkyl, Ci-Cs-
haloalkyl, C;-Cs-alkyl whic
Cs-Cq-cycloalkyl, Cs5-Cr-
moiety of the last 2 radicals mentioned is unsubstituted or may have 1, 2, 3

or 4 radicals R*™, /

as 1,2 or 3 substituents R*,

cloalkyl-C;-Cy-alkyl, where the cycloalkyl

phenyl and benzyl where the phenyl ring of the last 2 radicals mentioned is

unsubstituted of may have 1, 2 or 3 substituents R*;

R* s select/c/:,d/ﬁ“om the group consisting of halogen, C;-Cg-alkyl, C;-Ce-
ha;(?c/yl, C;-Cgalkoxy, Cy-Cs-haloalkoxy, Cy-Cgalkylthio, Ci-Ce~
halgal

/

/

kylthio and phenyl.

The/carboxamide compound of any of claims 6 to 10, wherein the moiety NR*R*
in formula Y1 represents a radical which is selected from the group consisting of

4-morpholinyl, 4-thiomorpholinyl, 1,1-dioxothiomorpholin-4-yl1, 2,6-
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12.

dimethylmorpholin-4-yl, 2-phenylmorpholin-4-yl, 1-azetidinyl, 1-pyrrolidinyl, 3-
phenylpyrrolidin-1-yl, 1-azepanyl, 1-piperidinyl, 4-methylpiperidin-1-yl, 4-
ethylpiperidin-1-yl, 4-propyipiperazin-1-yl, 4-cyclopropylmethylpiperazin-1-yl, 4-

cyclopropylpiperazin-1-yl, 4-phenylpiperidin-1-yl, 4,4-difluoropiperidin-1-yl, 4

cyclohexyl-N-methylamino, N-benzyl-N-methylamino, N-cyclohexylmethyl-N-
methylamino, N-methyl-N-isopropylamino, N-cyclopropyl-N-phefiyl, N-
cyclopropyl-N-benzyl, N-(4-trifluoromethylcyclohexyl)methyl/N-methylamino,
3,4-dihydro-2H-1,4-benzoxazin-4-yl, cis-octahydrobenzo-[ 1/4]oxazin-4-yl, trans-
octahydrobenzo[1,4Joxazin-4-yl, 5,5-difluoroocta-hydrocyclopenta[cjpyrrol-2-yl,
hexahydrofuro[3,4-c]pyrrol-5-yl, 2,3-dihydroindol-1-yt, 2-oxa-7-
azaspiro[3.5]nonane-7-yl, 2,3-dihydro-1H-isoindolet2-yl, 5-trifluoromethyl-2,3-
dihydro-1H-isoindole-2-yl, 4-trifluoro-2,3-dihydyo-1H-isoindole-2-yl, 2,3-
dihydroisoindole-1-one-2-yl, 1,2,3,4-tetrahydrdisoquinoline-2-yl, 3-

azabicyclo[3.2.0Theptane-3-yl and 6-(4-flugtophenyl)-3-azabicyclo[3.2.0]heptane-

The carboxamide compound of cl/ m 8, wherein

R’ s C-Ce-alkyl, C;-Ce- loalkyl, Cs-Cs-cycloalkyl, Cs-Cr-cycloalkyl-Ci-Cy-
alkyl, where the cycloalkyl moiety of the last 2 radicals mentioned may have
1,2,30r4 radic9K]:3b,
phenyl or phenyl-C;-Cs-alkyl, where phenyl in the last 2 radicals mentioned

are unsubstjfuted or have 1, 2 or 3 substituents R*®,

R*® 8 selected from the group consisting of C;-Ce-alkyl, which may be
partly or completely halogenated,
phenyl which optionally has 1, 2 or 3 substituents R,

R*  is selected from halogen, OH, SH, NO,, C(O)NH,, CHO, CN, NH,,
Cy-Ce-alkyl, C,-C¢-haloalkyl, C;-Cg-alkoxy, C;-Cs-haloalkoxy, Cy-Ce-
alkylthio, C,;-Cg-haloalkylthio, CO-C;-Ces-alkyl, CO-0-C;-Cg-alkyl,
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NH-C,-Cs-alkyl, NH-C(0)C,-Cs-alkyl, and SO,-C;-Cg-alkyl;

wherein R? together with R? forms a bivalent radical of the formula (CHy)s with s

being 1, 2 or 3.

5
13. The carboxamide compound of claim 12, wherein the moiety A-NR’R* in fofmula
Y1 represents a radical which is selected from the group consisting of azétidin-3-
yl, pyrrolidin-3-yl, I-methylpyrrolidin-3-yl, piperidin-3-yl, l—methylpgeiidin—}
yl, piperidin-4-yl, 1-methylpiperidin-4-yl, 1-ethylpiperidin-4-yl, 1- /
10 propylpiperidin-4-yl, 1-cyclopropylpiperidin-4-yl and 1-benzylpiperidin-4-yl,.

14.  The carboxamide compound of any of claims 6 to 13, having the following

formula Ia

(la)

R/
15
where R!, R%, R®, R* and n ar¢’as defined in any of the preceding claims,

R?  is hydrogen, methyl gt ethyl, or

R’ together with R* fgrms a bivalent radical of the formula (CH,), with s being
1,20r3,and
20 Z is0,lor2 /
the tautomers thereof, the hydrates thereof, the prodrugs thereof and the

pharmaceutigally suitable salts thereof.

15. The ca.{éiamide compound of any of claims 1 to 5, wherein Y is a radical of the
25 forpdula Y2.

16. / The carboxamide compound of claim 15, wherein the moiety A' is a single bond,
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CH, or CH,CHj and the moiety A? is CH,, CH,CH, or CH,CH,CH,.

17.  The carboxamide compound of any of claims 15 or 16, wherein .

R® s hydrogen, C;-Ce-alkyl, C;-Cs-haloalkyl, C;-Cy-cycloalkyl, C3-Cy-
cycloalkyl-C,-Cy-alkyl, where the cycloalkyl moiety of the last 2 radicgls
mentioned may have 1, 2, 3 or 4 radicals R* b,

phenyl, phenyl-C;-Cy-alkyl, where phenyl in the last 2 radicals méntioned

are unsubstituted or have 1, 2 or 3 substituents R*, or

a radical a radical COOR™, where

R* s sclected from the group consisting of C;-Ce-alkyl, which may be
partly or completely halogenated,
phenyl which optionally has 1, 2 or 3 substifdents R,

R¥*  is selected from halogen, OH, SH, NO,, Z(O)NH,, CHO, CN, NH,,
C1-Cg-alkyl, C;-Ce-haloalkyl, C,-Cs-aJkoxy, C;-Ce-haloalkoxy, Ci-Cg-
alkylthio, C;-Cs-haloalkylthio, CO-C;-Cs-alkyl, CO-O-C,-Cs-alkyl,
NH-C;-Cg-alkyl, NH-C(O)C,-Cgtalkyl, and SO,-C;-Ce-alkyl,

R" s selected from the group copkisting of C-Cg-alkyl, C3-Cs-cycloalkyl,
Cs-Cy-cycloalkyl-Ci-Cy-alKyl, phenyl and phenyl-C;-Cy-alkyl, where
phenyl in the last 2 radicals mentioned is unsubstituted or has 1, 2 or 3
substituents R'Y, whi¢h are selected from the group consisting of
halogen, C;-Cg-alKyl, C;-Cg-alkoxy and C;-Cg-haloalkyl.

/

18. The carboxamide compdund of any of claims 15 to 17, wherein the radical of the

formula Y?2 is selectgd from the group consisting of 4,5,6,7-
tetrahydropyrazolé[3,4-c]pyridin-2-yl, 6-(C,-Cs-alkyl)-4,5,6,7-
tetrahydropyrazolo[3,4-c]pyridin-2-yl, 6-(tert.-butoxycarbonyl)-4,5,6,7-
tetrahydropyéo lo[3,4-c]pyridin-2-y1, 6-benzyl-4,5,6,7-tetrahydropyrazolo[3,4-
c]pyridi?/g-yl, 6-cyclopropylmethyl-4,5,6,7-tetrahydropyrazolo[3,4-c]pyridin-2-
yl, 4, {/6,7-tetrahydropyrazolo[4,3-c]pyridin—2-y1, 5-(Cy-Cy-alkyl)-4,5,6,7-
te?‘/jhydropyrazo lo[4,3-c]pyridin-2-y1, 5-~(tert.-butoxycarbonyl)-4,5,6,7-
etrahydropyrazolo[4,3-c]pyridin-2-yl, 5-benzyl-4,5,6,7-tetrahydropyrazolo[4,3-
/’ c]pyridin-2-yl, S-cyclopropylmethyl-4,5,6,7-tetrahydropyrazolo[4,3-c]pyridin-2-
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19.

20.

vl, 2,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-2-yl, 5-(Cy-Cs-alkyl)-2,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazol-2-yl, 5-benzyl-2,4,5,6-tetrahydropyrrolo[3,4-
cpyrazol-2-yl, 5-(tert.-butoxycarbonyl)-2,4,5,6-tetrahydropyrrolo[3,4-cipyrazol-
2-yl, 4,5,6,7-tetrahydropyrazolo[4,3-c]pyridin-2-yl, 5-(C,-Cy-alkyl)-4,5,6,7-
tetrahydropyrazolo[4,3-b]pyridin-2-yl, 5-(tert.-butoxycarbonyl)-4,5,6,7-
tetrahydropyrazolo[4,3-b]pyridin-2-yl, 5-benzyl-4,5,6,7-tetrahydropyrazolo
blpyridin-2-yl and 5-cyclopropylmethyl-4,5,6,7-tetrahydropyrazolo[4,3-ppyridin-
2-yl.

The carboxamide compound of any of claims 1 to 5 and 15 to 18/ having the

following formula Ib

O R 0
(R%),
[ N NH, (Ib)
V\N
2 /

A=N

A’ is (CHy), withr befng 1, 2 or 3;

where q +r1is 1, 2 or,

the tautomers thergof, the hydrates thercof, the prodrugs thereof and the

pharmacecutically suitable salts thereof.

The carbokamide compound of claim 1 which is sclected from the group

consisging of

-(4-amino-3,4-dioxo-1-phenylbutan-2-yl)-2-(3-(morpholinomethyl)- 1H-pyrazol-

I-yDnicotinamide;
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N-{4-amino-3,4-dioxo-1-phenylbutan-2-yH)-2-(3-((2,6-
dimethylmorpholino)methyl)-1H-pyrazol-1-yhnicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(3-((cis-2,6-
dimethylmorpholinoymethyl)-1H-pyrazeol-1-yDnicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(3-((trans-2,6-dimethylmorpholifio)-
methyl)-1H-pyrazol-1-yl)nicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-yl1)-2-(3-((4,4-difluoropiperidin-1-
yDmethyl)-1H-pyrazol-1-yDnicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(5-benzyl-4,5,6,7-tetrahydro-2H-
pyrazolo[4,3-c]pyridin-2-yDnicotinamide;

N-(4-amino-3,4-dioxo-1-phenylbutan-2-yl)-2-(3-((4-phenylpiperidin-1-
yhmethyl)-1H-pyrazol-1-ylnicotinamide;
2-(3-((2H-benzo[b][ 1,4 Joxazin-4(3H)-ylymethyl)-1H-pyrazoi-1-yl)-N-(4-amino-
3,4-dioxo-1-phenylbutan-2-yl)nicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(3-(piperidin-1-ylmethyl)-1H-
pyrazol-1-yl)nicotinamide;
2-(3-((2H-benzo[b][ | ,4]Joxazin-4(3H,4aH,5H,6H,7H,8H,8aH)-y)methyl)-1H-
pyrazol-1-y1)-N-(4-amino-3,4-dioxo-1-plenylbutan-2-yhnicotinamide;
2-(3-((2H-benzo[b][1,4]oxazin-4(3H,4aHS,5H,6H,7H,8H,8aHS)-yl)methyl)- 1H-
pyrazol-1-yl)-N-(4-amino-3,4-dio
2-(3-((2H-benzo[b][1,4]oxazin-4(3H,4aHS,5H,6H,7H,8H,8aHR )-yl)methy))-1H-
pyrazol-1-yl)-N-(4-amino-3 ﬁ-dioxo -1-phenylbutan-2-yl)nicotinamide;
N-(4-amino-3,4-dioxo-1-

-1-phenylbutan-2-yl)nicotinamide;

/enylbu,tan-2-y1)—2-(3—((2-pheny1morpho lino)methyl)-

1H-pyrazol-1-yhnicotinamide;
N-(4-amino-3,4-diox0-1-phenylbutan-2-y1)-2-(3-(pyrrolidin-1-ylmethyl)- 1H-
pyrazol-1-yDnicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-yl)-2-(3-(azetidin- 1 -ylmethyl)-1H-
pyrazol-1-yPnicotinamide;

N~(4-an}i1{£)—3 ,4-dioxo-1-phenylbutan-2-y)-2-(3-((4-(tfrifluoromethyl)piperidin-1-
yhmeghyl)-1H-pyrazol-1-yhnicotinamide;
-amino-3,4-dioxo-1-phenyl-2-butanyl)-2- {3-[(5,5-difluorohexahydrocyclo-

entaj clpyrrol-2(1H)-ylymethyl}-1H-pyrazol-1-yl } nicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-yl)-2-(3-((dihydro-1H-furo[3,4-c]pyrrol-




10

15

20

25

30

WO 2013/149800 163 PCT/EP2013/055291

5(3H,6H,6aH)-ylymethyl)- 1H-pyrazol-1-ylnicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-yl)-2-(3-(indolin-1~ylmethyl)-1H-
pyrazol-1-yhnicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-yl)-2-(3-((methyl(phenyl)amino)methyl)
1H-pyrazol-1-yl)nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butany!)-2-[3-(2-oxa~7-azaspiro][3.5non /-
yimethyl)-1H-pyrazol-1-yl]nicotinamide;

/
N-{4-amino-3,4-dioxo-~1-phenyl-2-butanyl)-2- { 3-[ (diethylamino)meth{i]-1H-

pyrazol-1-yl}nicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(3-(iseindolin-2-yimethyh)-1H-
pyrazol-1-yDnicotinamide;
N-(4-amino-3,4-dioxo-~1-phenyl-2-butanyl)-2-(3-
{[cyclohexyl(methyl)aminojmethyl}-1H-pyrazol-1-yD)mcotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butany!)-2-(3- {[bénzyl(methyl)aminojmethyl } -
1H-pyrazol-1-yhnicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-[3-(3,4-dihydro-2(1H)-

isoquinolinylmethyl)-1H-pyrazol-1-ylnicofinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(3-((4-tert-butylpiperidin-1-
yhmethyl)-1H-pyrazol-1-yl)nicotinantde;
N-{4-amino-3,4-dioxo~1-phenylbutan-2-y1)-2-(3-((4-methylpiperidin-1-
yDmethyl)-1H-pyrazol-1-yl)nicotinamide;
N-(4-amino-3,4-dioxo- l-pj?élbutan—}yl)@—@ ~((methyl((4-
(triftuoromethyl)cyclohexylymethyl)amino)methyl)-1H-pyrazol-1-
ylnicotinamide;
N-(4-amino-3,4-diox0~1-phenylbutan-2-y1)-2-(3-
((cyclopropyl(m?hyl)atrxino)mcthyl)— 1H-pyrazol-1-yhnicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(3- {[(6R)-6-(4-fluorophenyl)-3-
azabicyclo[¥.2.0]hept-3-yljmethyl}-1H-pyrazol-1-yl)nicotinamide;
N-(4-am/j1{(’)-3,4~diox0- 1-phenylbutan-2-yl)-2-(3-((phenylamino)methy!)-1H-
pyraz 11 -yl)nicotinamide;
N-(A-amino-3,4-dioxo-1-phenyl-2-butanyl)-2- {3-[(3-phenyl-1-
yrrolidinylymethyl]-1H-pyrazol-1-yl}nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(3- {[5-(trifluoromethyl)-1,3-
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dihydro-2H-isoindol-2-yl]Jmethyl}-1H-pyrazol-1-yl)nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2- {3-[ (5-fluoro-1,3-dihydro-2H-
isoindol-2-ylmethylj-1H-pyrazol-1-yl}nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-{3-[(4-phenyl-1-
piperazinyl)methyl]- 1H-pyrazol-1-yl }nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2- {3-[(4-fluoro-1,3-dihydro-2H
isoindol-2-ylymethyl]-1H-pyrazol-1-yl}nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2- {3-[(1,1-dioxido-4-

thiomorpholinyl)methyl]-1H-pyrazol-1-yl}nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-{3-[ 1-(1,3-dihydro“2Hisoindol-2-
yDethyl]-1H-pyrazol-1-yl}nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2- { 3-[(1-0x0-]/3-dihydro-2H-
isoindol-2-ylymethyl]-1H-pyrazol-1-yl}nicotinamide;
N-(1-amino-1,2-dioxo-3-heptanyl)-2-[3-(1-piperidinylmethyl)- 1Hpyrazol-1-
yl]nicotinamide;

N-(1-amino-1,2-dioxo-3-heptanyl)-2- {3-[(4,4-difluoro- 1 -piperidinylymethyl]-1H-
pyrazol-1-yl}nicotinamide;

N-(1-amino-1,2-dioxo-3-heptanyl)-2-[3-

[,3-dihydro-2H-isoindol-2-ylmethyl)-
1H-pyrazol-1-yl]nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-Futanyl)-2-(5-benzyl-4,5,6,7-tetrahydro-2H-
pyrazolo[4,3-c]pyridin-2-yDnicotinamide;
N-(4-amino-3,4-dioxo-1-phepyl-2-butanyl)-2-[ 5-(cyclopropylmethyl)-4,5,6,7-
tetrahydro-2H-pyrazolo[4,3-c]pyridin-2-yl|nicotinamide;

N-(4-amino-3,4-dioxo- V-phenyl-2-butanyl)-2-(4,5,6,7-tetrahydro-2Hpyrazolo[4,3-
clpyridin-2-yl)nicotifamide;

2(4H)_y/1){{icotinamide;

tert-butyl 2-(3~(4-amino-3,4-dioxo-1-phenylbutan-2-ylcarbamoyl)pyridin-2-yl)-
2,445, 7-tetrahydro-6H-pyrazolo[3,4-c]pyridine-6-carboxylate;
-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(4,5,6,7-tetrahydro-pyrazolo[3,4-
clpyridin-2-yDnicotinamide;
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21.

22.

23.

24.

25.

26.

tert-butyl 2-(3-(4-amino-3,4-dioxo-1-phenylbutan-2-ylcarbamoyl)pyridin-2-y1)-
2,5,6,7-tetrahydro-4H-pyrazolo[4,3-b]pyridine-4-carboxylate;
N-{4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(4,5,6,7-ictrahydro-pyrazolo[4,3-
b]pyridin-2-yl)nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(4-benzyl-4,5,6,7-tetrahydro-2H-,
pyrazolo[4,3-blpyridin-2-yDnicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-[ 3-(1-methyl-4-piperidinyl <1 H-
pyrazol-1-yl]nicotinamide;

N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(6-ethyl-4,5,6,7-tetrallydro-2H-

pyrazolo[3,4-clpyridin-2-yl)nicotinamide;

the tautomers thereof, the hydrates thereof, the prodrugs théreof and the

pharmaceutically suitable salts thereof.

The carboxamide compound of any of the precedifig claims, which has the S

configuration at the carbon atom carrying the group R'.

The carboxamide compound of any of the'preceding claims for use in therapy.

A pharmaceutical composition comprising at least one carboxamide compound as

of any of claims 1 to 21 and a cafrier.
The carboxamide compound of any of claims 1 to 21 for the treatment of a
disorder, an impairmeny/or a condition which is associated with an elevated

calpain activity.

The carboxamjde compound of any of claims 1 to 21 for the treatment of
neurodegexy%ative disorders or impairments.

The carboxamide compound of any of claims 1 to 21, where a neurodegenerative
di§érder occurring as a result of a chronic brain supply deficit, an ischemia or a

auma is involved.
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27.

28.

29.

30.

3L

32.

33.

34.

35.

36.

The carboxamide compound of any of claims 1 to 21 for the treatment of
Alzheimer's disease, Parkinson's disease, amyotrophic lateral sclerosis or

Huntington's disease.

The carboxamide compound of any of claims 1 to 21 for the treatment of multjple

A

of epilepsy.

sclerosis and concomitant damage to the nervous system.

The carboxamide compound of any of claims 1 to 21 for the treatmen

The carboxamide compound of any of claims 1 to 21 for the treagtment of pain.

The carboxamide compound of any of claims 1 to 21 for the treatment of damage
to the heart following cardiac ischemias, skeletal muscle damage, muscular
dystrophies, damage resulting from proliferation of smooth muscle cells, coronary
vasospasms, cerebral vasospasms, macular degengration, cataracts of the eyes, or
restenosis of the blood vessels following a? lasty.

The carboxamide compound of any oic/lzﬁms 1 to 21 for the treatment of damages

to the kidney or chronic kidney discasés.

The carboxamide compound of dny of claims 1 to 21 for the chemotherapy of

tumors and metastasis thereof.

The carboxamide compdund of any of claims 1 to 21 for the treatment of HIV

patients.

The carboxamifiec compound of any of claims 1 to 21 for the treatment of a

disorder or An impairment associated with an elevated interleukin-1, TNF or AB

The carboxamide compound of any of claims 1 to 21 for the treatment of a
isorder or an impairment associated with a protozoan infection such as malaria or

toxoplasmosis.
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37.

38.

A method for the therapeutic and/or prophylactic treatment of a mammal

requiring a treatment, by administering an effective amount of at least one

compound as claimed in any of claims 1 to 21 for the treatment of a discase, of/4

condition or of an impairment as set forth in any of claims 24 to 36.

The use of a carboxamide compound as claimed in any of claims 1 to 21 for
preparing a medicament for the treatment of a disease, of a conditiof or of an

impairment as set forth in any of claims 24 to 36.
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Claims:

1. A carboxamide compound of the formula I

O O
(R%),
N NH, ()

in which

R' s Cy-Cyg-alkyl, C,-Cyg-alkenyl, C,-Cyo-alkynyl, where the last 3 radicals
mentioned may be partly or completely halogenated and/or have 1, 2 or 3
substituents R'?,

C;5-Cr-cycloalkyl, C3-Cy-cycloalkyl-Ci-Cy-alkyl, where a CH, group in the
cycloalkyl moiety of the last two radicals mentioned may be replaced by O,
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 radicals R'®,

aryl, hetaryl, aryl-C;-Cg-alkyl, aryl-C,-Cs-alkenyl, hetaryl-C;-C4-alkyl or
hetaryl-C,-Cs-alkenyl, where aryl and hetaryl in the last 6 radicals
mentioned may be unsubstituted or may carry 1, 2, 3 or 4 identical or

different radicals RIC; where

R'® s selected independently of one another from the group consisting of
OH, SH, COOH, CN, OCH,COOH, C;-Cg¢-alkoxy, C;-C¢-haloalkoxy,
C3-Cy-cycloalkyloxy, C-Cg-alkylthio, Cy-Ce-haloalkylthio, COOR™,
CONR™R®, SO,NR”R®, -NR*-S0,-R*, NR*?-CO-R¥, SO,-R* and
NR¥R?":

R'™ s selected independently of one another from the group consisting of
OH, SH, COOH, CN, OCH,COOH, halogen, phenyl which optionally

has 1, 2 or 3 substituents R
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C,-Ce-alkyl, C;-Cg-alkoxy, C;-Cg-alkylthio, where the alkyl moieties
in the last 3 substituents mentioned may be partly or completely
halogenated and/or have 1, 2 or 3 substituents R'?,

COOR", CONR™R™, SO,NR”R”, NR™-S0,-R*, NR"™-CO-R",
80,-R™ and NR*R”,

in addition two R'® radicals may together form a C,-Cy-alkylene
group, or 2 R'® radicals bonded to adjacent C atoms of cycloalkyl may
form together with the carbon atoms to which they are bonded also a

benzene ring,

is selected independently of one another from the group consisting of
OH, SH, halogen, NO,, NH,, CN, COOH, OCH,COOH, C;-C¢-alkyl,
Ci-Cs-alkoxy, Ci-Cq-alkoxy-C;-Cy-alkyl, C-Cg-alkylthio, where the
alkyl moieties in the last 4 substituents mentioned may be partly or
completely halogenated and/or have 1, 2 or 3 substituents R'%,
C;3-Cy-cycloalkyl, C3-Cr-cycloalkyl-C,-Cs-alkyl, C5-Cs-cycloalkyloxy,
where the cycloalkyl moiety of the last three radicals mentioned may
have 1, 2, 3 or 4 R'® radicals,

aryl, hetaryl, O-aryl, O-CH;-aryl, where the last three radicals
mentioned are unsubstituted in the aryl moiety or may carry 1, 2, 3 or
4 R radicals,

COOR®, CONR“R?, SO,NR?R®, NR?-S0,-R* NR“-CO-R®,
SO,-R%,

~(CHy),-NR“R® with p=0, 1,2, 3, 4, 5 or 6 and

O-(CH,)-NR*RY with q =2, 3, 4, 5 or 6; where

or two radicals R'® or two radicals R'® bonded to adjacent C atoms
form together with the C atoms to which they are bonded a 4, 5, 6 or
7-membered, optionally substituted carbocycle or an optionally
substituted heterocycle which has 1, 2 or 3 different or identical

heteroatoms from the group of O, N and S as ring members;

is selected from the group consisting of halogen, OH, SH, NO,,
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COOH, C(O)NH,, CHO, CN, NH,, OCH,COOH, C;-C¢-alkyl, C{-Cs-
haloalkyl, C;-Cs-alkoxy, C;-C¢-haloalkoxy, C;-Cg-alkylthio, C;-Cq-
haloalkylthio, CO-C,-Cs-alkyl, CO-O-C,-Cs-alkyl, NH-C;-Cgs-alkyl,
NHCHO, NH-C(0)C;-C¢-alkyl, and SO,-C;-Cs-alkyl;
R” 1isselected from the group consisting of halogen, NH,, CN, CF;, CHF,,
CHyF, O-CF3, O-CHF,, O-CH,F, COOH, OCH,COOH, C;-Cy-alkyl, C;-C;-
alkoxy, C;-Cs-alkoxy-C;-Cy-alkyl, C;-C,-alkylthio and CH,NRR', where

R and R’ are selected independently of one another from the group

consisting of hydrogen and C;-Cs-alkyl;
n is0,1or2;

Y is a radical of the formula Y2

(Ry)m (Y2)

where # indicates the point of attachment of Y to the pyridine ring;

Al s (CHy)q with g being 0, 1, 2 or 3, where one or two hydrogen atoms may
be replaced by halogen or C;-Cy-alkyl;

A*  is (CHy), withr being 0, 1, 2 or 3, where one or two hydrogen atoms may be
replaced by halogen or C;-Cg-alkyl;

provided thatr + qis 2, 3, 4, 5 or 6;
m isOorl;

RY  is selected from the group consisting of halogen, NH,, CN, CF3, CHF,,
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CH,F, O-CF;, O-CHF,, O-CH,F, COOH, OCH,COOH, C;-Cs-alkyl, C;-C,-
alkoxy, C;-Cy-alkoxy-C;-Cs-alkyl and C;-C,-alkylthio;

is a radical COOR"" or is selected from the group consisting of hydrogen,
C;-Cg-alkyl, C;-Cs-haloalkyl, C,-Cg-alkyl which has 1, 2 or 3 substituents

R3a’

C5-Co-cycloalkyl, C3-Cy-cycloalkyl-C-Cy-alkyl, where the cycloalkyl

moiety of the last 2 radicals mentioned may have 1, 2, 3 or 4 radicals R*®.

C,-Cs-alkenyl or C,-Ce-alkynyl, where alkenyl and alkynyl, in the last 2

radicals mentioned are unsubstituted or have 1, 2 or 3 substituents R*,

phenyl or phenyl-C;-Cy-alkyl, where phenyl in the last 2 radicals mentioned

are unsubstituted or have 1, 2 or 3 substituents R*, and

a radical C(=0)R*,

R3a

R3b

R3C

is selected from the group consisting of OH, SH, CN, C;-C¢-alkoxy,
C;-Cs-haloalkoxy, C3-Cy-cycloalkyloxy, Ci-Cg-alkylthio, C;-Ce-
haloalkylthio, COOR*, CONR¥R® SO,NR¥®R*, -NR*2-S0O,-R*,
NR*-CO-R*, SO,-R* and NR*R,

is selected from the group consisting of OH, SH, CN, halogen,
Cy-Ce-alkyl, C;-Cg-alkoxy, Ci-Cg-alkylthio, where the alkyl moieties
in the last 3 substituents mentioned may be partly or completely
halogenated and/or have 1, 2 or 3 substituents R*,

phenyl which optionally has 1, 2 or 3 substituents R*,

COOR", CONR™R", SO,NR™R, NR"2-S0,-R*, NR®-CO-R",
80,-R™ and NR*R", or

two R*® radicals may together also form a C;-Cy-alkylene group, or 2
R* radicals bonded to adjacent C atoms of cycloalkyl may form
together with the carbon atoms to which they are bonded also a
benzene ring,

is selected from the group consisting of halogen, OH, SH, NO,,
C(O)NH,, CHO, CN, NH,, C;-C¢-alkyl, C;~C¢-haloalkyl, C;-C¢-
alkoxy, C1-Cs-haloalkoxy, C;-Cs-alkylthio, C;-Cs-haloalkylthio, CO-
C1-Cs-alkyl, CO-O-C;-Cg-alkyl, NH-C;-C¢-alkyl, NH-C(O)C;-Cs-
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alkyl, and SO,-C,-Cg-alkyl;

R* s selected from the group consisting of C;-Cg-alkyl, C;-Cg-haloalkyl,
C,-Ce-alkyl which has 1, 2 or 3 substituents R*,
C;-Cr-cycloalkyl, C5-Cy-cycloalkyl-C;-Cy-alkyl, where the cycloalkyl
moiety of the last 2 radicals mentioned is unsubstituted or may have 1,
2, 3 or 4 radicals R™,
phenyl which optionally has 1, 2 or 3 substituents R*®,

and where

R* R and R are independently of one another selected from the grou
&

consisting of C;-Cg-alkyl, C;-Cs-haloalkyl, C;-Cs-alkyl which has 1, 2 or 3
substituents R'?, or C,-Ce-alkenyl, C-Cg-alkynyl, C3-Cs-cycloalkyl, C3-Cs-
cycloalkyl-C;-Cy-alkyl, C5-Cs-heterocycloalkyl-C,-Cy-alkyl, C;-Cs-alkoxy-
C1-Cy-alkyl, aryl, aryl-C;-Cy-alkyl, hetaryl and hetaryl-C;-Cy-alkyl, where

aryl and hetaryl in the last 4 radicals mentioned are unsubstituted or have 1,

2 or 3 substituents Rld,

R*, R* and R® are independently of one another selected from the group

consisting of H, C;-Cg-alkyl, C;-C¢-haloalkyl, C;-Cs-alkyl which has 1, 2
or 3 substituents R', or Cp-Cg-alkenyl, C;-Ce-alkynyl, C3-Cy-cycloalkyl,
C3-Cr-cycloalkyl-C;-Cy-alkyl, C3-Cs-heterocycloalkyl-C;-Cy4-alkyl, C;-Ce-
alkoxy-C,-C4-alkyl, aryl, aryl-C;-Cy4-alkyl, hetaryl and hetaryl-C;-C4-alkyl,
where aryl and hetaryl in the last 4 radicals mentioned are unsubstituted or

have 1, 2 or 3 substituents R

R*®, R™ and R* are independently of one another selected from the group

consisting of H, C;-Cg¢-alkyl, C;-C¢-haloalkyl, C;-Cs-alkyl which has 1, 2
or 3 substituents R'®, or C,-Cs-alkenyl, C,-Cg-alkynyl, C3-Cr-cycloalkyl,
C;-Cy-cycloalkyl-C;-Cy-alkyl, Cs-Cq-heterocycloalkyl-C;-Cy-alkyl, Ci-Ce-
alkoxy-C;-Cy-alkyl, aryl, aryl-C;-Cs-alkyl, hetaryl and hetaryl-C;-C4-alkyl,

where aryl and hetaryl in the last 4 radicals mentioned are unsubstituted or
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have 1, 2 or 3 substituents R', or

the two radicals R and R®, or R and R” or R and R®® form together
with the N atom a 3 to 7-membered, optionally substituted nitrogen
heterocycle which may optionally have 1, 2 or 3 further different or

identical heteroatoms from the group of O, N, S as ring members,

R*, R™ and R* are independently of one another selected from the group
consisting of C;-Cs-alkyl, C;-Cg-haloalkyl, C;-Cg-alkyl which has 1, 2 or 3
substituents Rla, or Cy-Cg-alkenyl, C,-Cs-alkynyl, C3-C;-cycloalkyl, C5-C-
cycloalkyl-C;-Cy-alkyl, C3-Cs-heterocycloalkyl-C;-Cy-alkyl, C;-Ceg-alkoxy-
C;-Cy-alkyl, aryl, aryl-C;-Cs-alkyl, hetaryl and hetaryl-C;-Cy-alkyl, where
aryl and hetaryl in the last 4 radicals mentioned are unsubstituted or have 1

b

2 or 3 substituents R'¢ and

R*, R” and R® have independently of one another the meanings mentioned for
R*, R" and R%;

R*, R* and R®® are independently of one another selected from the group
consisting of H, C;-Ce-alkyl, C;-Cs-alkoxy, C;-Cs-haloalkyl, C;-Cg-alkyl
which has 1, 2 or 3 substituents Rla, or C,-Cg-alkenyl, C,-Cs-alkynyl, Cs-
Cq-cycloalkyl, C3-Cs-cycloalkyl-C;-Cg-alkyl, Cs5-C;-heterocycloalkyl-C;-
Cs-alkyl, Ci-Cg-alkoxy-Ci-Cy-alkyl, CO-C;-Cs-alkyl, CO-O-C;-C¢-alkyl,
SO,-C;-Cg-alkyl, aryl, hetaryl, O-aryl, OCH,-aryl, aryl-C;-Cy-alkyl,
hetaryl-C,-Cy-alkyl, CO-aryl, CO-hetaryl, CO-(aryl-C,-Cy-alkyl), CO-
(hetaryl-C;-Cy-alkyl), CO-O-aryl, CO-O-hetaryl, CO-O-(aryl-C,-Cy-alkyl),
CO-O-(hetaryl-C;-Cs-alkyl), SO;-aryl, SOr-hetaryl, SO,-(aryl-C;-C4-alkyl)
and SO,-(hetaryl-C,;-Cy-alkyl), where aryl and hetaryl in the last 18 radicals

mentioned are unsubstituted or have 1, 2 or 3 substituents R'¢, and

RY, R” and R” are independently of one another selected from the group
consisting of H, C;-Cg-alkyl, C;-Cg-haloalkyl, C;-Cs-alkyl which has 1, 2
or 3 substituents R', or C,-Cg-alkenyl, C,-Cg-alkynyl, Cs-Cy-cycloalkyl,
Cs-Cy-cycloalkyl-Ci-Cy-alkyl, C3-Cy-heterocycloalkyl-C;-Cy4-alkyl, Cy-Cg-
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alkoxy-C;-Cy-alkyl, aryl, aryl-C;-Cy-alkyl, hetaryl and hetaryl-C;-C;-alkyl,
where aryl and hetaryl in the last 4 radicals mentioned are unsubstituted or
have 1, 2 or 3 substituents R'Y, or

the two radicals R* and R*, or R and R or R®® and R form together
with the N atom a 3 to 7-membered, optionally substituted nitrogen
heterocycle which may optionally have 1, 2 or 3 further different or

identical heteroatoms from the group of O, N and S as ring members,

the tautomers thereof, the hydrates thereof, the prodrugs thereof and the

pharmaceutically suitable salts thereof.

The carboxamide compound of claim 1, wherein R' is selected from the group
consisting of

C;-Cyo-alkyl which may be partly or completely halogenated and/or have 1, 2 or 3
substituents R'?,

C3-Cs-cycloalkyl-methyl, where the cycloalkyl moiety may have 1, 2, 3 or 4
radicals R'®,

benzyl and hetaryl-methyl, where phenyl and hetaryl in the last 2 radicals
mentioned may be unsubstituted or carry 1, 2, 3 or 4 identical or different radicals

Rlc

The carboxamide compound of claim 2, wherein R is benzyl, which may be
unsubstituted or carry 1 or 2 identical or different radicals selected from halogen,
C;-Cy-alkyl and C,;-C,-alkoxy.

The carboxamide compound of any of the preceding claims, whereinnis 0 or 1
and, whenn =1, R? is selected from F, Cl, CN, CF3, C-Cy-alkyl and C;-C,-
alkoxy.

The carboxamide compound of any of the preceding claims, wherein m is 0.

The carboxamide compound of any of claims 1 to 5, wherein the moiety A' is a

single bond, CH, or CH,CH, and the moiety A* is CH,, CH,CH, or CH,CH,CH,.
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The carboxamide compound of any of claims 1 to 6, wherein

R is hydrogen, C;-Cs-alkyl, Ci-Cg-haloalkyl, C3-Cr-cycloalkyl, C3-Cy-
cycloalkyl-C;-Cs-alkyl, where the cycloalkyl moiety of the last 2 radicals
mentioned may have 1, 2, 3 or 4 radicals R®,
phenyl, phenyl-C,-Cy-alkyl, where phenyl in the last 2 radicals mentioned
are unsubstituted or have 1, 2 or 3 substituents R*, or
a radical a radical COOR®!, where
R s selected from the group consisting of C;-Cg-alkyl, which may be

partly or completely halogenated,
phenyl which optionally has 1, 2 or 3 substituents R*,

R¥* s selected from halogen, OH, SH, NO,, C(O)NH,, CHO, CN, NH,,
C1-Cg-alkyl, C1-Cg-haloalkyl, C;-Ces-alkoxy, C;-Cg-haloalkoxy, C;-Cg-
alkylthio, Cl-C6—haloalkylthio, CO-C;-Cg-alkyl, CO-O-Cy-Cg-alkyl,
NH-C;-Cg-alkyl, NH-C(O)C;-Cs-alkyl, and SO,-C;-Cg-alkyl;

RP s selected from the group consisting of C;-Cg-alkyl, C5-Cs-cycloalkyl,
C;5-Cy-cycloalkyl-C;-Cy-alkyl, phenyl and phenyl-C;-Cy-alkyl, where
phenyl in the last 2 radicals mentioned is unsubstituted or has 1, 2 or 3
substituents R'%, which are selected from the group consisting of

halogen, C;-Cg-alkyl, C,-C¢-alkoxy and C;-Cg-haloalkyl.

The carboxamide compound of any of claims 1 to 7, wherein the radical of the
formula Y2 is selected from the group consisting of 4,5,6,7-
tetrahydropyrazolo[3,4-c]pyridin-2-yl, 6-(C,-Cy4-alkyl)-4,5,6,7-
tetrahydropyrazolo[3,4-cJpyridin-2-yl, 6-(tert.-butoxycarbonyl)-4,5,6,7-
tetrahydropyrazolo[3,4-c]pyridin-2-yl, 6-benzyl-4,5,6,7-tetrahydropyrazolo[3,4-
¢]pyridin-2-yl, 6-cyclopropylmethyl-4,5,6,7-tetrahydropyrazolo[3,4-c]pyridin-2-
yl, 4,5,6,7-tetrahydropyrazolo[4,3-c]pyridin-2-yl, 5-(C;-Cy4-alkyl}-4,5,6,7-
tetrahydropyrazolo[4,3-c]pyridin-2-yl, 5-(tert.-butoxycarbonyl)-4,5,6,7-
tetrahydropyrazolo[4,3-c]pyridin-2-yl, 5-benzyl-4,5,6,7-tetrahydropyrazolo[4,3-
c]pyridin-2-yl, 5-cyclopropylmethyl-4,5,6,7-tetrahydropyrazolo[4,3-c]pyridin-2-
vl, 2,4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-2-yl, 5-(C;-C4-alkyl)-2,4,5,6-
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tetrahydropyrrolo[3,4-c]pyrazol-2-yl, 5-benzyl-2,4,5,6-tetrahydropyrrolo[3,4-
clpyrazol-2-yl, 5-(tert.-butoxycarbonyl)-2,4,5,6-tetrahydropyrrolo[3,4-cpyrazol-
2-yl, 4,5,6,7-tetrahydropyrazolo[4,3-c]pyridin-2-yl, 5-(C;-C;-alkyl)-4,5,6,7-
tetrahydropyrazolo[4,3-b]pyridin-2-yl, 5-(tert.-butoxycarbonyl)-4,5,6,7-
tetrahydropyrazolo[4,3-b]pyridin-2-yl, 5-benzyl-4,5,6,7-tetrahydropyrazolo[4,3-
b]pyridin-2-yl and 5-cyclopropylmethyl-4,5,6,7-tetrahydropyrazolo[4,3-b]pyridin-
2-yl.

The carboxamide compound of any of claims 1 to 8, having the following formula

Ib
(R,
N NH, (Ib)

where R!, R?, R’ and n are as defined above and where

Al s (CHy)q with q being 0, 1 or 2;

A? s (CHy), withrbeing 1, 2 or 3;

where g +ris 1,2 or 3,

the tautomers thereof, the hydrates thereof, the prodrugs thereof and the

pharmaceutically suitable salts thereof.

The carboxamide compound of claim 1 which is selected from the group

consisting of

N-(4-amino-3,4-dioxo-1-phenylbutan-2-yl)-2-(5-benzyl-4,5,6,7-tetrahydro-2H-
pyrazolo[4,3-c]pyridin-2-yl)nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(5-benzyl-4,5,6, 7-tetrahydro-2H-
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pyrazolo[4,3-c]pyridin-2-yl)nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-[ 5-(cyclopropylmethyl)-4,5,6,7-
tetrahydro-2H-pyrazolo[4,3-c]pyridin-2-yl]nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(4,5,6,7-tetrahydro-2Hpyrazolo[4,3-
c]pyridin-2-yhnicotinamide;

tert-butyl 2-(3-(4-amino-3,4-dioxo-1-phenylbutan-2-ylcarbamoyl)pyridin-2-yl)-
4,6-dihydropyrrolo[3,4-c]pyrazole-5(2H)-carboxylate;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(5,6-dihydropyrrolo[ 3,4-c]pyrazol-
2(4H)-yDnicotinamide;

tert-butyl 2-(3-(4-amino-3,4-dioxo-1-phenylbutan-2-ylcarbamoyl)pyridin-2-yl)-
2,4,5,7-tetrahydro-6H-pyrazolo[3,4-c]pyridine-6-carboxylate;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(4,5,6,7-tetrahydro-pyrazolo[ 3,4-
c]pyridin-2-yl)nicotinamide;

tert-butyl 2-(3-(4-amino-3,4-dioxo-1-phenylbutan-2-ylcarbamoyl)pyridin-2-yl)-
2,5,6,7-tetrahydro-4H-pyrazolo[4,3-b]pyridine-4-carboxylate;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(4,5,6,7-tetrahydro-pyrazolo[4,3-
b]pyridin-2-ylnicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(4-benzyl-4,5,6,7-tetrahydro-2H-
pyrazolo[4,3-b]pyridin-2-yl)nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(6-ethyl-4,5,6,7-tetrahydro-2H-
pyrazolo[3,4-c]pyridin-2-yl)nicotinamide;

the tautomers thereof, the hydrates thereof, the prodrugs thereof and the

pharmaceutically suitable salts thereof.

The carboxamide compound as claimed in claim 1 being N-(4-amino-3,4-dioxo-1-

phenylbutan-2-yl)-2-(5-benzyl-4,5,6,7-tetrahydro-2H-pyrazolo[4,3-¢]pyridin-2-

a pharmaceutically suitable salt thereof.
Yavde pe
The carboxamide compound as claimed in claim 1 being tert-butyl 2-(3-(4-amino-
3,4-dioxo-1-phenylbutan-2-ylcarbamoyl)pyridin-2-yl)-4,6-dihydropyrrolo[ 3,4-
clpyrazole-5(2H)-carboxylate, or @@\er thereof, or a hydrate thereof, or a

“ILCL t/\'”f‘O M ASe

Ry
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prodrug thereof or a pharmaceutically suitable salt thereof.

The carboxamide compound as claimed in claim 1 being N-(4-amino-3,4-dioxo-1-
phenyl-2-butanyl)-2-(5,6-dihydropyrrolo[3,4-c]pyrazol-2(4H)-yDnicotinamide, or
é@er thereof, or a hydrate thereof, or a prodrug thereof or a pharmaceutically Y

suitable salt thereof.

The carboxamide compound as claimed in claim 1 being N-(4-amino-3,4-dioxo-1-
phenylbutan-2-yl)-2-(4-benzyl-4,5,6,7-tetrahydro-2H-pyrazolo[4,3-b]pyridin-2-

yl)nicotinamide, or tagtormer thereof, or a hydrate thereof, or a prodrug thereof or

<

a pharmaceutically suitable salt thereof

The carboxamide compound of any of the preceding claims, which has the S

configuration at the carbon atom carrying the group R'.
The carboxamide compound of any of the preceding claims for use in therapy.

A pharmaceutical composition comprising at least one carboxamide compound as

of any of claims 1 to 15 and a carrier.

Mks{’” v M e mh%{e&&«w&t{. P@r’

THe carboxamide compound of any of claims 1 to 15 fer-use-in the treatment of a
Ndisorder, an impairment or a condition which is associated with an elevated
calpain activity.
s of e e vt ot & e i
The carboxamide compound of any of claims 1 to 15 ﬁg-paus&in the treatment of
/vn%d‘;igeneraﬁveldiswdegs or impairments. X M*\*@ 7}10' o ned P»/ +M\«\
(7@@%(4%\, Hae M&VBDX. Oy, WMW
T]ite carboytmme con}{)ound of any of claims 1 to 15, wpére a neurodegenerative
disorder occurring as a result of a chronic brain supply deficit, an ischemia or a
trauma is-involved.
(/W(» il o A o w e/ momwaf "f\’» we f*/
Tyle carbogamide compound of any of claims 1 to 15 f@i“fh@“ﬁﬁe—rﬁihe treatment

of a disorder, an impairment or a condition selected from Alzheimer's disease,
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Parkinson's disease, amyotrophic lateral sclerosis, Huntington's disease, multiple

sclerosis and concomitant damage to the nervous system epilepsy, pain, damage

to the heart following cardiac ischemias, skeletal muscle damage, muscular

dystrophies, damage resulting from proliferation of smooth muscle cells, coronary

vasospasms, cerebral vasospasms, macular degeneration, cataracts of the eyes,

restenosis of the blood vessels following angioplasty. damages to the kidney and

chronic kidney diseases,

for use in the treatment of a disorder or an impairment associated with an elevated

interleukin-I, TNF or Ap level and

for use in the treatment of a disorder or an impairment associated with a protozoan

infection such as malaria or toxoplasmosis.

Uye of tne |

\mww@“‘”%‘ ot & wel £

22. T}le carboxamide compound of any of claims 1 to 15 ferusein-the chemotherapy

of tumors and metastasis thereof.

f/

o of P i e et of & med. i
23. " The carboxamide compound of any of claims 1 to 15 fer-use-n the treatment of
,~/
HIV patients. k

24. The use of at least one compound as ¢

manufacture of a medicament foy

a disease, of a condition or

imed in any of claims 1 to 15 in the

he therapeutic and/or prophylactic treatment of

f’an impairment as set forth in any of claims 18 to 23.



