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Claims:

i.

A carboxarmide compound of the formuia 1

O R 0
2
(R,
| ) 0 " O/
Y H //
N Y
in which
R' s Ci-Cyp-alkyl, Cp-Cip-alkenyl, C,-Cig-alkynyl, where the last 3 radicals

mentioned may be partly or completely halogepated and/or have 1, 2 or 3
substituents R,
Cs-Cr-cycloalkyl, Ca-Crcyeloalkyl-C)-C

cycloalkyl moiety of the last two radi

~alkyl, where a CH; group in the

Is mentioned may be replaced by O,
NH, or S, or two adjacent C atoms phay form a double bond, where the
cycloalkyl moiety may further have 1, 2, 3 or 4 radicals R"®,

aryl, hetaryl, aryI—C1-C5~aIky} aryl-C,-Ce-alkenyl, hetaryl-C;-Cy-alkyt or
hetaryl-C,-Ce-alkenyl, whete aryl and hetaryl in the last 6 radicals

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

different radicals Ri;'

R™ s selecte;l/ independently of one another from the group consisting of
OH, SH: COOH, CN, OCH,COOH, C,-Cg-alkoxy, Ci-Cs-haloalkoxy,
Cs-Ch-cycloalkyloxy, Ci-Ce-alkylthio, C;-Cs-haloalkylthio, COOR®,

NRYR™, SO;NR¥RY, -NR*-$0;-R™, NR®-CO-R”, $O,-R* and

Vi
r NRaﬁRaT;
/

/
/ 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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C1-Ce-alkyl, C;-Co-alkoxy, C;-Ce-alkylthio, where the alkyl moieties
in the last 3 substituents mentioned may be partly or completely
nalogenated and/or have 1, 2 or 3 substituerits K,

COOR", CONR™R"™, SO,NR™R™, NR™-80,-R™, NR"”-CO-R”,
S02-R™ and NR™RY,

in addition two R radicals may together form a C-Cs-alkylen
group, or 2 R'® radicals bonded to adjacent C atoms of cyclo
form together with the carbon atoms to which they are bon’éi/ed alsoa

benzene ting,

is selected independently of one another from thg éroup consisting of
OH, SH, halogen, N3, NH;, CN, COCH, O?HZCOO}L C-Ce-alkyl,
C1-Cg-alkoxy, C,;-Cg-alkoxy-C,-Cy-alkyl, Ci-Cs-alkyithio, where the
atkyl moieties in the last 4 substituents mentioned may be partly or

completely halogenated and/or have 142 or 3 substituents R',

Cs-Co-cyeloalkyl, Ci-Cr-cyeloalkyiC -Cymalkyl, Cs-Cr-cycloalkyloxy,
where the cycloalky! moiety of the last three radicals mentioned may
have 1,2, 3o0or4 R'® radicals
aryi, hetaryl, O-aryl, O~CHz-aryl, where the last three radicals
mentioned are unsubstjtuted in the ary! moiety or may carry 1,2, 3 or
4 R radicals, /
COORY, CONR°Z§“3, SONRR?, NRZ-80,-R™ NR.CO-R,
SO2-R%, /
~(CH2)p-N[Bf6R°7 withp=0,1,2,3,4, 5 0r 6 and
O-(CH)¢ENR™RY with g = 2, 3, 4, 5 or 6; where

/

f;r/(wo radicals R'® or two radicals R'® bonded to adjacent C atoms

Aorm together with the C atoms fo which they are bonded a 4, 5, 6 or

/ T-membered, optionally substituted carbocycle or an aptionally

S

R]d

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

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

is sclected from the group consisting of halogen, OH, SH, NO,,
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COOH, C(O)NH,, CHO, CN, NH,, OCH,COOH, C;-Cg-alkyl, C,-C¢-
haloalkyl, C,-Cg-alkoxy, Ci-Ce-haloalkoxy, C,-Cs-alkylthio, C,-Ce-
haloalkylthio, CO-Ci-Cealkyl, CO-0-C-Ce-alkyl, NH-C,-Cg-alkyl, /

NHCHOQ, NH-C({O)C;-Ce-alkyl, and 80O,-C;-Ce-alkyl;

3

R®  is selected from the group consisting of halogen, NH,, CN, CFs, CHV,,
CH:F, 0-CFs, O-CHE;, O-CH;F, COOH, OCH,COOH, C,;-C;-alkyl, C,-C,-
alkoxy, Ci-Cy-alkoxy-C;-Cy-alkyl, Ci-Cp-alkylthio and CHNRE', where

10 R and R’ are selected independently of one another from tHe group
consisting of hydrogen and C;-Cy-alicyi;

n 180,1o0r2; //

15 Y  is aradical of the formulae Y1 or Y2 /
3
N /R
#—N A—N
\R4
(R
(Y1)
where # indicates the poin} f attachment of Y to the pyridine ring;
20 '

A is (CHy), with prbeing 1, 2, 3 or 4, where one or two hydrogen atoms may
be replaced ‘p§ a radical R, where A is attached to the 3- or 4-positon of the
pyrazoke /m/dical;

25 Al iy/ﬁz)q with 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 cr two hydrogen atoms may be

replaced by halogen or C,-Cu-alky];




10

20

25

30

WO 2013/149800 151 PCT/EP2013/055291

provided thatr +qis 2,3, 4, S or 6;

RY

isGorl;

is selected from the group consisting of halogen, NH,, CN, CF;, CHFY,
CH.F, 0O-CFs, O-CHF,, O-CH,F, COOH, OCH,COOH, C}“Cr&lk}&[{ Ci-Cy-
alkoxy, C-Cy-alkoxy-C)-Cs-alkyl and C,-Cyp-alkylthio;

is sclected from the group consisting of hydrogen, C;-Cs-atkyl, C;-Ce-
haloalkyl, Cy-Cs-alkyl which has 1, 2 or 3 substituents B,
Cs-Co-cycloalkyl, C3-Co-cycloalkyl-C;-Cg-alkyl, whefe the cycloalkyl
moiety of the last 2 radicals mentioned may have 1, 2, 3 or 4 radicals R,
Cy-Ce-alkenyl or Cp-Cy-alkynyl, where alkeny gnd alkynyl, in the last 2
radicals mentioned are unsubstituted or havyz 2 or 3 substituents R,
phenyl or phenyl-C,-Cs-akkyl, where phe 571 n the last 2 radicals mentioned
are unsubstituted or have 1, 2 or 3 subgtituents R*, and

a radical C(=0)R™’;

C1-Cs-haloalkoxy, C4-Co-cycloalkyloxy, Cy-Ce-alkyithio, Cy-Cy-
haloalkylthio, C?éR“‘l, CONR™R™, SO,NR*R*, -NR2-80,-R™,
NR¥-CO-R¥, 80,-R*" and NR*RY,

R™ is selected ﬁém the group consisting of OH, SH, CN, halogen,

R*™  is selected from the (?Jp consisting of OH, SH, CN, C;-Cs-alkoxy,

C1-Cs-alkyl, C;-Ce-alkoxy, C,-Cg-alkylthio, where the alkyl moieties
in thedast 3 substituents mentioned may be partly or completely
haldgenated 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"™.S0,-R™, NR™.CO-RY,

/ SOR™and NR™RY, or
two R radicals may together also forma C -Cy-alkylene group, or 2
R radicals bonded to adiacent C atoms of cycloalkyl may form

together with the carbon atoms to which they are bonded also a
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benzene ring,

R* s selected from the group consisting of halogen, OH, SH, NO,,
C(O)NH;, CHO, CN, NH,, C,-Cg-alkyl, C,-Ce-haloalkyl, C;-Cs-
alkoxy, C;i-Cs-haloalkoxy, Ci-Ce-alkylthio, C,-Ce-haloalkylthio, CO4
C;-Cy-alkyl, CO-O-Cy-Cealkyl, NH-C;-Ce-alkyl, NH-C(O)C:-Cgt
alkkyi, and SO,-C;-Cg-alkyl;

R™ s selected from the group consisting of C,-Cs-alkyl, C]—"Cjé/-/ffaioalkyl6

C;-Cs-alkyl which has 1, 2 or 3 substituents R,

Cs-Co-cycloalkyl, C3-Co-cycloalkyl-C)-Ca-alkyl, wheye the cycloalkyl
moicty of the last 2 radicals mentioned is unsubst/if ted or may have 1,
2, 3 or 4 radicals R™, //

phenyl which optionally has 1, 2 or 3 subsyénts R,

is selected from the group consisting of hydrogen, Cy-Cs-alkyl, Ci-Cg-
haloalkyl, C;-Cg-alkyl which has 1, 2 or 3 gubstituents R
Cs-Cr-cycloalkyl, Cs-Cr-cycloalkyl-Cy-€4-alkyl, where the cycloalkyl
moiety of the last 2 radicals mentiongd may have 1, 2, 3 or 4 radicals R*,
C2-Ce-alkenyl or Cp-Cg-alkynyl, where alkenyl and alkynyl, in the last 2

radicals mentioned are unsubstjfuted or have 1, 2 or 3 substituents R™,

phenyl and phenyl-C;-Cs-alleyl, where phenyl in the last 2 radicals
mentioned are unsubstitued or have 1, 2 or 3 substituents R*,

where R*™ is as definedfor R*, R™ is as defined for R™, and R* is as
i

defined for R™, /

or the moiety R'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, %:re said heteromonocyclic and the heterobicyclic radical, in
additjon to the nitrogen atom, may have 1 or 2 further heteroatoms or
he}é:oatom moletics as ring members, which are selected from O, S, 8(0),

8(0), and NR*™, where said heteromonocyciic 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*;
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R* s selected from the group consisting of hydrogen, C;-Cg-atkyl, Ci-Ce-
haloalkyl, C;-Cg-alkyl which has 1, 2 or 3 substituents R™,

C3-Cr-cycloalkyl, Cs-Cr-cycloalkyl-C;-Ca-alikyl, where the cycloalkyl
moiety of the last 2 radicals mentioned is unsubstituted or may have 1
2, 3 or 4 radicals R*,

phenyl and phenyl-C;-Cy-alky! where the phenyl ring of the last,2

radicals mentioned is unsubstituted or may have 1,2 or 3 syastitucnts
R* /

R™ s selected from the group consisting of halogen, OB/ SH, NO,,
C{O)NH;, CHO, CN, NH;, C:-Cs-alkyl, Ci-Cs-hgloalkyl, C,-Cs-
alkoxy, C,~Cs-haloalkoxy, C;-Cg-alkylthio, C,»Cs-hatoalkylthio,
COOR™, CONR™R", SO,NR™R", NRbZ-/§4§{b4, NR™-CO-R”,

S0O,-R™, and phenyl which optionally has 1, 2 or 3 substituents R*;

R®  has one of the meanings given for R’ or ¢ a radical COOR"";

R®  if present, is selected from halogep/or Cy-Ca-alkyl, or

R® together with R? forms a bivalext radical (CHz)s with s being 1, 2 or 3,
where one or two hydrogety'mms may be replaced by halogen or Ci-Ca-

alkyl; /

and where //

R™, R" and R®' are jfidependently of one another selected from the group
consisting gf Cy-Cg-alkyl, Ci-Ce-haloalkyl, Cy-Ceg-alkyl which has 1, 2 or 3
substitugnts R, or Co-Ce-alkenyl, Co-Ce-alkynyl, Ca-Cr-cycloalkyl, Cs-Co-
cycioalkyl-C,-Cy-alkyl, Cs-Co-heterocycloalkyl-C-Ce-alkyl, C)~Cs-alkoxy-
C/—C4-aikyl, aryl, aryl-C-Cas-alkyl, hetaryl and hetaryl-C;-Cy-alkyl, where
/

/Eu’yi 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
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/
/

congisting of H, C;-Cg-alkyl, C;-Ce-haloalkyl, C;-Ce-alkyl which has 1, 2
or 3 substituents R*, or Cp-Cy-alkenyl, Co-Ce-aikynyl, Cs-Cr-cycloaikyl,
Ca-Comcycloalkyl-Ci-Cealkyl, C3-Cr-heterocycloalkyt-Ci~Cy-alkyl, C;-Ce-

alkoxy-C;-Ce-alkyl, aryl, aryl-C;-Cy-alkyl, hetaryl and hetaryl-C,-Ca-alkyi,

where aryl and hetary! 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 g;[ up
consisting of H, C;-Ce-alkyl, C,-Ce-haloalkyl, C;-Cs-alkyl \}d{ich has 1,2
or 3 substituents R', or Cp-Ce-alkenyl, Co-Cs-alkynyl, C3,Cr-cycloalkyl,

Ci-Corecycloalkyl-Cy-Cy-alkyl, C5-Co-heterocycloalkyl-£2y-Cy-alkyl, Ci-Ce-

alkoxy-C,-Cy-alkyl, aryl, aryl-C,-Cy-alkyl, hetaryl and hetaryl-C,-Cy-alkyl,
where aryl and hetaryl in the last 4 radicals mentged are unsubstituted or
have 1, 2 or 3 substituents Rﬁd, or
the two radicals R and R™, or R and R_"%r R and R form together
with the N etom a 3 to 7-membered, optidnally substituted nitrogen
heterocycle which may optionally haye 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/aée another selected from the group
congisting of Cl-Cg—aiky}/Ci—Cg—haioaH{yi, C;-Cg-alicyl which has 1,2 or 3
substituents R'®, or Cy»Ce-alkenyl, Co-Ce-alkynyl, C3-Cr-cycloalkyl, C3-Com
cycloatkyl-C;-Cy-alkyl, C3-Co-heterocycloalkyl-Cy-Ce-alkyl, Ci-Ce-alkoxy-
C-Cyralkyl, ary} aryl-C;-Cy-alkyl, hetaryl and hetaryl-C;-Cs-alkyl, where

aryl and he:?rgﬂ in the last 4 radicals mentioned are unsubstituted or have 1,

2or3 subﬁ tuents R*¢, and

f//

R™ R™ an ff{/cs have independently of one another the meanings mentioned for
R;KIRM and R°";
/
R”‘S,Jébé and R*® are independently of one another selected from the group
consisting of H, C;-Cg-alkyl, C,-Ceralkoxy, C,-Co-haloalkyl, C)-Cg-alkyl

which has 1, 2 or 3 substituenis R or Cp-Ceralkenyl, C3-Ce-alkynyl, Cs-
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Cr-cycloalkyl, Cs-Cr-cycloalkyl-C-Cy-alkyl, Cs-Cr-heterocycioalkyl-Ci-
Cy-alkyl, Ci-Cg-alkoxy-C;-Cyalkyl, CO-C;-Co-alkyl, CO-0-C-Cg-alkyl,
S30n-C1-Ce-alkyl, aryl, hietaryl, O-aryl, OCHj-aryl, aryl-C;-Cealkyl,
hetary}-C,-Cs-alkyi, CO-aryl, CO-hetaryl, CO~(aryl-C;-Cy-alkyl), CO-
(hetaryb-Ci-Cy-alkyl), CO-O-aryl, CO-O-hetaryl, CO-0-(aryl-C;-Cs-alk;
CO-0-(hetaryl-C,-Cy-alkyl), SOs-aryl, SO,-hetaryl, SOz-(aryl-C,-C,
and SOz-(hetaryl-C,-Cs-alkyl), where aryl and hetaryl in the last |

radicals

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

RY, R" and R are independently of one another selected from Kc/gmup
consisting of H, C,-Cg-alkyl, C;-Ce-haloalkyl, C;-Ce-alky] which has 1, 2
or 3 substituents R'*, or Co-Coralkenyl, Cp-Ce-alkynyl, Cs-Cr-cycloalkyl,
Cs-Co-cycloalkyi-C;-Cumalkyl, Ci-Cr-heterocycloalkyi-C-Cy-alkyl, C1-Ce-
alkoxy-C;-Cy-alkyl, aryl, aryl-C-Cs-alkyl, hetaryl and hetaryl-C;-Ca-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™ agld RY or R® and R form together
with the N atom a 3 to 7-membercd, optionally substituted nitrogen
heterocycle which may optionally have 1, 2 or 3 further different or

identical heteroatoms from Hé group of O, N and § as ring members,

the tautomers thereof, the hy;iéues thereof, the prodrugs thereof and the

v
pharmaceutically suitable galts thereof.

2. The carboxamide c;))'npound of claim 1, wherein R’ is selected from the group
consisting of
C-Cio-alkyl which may be partly or completely balogenated and/or have 1, 2 or 3
substituenES/R/ﬁ"“,
C3—C7~G}}E{O&lkyl~l’l’i€th}d, where the cycloalkyl moiety may have 1,2, 3 or 4
radical§ R',
benzyl and hetaryl-methyl, where phenyl and hetaryl in the last 2 radicals
rentioned may be unsubstituted or carry 1, 2, 3 or 4 identical or different radicals
R,
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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-Coralkyl and C,-Cy-alkoxy.

The carboxamide compound of any of the preceding claims, wherein n is 0 gt 1
and, when n = 1, R? is selected from F, Cl, CN, CF3, C-Co-alky! and C;-5-
alkoxy.

The carboxamide compound of any of the preceding claims, w?crein m is 0.
/

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

radical of the formula Y.

=]

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

radical of the formula CH-RP(CHZ)z,

7, wherein the moiety A is a bivalent

nere the carbon atom which carries RY is

bound to the pyrazole ring, and where

RP

Zz

is hydrogen or methyl or tggether with together with R* forms a bivalent
radical of the formula }Ké)s with s being 1, 2 or 3, and
is 0, 1 or 2. 7

The carboxamide cosfipound of any of claims 6 to &, wheremn

R3

/

£

R3b

arc unsubstituted or have 1, 2 or 3 substituents R>,

is selected from the group consisting of halogen, C;-Cg-alkyl, which

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

).
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may be partly or completely halogenated,

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

Ci-Ce-alkyl, C;-Cg-haloalkyl, C;-Ce-alkoxy, Ci-Co-haloalkoxy, Ci-Qs-

alkylthio, C;-Cs-haloalkylthio, CO-C;-Ce-atkyl, CO-0-C;-Cy-allyl,

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

RY s hydrogen, C-Ce-alkyl or C;-Cq-haloalkyl.

10.  The carboxamide compound of any of claims 6 to 9, wherein the moicty NR*R” in

hetercatom or heteroatom moiety as ring member,
$(0), and NR™, where said heteromonocyclic radical may carry a fused benzene
ring and where said heteromonocyclic and thesheterobicyclic radical are

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

R™ s selected from the group con;q}} ting of hydrogen, C;-Cs-alkyl, C;-Cy-
haloalkyl, C;-Ce-alkyl which/has 1, 2 or 3 substituents R*,
Ci-Co-cyeloalkyl, C3-Coac
moiety of the last 2 radicals mentioned is unsubstituted or may have 1, 2, 3

or 4 radicals R*,

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

pheny! and bCHZ}/f,Arhere the pbenyl ring of the last 2 radicals mentioned is

unsubstituted y( may have 1, 2 or 3 substituents R*:

R* s seicctcAom the group consisting of halogen, C,-Cg-alkyl, C~Cg-
haloalkyl, Cy-Cg-alkoxy, C-Cs-haloalkoxy, C;-Ce-alkylthio, C;-Cg-
ha}o‘alkylthio and phenyl.

11.  The'carboxamide compound of any of claims 6 to 10, wherein the moiety NR'R?

m formula Y1 represents a radical which is selected from the group consisting of

/ ’ 4-morpholinyl, 4-thiomorpholinyl, 1,1-dioxothiomorpholin-4-yl, 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-y1, 4-propylpiperazin-1-yl, 4-cyciopropyimethyipiperazin-1-vi, 4- /
cyclopropylpiperazin-1-yi, 4-phenylpiperidin-1-yl, 4,4-difluoropiperidin-1-yl, 4//
(trifluoromethyl)piperidin-1-yl, 4-{tert.-butylypiperidin-1-yl, 4-methylpiperazin-1-
yl, 4-phenylpiperazin-1-yl, dimethylamino, diethylamino, diisopropylami»?,:j -
phenylamino, N-methyl-N-phenyiamino, N-cyclopropyl-NwmethylamiPé: N-
cyclohexyl-N-methylamino, N-benzyl-N-methylamine, N-cyclohexyimethyl-N-
methylamino, N-methyl-N-isopropylamino, N-cyclopropyi—N~ph¢éyi N
cyclopropyl-N-benzyl, N—(4~triﬂuoromethy§cyclohcxyl)methy},xgl -methylamino,

3,4-dihydro-2H-1,4-benzoxazin-4-yl, cis-octahydrobenzo-[1/4)oxazin-4-yl, trans-
octahydrobenzol 1,4Joxazin-4-yl, 5,5-difluoroocta-hydrogyclopentafclpyrrol-2-yi,
hexahydrofuro[3,4-clpyrrol-5-yl, 2.3-dihydroindol-1-yf, 2-oxa-7-

azaspirof3.5 Jnonane-7-yl, 2,3~dihydro-1H-1soindolet2-yl, 5-trifluoromethyl-2,3-
dihydro-1H-isoindole-2-yl, 4-triffuoro-2,3-dihydyo-1H-isoindole-2-yl, 2,3-

dihydroisoindole-1-one-2-yl, 1,2,3 4-tetrahydpdisoquinoline-2-yl, 3-

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

i

The carboxamide compound of cl/wéz 8, wherein

is C;-Cs-alkyl, Cy~-Cs-haloalkyl, C3-Cr-cycloalkyl, Cs3-Co-cycloalkyl-Cy-Cy-
alkyl, where the cycloalkyl moiety of the last 2 radicals mentioned may have
1,2, 3 or 4 radicals R",

phenyl or pheny!-C1-Cs-alkyl, where phenyl in the last 2 radicals mentioned

arc unsubstifuted or have 1, 2 or 3 substituents R,

r® }/%lected from the group consisting of C,-Cs-alkyl, which may be
// ! partly or completely hailogenated,
/ ’ phenyl which optionally has 1, 2 or 3 substituents R*,
R* s selected from halogen, OH, SH, NO,, C(O)NH,, CHO, CN, NH,,
Cy-Cyralkyl, C;-Cy-haloalkyl, C,-Cg-alkoxy, C)-Ce-haloalkoxy, C;-Ce-
alkylthio, C;-Cg-haloalkylthio, CO-C,;-Cs-alkyl, CO-0-C,-Ce-alkyl,
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NH-C,-Cg-alkyl, NH-C(O)C-Cg-alkyl, and SO,-C,-Ce-alkyl,

wherein R? together with R? forms a bivalent radical of the formula {CHz)s with &

bemg 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 az¢tidin-3-
yl, pyrrolidin-3-yl, 1-methylpyrrolidin-3-yi, piperidin-3-yl, 1-methylpiperidin-3-
vi, piperidin-4-vy1, 1-methylpiperidin-4-yi, 1-ethyipiperidin-4-yl, 1-
10 propylpiperidin-4-yl, 1-cyclopropylpiperidin-4-yi and 1-benzylpiperidin-4-yl,.

14, The carboxamide compound of any of claims 6 to 13, hav g the following

N\ (CH})%-N

R
15

where R', R*, R¥, R" and n a%s defined in any of the preceding claims,

formula Ia

R” s hydrogen, methy! ot ethyl, or
R’ together with R* fgfrms a bivalent radical of the formula (CHy)s with s being
1,2 0r3, and
20 z 180,10r2 ,
the tautomers thereof, the hydrates thereof, the prodrugs thereof and the
pharmaceut}'n/élly suitable salts thereof,
/
15.  The carboxamide compound of any of claims 1 to 3, wherein Y is a radical of the
25 for/ ula Y2
/

16. / The carboxamide compound of claim [5, wherein the moiety A’ is a single bond,
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CH, or CHCH; and the moicty A” is CH,, CHCH; or CH,CH,CH,.

17. The carboxarmide compound of any of ciaims 15 or 16, wherein .

R®  is hydrogen, C;-Ce-alkyl, C;-Cg-haloalkyl, Cs-Cr-cycloalkyl, C3-Com
cycloalkyl-Cy-Cy-alkyl, where the cycloalkyl moiety of the last 2 radicals
mentioned may have 1, 2, 3 or 4 radicals R,
phenyl, phenyi-C,-Cy-alkyl, where pheny! in the last 2 radicals n}(-:/ntioned
are unsubstituted or have 1, 2 or 3 substituents R*, or

a radicai a radical COOR™, where

R™ s selected from the group consisting of C;-Ce-alkyd, which may be
partly or completely halogenated,
phenyl which optionally has 1, 2 or 3 substigients R,

R*  is selected from halogen, OH, SH, NO,, ¢{O)NH;, CHO, CN, NH,,
C-Cg-alkyl, C;-Cg-haloalkyl, C;-Cs-afkoxy, C;-Cs-haloalkoxy, C~Ce~
alkylthio, Ci-Ce-haloalkylthio, CO-C;-Ce-alleyl, CO-0-C-Cy-alkyl,
NH-C,-Cg-alkyl, NH-C(O)C:-Cglalkyl, and SO,-C;-Ce-alkyl;

R™ s selected from the group copbisting of C;-Ce-alkyl, Cs-Co-cycloalkyl,
C3-Cr-cycloalkyl-C-Cy-al

vl, phenyl and phenyl-C,-Cy-alkyl, where
phenyl in the last 2 radi€als mentioned is unsubstituted or has 1, 2 or 3
substituents R', whi¢h are selected from the group consisting of
halogen, C;-Cg-alkyl, C-Cs-alkoxy and C-Ce-haloalkyl,

/

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

d

formula Y2 is selected from the group consisting 0f'4,5,6,7-
tctrahydropyrazo}réélw]pyridim}yi, 6-(Cy-Cy-alkyl}-4,5,6,7-
tetrahydropyrazolo[3,4-c]pyridin-2-yl, 6-(tert.-butoxycarbonyl)-4,5,6,7-
tetrahydrop)fr/;‘;zo lof3.,4-c]pyridin-2-vl, 6-benzyl-4,5,6,7-tetrahydropyrazolo[3,4-
c}pyridil}f?,—yl, 6-cyclopropylmethyl-4,5,6,7-tetrahydropyrazolo[3,4-cJpyridin.2-
vi, 4, ,'g,”/-tetrahydropyrazolo{4,3-c]pyridin-2—yl, 5-(C1-Cy-alkyl)-4,5,6,7-
te?dhydropyr&zolo{4,3—c]pyridin—2—yi, 5-(tert.-butoxycarbonyl}-4,5,6,7-
[etrahydropyrazo lof4,3-cjpyridin-2-yl, S-benzyl-4,5,6,7-tetrahydropyrazolo4,3-
/ clpyridin-2-yl, 5-cyclopropylmethyl-4,5.6,7-tetrahydropyrazolo[4,3-¢]pyridin-2-
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15,

20.

yl, 2,4,5,6-tetrahydropyrroio] 3,4-c]pyrazol-2-yl, 5-(C,-Cs-alkyl)-2.4,5,6-
tetrahydropyrrolo]3,4-clpyrazol-2-yl, 5-benzyl-2,4,5,6-tetrahydropyrrolo[ 3,4~
cjpyrazol-2-yl, 5-(tert.-butoxycarbonyi)-2,4,5,6-tetrahydropyrroio[3,4-cipyrazol-
2-yl, 4,5,6,7-tetrahydropyrazolo[4,3-c]pyridin-2-yl, 5+(C,-Cs-alkyl)-4,5,6,7-
tetrahydropyrazolo[4,3-blpyridin-2-yl, 5-(tert.-butoxycarbonyl)-4,5,6,7-
tetrahydropyrazoio[4,3-blpyridin-2-yl, 5-benzyl-4,5,6,7-tetrahydropyrazolo
b]pyridin-2-yl and 5-cyclopropylmethyl-4,5,6,7-tetrahydropyrazolo[4,3-bpyridin-
2-yL

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

/

, o R 0
(R), /
@/L)\H)L N
H O
\N/\H\\i
Q\Q\N
5 /

A=N_ )
RS/
where R, Rz, R’ and n are as defined above and where
A" s (CHy)g with g being 0, 1 or 2;
AP s (CHy), withr being 1, 2 or 3;

whereg+risl,2or

following formula Ib

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

pharmaccutically suitable salts thereof.

The caﬂ}oés:amide compound of claim 1 which is selected from the group

consisping of

N-{4-amino-3,4-dioxo-1-phenylbutan-2-y1}-2-( 3-(morpholinomethyl)-1H-pyrazol-

I-ylynicotinamide;




10

15

20

25

30

WO 2013/149800 162 PCT/EP2013/055291

N-(4-amine-3,4-dioxo-1-phenylbutan-2-y1)}-2-(3-((2,6-
dimethyimorpholinoymethyl)-1H-pyrazol-1-ylinicotinamide;
N-{4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(3-{{cis-2,6-

dimethylmorpholino)methyl}-1H-pyrazol-1-yDnicotinamide;

N-(4-amino-3,4-dioxo- 1-phenylbutan-2-yi)-2-(3-((trans-2,6-dimethymorpholiro)-
methyl)-iH-pyrazol-1-yl)nicotinamide;
N-{4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(3-((4.4-difluoropiperidin-f-
yhmethyl)-1H-pyrazol-1-ynicotinamide; //
N-(4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-{5-benzyl-4,5,6, 7-tetrahydro-2 H-
pyrazolo[4,3-clpyridin-2-yhnicotinamide; /

N-(4-amino-3,4-dioxo-1 -phcnylbutan-2~yl)—2—(3—({4—pheny1p/'1<cridin«~ 1-

yhmethyl)- 1 H-pyrazol-1-yl)nicotinamide;
2-(3~((2H-benzo[b][ 1,4 Joxazin-4(3H)-yl)methyl)-1H-pyrazol-1-yh)-N-(4-amino-
3,4-dioxo-1-phenylbutan-2-yl)nicotinamide;

N-(4-amino-3,4-dioxo-1-phenylbutan-2-yl)-2-(3-{piperidin-1-ylmethyl)- 1H-
pyrazol-1-ylnicotinamide;
2-(3-((2ZH-benzo[b]] 1 ,4Joxazin-4(3H,4aH,5H,6H,7H,8H 8aH)-y)methy])-1H-
pyrazol-1-y1)-N-(4-amino-3,4-dioxo- 1 -pienylbutan-2-ylnicotinamide;
2-(3-((2H-benzo[b][ 1 4Joxazin-4(3H,4aHS, 5H,6H, 7H,8H,8aHS )-y)methyl)- 1 H-
pyrazol-1-yl)-N-(4-amino-3,4-dio
2-(3-((2H-benzofb]J] 1, 4loxazin-
pyrazol-1-y}-N-(4-amino-3,

~1-phenylbutan-2-yDnicotinamide;
(3H,4aHS,5H,6H,7H,8H, 8aHR)-y)methyl)-1H-
~dioxo-1-phenylbutan-2-ylnicotinamide;
N-(4-amino-3,4-dioxo-1 -?ﬁen.ylb'utan-Z—yl)—Z—(3—((Z-phenylmorpho lino)methyl)-
1H-pyrazol-1 -yl)nicoti/uémidc;

N-(4-amino-3,4-diox0- I-phenylbutan-2-y1)-2-(3-(pyrrolidin-1-ylmethyl}- 1H-
pyrazol-1-yDnicotinamide;

N-{4-amino-3 4~dioxo-1-phenylbutan-2-y1)-2-(3-(azetidin- 1-ylmethyl)- | H-

7
pyrazol-1 -w’;licotinamide;

N~(4-arry’ﬁ;3~3 ,4-dioxo-1-phenylbutan-2-yl)-2-(3-((4-(trifluoromethyl)piperidin-1-

yhmethyl)-1H-pyrazol-1-ynicotinamide;

-amino-3,4-dioxo-1-phenyl-2-butanyl}-2- {3-[(5,5-difluorohexahydrocyclo-
enta[clpyrrol-2(1H)-yhmethyl}- 1H-pyrazol-1-y! } nicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(3-((dihydro- 1 H-furo[ 3,4-c}pyrrol-
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5(3H,6H.6aH)-yhmethyD-1H-pyrazol-1-yDnicatinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(3-(indolin- 1 -ylmethyl)-1H-

pyrazol-1-yhnicotinamide;

N-(4-amino-3,4-dioxo- 1 -phenylbutan-2-y1)-2-(3-({methyl{phenyllamino ymethyl)

IH-pyrazol-1-ylnicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-[ 3-(2-oxa-7-azaspiro[3.5 nons/7-
vimethyl)-1H-pyrazol-1-yl]nicotinamide;

N-{4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2- { 3-[(diethylamino)meth{1]-1 H-
pyrazol-1-ylinicotinamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(3-(isoindo in-2-yimethyl)-1H-
pyrazol-1-yl)nicotinamide;

N-{4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(3-
{{cyclohexyl{methyl)amino]methyl}-1H-pyrazol-1-yDnicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(3- {[bénzyl{methyl}amino fmethy! } -
1H-pyrazol-1-ylnicotinamide; /

N-{4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-[3-(3,4-dihydro-2(1H)-
isoquinolinylmethyly-1H-pyrazol-1-yl]nicopihamide;
N-(4-amino-3,4-dioxo-1-phenylbutan-2-y1)-2-(3-({4-tert-butylpiperidin-1-
ylmethyl)-1H-pyrazol-1-ylmicotinanide;
N-(4-amino-3,4-dioxo-1-phenylbufan-2-y1)-2-(3-((4-methylpiperidin-1-
yDmethyl)-1H-pyrazol-1-yDnicetinamide;
N-(4-amino-3,4-dioxo-1-pherylbutan-2-y)-2-(3-((methyH(4-
(trifluoromethyl)cyclo hexyé:lethyi)amino)methyi)- 1H-pyrazol-1-
ylnicotinamide;
N-(4-amino-3 4-dioxo0- 1 -phenylbutan-2-y1)-2-(3-
({cyclopropyl{methylyamino ymethyl)-1H-pyrazol-1-yDnicotinamide;
N-(4-amino-3 ,ﬁgd:(l)xom 1-phenyl-2-butanyl)-2-(3- {{(6R)}-6-(4-fluorophenyi)-3-
azabicyclo{3.2.0thept-3-yl]methy!}-1H-pyrazol-1-yDnicotinamide;
N —(4—am/'mo-3 A-dioxo-1-phenylbutan-2-y1}-2-(3-({phenylamino ymethyl)-1H-
/

pyrazoi-1-yhnicotinamide;
N-{A4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2- { 3-[(3-phenyl-1-

yrrolidinyl)methyl]-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-yljmethyl} -1 H-pyrazol-1-yl)nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyi)-2- {3-[(5-fluore-1,3-dihydro-2H-
woindoi-2-yDmethyll- 1H-pyrazol-1-yinicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2- {3-[(4-phenyl-1-
piperazinyl)methyl}- 1 H-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-butany!)-2- {3-[(1, 1 -dioxido-4-
thiomorpholinylymethyl]-1H-pyrazol-1-ylinicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-{3-[1-(1,3-dihydr

“2Hisoindol-2-
yhethyll-1H-pyrazol-1-yl}nicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl}-2- { 3-](1-0x0-
1soindol-2-ylymethyl}-1H-pyrazol-1-ylinicotinarmide;
N-{l-amino-1,2-dioxo-3-heptanyl)-2-[3-(1-piperidinylmethyl)- 1 Hpyrazol-1-
ylnicotinamide;
N-(1-amino-1,2-dioxo-3-heptanyl)-2-{3-[{4,4-fluoro- I-piperidinylymethyl]- 1H-
pyrazol-1-vl}nicotinamide;
N-{1-amino-1,2-dioxo-3-heptany!)-2-{3-{1,3-dihydro-2H-isoindo1-2-yImethyl)-
1H-pyrazol-1-ylinicotinamide;
N-(4-amino-3,4-diox0-1-phenyl-2 ?b{tanyl)-Z-(S-benzyl—tl- ,3,6,7-tetrahydro-2H-
pyrazolo(4,3-cipyridin-2-yDnic {inamide;
N-(4-amino-3,4-dioxo-1-ph gZ—butanyl)—Zm[Sm(cyclopropylmethyl)—ﬁl,5 6,7~
tetrahydro-2H-pyrazolo [4/3—c]pyridin—Z-yl]nicotinami de;
N-(4-amino-3,4-dioxo 71¢phenyl~2~butanyl)~2—( 4,5.6,7-tetrahydro-2Hpyrazolo[4,3-
¢lpyridin-2-yhnicotifamide;
tert-butyl 2-(3-(4-
4,6-dihydrop
N-(4-aminoy3,4-dioxo-1-phenyi-2-butanyl)-2-(5,6-dihydropyrrolof 3,4-¢]pyrazol-
2(4H)-yhhicotinamide;
4 1 2-(3-(4-amino-3,4-dioxo-1-phenylbutan-2-yicarbamoyl)pyridin-2-yh)-

mino-3,4-dioxo- 1 -phenylbutan-2-ylearbamo yhpyridin-2-y1)-
olo{3,4-c]pyrazole-5(2H)-carboxylate;

24
-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(4,5,6, 7-tetrahydro-pyrazolo{3,4-

{3,7-tetrahydro-6H-pyrazolo[3,4-c]pyridine-6-carboxylate;

clpyridin-2~-yhnicotinamide;
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21,

22.

24.

25.

26.

/

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-d-carboxylate;
N-(4-amino-3,4-dioxo-1-phenyl-2-batanyl)-2-(4,5,6, 7-teirahydro-pyrazolof 4,3-
bipyridin-2-yhnicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(4-benzyl-4,5,6, 7-tetrahydro-2H-,
pyrazolo[4,3-blpyridin-2-yljnicotinamide;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-[ 3-(1-methyl-4-pip eridinyl)*1H-
pyrazol-I-yiinicotinamide; /
N-(4-amino-3,4-dioxo- 1 -phenyl-2-butanyl)-2-(6-ethyl-4,5,6,7-tetralfydro-2H-
pyrazole[3,4-cipyridin-2-yimicotinamide;

s
/

the tautomers thereof, the hydrates thereof, the prodrugst}éeof and the

pharmaceutically suitable salts thereof. y

The carboxamide compound of any of the prec?u{g claims, which has the 8

configuration at the carbon atom carrying the group R'.

The carboxamide compound of any of the’ preceding claims for usc in therapy.
A pharmaceutical composition comprising at least one carboxamide compound as

of any of claims 1 to 2] and a o3 ier.

The carboxamide compmfn’d. of any of claims 1 to 21 for the freatment of a
disorder, an impainnmy/ér a condition which is associated with an elevated
calpain activity. /
/

The carboxan}iéé compound of any of claims 1 to 21 for the treatment of
neurodegel}e’i:ative disorders or impairments,

/
The }aiboxamide compound of any of claims I to 21, where a neurodegenerative
disorder occurning as a result of a chronic brain supply deficit, an ischemia or a

auma is involved.
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27.

28.

30.

31,

33

34

35,

36.

The carboxamide compound of any of claims 1 10 21 for the treatment of
Alzheimer's disease, Parkinson's disease, amyotrophic lateral sclerosis or

Huntington's discase.

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

sclerosis and concomitant damage to the nervous system.

The carboxamide compound of any of claims 1 to 21 for the treatment’of epilepsy.

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

The carboxamide compound of any of ciaims 1 to 21 for the treatment of damage

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

dystrophies, damage resulting from proliferation of gmooth muscle cells, coronary
vasospasms, cerebral vasospasms, macular degengration, cataracts of the eyes, or

restenosis of the blood vessels following angi

The carboxamide compound of any of cldims 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 com})éund of any of claims 1 to 21 for the treatment of HIV

patients. /

The carboxan;ié compound of any of claims 1 to 21 for the treatment of a
rd

disorder or /ﬁz impairment associated with an elevated interleukin-I, TNF or AR

level. /

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

foxoplasmosis.




10

WO 2013/149800 167 PCT/EP2013/055291

37.

38.

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

requiring a treatment, by administering an effective amount of at iesst one
compound as claimed in any of claims 1 to 21 for the treatment of a discase, of4

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 /2{ for
preparing a medicament for the treatment of a disease, of a conc?:{ or of an

impairment as set forth in any of claims 24 to 36.
4

/
;

/
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Claims:

1. A carboxamide compound of the formula I

O
(R%),
N NH, (Iy

1n which

R' s Cy-Cypralkyl, Co-Cyg-alkenyl, Co-Cip-alkynyl, where the last 3 radicals
mentioned may be partly or completely halogenated and/or have 1, 2 or 3
substituents R'*,

Cs-Cr-cycloalkyl, C3-Co~cycloalkyl-C-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;-Cq-alkyl, aryl-C,-Cs-alkenyl, hetaryl-C,-Cy-alkyl or
hetaryl-Co-Cg-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 R'S; where

R'* is selected independently of one another from the group consisting of
OH, SH, COOH, CN, OCH,COOH, C,-Cs-alkoxy, Ci-Cs-haloalkoxy,
C3-Cr-cycloalkyloxy, C;-Cs-alkylthio, Ci-Cg-haloalkylthio, COOR™ ,
CONR“R™, SO;NRZR®, -NRZ-80,-R*, NR?-CO-R¥, $0,-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 Rld,
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C-Cy-alkyl, Ci-Ce-alkoxy, C;-Ce-alkylthio, where the alkyl moieties
in the last 3 substituents mentioned may be partly or completely
halogenated and/or have 1, 2 or 3 substitnents R

COOR™, CONR™R™, SO,NRPR®, NR™-S0,-R™, NR®™-CO-RY,
SO,-R* and NR™RY,

in addition two R'® radjcals may together form a C,-Cy-alkylene
group, or 2 R'® radicals bonded to adjacent C atoms of eycloalkyl 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;-Cg-alkyl,
Cy-Cealkoxy, C-Cs-alkoxy-C,-Cs-alkyl, C,-Cys-alkylthio, where the
alleyl moieties in the last 4 substituents mentioned may be partly or
completely halogenated and/or have 1, 2 or 3 substituents R'?,
Cs-Co-cycloalkyl, Cs-Co-cycloalkyl-Cq-Cy-alkyl, Cs-Cr-cycloalkyvioxy,
where the cycloalkyl moiety of the last three radicals mentioned may
have 1,2, 3 0r4 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
4RI radicals,

COOR®!, CONR“R®, SO;NRR®, NR“-80,-R* NRZ-CO-RZ,
S0.-R%,

—(CHz)p—NRCGRﬂ withp=0,1,2,3,4,50r6and

O-(CHy)-NR“R” 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 optienally
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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COGCH, C(O)NH;, CHO, CN, NH;, OCH,COOH, C,-Cs-alkyl, C;~Cq-
haloalkyl, C;-Cg-alkoxy, Ci-Cg-haloalkoxy, Ci-Cg-alkylthio, C,-Ce-
haloalkylthio, CO-C,-C;-alkyl, CO-O-C;-Cg-alkyl, NH-C,;-Cg-alkyl,
NHCHO, NH-C(O)C-Cg-alkyl, and SO»-C;-Cg-alkyl;

R”  1s selected from the group consisting of halogen, NH,, CN, CF3, CHF,
CH,F, O-CF,, O-CHF,, O-CHF, COOH, OCH-COOH, C;-Cs-alkyl, C-Cs-

alkoxy, C;-Cs-alkoxy-C;-Cs-alkyl, C;-Cs-alkylthio and CHoNRR', where

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

consisting of hydrogen and C,-Cs-alkyl;

n 10, or2;

Y 18 a radical of the formula Y2

N A
#—N N—R®
(R) ~
™ (Y2)

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

Al s {CHa), with g being 0, 1, 2 or 3, where one or two hydrogen atoms may
be replaced by halogen or C;-Cs-alkyl;

A?  is (CHp) withr being 0, 1, 2 or 3, where one or two hydrogen atoms may be
replaced by halogen or C;~-Cy-alkyl;

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

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

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

RSBB

C;-Cr-cycloalkyl, Cs-Co-cycloalkyl-Ci-Cy-alkyl, where the cycloalkyl

moiety of the last 2 radicals mentioned may have 1, 2, 3 or 4 radicals R b,

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

radicals mentioned are unsubstituted or have 1, 2 or 3 substituents R3a,

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(=Q)R*,

R3a

is selected from the group consisting of OH, SH, CN, C;-Cs-alkoxy,
Ci-Cg-haloalkoxy, C3-Cr-cycloalkyloxy, C;-Cs-alkylthio, C;-Cg-
haloalkylthio, COOR™, CONR™R™, SO,NR*R*, -NR®-80,-R™,
NR*-CO-R*, §0,-R* and NR*R?,

is selected from the group consisting of OH, SH, CN, halogen,
C,-Cs-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*,

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

COOR", CONR™R™, SO,NRR"™, NR*-S0,-R™, NR™-CO-R”,
SO,-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, NHa, C;-C¢-alkyl, C;-Ce¢-haloalkyl, C;~Cg-
alkoxy, C;-Cs-haloalkoxy, C;-Cs-alkylthio, C;-Cs-haloalkylthio, CO-
C1-Cg-alkyl, CO-O-C,-Cs-alkyl, NH-C,-Cg-alkyl, NH-C(O)C1-Ce-
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alkvl, and SO,-C-Ce-alkyl;

R* s selected from the group consisting of C;-Cg-alkyl, C;-Cg-haloalkyl,
C,-Cg-alkyl which has 1, 2 or 3 substituents R,
C3-Cy-cycloalkyl, Cs-Cy-cycloalkyl-C;-Cs-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 group

consisting of C;-Cg-alkyl, C;-Cg¢-haloalkyl, C-Cg-alkyl which has 1, 2 or 3
substituents R, or Cy-Ce-alkenyl, Co-Cg-atkynyl, Cs-Cr-cycloatkyl, C3-C5-
cycloalkyl-Cq-Cy-alkyl, C3-Cq-heterocycloalkyl-C;-Cy-alkyl, C-Cg-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 R,

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

consisting of H, C;-Cs-alkyl, C;-C¢-haloalkyl, C;-Cs-alkyl which has 1, 2
or 3 substituents R**, or Cr-Cs-alkenyl, C;-Cg-allymyl, C3-Co-cycloalkyl,
C3-Cy-cycloalkyl-Ci-Cy-alkyl, Cs-Co-heterocyeloalkyl-C-Cy-alkyl, C;-Ce-
alkoxy-C;-Cs-alkyl, aryl, aryl-C,-Cs-alkyl, betaryl 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® arc independently of one another selected from the group

consisting of H, C-Ce-alkyl, C;-Cyg-haloalkyl, C;-Ces-alkyl which has 1, 2
or 3 substituents R", or C;-Cs-alkenyl, C;-Ce-alkynyl, C3-Co-cycloalkyl,
Cs-Co-cycloalkyl-C;-Cy-alkyl, Cs3-Co-heterocycloalkyl-C-Cy-alkyl, Ci-Ce-
alkoxy-C;-Cy-alkyl, aryl, aryl-C,-Cs-alkyl, hetaryl and hetaryl-C;-Cs-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'Y, or

the two radicals R and R®, or R and R or R™ and R® form fogether
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 R, or C»-Cg-alkenyl, Cy-Ce-alkynyl, C3-Cs-cycloalkyl, C3-Cy-
cycloalkyl-C,-Cy-alkyl, Cs-Cr-heterocycloalkyl-C;-Cs-alkyl, Ci-Cg-alkoxy-
C;-Cy-alkyl, aryl, aryl-C,-Cs-alkyl, hetaryl and hetaryl-Cy-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™ and R® have independently of one another the meanings mentioned for

Rﬁl, Rbi and RC];

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

consisting of H, C;-Cs-alkyl, C;-Cs-alkoxy, C,-C¢-haloalkyl, C;-Cg-alkyl
which has 1, 2 or 3 substituents R}a, or Cp-Cg-alkenyl, Co-Ce-alkynyvl, Ca-
Cr-cycloalkyl, C3-Co-cycloalkyl-C,-Cq-alkyl, Cs-Cr-heterocycloalkyl-C-
Cy-alkyl, C-Cs-alkoxy-C;-Cy-alkyl, CO-C;-Cg-alkyl, CO-0-C;-Cg-alkyl,
50,-C-Cy-alkyl, aryl, hetaryl, O-aryl, OCHsz-aryl, aryi-C;-Cs-alkyl,
hetaryl-C,-Cy-alleyl, CO-aryl, CO-hetaryl, CO-(aryl-C;-Cs-alkyl), CO-
(hetaryl-C,-Cy-alkyl}), CO-O-aryl, CO-O-hetaryl, CO-O-(aryl-C;-Cs-alkyl),
CO-O-thetaryl-C;-Cy-alkyl), SOz-aryl, SO;-hetaryl, SOp-(aryl-C;-Cy-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

R¥, R*" and R’ are independently of one another selected from the group

consisting of H, C;-Ce-alkyl, C,-Cs-haloalkyl, Ci-Cy-alkyl which has 1, 2
or 3 substituents R', or C;-Cg-alkenyl, C;-Cs-alkynyl, Ci-Cy-cycloalkyl,
C3-Cor-cycloalkyl-C,-Cy-alkyl, Cs-Cr-heterocycloalkyl-C,-Cy-alkyl, C;-Ce-
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alkoxy-C;-Cy-alkyl, aryl, aryl-C-C.-alkyl, hetary! 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]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, optionally substituted nitrogen
heterocycle which may optionally have 1, 2 or 3 further different or

identical heteroatoms from the group of G, 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 I, wherein R is selected from the group
consisting of

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

Cs-Cy-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
R

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-Cs-alkyl and C;-Cs-alkoxy.

The carboxamide compound of any of the preceding claims, whereinnisOor 1
and, when n = 1, R? is selected from F, Cl, CN, CF,, C;-Cy-alkyl and C;-Cy-
alkoxy.

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

The carboxamide compound of any of ¢laims 1 to 5, wherein the moiety A is a

single bond, CH; or CH,CH; and the moiety Alis CH,, CH:CH, or CH.CH,CH..
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The carboxamide compound of any of claims 1 to 6, wherein

R s hydrogen, C-Cg-alkyl, C;-Cg-haloalkyl, C3-Cr-cycloalkyl, C3-Cs-
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;-Cs-alkyl, where phenyl in the last 2 radicals mentioned
are unsubstituted or have 1, 2 or 3 substituents R3°, or
a radical a radical COOR™, where
R™ s selected from the group consisting of C;-Cs-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,,
C1-Cg-alkyl, Ci-Cg-haloalkyl, C{-Cs-alkoxy, C,-Cs-haloalkoxy, C;-Cq-
alkylthio, CI~C6—haioalicyIthio, CO-C-Ce-alkyl, CO-O-C,-Cg-alkyl,
NH-C;-Cg-alkyl, NH-C{O)C;-Cs-alkyl, and SO,-C;-Ce-alkyl;

R" s selected from the group consisting of C;-Cg-alkyl, C;-Cy-cycloalkyl,
C3-Cr-cycloalkyl-C;-Cs-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;-Cs-alkoxy and C;-Cg-haloalkyl.

The carboxamide compound of any of claims 1 to 7, wherein the radical of the
formula Y?2 is selected from the group consisting of 4,5,6,7-
tetrahydropyrazolo[3,4-cJpyridin-2-vl, 6-(C1-Cy-alkvi)-4,5,6,7-
tetrahydropyrazolo[3,4-c]pyridin-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~
clpyridin-2-yl, 6-cyclopropylmethyl-4,5,6,7-tetrahydropyrazolo[3,4-c]pyridin-2-
vl, 4,5,6,7-tetrahydropyrazolo{4,3-c]pyridin-2-y!, 5-(C;-Cs-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-
¢lpyridin-2-yl, S-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;-Cy-alky1)-2,4,5,6-
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tetrahydropyrrolof3.4-clpyrazol-2-yl, 5-benzyl-2,4.5,6-tetrahydropyrrolof3,4-
clpyrazol-2-yl, 5-(tert.-butoxycarbonyl)-2.4,5,6-tetrahydropyrrolo[ 3 ,4-c]pyrazol-
2-yl, 4,5,6,7-tetrahydropyrazolo[4,3-c]pyridin-2-yl, 5-(C,-Cy4-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~
blpyridin-2-yl and 5-cyclopropylmethyl-4,5,6,7-tetrahydropyrazolo[4,3-b]pyridin-
2-vi.

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

(R,
N NH, (Ib)
Q\A*l
2 /

A=—N

RS

where R, Rz, R® and n are as defined above and where

Al is (CHy), with g being 0, 1 or 2;

A? i (CHy). with rbeing 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-y1}-2-(5-benzyl-4,5,6,7-tetrahydro-2H-
pyrazolo[4,3-¢]pyridin-2-yDnicotinamide;
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-¢]pyridin-2-yhnicotinamide;
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-yInicotinamide;
N-{4-amino-3,4-dioxo-1-phenyl-2-butanyl)-2-(4,5,6,7-tetrahydro-2Hpyrazolo[4,3-
c]pyridin-2-yl)nicotinamide;

tert-butyl 2-(3-(4-amino-3,4-dioxo-1-phenylbutan-2-ylcarbamoylpyridin-2-y1)-
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)-yhnicotinamide;

tert-butyl 2-(3-(4-amino-3,4-dioxo-1-phenylbutan-2-ylcarbamoyl)pyridin-2-y1)-
2.4,5,7-tetrahydro-6H-pyrazolo] 3,4-cJpyridine-6-carboxylate;
N-(4-amino-3,4-dioxo-1-phenyl-2-butanyl}-2-(4,5,6,7-tetrahydro-pyrazolo[3,4-
clpyridin-2-ylnicotinamide;

tert-butyl 2-(3-(4-amino-3,4-dioxo-1 —phenylbutan—2-yicarbamoyl)pyﬁdin—il—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-
blpyrdin-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-clpynidin-2-yDnicotinamide;

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-y1)-2-(5-benzyl-4,5,6,7-tetrahydro-2 H-pyrazolo[4,3-c]pyridin-2-
yDnicotinamide, or tautomer thereof, or a hydrate thereof, or a prodrug thereof or

a pharmaceuntically suitable salt thereof

The carboxamide compound as claimed in claim 1 being tert-butyl 2-(3-(4-amino-
3,4-dioxo-1-phenylbutan-2-ylcarbamoylpyridin-2-yl1)-4,6-dihydropyrrolof3,4-

c]pyrazole-5(2H)-carboxylate, or tautomer thereof, or a hydrate thereof, or a
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prodrug thereof or a phanmaceutically suitable salt thereof.

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

suitable salt thereof.

The carboxamide compound as claimed in claim 1 being N-(4-amino-3,4-dioxo-1-
phenylbutan-2-y1}-2-(4-benzyl-4,5,6,7-tetrahydro-2H-pyrazolo[4,3-b]pyridin-2-
yi)nicotinamide, or tautomer thereof, or a hydrate thereof, or a prodrug thereof or

a pharmaceutically suifable 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 I to 15 and a carrier.

Use of the carboxamide compound of any of claims I to 15 in the manufacture of
a medicament for the treatment of a disorder, an impairment or a condition which

is associated with an elevated calpain activity.

Use of the carboxamide compound of any of claims I to 15 in the manufacture of

a medicament for the treatment of neurodegenerative disorders or impairments.

Use of the carboxamide compound of any of claims 1 to 15 in the manufacture of
a medicament for treating a neurodegenerative disorder occurring as a result of a

chronic brain supply deficit, an ischemia or a trauma.

Use of the carboxamide compound of any of claims I to 15 in the manufacture of

a medicament for the use in the treatment of a disorder, an impairment or a
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condition selected from Alzheimer’s disease, 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
mnterleukin-I, TNF or A level and

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

infection such as malaria or toxoplasmosis.

Use of the carboxamide compound of any of claims 1 to 15 in the manufacture of

a medicament for chemotherapy of tumors and metastasis thereof.

Use of the carboxamide compound of any of claims 1 to 15 in the manufacture of

a medicament for treatment of HIV patients.



