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where
m islor2,
n is 1 or2,
A is selected from the group consisting of CH,, CH,CH,, CHFCH; and

CF,CH,,

is hydrogen or C;-Cs-alkyl,

is selected from the group consisting of hydrogen and fluorine,

is selected from the group consisting of hydrogen and methyl,

is selected from the group consisting of hydrogen and methyl,

is branched C4-Cg alkyl or branched fluorinated C4-Cq-alkyl, and

is an oxygen containing radical selected from the group consisting of C;-Cy-
alkoxy-C;-Cs-alkyl, fluorinated C;-C,-alkoxy-C;-Cy-alkyl, hydroxy-C;-Cy-
alkyl, fluorinated hydroxy-C,-Cg4-alkyl, oxetanyl, fluorinated oxetanyl, oxo-
lanyl, fluorinated oxolanyl,

C3-Cs cycloalkyl, fluorinated C3-Cs cycloalkyl, where the cycloalkyl moiety
in the last two mentioned radicals carries 1 or 2 radicals selected from
hydroxyl, C;-Cy-alkoxy and fluorinated C,-C,-alkoxy and may additionally
carry 1 or 2 radicals selected from C,-C,-alkyl and fluorinated C;-C,-alkyl,
C5-Cs cycloalkoxy-C;-Cy-alkyl and fluorinated Cs-Cs cycloalkoxy-Ci-Cy-
alkyl, where the cycloalkoxy moiety in the last two mentioned radicals may
carry 1 or 2 radicals selected from hydroxyl, C;-C,-alkoxy, fluorinated C;-C,-
alkoxy, C1-Cy-alkyl and fluorinated C;-C,-alkyl,

the N-oxides, the prodrugs and the pharmaceutically acceptable salts of these

compounds.

In one aspect, there is provided a compound of the formula |
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where

m islor2

n islor?

A s selected from the group consisting of CH,, CH,CH,, CHFCH, and
CE,CHy,

R ishvdrogen or C;-Cs-alkyl

R?  is selected from the group consisting of hydrogen and fluorine,

R*"  is selected from the group consisting of hvdrogen and methvl,

R g selected from the eroup consisting of hydrogen and methyl

R*  isbranched C4-Cg alkyl or branched fluorinated C4-Cy alkyl, and

R®  is an oxygen containing radical selected from the group consisting of C;-C,-

alkoxy-C;-Cy-alkyl, fluorinated C,-Co-alkoxy-C-Cy-alkyl, hvdroxy-C,-Cq-

alkvl, fluorinated hvdroxv-C-Cg-alkyl, oxetanvl, fluorinated oxetanyl, oxo-

lanvl, fluorinated oxolanvl,

C3-Cs_cyeloalkyl, fluorinated C;-Cs cycloalkyl. where the cycloalkyl moiety

in the last two mentioned radicals carries 1 or 2 radicals selected from

hydroxyl, Ci-Cy-alkoxy and fluorinated C;-Cy-alkoxy and may additionally

carry 1 or 2 radicals selected from C;-Co-alkyl and fluorinated C;-Cy-alkyl

alkyl. where the cycloalkoxy moiety in the last two mentioned radicals may

carry 1 or 2 radicals selected from hydroxyl, C,-Cs-alkoxy, fluorinated C;-Cy-

alkoxy, C~Cy-alkyl and fluorinated C;-Cr-alkyl,

the N-oxides, the prodrugs and the pharmaceutically acceptable salts of these

compounds;



4a(ii)

where the prodrugs are selected from compounds I carrving an OH eroup, where

the hvdrogen atom of the OH group is substituted by a C;-Cy-alkylcarbonyl group, by

benzovl. bv an amino acid, selected from glyeine, alanine. serine and phenvlalanine

which is linked to the oxvgen of the OH eroup via the carbonvyl group of the amino acid;

or by a eroup of the formula -C(=0)-0-CHR?-O-C(=0)-RY in which R and RY are

independently of one another C,-Cy-alkyl.
In one aspect, there is provided a compound as disclosed herein for the use as a

medicament.
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In one aspect, there is provided a pharmaceutical composition comprising at least
one compound as disclosed herein, optionally together with at least one physiologicaﬂy
acceptable carrier or auxiliary substance.

In one aspect, there is provided a use of at least one compound as disclosed herein
in the manufacture of a medicament for treating a medical disorder or condition
susceptible to treatment with a dopamine D3 receptor ligand.

In _one aspect, there is provided the use of at Jeast one compound as disclosed

herein in the manufacture of a medicament for treating a disorder or condition of the

central nervous svstem.

In one aspect, there is provided the use of at least one compound as disclosed

herein in the manufacture of a medicament for freating Parkinson's disease,

schizophrenia, bipolar disorder, depression, motivation disturbances, anxiety, cognitive

dysfunction, pain, disorder associated with drug abuse, and eating disorders.

In one aspect. there is provided the use of at least one compound as disclosed

herein in the manufacture of a medicament for treating renal function disorders. such as

diabetic nephropathy.

The present disclosure is thus based on the object of providing compounds which
selectively bind to the dopamine D3 receptor at low concentrations.
The compounds are further intended to display at least one of the properties i. to

viii. mentioned above, in particular high selectivity with regard to dopamine D3 receptor
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We claim:
1. A compound of the formula I /
3a 3b 4
R
/ o R R
1 / ‘ N
R CH y
\ (C2)m CH,—CHy—N N—(” \ NG
N >< N/ s/
H 2 A
7
where /
//
5 m islor2, /

n is 1 or 2, / /

A isselected from the group consisting of CHa, C/H/QCHZ, CHFCH> and
CF,CH,, /

/
R!  ishydrogen or C;-Cs-alkyl, /
10 R?  is selected from the group consisting g /hydrogen and fluorine,
R* s selected from the group consisting of hydrogen and methyl,

/
/

R*® s selected from the group consil,s{ing of hydrogen and methyl,
R*  is branched C4-Cg alkyl or by\“r/l/ched fluorinated C4-Cg alkyl, and
R®>  isan oxygen containing radical selected from the group consisting of C;-C,-
15 alkoxy-C;-Cy-alkyl, ﬂgén’nated C1-Cy-alkoxy-C-Cy-alkyl, hydroxy-C-Cy-
alkyl, fluorinated hyd?oxy—Cl—C4-a11<y1, oxetanyl, fluorinated oxetanyl, oxo-
7
lanyl, ﬂuorinateq/bxolanyl,
C3-Cs cycloal}g§1, fluorinated C;-Cs cycloalkyl, where the cycloalkyl moiety
in the last tvﬁfo mentioned radicals carries 1 or 2 radicals selected from
20 hydroxyl';'/Cl—Cz—alkoxy and fluorinated C,-C,-alkoxy and may additionally
carr}{/l/or 2 radicals selected from C;-Cj-alkyl and fluorinated C;-Cy-alkyl,
Cﬁ/-’bs cycloalkoxy-C;-Cy-alkyl and fluorinated Cs-Cs cycloalkoxy-C;-Cy-
/ /a/lkyl, where the cycloalkoxy moiety in the last two mentioned radicals may

// carry 1 or 2 radicals selected from hydroxyl, C;-C,-alkoxy, fluorinated C;-Cyp-
25 " alkoxy, Ci-Cy-alkyl and fluorinated C;-Ca-alkyl,
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I1.

12.

13.
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the N-oxides, the prodrugs and the pharmaceutically acceptable salts of these '
compounds.

The compound of claim 1, wherein R is hydrogen or methyl.
The compound of claim 1, wherein R' is methyl. /
The compound of claim 1, wherein R' is hydrogen. /

The compound of any of the preceding claims, wherein Rf?"’is hydrogen.
/

S

/
The compound of any of the preceding claims, Whe;/c/in m is 2.

/

/

Vs
The compound of any of the preceding claims, Wherein n is 2.
/

The compound of any of claims 1 to 7, ‘/u/éein both m and n are 1.

/ .
The compound of any of the prece;dfing claims, wherein R*® and R*" are hydrogen.
//

/
/
The compound of any clairr}s/ 1 to 8, wherein either R*® is methyl and R is
hydrogen or R* is hydrogéh and R is methyl.
/

/'/'
The compound of e}ﬁgf of the preceding claims, wherein A is CH,.
(/,

The compour;dﬁof any of claims 1 to 10, wherein A is CH,CH, CHFCH, or
CE:CHy. /|

/
y

The ¢6/mpound of any of the preceding claims, wherein R” is branched C4-C alkyl

an in particular tert.-butyl.
/
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14. The compound of any of the preceding claims, wherein R’ is selected from the
group consisting of C;-C,-alkoxy-C;-C;-alkyl, fluorinated C,-C,-alkoxy-C;-C»- /

alkyl and hydroxy-C,-Cs-alkyl.

5 15. The compound of claim 14, wherein R’ is selected from the group consisting of
methoxymethyl, ethoxymethyl, 2-methoxyethyl, diﬂuoromethoxymethyl,/ 2-
(difluoromethoxy)ethyl, trifluoromethoxymethyl, 2—(triﬂuorometho>g5fjéthyl,
methoxydifluoromethyl, ethoxydifluoromethyl, 2-methoxy-1,1 -d;ff:loroethyl,
hydroxymethyl, 2-hydroxyethyl, 2-hydroxypropyl and 2—hydr0}(/3///—2—methy1pr0pyl.

s

10
16. The compound of claim 14, wherein R’ is Cl-Cz—alkOX}//;/é;-Cz—alkyl‘
////
17. The compound of any of the claims 1 to 13, wher;;iﬁ R’ is selected from the group
consisting of oxetanyl, fluorinated oxetanyl, ox/di/;myl, fluorinated oxolanyl, and Cs-
15 Cs cycloalkyl, which carries 1 or 2 radicals {ected from hydroxy and C;-C,-
alkoxy. //6
- 18.  The compound of claim 17, Where')/ff/ils is selected from the group consisting of 2-
oxetanyl, 3-oxetanyl, 2—oxolan¥1/,/3-oxolany1, 3-methoxycyclobutyl and 3-
| 20 hydroxycyclobutyl. //
19. The compound of any ;’O'f{ /the preceding claims, wherein
A isCH, CHQQH;/, CHFCH, or CF,CHy;
R' s hydrogcap'/- gr methyl;
25 R* s hydr(}g’g:n;

R**  and ‘R’?’)b are hydrogen or either R* is methyl and R*® is hydrogen or R* is
hyﬁrogen and R* is methyl; and

R? / is tert-butyl.
/
y
30  20. /The compound of any of the preceding claims, which is a compound of the formula

Ia,
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N CHy—CHy—N N

where R!, R* R*® R’ and A are as defined in any one of the/p{‘eceding claims, the

N-oxides, the prodrugs and the pharmaceutically acceptab}e/salts of these

compounds. /

/

21. The compound of any of claims 1 to 19, which is /a/ /;:ompound of the formula Ib,
)

R! /O
___<N

H (Ib)

where R', R* R*® R’ a;xé A are as defined in any one of the preceding claims, the

N-oxides, the prodrugs/ and the pharmaceutically acceptable salts of these
/

compounds. ya

22. The 001np0u;ra of any of claims 1 to 19, which 1s a compound of the formula Ic,

g g 30
U
/ m——<>—CH2-~CH2—~N\-— N 7\ (lc)
R _
R5
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/,
where R', R* R, R® and A are as defined in any one of the preceding claims, thV
N-oxides, the prodrugs and the pharmaceutically acceptable salts of these /

compounds. /

7

The compound of any of the preceding claims, where in formulae I or Ig'or Ic the

radical R'-C(=0)-NH and the radical R? predominately adopt cis-cqn’{iguration.

/’
/

The compound of any of claims 1 to 22, where formulae in | Q/ia or Ic the radical
R'-C(=0)-NH and the radical R* predominately adopt t’rans/éonﬁguration.
P
,//
/
The compound according to claim 1, selected from tl}é group consisting of’
N—[4—[2-[4-[2-tert~butyl—6—(ethoxymethyl)pyn'mi(}/11{14~y1]piperazin-l-
yljethyljcyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl|piperazin-1-
yl]ethyllcyclohexyl]formamide, /f
N-[4-[2- [4—[2-tert-buty1—6~(rnethoxyn}/eélyl)pyﬂmidin-4~yl]piperazin- 1-
yljethyllcyclohexyl]acetamide, ) / /
N-[4-[2-[4- [2-tert-buty1-6-(meﬂ;o/;(ymethyl)pyrimidin—4-y1]piperazin— 1-
vl] ethyl]cyclohexyl]formamid/e:/,
N-[4-[2-[4- [2—tert-butyl—6/7(£-methoxyethy1)pyrimidin—4—yl]piperazin— 1-
yl]ethyl]cyclohexyl]ac/g/c’émide,
N-[4-[2- [4—[2—tcrt—b/u{yl—6~(2—m ethoxyethyl)pyrimidin-4-yl]piperazin-1-
yllethyl] cycloheg;y/l] formamide,
N-[4-[2-[4- [2/7téft—butyl~6~( ethoxydifluoromethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyg’Ighexyl]acetamide,
N-[4- [2/7[&-[2—tert—butyl-6—(ethoxydiﬂuoromethyl)pyrimidin~4~y1]piperazin— 1-
yl]eth@ji]cyclohexyl]formamide,
I\I/{/é;r- [2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-yl|piperazin-
1-yllethyl|cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyljpyrimidin-4-yl]piperazin-
1-yl]ethyl]cyclohexyl}formamide,
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N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-ylpiperazin-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-]2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl piperazin-1-
yl]ethyl]cyclohexylJacetamide, /
N-[4-]2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4- yl]plperazm 1-
1]ethyl]cyclohexyl]formamlde /_/
N-[4-[2-[4-][2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4- yl]plperaz/m 1-
yl]ethyl]lcyclohexyl]acetamide, /

/

N—[4-[2-[4—[2—tert—buty1—6-(oxetan—3—yl)pyrimidin~4-yl]pif)/erazin— 1-

4

yl]ethyl]cyclohexyl]formamide, /

yd
/

N-[4—[2—[4—[2—tert—buty1—6—(oxetan-2—yl)pyrimidin;él’{yl]piperazin— 1-

yljethyl]cyclohexyl]acetamide, /
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyri /i/;iin—4-y1]piperazin~l -

yl]ethyl]cyclohexyl]formamide, /m
N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3 yYfpynmldm 4-yllpiperazin-1-
yl]ethyl]cyclohexyljacetamide, /
N-[4-[2-[4-[2-tert-butyl-6-(oxolgh-3-yl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]fonnamid/e/

N-[4-[2-[4-[2-tert-butyl- 6 (3 -methoxycyclobutyl )pyrimidin-4-yl]piperazin-1-

yl]ethyl]cyclohexyl]acetamlde

N-[4-[2-[4- [2~tert~butyl~6m(3 -methoxycyclobutyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohe;qﬁjll]formamide,
N-[4-[2-[4- [21‘7’tért—butyl-6—(2~hydroxyethyl)pyrimidin—4—yl]piperazin- 1-
yl]ethyl]cycllz)hexyl]acetamide,
N-[4- [%—{Z-[2-tert-butyl—6-(2-hydroxyethyl)pyrimidin—4-y1]piperazin‘—1 -
yl]e@@l]cyolohexyl]formamide,
Ij—{dr— [2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl|piperazin-1-
yl]ethyl]cyclohexylJacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]formamide,

Y
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N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl|piperazin-1-
yl]ethyl]cyclohexyl]acetamide, /
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl|piperazin/1 -
yl]ethyllcyclohexyl]formamide,
N—[4—[2-[4-[2-tert—buty1-6—(3-hydroxycyclobutyl)pyrimidin-4—y1]piperazi/ 1-

yljethyl]cyclohexyl]acetamide, / '
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4- yl]p1pérazm-1~
yl]ethyl}cyclohexyl]formamide, //
4

N—[4-[2—[4—[2—tert—buty1—6~(ethoxymethyl)pyrimidin-4—y1]-2-r/n/ethylpiperazin-1-

yl]ethyl]cyclohexyl]acetamide, /
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4- y}f 2-methylpiperazin-1-

yl]ethyllcyclohexyl]formamide, /
N-[4- [2—[4-[2—tert-butyl—6~(methoxymethyl)pyrin;i’(ﬁn—él-yl] -2-methylpiperazin-1-
yljethyljcyclohexyl]acetamide, // /
N-[4-[2- [4—[2—tert—buty]-6-(methoxymeth?ﬁ;rimidinA-yl] -2-methylpiperazin-1-
yl]ethyl]cyclohexyl]formamide, y
N-[4-[2-[4-[2-tert-butyl-6-(2-m etho:x’yéhyl)pyrimidin—él—yl] -2-methylpiperazin-1-
yllethyl]cyclohexyl]acetamide, // |
N-[4—[2—[4- [2—tert—butyl—6—(2—n}dt/hoXyethyl)pyn'midin-4—yl] -2-methylpiperazin-1-
yl]ethyl]cyclohexyl]formami({e

N-[4-[2-[4-[2-tert-butyl- 6;«(ethoxydlﬂuoromethyl)pyrlmldm 4-yl1]- 2
methylpiperazin- l-yl]ethyl]cycl()hexyl}acetamlde
N-[4-[2-[4-[2- tertnb}ityl -6-(ethoxydifluoromethyl)pyrimidin-4-yl}-2-
methylpiperazin;.}'{yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4- [2/;téﬁ—butyl~6—(1 ,1-difluoro-2-methoxyethyl)pyrimidin-4-yl}-2-
methylpipg:.r’ézin- 1-yl]ethyl]cyclohexyl]acetamide,
N-[4-[27-(Z- [2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-yl}-2-
meﬂ?jﬁoiperazin— 1-yl]ethyl]cyclohexyl]formamide,

/

1\57{4—[2—[4-[2—tert~buty1—6-(2—diﬂuoromethoxyethyl)pyrimidin—4-yl]-2~
r/nethylpiperazin- 1-yl}ethyl}cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl]-2-
methylpiperazin-1-yl]ethyl]cyclohexyl]formamide,

/
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N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl )pyrimidin-4-yl]-2-
methylpiperazin-1-yl]ethyl]cyclohexyl]acetamide, / I
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl )pyrimidin-4-yl]-2-
methylpiperazin-1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-2-methylpiperazin1-
yl]ethyl]cyclohexyl]acetamide, , //

N-[4-[2-[4-][2-tert-butyl-6-(0oxetan-3-yl)pyrimidin-4-yl] -2~methy1pip.e’r/azin— 1-
.f/ ’

7
/

yl]ethyl]cyclohexylformamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl]- Z-met;lylplperazm 1-
yllethyl]cyclohexyl]acetamide, /

/

N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4- yl} 2% methylplperazm 1-
yl]ethyl]cyclohexyl]formamide, ) / /
N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3 -yl)pyrimidin/—}?iyl] -2-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide, / '
N-[4-[2-[4-[2-tert-butyl-6-(0xolan-3-yl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]lcyclohexyl]formamide, //‘
N—[4—[2-[4—[2—tert~buty1—6—(3-methox;gcé/clobutyl)pyrimidin—4—yl}—2~
methylpiperazin-1-yl]ethyl] cycloh;aé/l] acetamide,
N—[4~[2-[4-[2—tert—butyl—6-(3-m/gxtiloxycyclobutyl)pyrimidin-4—yl]—2-

methylpiperazin-1-yllethyljc élohexyl] formamide,

- N-[4-[2-[4- [2—tert—buty1-6/7('2-hydroxyethyl)pyrimidin-4—y1] -2-methylpiperazin-1-

yl]ethyl]cyclohexy]}acet’émide
N-[4-[2-[4-[2-tert- butyl 6-(2-hydroxyethyl)pyrimidin-4-yl]- Z—methylplperazm 1-
yl]ethyl]cyclohexyl]formamlde

N-[4-[2-[4- [Z/,tex“[-butyl -6-(2-hydroxypropyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyg’lghexyl]acetamide,
N-[4- [2/7['2- [2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]-2-methylpiperazin- 1 -
yl]eth§i}cyclohexyl]formamide,
I\;—' 4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl]-2-
methylpiperazin-1-yl]ethyl]cyclohexyljacetamide,
N-[4-[2-[4-][2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl]-2-
methylpiperazin-1-yljethyljcyclohexyl]formamide,




10

15

20

25

30

75

N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yl]ethyl]cyclohexyllacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yl1}-2-

methylpiperazin-1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-]2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-3-methylpiperaz;
yl]ethyl]cyclohexyl]acetamide, /

N-[4-[2-[4-]2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl1}-3 —methylpiﬁerazin— 1-
/
/

7
/

yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-3 -/)ﬁ/ethylpiperazin- 1-
yl]ethyl]cyclohexyl]acetamide, /”/ '
N- [4—[2-[4-[2-tert-butyl~6—(methoxymethyl)pyrimidin-éi—y{j-3—methylpiperazin— 1-
yl]ethyl]cyclohexyl]formamide, / :

N~[4m[2~[4u[2-tert—buty1—6—(2—methoxyethyl)pyrim/i,d/i;a-4-yl]—3—methylpiperazin—1-
yljethyl]cyclohexyl]acetamide, / '
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl) }//;*imidin~4—y1]—3—methy1piperazin—1 -
yljethyl]cyclohexyl}formamide,

N~[4-[2—[4—[2—tert-butyl-6—(ethoxydiﬂpéromethyl)pyrimidin—&yl}—3—

//

methylpiperazin-1-yljethyl] cyclohgxffyl] acetamide,

N-[4-[2-[4- [2—tert—butyl-6-(etho;(§diﬂuoromethyl)pyrimidin—4—yl] -3-
methylpiperazin-1-yl]ethyl] c;/c/lohexyl] formamide,

N-[4-[2-[4- [2—tert—buty1—6/7(‘1/, 1-difluoro-2-methoxyethyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yl] eﬂ{yl] cyclohexyl]acetamide,
N—[4-[2—[4»[2-tert=buf;/l~6m( 1,1-difluoro-2-methoxyethyl)pyrimidin-4-yl}-3-
methylpiperazin;,l’fﬁ] ethyl]cyclohexyljformamide,

N-[4-[2- [4~[2;téﬂ~buty1~6»(2-diﬂuoromethoxyethyl)pyrimidin—@yl] -3-
methylpip@fézin— 1-yl]ethyljcyclohexyl]acetamide,

N- [4—[.’%7’[2— [2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl]-3-
meth&i?iperazin— 1-yl]ethyl]cyclohexyl}formamide,
I\;szt-[Z-[4~[2-tert-butyl-6-(2—triﬂuoromethoXyethyl)pyn'midin-4—yl] -3-
methylpiperazin-1-yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl}-3-
methylpiperazin-1-yl]ethyl]cyclohexyl]formamide,
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N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-3-methylpiperazin-1-

yljethyl]lcyclohexyl]formamide,
5 N-[4-[2-[4-]2-tert-butyl-6-(0xetan-2-yl)pyrimidin-4-yl]-3-methylpiperazin-1-

yl]ethyl]cyclohexyl]acetamide, // /

N-[4-[2-[4-] 2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl] -2—methy11}jperazin—l -

yljethyl]cyclohexyl]formamide, /

/
N-[4-[2-[4-[2-tert-butyl-6-(oxo0lan-3-yl)pyrimidin-4-y1]-3 —m/@f{lylpiperazin- 1-

10 yl]ethyl]cyclohexyl]acetamide, /

N-[4-[2-[4-] 2-tert-butyl-6-(oxolan-3 -yl)pyrin"iidin-4—y1]/3/—me’chylpiperaz;in~ 1-

yl]ethyl]cyclohexyl]formamide, / /

: N~[4—[2—[4—[2—tert—buty1~6~(3—meth0xycyclobutyl).p/;rimidin-4~yl]—3-
methylpiperazin-1-yljethyl]cyclohexyl] acetal?/i'é/e,

15 N-[4-[2-[4-[2-tert-butyl-6-(3-methoxycyclobutyl )pyrimidin-4-yl}-3-
methylpiperazin-1-yljethyljcyclohexyl] ﬂ/(rn;xmide,

N-[4- [2-[4—[2—tert-butyl-6—(2—hydrox;;&a/thyl)pyrimidin—4—yl] -3-methylpiperazin-1-
- yl]ethyl]jcyclohexyl]acetamide, //
N-[4-[2- [4-[2-tert~butyl—6—(2-hyﬂ/roxyethyl)pyrimidin—4—y1] -3-methylpiperazin-1-

20 yl]ethyl]cyclohexyl] formarr}i(‘fe,

N-[4-[2-[4-[2 —tert-butyl—@é’(Z-hydroxypropyl)pyrimidin -4-yl1}-3-methylpiperazin-1-
yl]ethyl]cyclohexyl] aqﬁ(amide,
N~[4m[2-[4«=[2-tert~13u{ylw-6*(2uhydroxypropyl)pyrimidinn4~yl] -3-methylpiperazin-1-
yl]ethyl] cyclohe}gcs/l/l] formamide,

25 N-[4-[2-[4- [Z;tért-butyl-6~(2—hydroxy—Z—methylpropyl)pyrimidin~4-yl] -3-
methylpip;:ézin-l -yl]ethyl]cyclohexyl]acetamide,
N-[4—[2/7{2;—[2~tert-—butyl—6n(2-hydr0xy—2—methylpropyl)pyrimidin—4—y1] -3-
met’t}y{piperazin— 1-yl]ethyl]cyclohexyl}formamide,

N/~[/4- [2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yl]-3-

30 methylpiperazin-1-yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yljethyl]cyclohexyl}formamide,
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N-[4—[2—[4¥[2—tert-butyi-6~(ethoxymethyl)pyrimidin—4-yl] -1,4-diazepan-1-
yl]ethyl]cyclohexyljacetamide, /
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-y1]-1,4-diazepan-1-
yljethyl]cyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-y1]-1,4-diazepan-}-

yllethyl]cyclohexyl]acetamide, //
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-1 ,4-diaze/;)an- 1-
yl]ethyl]cyclohexyl [formamide, /

/

N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-1 /f—diazepan—l -
Ve

yl]ethyl]cyclohexyljacetamide, /

7

N-[4-[2-[4-[2-tert-butyl-6-(2-m ethoxyethyl)pyrimidin-é{ys}/l] -1,4-diazepan-1-
/

yl]ethyl]cyclohexyl]formamide, /

/

N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluorom ethyl;pgfrimidin—dr—yl] -1,4-diazepan-1-

/£
7

yl]ethyl]cyclohexyljacetamide, /
N-[4-[2-[4-][2-tert-butyl-6-(ethoxydifluoro {hyl)pyrimidin—él—yl] -1,4-diazepan-1-
yl]ethyl]cyclohexyl]formamide, , jé

N-[4-[2-[4-[2-tert-butyl-6-(1,1 —diﬂu(}({nbmethoxyethyl)pyrimidin—4—yl] -1,4-
diazepan-1-yllethyl]cyclohexyl] ac/@famide,

N-[4-[2-[4-[2-tert-butyl-6-(1,1 —/dﬁl/ﬂuoro—Z-methoxyethyl)pyrimidin—4-yl] -1,4-
diazepan-1-yl]ethyl]cycl oh?&i] formamide,

N-[4-[2-[4- [2—tert—butyl-?;’(Z-diﬂuoromethoXyethyl)pyrimidin-4—yl}— 1,4-diazepan-
1-yl]ethyl] cyclohexyl]’;xé/etamide,
N~[4~[2~—[4-[2»tert—b)a/t/yl~6-(2«diﬂuoromethoxyethyl)pyrimidin»4—yl] -1,4-diazepan-
1-yl]ethyl] cyclo]qé/)/(yl] formamide,

N-[4-[2-[4- [Z:;«téﬂ-butyk6~(2—triﬂuoromethoXyethyl)pyrimidin»4~yl] -1,4-diazepan-
1-yl]ethyl] /czﬂ;c]ohexyl] acetamide,

N- [4—[2//[2-[2—tert—butyl—6—(2-triﬂuoromethoxyethyl)pyrimidin—4—y1] -1,4-diazepan-
1 —yl),e/tilyl] cyclohexyl]formamide,

I\/I/le-[Z- [4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-1,4-diazepan-1-
y1]ethyl]cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyllcyclohexyl]formamide,
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N-[4-[2-[4-[2-tert-butyl-6-(0oxetan-2-yl)pyrimidin-4-yl1]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl]-1,4-diazepan-1-
yljethyl]cyclohexyl]formamide,

N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3-yl)pyrimidin-4-yl]-1,4-diazepan-1-

yl]ethyl]cyclohexyl]acetamide, /'/

N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3-yl)pyrimidin-4-yl]-1 ,4-diazepan‘—/1 -

yl]ethyl]cyclohexyl]formamide, /
/

N-[4-[2-[4-[2-tert-butyl-6-(3 -methoXycyclobutyl)pyrimidin—4—/yi] -1,4-diazepan-1-

yl]ethyl]cyclohexyl]acetamide, /

N-[4-[2-[4-[2-tert-butyl-6-(3 -methoxycyclobutyl)pyrimidfn—él-yl] -1,4-diazepan-1-
' /

yl]ethyl]cyclohexyl [formamide, /

N-[4-[2-[4-[2-tert-butyl-6-(2 -hydroxyethyl)pyrirr/l/i,di/rfl-df-yl] -1,4-diazepan-1-
yi]ethyl]cyclohexyl]acetamide, ’
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]formamide, //y“

N-[4-[2-[4- [2—tert—butyl—6-(2~hydrox3/rp{;>pyl)pyrimidin-4—yl] -1,4-diazepan-1-
yl]ethyl]cyclohexyl]acetamide, | ) //

N-[4-[2-[4-[2-tert-butyl-6-(2 -hyd/rloxypropyl)pyrimidin-él—yl] -1,4-diazepan-1-
yllethyl]cyclohexyl]form am/ig{é,

N-[4-[2-[4- [2—tert—butyl—6/ +(2-hydroxy-2-methylpropyl)pyrimidin-4-y1]-1,4-
diazepan-1-yljethyl] cygzii)hexyl] acetamide,

N-[4-[2-[4- [2~tert»bufg/1—6-»(2 -hydroxy-2-methylpropyl)pyrimidin-4-y1}-1,4-
diazepan-1-yl] eth§;1] cyclohexyl|formamide,

N-[4-[2-[4- [2/7t’ért==butyl—6~(3 -hydroxycyclobutyl))pyrimidin-4-yl}-1,4-diazepan-1-
yllethvl] cye:‘f;)hexyl] acetamide,

N- [4—[%7{21~[2-tert~butyl—6—(3 -hydroxycyclobutyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]eﬁ}fg;l]cyclohexyl]formamide, .

1\/I~{3 -[2-[4-[ 2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclopentyl]acetamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclopentyl|formamide,

y
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N-[3- [2-[4— [2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yljpiperazin-1- /
yl]ethyl]cyclopentyl]acetamide, /
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl|piperazin-1-
yl]ethyl]cyclopentyl]formamide
5 N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclopentyl]acetamide, // /
N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]piperazin- l/-/
yl]ethyl]cyclopentyl]formamide, / /
N-[3-[2- [4-[2~tert—buty1~6—(2~methoxyethyl)pyrimidin-4-y1]pi1yé;azin— 1-
/
10 yl]ethyljcyclobutyl]acetamide, /

/

N-[3-[2-[4-[2-tert-butyl-6-(2-m ethoxyethyl)pyrimidin-4;3?1/]piperazin— 1-
4

yl]ethyljcyclobutyl]formamide, /

/
N_[3-[2-[4-[2_ten-buty1-6-(methoxymethyl)pyrim}d{ﬁ-zt-yl]piperazin- 1-
ylJethyl]cyclobutyl]acetamide, /

15 N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl) / imidin-4-yl]piperazin-1-
yl]ethyl}cyclobutyl]formamide, //yn
N-[3-[2~[4—[2—tert—butyl—6«(ethoxyme’g%i)pyrimidin#—yl]piperazin— 1-
yl]ethyl]cyclobutyl]acetamide, , //

N-[3-[2- [4—[2—tert—butyl-6-(etho;&methyl)pyrimidin-4-yl]piperazin— 1-

20 yl]ethyl]cyclobutyl]formamid«é

the cis-isomers thereof, t}}e"’grans—isomers thereof,
/
and the N-oxides, the Erbdrugs and the pharmaceutically acceptable salts of these

s

compounds. ,
/
25 26. The compour}!d"’;ccording to claim 1, selected from the group consisting of:
N —[4—[2—[4—,['5~tert-butyl-6—(hydmxymethyl)pyrimidin»4~y1]piperazin~ 1-
yl]ethyl/]véglclohexyl]acetamide,
N—[47[§—[4-[2—tert—butyl—6~(hydroxymethyl)pyrimidin—4—y1]piperazin- 1-
yl/}"ethyl}cyclohexyl]formamide,
30 -[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyljacetamide,
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N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl]formamide, /

N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]-3-methylpiperazin-1

yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]-3-methylpiperazin-1-

yl]ethyl|cyclohexyl|formamide, /

/
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]-1,4-diazépan-1-
ylJethyl]cyclohexyl]acetamide, /‘/

N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]-1 ,ﬁ/—/‘(/iiazepam 1-
yllethyl]cyclohexyl]formamide, //
N-[3—[2—[4-[2-tert—buty1—6-(hydroxymethyl)pyrimidin«dc/-,ﬂ/]piperazin— 1-
yl]ethyljcyclopentyllacetamide, //
N-[3-[2-[4- [Z—tert—butyl-6~(hydroxymethyl)pyrirri;di/n—ﬂf—yl]piperazin- 1-
yl]ethyljcyclopentyljformamide, // '
N-[3-[2-[4- [2—tert—buty1—6—(hydroxymethyl};r&rimidin#-yl]piperazin- 1-
yl]ethyl]cyclobutylJacetamide, /
N-[3 —[2—[4—[Z-tert-butyl-6—(hydroxym/e{hyl)pyrimidin-4—y1]piperazin~ 1-
yllethyl]cyclobutyl|formamide, ///
N-[3-[2-[4- [2-tert—butyl—6-(2—rr}g’t/hoxyethy1)pyrimidin-4~yl] -2-methylpiperazin-1-
yl]ethyl]cyclobutyl] acetamic/ie/,
N-[3-[2—[4—[2-tert-butyl-6/»‘(2—methoxyethyl)pyrimidin-4—yl] -2-methylpiperazin-1-
/
yl]ethyl]cyclobutyl] fogmamide,
N- [3«[2~[4»~[2~tertmbu{yl—6~(methoxymethyl)pyrimidin-4~yl]—%methylpiperazinw 1-
yl]ethyl] cyclobuj;yfj acetamide,
N-[3-[2-[4- [%7tgﬂ=buty1m6~(methoxymethyl)pyrimidinn4~yl] -2-methylpiperazin-1-
yllethyljeyelobutyl]formamide,
N-[3 -[2/7[2—[2—tert—butyl~6~(ethoxymethyl)pyrimidin-4-yl] -2-methylpiperazin-1-
yl] e‘ﬁh/}/;i] cyclobutyl Jacetamide,
1\5,—{/3—[2—[4»[2~tert—buty1—6-(ethoxymethyl)pyrimidin-4—yl] -2-methylpiperazin-1-
viJethyl]cyclobutyl [formamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yllethyl]cyclobutyljacetamide,




10

15

20

25

30

27.

81

yl]ethyl]cyclobutyl]formamide,

- N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-3-methylpiperazin-1- /

N-[3-[2-[4- [2—tert—bufyl-6-(methoxymethyl)pyrimidin—4—yl] -3-methylpiperazin-1-

yl]ethyl}cyclobutyl Jacetamide,
N-[3—[2—[4—[2-tert—butyl»6—(methoxymethyl)pyrimidin—4-y1]-3-methy1piper/
yljethyl]cyclobutyl]formamide, //

N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-3 —methylpjp/erazin— 1-
/

7
/

yl]ethyl]cyclobutyl]acetamide,

N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]- —m§{hy1p1perazm 1-

yl]ethyl]cyclobutyl]formamide, /
Y,

the cis-isomers thereof, the trans-isomers thereof, /

/

/
and the N-oxides, the prodrugs and the pharmaceutically acceptable salts of these

compounds. // ’

/
7

The compound according to claim 1, selected from the group consisting of:
trans-N-[4-(2- {4—[2~tert—buty1—6-(2—methj)fxéithyl)-pyrimidin~4—yl]—piperazin- 1-
y11-ethyl)-cyclohexyl]-acetamide /

trans-N-[4-(2-{4- [2—tert—buty1—6—(rrl;ét/hoxymethyl) -pyrimidin-4-yl]-piperazin-1-yl}-
ethyl)-cyclohexyl]-acetamide //

cis-N-[4-(2- {4-[2—tert~butyl—6/(/2-methoxy—ethyl)—pyrimidin—4-y1] -piperazin-1-yl}-
ethyl)-cyclohexyl]- acetamjﬂ/e

cis-N-[3-(2-{4-[2- tert~b(1ty1 6- (2—meth0xy—ethyl)-pynm1d1n-4 yl]-piperazin-1-yl}-
ethyl)-cyclobutyl]- agetamlde

trans-N-[3-(2- {4/,[2 -tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-piperazin-1-
y1}-ethyl)ucyg16i5uty1]-acetamide

trans-N- [4;.(’2/v— {(2R)-4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-2-methyl-
piperaz/j;f—ﬂl -yl}-ethyl)-cyclohexyl]-acetamide

trans/ﬁ -[4-(2-{(3R)-4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-3-methyl-
p/ip’érazin— 1-yl1}-ethyl)-cyclohexyl]-acetamide

Cis-N- [4-(2-{(2S)-4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-2-methyl-
piperazin-1-yl1}-ethyl)-cyclohexyl]-acetamide
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trans-N-[4-(2- {(3S)-4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl}-3-methyl-
piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide
trans-N-[4-(2-{(2S)-4-[ 2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-2-methyl-
piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide
5 cis-N-[4-(2-{4-[2-tert-butyl-6-(2-trifluoromethoxy-ethyl)-pyrimidin-4-yl]-
piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide // |
trans-N-[4-(2-{4- [2-tert—butyl—6-(2—triﬂuoromethoxy-ethyl)-pyrimidjn{;t-yl] -
piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide y /
trans-N-[4-(2- {4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin- fyl]—piperazin-l -
10 yl}-ethyl)-cyclohexyl]-formamide /

7/

Y
N-[3-(2-{4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-piperazin-1-yl }-
/

ethyl)-cyclobutyl]-formamide /
trans-N-[4-(2- {4—[2-—tert—buty]~6-(2—hydroxy—ethyl}yéyn’midin#—yl] -piperazin-1-yl}-

e
i

ethyl)-cyclohexyi]-acetamide ) /
15 trans-N-[(1R,3S)-3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-
yllpiperazin-1-yl]ethyl]cyclopentyl] aceta}ﬁ
trans-N-[(1S,3R)-3- [2—[4—[2—tert—buty};é—(2~methoxyethyl)pyrimidin-4—
yl]piperazin-1-yl]ethyl] cyclopentﬂjé/cetamide
cis§N~[(1 S,3S)-3-[2-[4- [2-tert—b}d{yl—6—(2—methoxyethyl)pyrimidin—4—yl]piperazin- 1-
20 yllethyl]cyclopentyl] acetam}dé/
N-[cis-3-[2-[4- [2-tert-but/y1’—6-(2—methoxyethyl)pyrimidin—4~yl]piperazinu 1-
ylJethyl]cyclobutyl] fom’i/amide
" N-[trans-3-[2-[4- [271;é/1:t»butyl=6~(2-methoxyethyl)pyrimidin-4~yl]piperazin~ 1-
yllethyl] cyclobufgyl/j formamide
25 trans-N- [4-[2;,[’(3 R)-4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-y1]-3-methyl-
piperazin- 1~y1} ethyl]cyclohexyl]formamide
trans—N/;/Ei— [2-[(35)-4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl}-3-methyl-
pipe;yi/z/in— 1-yl]ethyl]cyclohexyl[formamide
tr/ah/s—N-H—[Z-[4—[2-tert-buty1—6—(methoxymethyl)pyﬁmidin—4-y1]piperazin— 1-
30 vllethyl]cyclohexyl|formamide
trans-N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyllacetamide

/
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trahs—N-[4—[2~ [4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]piperazin-1-
yl]lethyl]cyclohexyl]formamide

trans-N-[4-[2-[ (2R)-4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-2-methyl
piperazin-1-yl]ethyl]cyclohexyl]formamide
trans-N-[4-[2-[(3S)-4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-3-méthyl-
piperazin-1-yl]ethyl]cyclohexyl]acetamide - // /

trans—N-[4—[2—[(2R)—4—[2—tert-buty1—6—(2-hydroxyethyl)pyrimidin—4—y,1"f—2~methy1—
/
/

piperazin-1-yl]ethyl]cyclohexyl]acetamide 7
/
trans-N-[4-[2-[4-(2-tert-butyl-6-tetrahydrofuran-3 —yl-pyrimidi}xféi—yl)piperazin- 1-

yl]ethyl]cyclohexyl]formamide

N-[3-[2-[(3 S)—4-[2—tert—buty1—6-(2—methoxyethyl)pyrimigﬁ;l-4-y1}«3—methyl—
7
piperazin-1-yl]ethyljcyclobutyl]formamide /

P .
trans-N-[4-[2-[ (3R)-4- [2-tert-butyl—6—(2-hydroxyejr,léfl)pyrimidin—ét—yl] -3-methyl-
piperazin-1-yljethyljcyclohexyljacetamide / /
trans-N-[3-[2-[(3S)-4-[2-tert-butyl-6-(2-met éxyethyl)pyrimidin-4—yl] -3-methyl-
piperazin-1-yl]ethyl]cyclobutyl] acetami(/l/

cis-N-[3-[2-[(3 S)-4—[2-tert—buty1—6—(Z;réethoxyethyl)pyrimidin—4—y1} -3-methyl-
pipefazin- 1-yl]ethyljcyclobutyl] ac;-/{é;mide

trans-N-[4-{2-[(3 S)—4—[2—ter1;—bu/t/§//1—6—[2~(diﬂu0romethoxy)ethyl]pyﬁmidin-4-y1]-3 -

methyl-piperazin-1-yljethyl] Q’{clohexyl] acetamide
V4
//
and the N-oxides, the prodrugs and the pharmaceutically acceptable salts of these

/
compounds.

/
s

A compound of any of claims 1 to 27 for the use as a medicament.

A phargréceutical composition comprising at least one compound as claimed in any
of clai/rns 1 to 27, optionally together with at least one physiologically acceptable

/. .
catrier or auxiliary substance.

~

/

/
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Use of at least one compound as claimed in any of claims 1 to 27 in the /
manufacture of a medicament for treating a medical disorder or condition /

susceptible to treatment with a dopamine D3 receptor ligand.

The use of claim 30, wherein the medical disorder is a disorder or condi}' n of the

central nervous system. /
/

/
e

S
The use of claim 30, wherein the medical disorder is a disorder ot condition
/

/
selected from the group of Parkinson's disease, schizophrenia, bipolar disorder,
group p b p

depression, motivation disturbances, anxiety, cognitive dysfunction, pain, disorder
7
associated with drug abuse, and eating disorders. //
y

ya
/

/
The use of claim 30, wherein the medical disordc;r/is renal function disorders, such

s

as diabetic nephropathy. /
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1. A compound of the formula I

3a 3b 4

R————\ (CH)m CHy—GHy—N /4 \ \ 0
ﬁ—< >< ) A —
(CHz)n R RS
where
m islor2,
n islor2,

is selected from the group consisting of CH,, CH,CH,, CHFCH, and
CF,CH,,

is hydrogen or C;-Cs-alkyl,

is selected from the group consisting of hydrogen and fluorine,

is selected from the group consisting of hydrogen and methyl,

is selected from the group consisting of hydrogen and methyl,

is branched C4-Cs alkyl or branched fluorinated C4-Cg alkyl, and

is an oxygen containing radical selected from the group consisting of C;-C»-
alkoxy-C1-Cs-alkyl, fluorinated C;-C-alkoxy-C;-Cs-alkyl, hydroxy-C;-Cs-
alkyl, fluorinated hydroxy-C;-Cs-alkyl, oxetanyl, fluorinated oxetanyl, oxo-
lanyl, fluorinated oxolanyl,

C3-Cs cycloalkyl, fluorinated Cs-Cs cycloalkyl, where the cycloalkyl moicty
in the last two mentioned radicals carries 1 or 2 radicals selected from
hydroxyl, C1-C,-alkoxy and fluorinated C,-C,-alkoxy and may additionally
carry 1 or 2 radicals selected from C;-C;-alkyl and fluorinated C;-Cs-alkyl,
C;-Cs cycloalkoxy-Cy-Cy-alkyl and fluorinated C3-Cs cycloalkoxy-C-Cy-
alkyl, where the cycloalkoxy moiety in the last two mentioned radicals may
carry 1 or 2 radicals selected from hydroxyl, C;-Cs-alkoxy, fluorinated C;-
C,-alkoxy, Cy-C,-alkyl and fluorinated C;-C,-alkyl,
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the N-oxides, the prodrugs and the pharmaceutically acceptable salts of these

compounds;

where the prodrugs are selected from compounds I carrying an OH group, where
the hydrogen atom of the OH group is substituted by a C;-Cy-alkylcarbonyl group,
by benzoyl, by an amino acid, selected from glycine, alanine, serine and
phenylalanine, which is linked to the oxygen of the OH group via the carbonyl
group of the amino acid; or by a group of the formula -C(=0)-O-CHR?-O-C(=0)-
R%in which R” and RY are independently of one another C1-C4-alkyl.

The compound of claim 1, wherein R is hydrogen or methyl.

The compound of claim 1, wherein R' is methyl.

The compound of claim 1, wherein R is hydrogen.

The compound of any of the preceding claims, wherein R? is hydrogen.

The compound of any of the preceding claims, wherein m is 2.

The compound of any of the preceding claims, wherein n is 2.
The compound of any of claims 1 to 7, wherein both m and n are 1.
The compound of any of the preceding claims, wherein R* and R* are hydrogen.

The compound of any claims 1 to 8, wherein either R** is methyl and R*® is

hydrogen or R** is hydrogen and R*® is methyl.

The compound of any of the preceding claims, wherein A is CH,.
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15.

16.

17.

18.

19.
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The compound of any of claims 1 to 10, wherein A is CH,CH,, CHFCH, or
CF,CHo,.

The compound of any of the preceding claims, wherein R” is branched C4-Cg alkyl

and in particular tert.-butyl.

The compound of any of the preceding claims, wherein R’ is selected from the
group consisting of C;-Cy-alkoxy-C-Cs-alkyl, fluorinated C,-Cy-alkoxy-C;-Cs-
alkyl and hydroxy-C,;-Cs-alkyl.

The compound of claim 14, wherein R” is selected from the group consisting of
methoxymethyl, ethoxymethyl, 2-methoxyethyl, difluoromethoxymethyl, 2-
(difluoromethoxy)ethyl, trifluoromethoxymethyl, 2-(trifluoromethoxy)ethyl,
methoxydifluoromethyl, ethoxydifluoromethyl, 2-methoxy-1,1-difluoroethyl,
hydroxymethyl, 2-hydroxyethyl, 2-hydroxypropyl and 2-hydroxy-2-methylpropyl.

The compound Qf claim 14, wherein R’ is C;-Cy-alkoxy-Ci-Cy-alkyl.

The compound of any of the claims 1 to 13, wherein R’ is selected from the group
consisting of oxetanyl, fluorinated oxetanyl, oxolanyl, fluorinated oxolanyl, and
C;-Cs cycloalkyl, which carries 1 or 2 radicals selected from hydroxy and C;-C,-
alkoxy.

The compound of claim 17, wherein R is selected from the group consisting of 2-
oxetanyl, 3-oxetanyl, 2-oxolanyl, 3-oxolanyl, 3-methoxycyclobutyl and 3-

hydroxycyclobutyl.

The compound of any of the preceding claims, wherein
A is CH,, CH,CH,, CHFCH, or CF,CHy;

R'  ishydrogen or methyl;

R*  is hydrogen;
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R*  and R* are hydrogen or either R* is methyl and R*® is hydrogen or R** is
hydrogen and R* is methyl; and
R* s tert-butyl.

5 20. The compound of any of the preceding claims, which is a compound of the

formula Ia,
O 3a
Ri——ﬁ// R ‘?<
__<q<‘
N CHy—CHo—N
H /
R? A

where R” is H and RI, R3a, R3b, R® and A are as defined in any one of the
preceding claims, the N-oxides, the prodrugs and the pharmaceutically acceptable

10 salts of these compounds.

21. The compound of any of claims 1 to 19, which is a compound of the formula Ib,

) RSa
~

" CHy—CHy—N / \ N (Ib)
R? A

where R?is H and R!, R* R*® R® and A are as defined in any one of the
15 preceding claims, the N-oxides, the prodrugs and the pharmaceutically acceptable

salts of these compounds.

22.  The compound of any of claims 1 to 19, which is a compound of the formula Ic,
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N (Ic)

where R?is H and R!, R**, R*, R’ and A are as defined in any one of the
preceding claims, the N-oxides, the prodrugs and the pharmaceutically acceptable

salts of these compounds.

The compound of any of the preceding claims, where in formulae I or Ia or Ic the

radical R'-C(=0)-NH and the radical R* predominately adopt cis-configuration.

The compound of any of claims 1 to 22, where formulae in I or Ia or Ic the radical

R'-C(=0)-NH and the radical R? predominately adopt trans-configuration.

The compound according to claim 1, selected from the group consisting of:
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl |piperazin-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl|piperazin-1-
yljethyl]cyclohexyl]acetamide,

N-[4-[2-[4-[ 2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl|piperazin-1-
yl]ethyljcyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl piperazin-1-
yl]ethyljcyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl|piperazin-1-
yl]ethyl]|cyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl]piperazin-1-
yljethyl]cyclohexyl]acetamide,
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N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-yl|piperazin-
1-yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-ylpiperazin-
1-yl]ethyl]cyclohexyl[formamide, |
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl|piperazin-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyljcyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(0oxetan-3-yl)pyrimidin-4-yl]piperazin-1-
yljethyl]cyclohexyl]acetamide,
N—[4~[2—[4—[2—tert-butyl—6—(oxetan—3—yl)pyrimidin~4-y1]piperazin—l -
yllethyl]eyclohexyl]formamide, |
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl|piperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(0oxetan-2-yl)pyrimidin-4-yl]piperazin-1-
yl]ethyljcyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3-yl)pyrimidin-4-yl Jpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(0xolan-3-yl)pyrimidin-4-yl piperazin-1-
yl]ethyl|cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-methoxycyclobutyl)pyrimidin-4-yl |piperazin-1-
yllethyl]cyclohexyl]acetamide, |
N—[4-[2~[4—[2—tert—butyl-6—(3-méthoXycyclobutyl)pyrimidin-4—yl]piperazin— 1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl |piperazin-1-
yllethyl]cyclohexyl]acetamide,
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N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl piperazin-1-
yl]ethyl]cyclohexyl[formamide,
N-[4-[2-[4-]2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl |piperazin-1-
yl]ethyl]cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl]piperazin-1-
yllethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyljpyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyllacetamide,
N-[4-[2-[4-]2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexylformamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yllethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-2-methyipiperazin-1-
vllethyl] cyclohéxyl]formamide, ‘ '
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yllethyl]cyclohexyl]acetamide,
N-[4-[2-[4-]2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yllethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yllethyl]cyclohexyljacetamide,

N-[4-[2-[4-] 2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl}-2-methylpiperazin-1 -
yl]ethyljcyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl]-2-
methylpiperazin-1-yljethyl]cyclohexyljacetamide,
N-[4-[2-[4-]2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yljethylJcyclohexyl [formamide,
N-[4-[2-[4-]2-tert-butyl-6-(1,1~difluoro-2-methoxyethyl)pyrimidin-4-yl]-2-
methylpiperazin-1-yljethyl]cyclohexyl]acetamide, | '
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N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-y1]}-2-
methylpiperazin-1-yljethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-y1}-2-
methylpiperazin-1-yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl}-2-
methylpiperazin-1-yljethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yljethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-2-methylpiperazin-1-
yljethyl]cyclohexyl]formamide,
N-[4-[2-[4-][2-tert-butyl-6-(0xetan-2-yl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(0xetan-2-yl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]|cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(0x0lan-3-yl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(0x0lan-3-yl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-methoxycyclobutyl)pyrimidin-4-yl]-2-
methylpiperazin-1-yl]ethyl]cyclohexyl]acetamide,
N-[4-]2-[4-[2-tert-butyl-6-(3-methoxycyclobutyl)pyrimidin-4-yl}-2-
methylpiperazin-1-yljethyljcyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl}-2-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl}-2-methylpiperazin-1-
yllethyl]jcyclohexyl]acetamide,



10

15

20

25

30

75
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl]formamide, |
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yljethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl]-2-
methylpiperazin-1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yl}-2-
methylpiperazin-1-yljethyljcyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl )pyrimidin-4-y1}-2-
methylpiperazin-1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-y1]-3-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-y1]-3-methylpiperazin-1-
yl]ethyl]cyclohexyl]formamide,

N-[4-[2-[4- [2—teft~buty1—6-(meth0xymethyl)pyn'midin—4—yl]—3~methylpiperazin- 1-
yl]ethyl]cyclohexyl]acetamide,

. N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-3-methylpiperazin-1-

yl]ethyl]cyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-y1}-3-methylpiperazin-1-
yl]ethyl]cyclohexyljacetamide, |
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
vl]ethyl]cyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yljethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yljethyl]jcyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-y1]-3-
methylpiperazin-1-yl]ethyl] cyclohexyl]acetamide,
N-[4-][2-[4-]2-tert-butyl-6-(1, 1 -difluoro-2-methoxyethyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-y1]-3-
methylpiperazin-1-yljethyljcyclohexyl]acetamide,
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N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yl]ethyl]cyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-y1]-3-
methylpiperazin-1-yl]ethyl]cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yljethyl]cyclohexyl [formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-3-methylpiperazin-1-
vljethyl]cyclohexyllacetamide,

N-[4-[2-[4-] 2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclohexyl [formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]eyclohexyl]formamide,
N-[4-[2-[4-]2-tert-butyl-6-(oxolan-3-yl)pyrimidin-4-yi]-3-methylpiperazin-1-
yl]ethyl]cyclohexyllacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3-yl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethﬂ]cyclohexyl] formamide,

N-[4-[2-[4-] 2-tert-butyl-6-(3-methoxycyclobutyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yl]ethyl|cyclohexyl]acetamide,
N-[4-]2-[4-[2-tert-butyl-6-(3-methoxycyclobutyl)pyrimidin-4-y1]-3-
methylpiperazin-1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yljethyljcyclohexyl]acetamide,
N-[4-[2-[4-]2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclohexyl | formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide, \
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yllethyl]cyclohexylformamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl )pyrimidin-4-yl]-3-
methylpiperazin-1-yl]ethyljcyclohexyl]acetamide,
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N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yljethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-y1]}-3-
methylpiperazin-1-yl]ethyl]cyclohexyl|acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl )pyrimidin-4-yl]-3-
methylpiperazin-1-yl]ethyl]cyclohexyl}formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yllethyl]cyclohexyl]acetamide,
N-[4-[2-[4-]2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl}-1,4-diazepan-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl1}-1,4-diazepan-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-1,4-diazepan-1-
ylJethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl] cyclbhexyl] formamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-yl]-1,4-
diazepan-1-yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-yl1}-1,4-
diazepan-1-yl]ethyl}cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl1]-1,4-diazepan-
1-ylJethyl]cyclohexyllacetamide,

N-[4-[2-[4- [2—tert—buty1—6—(2—diﬂuoromethoxyethyl)pyrimidin-4—y1] -1,4-diazepan-
1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl]-1,4-diazepan-
1-yl]ethyl]cyclohexyljacetamide,
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N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl]-1,4-diazepan-
1-yljethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-y])pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2- [4— [2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-1,4-diazepan-1-
yllethyl]cyclohexyl [formamide,
N-[4-[2-[4-]2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl]-1,4-diazepan-1-
yijethyl]cyclohexyllacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl}-1,4-diazepan-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3-yl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3-yl)pyrimidin-4-yl}-1,4-diazepan-1-
yljethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-methoxycyclobutyl)pyrimidin-4-yl]-1,4-diazepan-1-
vl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-methoxycyclobutyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]formamide, |
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl}-1,4-diazepan-1-
yl]ethyl]cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yljethyl]cyclohexyl [formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-]2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]|cyclohexyl]formamide,
N-[4-[2-[4~[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl}-1,4-
diazepan-1-yl]ethyl]cyclohexylacetamide, |
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl]-1,4-
diazepan-1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yl]-1,4-diazepan-1-
vljethyl]cyclohexyl]acetamide,
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N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyllformamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl|piperazin-1-
yl]ethyl]cyclopentyl]acetamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]piperazin-1-
ylJethyl]cyclopentyl [formamide,
N-[3-[2-[4-]2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl|piperazin-1-
yljethyl]cyclopentyljacetamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-ylJpiperazin-1-
yl]ethyl]cyclopentyl [formamide
N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl Jpiperazin-1-
yl]ethyl]cyclopentyljacetamide,
N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyljcyclopentyl [formamide, ’
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclobutyl]acetamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl|piperazin-1-
yl]ethyl]cyclobutyl[formamide,

N-[3 —[2-[4—[2—tert—buty1-6-(methoXymethyl)pyrimidin—4—y1]piperazin—l -
yljethyljcyclobutyljacetamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl |piperazin-1-
yl]ethyl]cyclobutyl]formamide,
N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]piperazin-1-
yljethyl]cyclobutyllacetamide,

N-[3-[2-[4-] 2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl [piperazin-1-
yl]ethyl]cyclobutyl]formamide,

the cis-isomers thereof, the trans-isomers thereof,

and the N-oxides, the prodrugs and the pharmaceutically acceptable salts of these

compounds.

The compound according to claim 1, selected from the group consisting of:
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N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl [piperazin-1-
yljethyl]cyclohexyl]acetamide,

N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl )pyrimidin-4-yl piperazin-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl}-3-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl}-1,4-diazepan-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl[formamide,
N-[3-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]piperazin-1-
yllethyl]cyclopentyl|acetamide,
N-[3-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl|piperazin-1-
yljethyl]cyclopentyl [formamide,
N-[3-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]piperazin-1-
yllethyl]cyclobutyl jacetamide,
N-[3-[2-[4-]2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl |piperazin-1-
ylJethyl]eyclobutyl]formamide, )

N-[3-[2-]4-| 2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yllethyllcyclobutyljacetamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclobutyl }formamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl}-2-methylpiperazin-1-
yl]ethyl]cyclobutyl]acetamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclobutyl[formamide,
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N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclobutyl]acetamide,
N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclobutyl ][formamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclobutyl]acetamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yllethyl]cyclobutyl]formamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl}-3-methylpiperazin-1-
yl]ethyl]cyclobutyl]acetamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yljethyl]cyclobutyl]formamide,
N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl}-3-methylpiperazin-1-
yl]ethyl]cyclobutyl]acetamide,

N-[3-[2-[4- [2—tert—butyl-6-(ethoxymethyl)pyrimidin—4—yl]—3-methy1piperazin-1—
yllethyl]cyclobutyl]formamide,

the cis-isomers thereof, the trahs—isofners thereof,

and the N-oxides, the prodrugs and the pharmaceutically acceptable salts of these

compounds.

The compound according to claim 1, selected from the group consisting of:
trans-N-[4-(2- {4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-piperazin-1-
yl}-ethyl)-cyclohexyl]-acetamide
trans-N-[4-(2-{4-[2-tert-butyl-6-(methoxymethyl)-pyrimidin-4-yl}-piperazin-1-
yl}-ethyl)-cyclohexyl]-acetamide

cis-N-[4-(2- {4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-piperazin-1-yl} -
ethyl)-cyclohexyl]-acetamide
cis-N-[3-(2-{4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-piperazin-1-yl} -
ethyl)-cyclobutyl]-acetamide ‘
trans-N-[3-(2-{4-[ 2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-piperazin-1-
yl}-ethyl)-cyclobutyl]-acetamide
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trans-N-[4-(2- {(2R)-4-[ 2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-y1]-2-
methyl-piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide
trans-N-[4-(2- {(3R)-4-[ 2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-y1]-3-
methyl-piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide
cis-N-[4-(2-{(25)-4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-y1]-2-methyl-

piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide

trans-N-[4-(2- {(3S)-4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-3-methyl-
piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide
trans-N-[4-(2-{(25)-4-[ 2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl}-2-methyl-
piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide

- cis-N-[4-(2- {4-[2-tert-butyl-6-(2-trifluoromethoxy-ethyl)-pyrimidin-4-yl]-

piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide

trans-N-[4-(2- {4-[ 2-tert-butyl-6-(2-trifluoromethoxy-ethyl)-pyrimidin-4-yl1]-
piperazin-1-yl }-ethyl)-cyclohexyl]-acetamide

trans-N-[4-(2- {4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl]-piperazin-1-

~ yl}-ethyl)-cyclohexyl]-formamide

N-[3-~(2-{4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl|-piperazin-1-yl } -

ethﬂ)-cyclobutyl] -formamide

trans-N-[4-(2- {4-[ 2-tert-butyl-6-(2-hydroxy-ethyl)-pyrimidin-4-yl]-piperazin-1-
yl}-ethyl)-cyclohexyl]-acetamide
trans-N-[(1R,3S5)-3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-
yl]piperazin-1-yl]ethyl]cyclopentyljacetamide
trans-N-[(1S,3R)-3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-
yl]piperazin-1-yl]ethyl]cyclopentyl Jacetamide

c1s-N-[(18,35)-3-[2-[4-[ 2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl |piperazin-
1-yl]ethyl]cyclopentyl]jacetamide
N-[cis-3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl|piperazin-1-
yl]ethyl]cyclobutyljformamide
N-[trans-3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl [piperazin-1-
yl]ethyl]cyclobutyl]formamide
trans-N-[4-[2-[(3R)-4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-y1]-3-methyl-
piperazin-1-yl]ethyl]cyclohexyl[formamide
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trans-N-[4-[2-[(3S)-4-[ 2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-3-methyl-
piperazin-1-yljethyl]cyclohexyl]formamide
trans-N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]formamide
trans-N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]piperazin-1-
yllethyl]cyclohexyl]acetamide
trans-N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]formamide
trans-N-[4-[2-[ (2R)-4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl}-2-methyl-
piperazin-1-yl]ethyl]cyclohexyl|formamide
trans-N-[4-[2-[(3S)-4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl}-3-methyl-
piperazin-1-yljethyl]cyclohexyl]acetamide
trans-N-[4-[2-[(2R)-4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl}-2-methyl-
piperazin-1-yl]ethyl]cyclohexyl]acetamide
trans-N-[4-[2-[4-(2-tert-butyl-6-tetrahydrofuran-3-yl-pyrimidin-4-yl)piperazin-1-
yllethyl]cyclohexyllformamide
N-[3-[2-[(3S)-4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-3-methyl-
piperazin-1-yl]ethyl]cyclobutyl]formamide
trans-N-[4-[2-[ (3R )-4-[ 2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-3-methyl-
piperazin-1-yl]ethyl]cyclohexyl]acetamide
trans-N-[3-[2-[(3S)-4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl}-3-methyl-
piperazin-1-yl]ethyl]cyclobutyljacetamide
cis-N-[3-[2-[(3S)-4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-3-methyl-
piperazin-1-yl]ethyl]cyclobutyl]acetamide
trans-N-[4-[2-[ (35)-4-[ 2-tert-butyl-6-[ 2-(difluoromethoxy)ethyl |pyrimidin-4-yl]-3-
methyl-piperazin-1-yl]ethyl]cyclohexyl]acetamide

and the N-oxides, the prodrugs and the pharmaceutically acceptable salts of these

compounds.

A compound of any of claims 1 to 27 for the use as a medicament.
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A pharmaceutical composition comprising at least one compound as claimed in
any of claims 1 to 27, optionally together with at least one physiologically

acceptable carrier or auxiliary substance.

Use of at least one compound as claimed in any of claims 1 to 27 in the
manufacture of a medicament for treating a disorder or condition of the central

nervous system.

Use of at least one compound as claimed in any of claims 1 to 27 in the
manufacture of a medicament for treating Parkinson's disease, schizophrenia,
bipolar disorder, depression, motivation disturbances, anxiety, cognitive

dysfunction, pain, disorder associated with drug abuse, and eating disorders.

Use of at least one compound as claimed in any of claims 1 to 27 in the
manufacture of a medicament for treating renal function disorders, such as

diabetic nephropathy.



